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GLOBALHEALTHEDCTP3PORTFOLIOIWHO WEARE

Who we are

GlobalHealthEuropean & Developing Countries Clinical Trials
Partnership 3(GlobalHealthEDCTP3)is aunique European-
African partnership workingtoimprove health through
research.Backedbythe EuropeanUnionandmore than 45
countries, we focus oninfectious diseases that continue
toaffect millions of people across sub-Saharan Africa.

We fundclinical trials and studies, trainresearchers and
strengthenAfrica’sclinicalresearch ecosystem. By bringing
togetherpartnersacrosssectorsandcontinents, we help
develop, evaluate and deliver solutions where they are most
needed, while contributing to stronger global health security.

Ourmissionistoreduce mortalityand morbidity frominfectious
diseasesinsub-SaharanAfricaby supporting collaborative
research, strengtheningresearch capacity, andaccelerating
the development, evaluationandimplementation of solutions
to prevent, detect, treatand monitorinfectious diseases.

Our scope

We focus onthe major
infectious disease threats
facing sub-Saharan Africa.
We tackle all stages of clinical
evaluationbut particularly
later-stage studies witha
specialfocusonvulnerable

—

GlobalHealthEDCTP3 contributestothe EU’s priorities
forhealthresearchinAfricaand supports the Sustainable
Development Goalsoninfectious diseases.Italso
contributestotheimplementation of the EU Global Health
Strategy, the Global Health Resilience Initiative and shared
African Union-EU priorities onhealthandinnovation.

We fund projects through Horizon Europe, the EU’s
researchandinnovationframework. Projects are
selectedthroughopencalls forproposalsandbring
togetherpartners fromAfrica, Europe and beyond.

The EDCTP programme was establishedin2003and has
evolvedthroughthree successive programmes over more
than20years. GlobalHealthEDCTP3, the third iteration, runs
from 2021102031, withan expected budget of €1.84 billion.
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Foreword

Dearcolleagues, partnersand friends,

Itismy great pleasure to share this portfolio showcasing the
159 projects funded by GlobalHealthEDCTP3 since 2022, when
the third EDCTPiterationwaslaunched.

Behindevery collaboration presentedinourportfolioare
scientists, institutions, communities and partners working
togethertoturnscienceintoimpactful global health solutions.
Theircollective efforts are helpingto develop newtoolsand
diagnostics, strengthenresearch capacity,and generate
evidencethatcanimprove health outcomes forsome of the
most vulnerable populationsinsub-Saharan Africaandbeyond.

Theseinitiativesillustrate the scale, diversity and ambition of
ourAfrica-Europe partnership. They are the result of the first five
GlobalHealthEDCTP3 annualwork programmes and 14 highly
competitive calls for proposals, which have attracted more than
1,800 applicants.

Today, 513 organisations from 69 countries are involvedin
implementing these projects, spanning educationandresearch
organisations, smalland medium-sized enterprises, product
development partnershipsand private sector organisations.

GlobalHealthEDCTP3 has awarded €722 million to this
portfolio of projects. Anamount thathas beencomplemented
by additionalfunds fromthe EDCTP Association member
countries, Contributing Partners, publicinstitutions from EDCTP
Associationmemberstates, and from othersources.

Theportfolio addresses all priority disease areasidentifiedin

our Strategic Research and Innovation Agenda, with the largest
sharesdedicatedtomalaria,emerging/re-emerginginfectious
diseases, neglectedinfectious diseases, tuberculosis,and HIV.

Atthe heart of the portfolio are 119 Research and Innovation
Actions(RIAs)foratotalbudget of €611 million, supporting
clinicaltrialsand otherclinicalresearch activities. Afurther

40 Coordinationand Support Actions withatotalbudget of
€11 million, strengthen coordination, networks andinstitutional
capacities, helpingto create the enablingenvironmentneeded
forsustainable clinicalresearch.

Theportfolio also demonstrates the ability of Global Health
EDCTP3to mobilise co-funding fromMember States and
Contributing Partnerstorespondrapidly to emerging health
threats. Since 2021, the African continent has continued to face
major outbreaks, includingnew mpoxoutbreakin2024 and the
current Ebola Bundibugyo outbreak. Inresponse, Global Health
EDCTP3mobilised Emergency Response Actions to support
researchaddressing theseurgent challenges. Today, these
projects contribute to outbreak preparednessandresponse,
strengthening the capacity todetectandrespondtothe
ongoingand future threats.

linvite youto explore thisrichand diverse portfolio and discover
the powerand addedvalue of sustained and equitable Africa-
Europehealthresearch collaboration.

Michael Makanga
Executive Director, GlobalHealthEDCTP3
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Investment portfolio across disease area 2022-2026

By September2026, 159 projects were supported by Global Health EDCTP3, with funding amounting to €722 million.

Other childhood infections Lowerlrgspiratory tractinfections
€35 miIIion,5% @ €26 m|II|on,4%

Cross-disease or disease not specific Malaria
€44 miIIion,é% €137 million, 19%

Diarrhoel diseases
€44 million, 6%

HIV/AIDS /3
€50 million, 7%

€722 million

@ Neglected infectious diseases
€130 million, 18%

Tuberculosis
€123 million, 17%@

Emerging and re-emerging infectious diseases (eids)
€133 million, 18%

Investment portfolio across intervention type
2022-2026

By September 2026, the 159 projects supported by Global Health EDCTP3 covered six types of interventions.

9 Cross-intervention orintervention not specific

Other prevention tools @ €37 million, 5%

€57 million, 8%

Diagnostics /=
€107 million, 15%
Therapies

€722 million €236 million, 33%

Surveillance tools
€124 million, 17%

Vaccines

€161 million, 22%
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Contribution to global health challenges

The 159 Global Health EDCTP3 projects contribute to one or more global health challenges.

Digital technologies | 63

Antimicrobial resistance (AMR) or drug resistance 58
Healthsecurity [ 55
Climate crisis or adaptation 30

One health | 2/

Co-morbidities and non-communicable diseases || NEGTNG 17

Women'shealth |G ¢

Environment and biodiversity 15

Emerging technologies |Gz 13

Focus on target populations

The 159 Global Health EDCTP3 projects focus on one or more target populations.

Number of projects pertarget population:

Neonates (0-28 days) _ 20
Infants (29 days up to less than 1year) _ 36

Young children (1up to less than 5 years) _ 40
Older children (5 up to less than 10 years) _ 31

Adolescents (10 up to less than 18 years) 38
Young adults (18 up to less than 45 years) _ 57

Middle-aged adults (45to 59 years) NG 44
Older adults (60+ years) _ 34
General population | 75
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<

Geographic coverage of Global
Health EDCTP3 project consortia

Countries are shown based on the legal registration of
participating organisations. Darker shadingindicates
participationin a higher number of projects (1-80 projects);
white indicates no participating organisation.
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RESEARCHAND INNOVATIONACTIONS | HIV/AIDS

DOLPHIN-3

216

Drug Optimisationin LMICs of Pregnant HIV women and their Infants: temporary switchto CAB/RPV long

actinginjections

The DOLPHIN-3projectisassessingwhetheritis feasible to
temporarily transferwomenliving with HIV from oral antiretroviral
therapy (ART)tolong-actinginjectable ART during breastfeeding.

The challenge

Womenlivingwith HIV must take daily doses of oralantiretroviral
therapy (ART)inorderto suppressviralreplication. Sticking to this
routine canbe particularly difficult after childbirth, whenmothers
alsohavetocontendwith the many demands of anew baby.
Around half of newmothers withHIV do notadhere to daily ART
schedules, whichcanaffecttheirownhealthandincrease therisk
thatthevirusistransmitted to theirbaby during breastfeeding.

Anadditionalcomplicationisthatwomenmay not have disclosed
theirHIV statusto those aroundthem. Continuing to take ART
medicationwithout othersknowing may be difficult after birth.

Apossible solutioncouldbe the use of long-acting ART, based
oncabotegravirandrilpivirine, as an alternative to daily oral
ART. Thistreatmentisadministered as aninjectionevery two
months, greatlyreducing the attention that womenhave to
give tocontrollingHIV. It could also provide time formothers to
communicate theirHIV statusif they have yetto do so.

The project

The DOLPHIN-3projectisassessingtheimpact of aswitch
fromdaily oral ART tolong-actinginjectable ART during
breastfeeding. The study, beingundertakenin South Africa
andUganda, willdetermine the feasibility of the switchand
itsimpactsonviralload,adherence and mother-to-child
transmission of HIV.

Asinjectable ARTis more expensive thanoral ART, long-termuse
may not be affordableinmany sub-Saharan African settings.
Thetrialdesign, therefore,incorporatesareturntooral ART after
the period of high vulnerability during breastfeeding. The project
willmonitor the pharmacokinetics of ARTinmothersandbabies
duringthe timewomen spendonlong-actinginjectable ART and
whenthey transitionbackto daily oral ART. The feasibility and
practicality of returning to daily oral ART will also be investigated.

The projectwillexplore the barriers and enablers of this potential
new approachtoHIV controlthroughengagement withboth
mothersandhealthworkers. It willalso evaluate ascreening tool
thathasbeendesignedtoidentify the mostvulnerable women
-thoseathighestrisk of non-adherence - sothattheycanbe
prioritisedtoreceivelong-actinginjectable ART.

Anextensive programme of engagement withcommunities,
policymakers and other stakeholderswillbe undertakentoraise
awarenessoflong-actinginjectable ART and to shape the design
ofresearchactivities.

The impact

The DOLPHIN-3 project willgenerate valuableinformationon
one potentialuse of ahighly effective new medicalintervention,
long-actinginjectable oralantiretroviral therapy (ART). It will:

e Revealwhetherlong-actinginjectable ART leads to better

viralsuppressioncompared with daily oral ART, inreal-world

settings.

Identify key factorsassociated with the successful

implementation of the new care pathway, including the

transitionbackto oral ART.

e Demonstrate whetherascreeningtoolcanidentifythose who
would benefitmost fromlong-actinginjectable ART.

New mothers are apopulationthat could benefitmost fromlong-
actinginjectable ART. The DOLPHIN-3 project willidentify the
potentialbenefitsto mothersand babiesandreveal key factors
affectingthe success of implementation.

Projectataglance

Project duration 1Apr2024 - 31Mar2029
Total project cost €3205161,25
GlobalHealthEDCTP3 €3205161,25

funding

Disease area HIV/AIDS

Interventiontype Therapies

Overarching topic Women’s health

Project coordinator UNIVERSITY OF CAPETOWN

Participating countries South Africa,Uganda, Netherlands

-1N-



RESEARCH AND INNOVATION ACTIONS |HIV/AIDS

ELDORADO

®

Toxicity of dolutegravir and evaluation of doravirine for alternative 15tline antiretroviral treatment in people living

with HIV

The ELDORADO trialis testingwhetherdoravirine-based
antiretroviraltreatment leadsto fewerlong-termcomplications
while successfully suppressing HIV-Tviralload, thanthe most
commonlyusedcurrent treatment for HIV.

The challenge

Anestimated 25 million people arelivingwithHIVinsub-Saharan
Africaandaround 20 millionarereceiving antiretroviral therapy
to controltheirinfections. The most commonly used drug
combinationincludes dolutegravir. Althoughvery effective
atsuppressingviralreplication, overthelongerterm,ithas
beenfoundtoleadtoweight gain,metabolic conditions such
astype2diabetesandhypertension,andanincreasedrisk of
cardiovasculardisease andliverdisease, particularlyinwomen.
ltsuseisalsoassociatedwithsleep disturbance and mental
healthissues,leadingtoreduced quality of life.

Anew generation of antiretroviraldrugshasbeendeveloped,
including doravirine, which could be usedinstead of dolutegravir
incombinationtherapies. Doravirine appears to be as effective
asdolutegraviratsuppressingviralreplicationbutis associated
withfewermetabolic complications.

Doravirinehasbeenlicensedandisinuseinmultiple high-
income countries, butisnotavailable inlow-andmiddle-income
countries,including sub-Saharan Africa.lthasalsonotyetbeen
directly comparedwith dolutegravirinalarge-scale clinical trial.

The project

The ELDORADO projectaimsto generate the evidence that
couldunderpinaswitchfromdolutegravir- to doravirine-
containing antiretroviral therapyinsub-Saharan Africa (andin
othercountriesinarelated project).

The projectiscarryingoutatrial comparing the use of
dolutegravir- and doravirine-containing treatments in adults
newly diagnosedwith HIVinfections. Atotal of 610 patients willbe
recruitedat sitesin Cameroon, Cote d'lvoire, and Mozambique,
aswellasinothercountriesinarelated project.

Inadditiontotracking the treatments’ effects onviral
suppression, the trialincorporates acomprehensive assessment
of theireffectsonkeymetabolic functionsandweight gain, as
wellas cardiovascularand hepatic assessments, foraround

22 months of treatment. Questionnaires willbe used to collect
dataonthe mentalhealthand quality of life of participants.

Datafromthis projectand previous trials of doravirine willbe
collatedto estimate the cost-effectiveness of the two options.

The impact

The ELDORADO projectwillclose animportantgap relating to
optimal HIV treatmentin sub-Saharan Africa. It will:

e Generatedirectly comparable dataondoravirine-and
dolutegravir-containing antiretroviral therapy.

e Provide dataontheholisticimpacts of treatments,including
thoserelating to quality of life.

e Provide policymakerswithaclearindicationof the economic
implications of the new treatment option.

e Trainyoungresearchersandhealth professionalsinorderto
improve patients’ medical care.

WHO hasindicatedits supportforthe ELDORADO project, which
willgenerate evidence that willfeed directlyinto globaland
nationalpolicy onHIV treatmentregimens.

Projectataglance

Project duration 1May 2025-30Apr2029
Total project cost €5164865,00
Global HealthEDCTP3 €5164865,00

funding
Disease area HIV/AIDS
Interventiontype Therapies

Co-morbiditiesand non-communicable
diseases

Project coordinator UNIVERSITEDE BORDEAUX

Scientific projectleader INSTITUTDERECHERCHESMEDICALESET
D'ETUDES DESPLANTES MEDICINALES

Overarching topic

Participating countries France, Cameroon, United Kingdom,
Mozambique, Céte d’'lvoire

-12-
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CHAPAS-5

o®

CHAPAS-5: An Adaptive Platform Trial for Evaluation of Novel Treatment Regimens in ART-naive and Treatment-
experienced Viraemic Childrenand Adolescents Living with HIV in Africa

The CHAPAS-5 projectis establishing a flexible clinical trial
platformthat willaccelerate the evaluation of antiretroviral
treatmentsforchildrenandadolescents.

The challenge

Anestimated 1.4 million childrenand1millionadolescentsare
livingwith HIV, around 90% of themin sub-Saharan Africa.
Everyyear, 140,000 adolescentsbecome infected with HIV,
ftwo-thirds of themgirls.

Children and adolescents experience worse outcomes than
adultslivingwith HIV: although they make up 3% of people
livingwith HIV, childrenaccount for13% of HIV-related deaths.
Adolescentsaresignificantly lesslikely to achieve good
suppression of viralreplicationandalso experience higher
mortality rates than adults.

Initial clinical trials of new treatments typically exclude children
andadolescents,andnew formulations may needto be
developedforadolescents, leadingtolongdelaysinaccess.
Foracommonlyusedtreatment, dolutegravir, there was aseven-

yeargap betweeninitiallicensingandits first use inyoung children.

Thisisanincreasinglyimportantissue, asthe treatments currently
usedhavessignificantdrawbacks. Severalnew treatment options
arebecomingavailable,including dolutegravir/lamivudine
combinations, triple antiretroviral therapy (ART) incorporating
tenofoviralafenamide (TAF), andlong-actinginjectables(suchas
cabotegravirandlenacapavir) that do notrequire daily pill-taking.

The project

The CHAPAS consortium has beenworking formore than
20yearstoenhanceyoung people’saccesstonovelHIV
treatments. The CHAPAS-5projectaimstogoastepbeyond
trials that compare new and existingregimens by establishing an
innovative adaptive clinical trial platform. Encompassing sitesin
Mozambique, Uganda, and Zimbabwe, the platform willbe able
totest multiple treatment options simultaneously acrossarange
of patient groups.

The projectwillrecruittwo main groups of patients: those about
tostarttheirfirstantiretroviraltreatment and those who are
alreadyreceiving antiretrovirals buthave developedresistant
infections, and, therefore, needto be switched fromfirst-line to
second-line back-up treatment.

Foreachgroup, patientswillberandomisedto either the
currentlyrecommended treatment orto possible alternatives
alreadyusedinadults(provided at least two options exist).
Asthesetreatmentshave already beenshownto be effectivein
adults, thekeyaimistorankeach optionby efficacy andsafety.

Thisapproachcanalsobeusedtoassessefficacyandsafety
indifferent subgroups of patients, suchas thoseinparticular
weightbands, generatingmore nuanced evidence to guide the
choice of treatment. The project willinitially focus on the above

combinations, but the platformwillalso enable the evaluation of
otheremergingtreatment optionsinyoung people.

The projectalsoincludes pharmacokinetic studies to determine
whetherdosingisappropriate fordifferentage groups. Inaddition,
itwillexplorewhetherarange of newtechnologies, suchaspoint-
of-caretestingforviralload and/orimmune cellcounts, hepatitis
Bvirustesting, andlocal-level genome sequencingtoidentify
resistance mutations, canalsoimprove patient care and outcomes.

Embeddedwithinthe projectis astrong social science strand
that willfocus onadherence amongadolescentsand treatment
preferences. Thisisparticularlyimportant, asuncontrolled
viralreplicationinadolescentsismore likely toreflectlack of
adherencethandrugresistance. The project willalso explore
the feasibility of anewapproachto care, community-based
dosing, whichwill provide young people with easieraccess to
antiretrovirals through community healthworkers.

The impact

The CHAPAS-5project willmake amajor contributionto the
treatment of HIVinfectionsin childrenand adolescents. It will:

Provide ahighly efficientand cost-effective way to generate
dataonmultiple new first-line and second-line antiretroviral
treatments.

Provide decision-makers with data onmultiple possible
treatment options andindicate whichwould be most suitable
forparticulargroups of patients.
Establishaplatformfortestingnew treatmentsinyoung
people astheybecomeavailable.

Evaluate otherinnovations that could have asignificantimpact
onretentionincareandadherence.

Explore options to ensure the availability and accessibility

of preferred antiretroviral drugs, forexample, throughlocal
manufacturing.

Projectataglance

Project duration TNov2025-310ct2029
Total project cost €6587149,00

Global HealthEDCTP3 €6587149,00
funding

Disease area HIV/AIDS

Interventiontype Therapies, Diagnostics

Overarching topic Antimicrobialresistance (AMR) or drug

resistance
Project coordinator UNIVERSITY COLLEGELONDON
Scientific projectleader JOINTCLINICALRESEARCH CENTRE

Participating countries United Kingdom, Uganda, Zimbabwe, Italy,
Netherlands, Mozambique

-13-
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PREGART

Safety and efficacy of Dolutegravirand EFV400 for pregnant and breastfeeding women - arandomised

non-inferiority clinical trial

GlobalHealthEDCTP3 funding willenable the EDCTP2-
supported PREGART project to complete a key trial that will
provide evidence onthe optimalantiretroviral treatment for
pregnantwomeninsub-Saharan Africa.

The challenge

Pregnantwomenare particularly badly affected by HIV
infections. Pregnantwomenliving with HIV have an eightfold
higherrisk of adverse pregnancy-related outcomes compared
withwomenwithout HIVinfections.Inareaswhere HIVis
common, HIVaccounts for12% of maternal deaths during
pregnancy andsoon afterbirth.

Because of concerns about the effects of drugsonthe
developing fcetus, pregnantwomen are typically excluded from
pivotaltrials of new pharmaceuticalinterventions. This can delay
theuse of effective new treatmentsin suchwomen. Inaddition,
although pregnancyhasaprofoundphysiologicalimpacton
women, whendrugs arerecommended foruseinpregnant
women, itisusuallybased primarilyondatafrommenandnon-
pregnantwomen.

ForHIV treatment, WHO recommends dolutegravir-based
regimens orlow-dose efavirenz-based regimens. However,
there arelimited data frompregnantwomenonthe efficacy and
safety of low-dose efavirenz, orpossible impactsonthe health
anddevelopment of theirbabies.

The project

Fundedthroughthe EDCTP2 programme, the PREGART project
hasbeencarryingoutaclinical trialcomparing treatment
outcomes forpregnantwomen living with HIV given either
dolutegravir-basedregimens orlow-dose efavirenz-based
regimens. The trialwas due torecruitmore than1000 women at
sitesin EthiopiaandUganda.

However, the trialwas badly disrupted by the COVID-19
pandemic, byinsecurityinareas of Ethiopiawhererecruitment
was taking place, and by an Ebola outbreakinUganda. Funding
fromthe GlobalHealthEDCTP3 programme willenable the
projecttocompleterecruitmentand follow-up of participants
during pregnancy andforl2months afterbirthto assess
potentialimpactsonmaternalhealthandinfant development.

The projectiscomparing key aspects of HIV control, including
maternalviralload at delivery, cases of maternal-to-child
transmission of HIV,and adverse pregnancy outcomes.
Thel2-monthfollow-up willrevealwhether either treatment
has anysignificantimpactoninfanthealthand development.

The projectteamisalso monitoringbloodstreamlevels of the
drugstodetermine whetherdoses achieve therapeutic levels
andtoexplore associations betweendruglevelsandefficacy
andsafety signals.

The impact

The PREGART studyis providing key evidence on safe and
effective HIV treatment for pregnantwomen. It will:

e Generate high-quality and directly comparable evidence of
efficacyandsafety fortwo possible antiretroviral treatments
forpregnantwomenliving with HIVin sub-Saharan Africa.

e Provide safetydataonbothpregnancy outcomesandearly
infant development.

By ensuring the trialwillbe completed as originally planned,

the newfundingwillenable the PREGART study to provide both
globalandnational policymakers with criticalinformation to
inform the choice of antiretroviral treatment for pregnantwomen
livingwith HIVin sub-Saharan Africa.

Projectataglance

Project duration 1Jan2026-31Dec 2028
Total project cost €1800000,00
Global HealthEDCTP3 €1800000,00

funding
Disease area HIV/AIDS
Interventiontype Therapies

Women’s health
Project coordinator KAROLINSKAINSTITUTET
Scientific projectleader HAWASSAUNIVERSITY

Overarching topic

Participating countries Sweden, Ethiopia, Italy, Uganda

-14-
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ENABLE

@

Early neutralising antibodies ininfants living with HIV to enhance their life

The ENABLE projectisassessingwhetherbroadly neutralising
antibodies could make the HIV virusundetectable inyounginfants.

The challenge

Anestimated 130,000 babiesbecomeinfected withHIV every
year. Suchinfantsare at very highrisk of death - mortality within
thefirst12monthsafterdiagnosisisaround10%. Thislargely
reflects poor control of viralreplication: good virological
suppressionisseeninonly 25-35% of infants afterayear, and
baselineviralloadisthe biggestrisk factorfordeath.

Thesefigures persist despite the availability of antiretroviral
drugssuitable foryounginfants. Supplementaryinterventions
toprovide additional protection to this vulnerable group could
therefore have amajorimpact.

The project

The ENABLE projectis evaluatingwhetherbroadly neutralising
antibodies (bnAbs) against HIV could make the virusundetectable
inyoung childrenlivingwithHIV.Inveryrare cases, HIVinfection
generates antibodiesthatare active against awiderange of
different strains of HIV. Methods have beendevelopedtoisolate
these antibodies and to manufacture theminlarge quantities so
thattheycanbeusedtoblockinfection.

The ENABLE projectisassessingwhethertwo bnAbsinclinical
development (ePGT121vI-LS and VRC07-523-LS), givenon
diagnosisandafter 3,6 and 9 months, can provide an additional
layer of protectionagainstinfectioninyounginfants. These
antibodieshave beenengineeredsothat they persist forlonger
inthe bloodstream, offering protectionforup to 3months.

The projectiscarryingoutaphasell/llltrialat eight sitesin
Cameroon, Mozambique and South Africa, comparing standard
antiretroviraltreatment withanenhanced approachthatalso
includesbnAbadministration. The trial willcompare viral
suppressionat12monthsinthetwo groups, aswellasfactors
suchasoverallmortality and safety.

Inaddition, the projectwillanalyse multiple patient and
viralmarkers to determine whetherany are associated with
protection. Theseinclude various markers of different types
ofimmuneresponse as well asviral mutations andlevels of key
pbiomolecules. Pharmacokinetic studies will trackbnAb levelsin

asubset of children, to determine whethertherapeuticlevels are
maintained and the levels associated with treatment failure.

Consultationswillalso be organisedto explore the acceptability
of bnAbuseinchildrenandtoidentifyanybarriers or facilitators
thatmightaffecttake up orimplementation of anewintervention.

The impact

The ENABLE project willgenerate key evidence onwhether
aninnovative newintervention canprotect newly diagnosed
childrenwithHIV. It will:

e ShowwhetherbnAbscanofferadditional protectionbeyond
standard antiretroviral therapy.

e |dentify biomarkersassociated withsuccessfulresponses
orinadequate control, toinformtherefinement of treatment
strategies.

e Assesstheacceptability of theapproachamongcaregivers
andidentify any factors that could delayimplementation.

If bnABs are shown toimprove the virus control, they could
protectyounginfantsthroughawindow of vulnerability, and
ultimately enable themto survive and thrive into adulthood.

Projectataglance

Project duration 1Jan2026 - 31Dec 2029
Total project cost €6161157,50
GlobalHealthEDCTP3 €6161157,50

funding
Disease area HIV/AIDS
Interventiontype Therapies

Overarching topic (Other)emergingtechnologies

Project coordinator SERVICIO MADRILENO DE SALUD
Scientific projectleader STELLENBOSCHUNIVERSITY

Participating countries Spain, South Africa, Italy, France,
Mozambique, Kenya, Netherlands,
Cameroon

-15-
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POA

Pragmatic use of long-acting Oral Antiretrovirals in Africa

The POAprojectisevaluatingaradically simplified HIV treatment
regimen that could make it much easierforpeoplelivingwithHIV
to controlviralreplication.

The challenge

Antiretroviral treatments have revolutionised HIV care. However,
theyarenotacure, and peoplelivingwith HIV must continue to
take adaily cocktailof drugsto control theirinfections. Over
time, this daily pill-taking canbbecome difficult to maintainand
creates arisk of stigmatisation.

Long-actinginjectable treatments overcome the need for
daily pill-taking but have drawbacks. They require cold chain
infrastructure, mustbe administered by trained healthworkers,
anddisrupttheregularcontactswithHIV servicesthatare now
integraltoHIVcare.

Apossible alternative approachis offeredbyaneworaldrug
combination, lenacapavir plusislatravir, whichneedstobe
takenjustonce aweek.Inaddition, the components of this
combinationmay have fewer side effectsthan current standard
treatments. Although a phase lltrial of lenacapavir plusislatravir
hasbeencarriedoutinthe USA, thereareno dataonitsusein
sub-SaharanAfrica, eventhoughtheregionaccountsfor/75% of
peoplelivingwith HIV.

The project

The POA projectis conducting the first trial of lenacapavir
plusislatravirinsub-Saharan Africa to generate critical datato
supportitsintroductionin theregion.

Aphasellltrialisbeing carried out, involvingmore than 500
peoplelivingwithHIVin Cote d'lvoire, Kenya, Uganda and
Zimbabwe. It willcompare how wellviralreplicationis controlled
by standard antiretroviral drug treatments and by the weekly use
of lenacapavirplusislatravir. The study will also examine patients’
preferencesandtheimpactondailylife, asaweekly treatment
optioncould substantiallyimprove quality of life.

Otherkeyaspects of the projectinclude:

e Pharmacokinetic studiesto checkcirculatingdruglevels, asthe
drugs may be metabolised differentlyin African populations.

e Implementationscience studies toidentify facilitatorsand
parriers that could influence the speed of introductioninto
routine care.

e Developmentandevaluationof anew assay to measure drug
metabolite levelsinurine samples, which could provide asimple-
to-usetoolformonitoring patients’adherencetotreatment.

©®

Inaddition, although pregnantwomenwillnot berecruitedinto
the trial, the study will carefully monitorwomenwho become
pregnantduring the trialand carry out pharmacokinetic
modellingto assess the suitability of the new treatment for
this group. Suchwork would provide a foundation for studies
of lenacapavirplusislatravirin pregnantwomen, potentially
acceleratingtheiraccesstothisnew treatment.

The impact

Weekly lenacapavir plusislatravirtreatment couldhave a
profound positiveimpact onHIV treatmentin sub-Saharan
Africa. The project will:

o Generate thefirstdataonweekly orallenacapavirplusislatravir
treatmentinsub-SaharanAfrican peoplelivingwith HIV.

e Providesufficientdatatosupportlicensingapprovalsof the
new combination.

e Provide policymakerswithkeyevidence oncost-
effectivenessandpotentialbarriers toimplementation.

o Potentially shortenthe pathwaytoapprovalof lenacapavir
plusislatravirforuseinpregnantwomen.

Introduction of weekly orallenacapavir plusislatravir treatment
couldhave apotentially transformativeimpactonHIV care
insub-SaharanAfrica. By makingadherence easier, it would
deliverhealth benefits, reduce demands onhealth services,
andimprove the quality of life of people who currently face a
demanding schedule of daily drug-taking.

Projectataglance
1Feb2026-31Jan2031
Total project cost €5499083,03

GlobalHealth EDCTP3 €5499083,03
funding

Disease area HIV/AIDS

Project duration

Interventiontype Therapies, Otherpreventiontools

THEUNIVERSITY COURT OF THE
UNIVERSITY OF STANDREWS

Scientific projectleader THEINFECTIOUS DISEASESINSTITUTE
LIMITED

Project coordinator

Participating countries United Kingdom, Uganda, Zimbabwe, Italy,
Cote d'lvoire, Kenya
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MAGFA

Innovative Point of Care for combined screening of Infectious diseases: application to Prevention of Mother

to Child Transmission

The MAGFA projectisdeveloping apoint-of-care test to
simultaneously detect HIV, syphilisand hepatitis B virus
infectionsinpregnantwomen, and toidentify those with active
hepatitisBinfectionsrequiring treatment.

The challenge

Greatstrideshave beenmadeinHIVtestinginsub-Saharan Africa,
and mostpeoplelivingwithHIV are now aware of their HIV status.
The sameisnottrue of many otherchronicinfections, particularly
where symptoms may notbe obviousbutlong-termharmscan
occur.Inpregnantwomen, if undetected, thereisarisk that these
infectionsare passedontotheirbabiesduringpregnancy.

Forexample, only about half of women are screened for syphilis
infections during pregnancy, andlessthan1% are tested for the
hepatitis Bvirus (HepB). Thisleadsto around 216,000 cases

of congenital syphiliseachyear, aswellas 360,000 new HepB
infections. AlthoughHepBvaccinationat birth can protect
newborns,inmost countriesinsub-SaharanAfrica, HepBvaccine
isgiventoolatetopreventmother-to-child transmission.

Several point-of-care testshave been developedforHIVand
otherinfections. However, they are separate tests with different
proceduresandruntimes, makingitdifficulttousethemin

many types of health facilities. Furthermore, testing for active
HepBreplication,whichisassociated withanincreasedrisk of
transmission, requires specialist facilities andis costly, limitingits
useinsub-SaharanAfricansettings.

The project

The MAGFA projectisaddressing these challenges by adapting
anexisting point-of-care testing platformto detect HIV,
syphilisand HepBinfections simultaneously,andto provide a
quantitative assessment of HepBviruslevels toidentify women
inneed of treatment.

ltsMaglAplatform detects antibodiestoinfections, usinga
cartridge-basedsystemthat cansimultaneously analyse 10
samples(two cartridges, eachwith five samples). lts MaglA
Analyserdevice carries outautomatic sample analysisand
delivers simple-to-understandresultstousers.

The company behind the MaglAplatformhas already developed
acartridge forthe co-detection of HIV,HepB and hepatitis C
virus.Inthe MAGFA project, it willincorporate syphilis detection
ratherthanthe hepatitis C virus. The new test will be validated
inthelaboratorybefore beingfield-testedat22 antenatalcare
sitesin Cote d’lvoire, the Democratic Republic of the Congo
(DRC), and Kenya.

Asecondstrand of work willfocusonHepB. Acartridge willbe
developedbasedonantibodiesagainstHepBantigens, with
quantification of antibody levelstoindicate viralreplication.
Women showing highlevels of HepBreplicationwill be eligible
forprophylactic antiviral treatment.

The projectwilldetermine theimpacts onthe prevention of
mother-to-child transmission of the differentinfections, and
alsotrackwomenwho test positive to assess theirretentionin
care. Cost-effectiveness analyses willalso be carried out.

The impact

The MAGFA project could have amajorimpactonthe
identification, treatmentand prevention ofimportantinfections
affectingwomen and children. It will:

e Createanewtoolforrapidly detectingHIV, syphilisand
hepatitisBinfectionsinpregnantwomen.

e Helptoidentify those womenwho couldbenefitmost from
antiviraltreatment forHepBinfections.

e Showwhethertheplatformisacost-effective waytoprevent
mother-to-child transmission of theseinfections.

e Generate economicreturns fordevice distributorsinsub-
Saharan Africa.

Withanestimated 46 million pregnancies occurring ayear, and
6% of womenlikely tohave HepBinfections, widespread use of
the platform could have asignificantimpactonthe transmission
of HepBandotherinfections to childrenin sub-Saharan Africa.

Projectataglance

Project duration 1Jan2025 - 31Dec 2027
Total project cost €5078875,50
Global HealthEDCTP3 €5078815,50

funding

Disease area HIV/AIDS, Other childhoodinfectious
diseases

Intervention type Diagnostics

Women’s health, Co-morbiditiesand non-
communicable diseases, Climate crisis or
climate adaptation

Project coordinator MAGIADIAGNOSTICS
Scientific projectleader GARDIENSDEVIES ASBL

Overarching topic

Participating countries France, Democratic Republic of the Congo,
Cote d’lvoire, Kenya, Thailand, Brazil
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PROMISE-ZERO

®

Implementation of anupgraded strategy to reach zero HIV transmission by breastfeedinginrural and urban settings

inZambia - the PROMISE-ZERO study

The PROMISE-ZERO projectisassessing the widerroll-outof a
strategy forreducing mother-to-child transmission of HIV, with
the potentialto eliminate transmission during breastfeeding.

The challenge

The babies of motherslivingwithHIV are atrisk of acquiring HIV
whileinthewomb and during breastfeeding. Withmore pregnant
womenreceiving antiretroviral therapy during pregnancy,
leadingto effective viral suppression, HIV transmission

during breastfeedingisbecomingthe most commonroute of
mother-to-child transmission. Thiscanhappenbecause HIV
isinadequately suppressed, ormothersacquire HIV during
pregnancy or breastfeeding.

The EDCTP-funded PROMISE-EPIstudy assessedwhetherat-risk
infants couldbeidentifiedwhenmothersbring theirbabies for
routinevaccinationat 6-8 weeks. Point-of-care tests forviralload
inmothersandHIVtesting of infantswere used toidentify babies
whohadacquiredHIV orwere atrisk of infection, so that they could
be givenantiretroviralsthroughout breastfeeding. The study found
thatuse of thisapproach, testedinBurkinaFasoand Zambia, led to
almostnocasesof HIVtransmissionduring breastfeeding.

The project

The follow-onPROMISE-ZERO project, funded by Global
HealthEDCTP3, is extending these encouraging findings.

The projectisexploringwhetherthe sameapproachcanbe
appliedinremote areas of Zambia. Itis also extending follow-up
to18 months afterbirth, by whichtime more than 80% of mothers
willhave ceasedbreastfeeding.

The projectisrecruiting pregnantwomen livingwithHIVand
theirinfantsata 6-8-weekvaccinationvisitat40ruraland urban
sitesintwo provinces of Zambia. Atlarge maternaland child
healthcentres, point-of-care HIV testing equipment willbe
installed. Where thisis not possible, district-level mobile teams
willorganise point-of-care testing to assessviralload andinfant
infection status. Alternatively, blood sampleswillbe collected
andtransportedtohealth centres foranalysis, withresults
returnedto facilities so that antiretroviral therapy canbe initiated
whennecessary.

The projectwilluse asingle-drug antiretroviral treatment for at-
riskinfants (lamivudine), whichis affordable andreadily available,
andasimpleroptionthanthe triple-drug therapy currently
recommendedinZambia.

Aswellasinfectionratesincomparisonwithusual care, the study
willexplore the factors affectingthe implementation of the new
approachinthe differentsettings. Acost-effectiveness analysis
willalsobe carried out.

The impact

The PROMISE-ZERO project willdetermine whether point-of-
caretesting of mothersandbabiesatvaccinationvisitsisan
effective strategy for preventing mother-to-child transmission
of HIV during breastfeeding. It will:

e Provide globalandnationalpolicymakers with evidence on
effectiveness and cost-effectiveness toinformpolicymaking.

o Showwhetherasimplified antiretroviralregimenis effective
atpreventing HIV transmissionininfants; thiscouldleadto a
shiftinnational policy,reducing therisk of adverse eventsand
saving money.

e Provideinsightsinto the key factorsto considertoensurethe
successfulimplementation of the newapproach.

Ifthe new strategyis foundto be effective,itsimplementation
couldfurtherreduce mother-to-child transmission of HIV,
potentially evenhelping to achieve complete elimination of
transmissionduring breastfeeding.

Projectataglance

Project duration 1Jul2023-30Jun2027
Total project cost €3995300,00

GlobalHealth EDCTP3 €3995300,00
funding

Disease area HIV/AIDS
Interventiontype Otherpreventiontools
Women’s health

UNIVERSITE DEMONTPELLIER

Overarching topic
Project coordinator

Participating countries France,Zambia, Uganda, Norway, Belgium
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MOBILE MEN

®©

Implementing oral and long acting Pre-exposure prophylaxis in mobile menin sub-Saharan Africa[MOBILE MEN]

The MOBILEMEN project aims toidentify the preferred HIV
preventionoptionformenwho migrate forwork, aswellasthe key
healthsystemfactorsthat affect delivery of these options.

The challenge

Inmost sub-SaharanAfrican countries, heterosexualmenhave
generallynotbeenconsideredahigh-priority population for
HIV prevention. However, thereis growinginterestintargeting
suchmen, particularly those who migrate forwork, such as
truck drivers, farmworkers and,incountries suchasUganda,
fishermen. The prevalence of HIVis typically highinthese
populations and shows little sign of declining.

Mobile men couldbenefit fromnewHIV prevention options,
suchaslong-acting cabotegravir(CAB-LA),aninjectable
antiretroviral providing protection fortwo months; ororalon-
demand pre-exposure prophylaxis (PrEP), whichmeans using
oralantiretroviralsin advance of a sexualencounter. On-demand
PreP gives people controlovermedicationuse butrequiresmen
tocarryasupplyof drugswith them. CAB-LAremoves thisneed
butrequiresthat menattend health facilitiesevery two months
foraCABinjection.

Littleisknown about the preferences of mobile menforthese
options, orhowfeasibleitwouldbe to deliver CAB-LAoron-
demandPrEP servicestothem.

The project

The MOBILE MEN projectis gathering backgroundinformation
onmobile populations, exploring theirmobility patterns,
knowledge, attitudes and current HIV prevention practices, and
the existingnational policies for HIV preventionin this group.

The projectwillalso carry outatrial,inwhich400 mobile men
from South Africa or Uganda willbe provided with either CAB-LA
orachoice of dailyoron-demand PrEP (at the end of the trial,
theywillbe able to choose whichinterventionthey wouldlike
tocontinuewith). The study willassess the success of the two
approachesatretentionincare duringa9-month follow-up, as
wellasthenumber of unprotected sexualencounters covered
by PrEP. It willalso explore the perceptions of participants and
barrierstouptake.

Health systemfactors affectingaccessoruptake willalsobe
explored, alongside healthcare worker perceptionsanda
cost-effectivenessanalysis. Materials will be created to support
the effectiveimplementation of mobile men-focused HIV
preventionservices.

The impact

The MOBILE MEN projectwill provide much-needed evidence
ontheHIV preventionoptionpreferred by mobile men,andon
factorsassociated with successfulimplementationand take-up.
ltwill:

e Providekeyinsightsinto the preferencesanduse of different
preventionmethods, helping to shape national policy and the
optionsmade available tomobile men.

e Provideabetterunderstandingofissuesaffectingimplementation
andtake-up,toinformthe planning of serviceintroduction.

e EnsurethatHIV preventionprogrammesreflectmobile men’s
needsand preferences, andare compatible with healthcare
systems,increasingthelikelihood that they are successful.

Successfulimplementation of on-demand PrEP or CAB-LA-
basedHIV prevention programmes formobile menwouldhelp to
reduce theburdenof HIVinthis currently overlooked population
andthosewithwhomtheyinteract.

Projectataglance

Project duration 1Jul2023 - 31Jan 2027
Total project cost €4665192,50

GlobalHealthEDCTP3 €4665192,50
funding

Disease area HIV/AIDS
Otherpreventiontools

DESMOND TUTUHEALTH FOUNDATION
NPC

Interventiontype

Project coordinator

Participating countries South Africa, France, United Kingdom,
Uganda
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The META Trial

®

Preventing and delaying the development of diabetesin Africa: Arandomised placebo -controlled double-blind
phase lll trial of metforminin HIV-infected persons with pre-diabetes

With GlobalHealth EDCTP3 funding, the META Trial project will be
abletocompleteitslandmark EDCTP2-funded trial of metformin
fordiabetes preventioninpeoplelivingwith HIV.

The challenge

Anestimated 26 millionpeople arelivingwith HIVinsub-Saharan
Africa, 20 million of whom arereceiving antiretroviral therapy.
Atthe sametime, around 25 million peopleintheregionare
affected by type 2 diabetes,anumberthatis projectedto
increase to 60 millionby 2050. Around half amillionpeopleinthe
regionalreadydie fromdiabeteseveryyear.

These arenotindependentepidemics. PeoplelivingwithHIV are
athigherrisk of developingtype 2 diabetes.InHIV clinical trial
participantsinTanzania, forexample, 156% were found to have
type 2diabetes, despite neverhaving beendiagnosed. Thisrate
is significantly higherthaninthe general population.

Type 2 diabetesisaprogressive conditionthatis preceded by
anasymptomatic stage, pre-diabetes, whichisassociated with
impaired glucose control. Pre-diabetesis highly predictive of
type 2diabetes,and early detection providesanopportunity
tointervenetoreduce therisk of full-blown disease. Although
type2diabetescanbe prevented by the adoption of healthier
lifestyles,inpractice, lifestyleinterventions areineffective unless
accompaniedbyintensive individual support, whichwouldbe
impracticalinsub-Saharan Africa settings.

The project

The METATrialprojecthasbeenpursuinganalternative strategy,
basedontheuse of metformin,acommonlyusedandhighly
effective diabetesdrug, whichalso appearsable to slow
progressionfrompre-diabetes.

Fundedthroughthe EDCTP2 programme, the META projecthas
beenconductingatrialin Tanzania to assess whethermetformin
prevents pre-diabetesprogressioninpeoplelivingwithHIV. The
trialplannedtorecruitmore than2,000 patients and follow them
forthreeyears.

However, the study was badly affected by the COVID-19
pandemic,whichledtodelaysinregulatory approvalsandto the
decentralisation of HIV care, which slowedrecruitment. Global
Health EDCTP3 fundingwillenable the projectto complete
recruitment, full follow-up of participants and data analysis,
generatingthe largest body of trial evidence on pre-diabetes
preventioninsub-SaharanAfricato date.

The projecthas proceeded with close engagementwith
policymakers from Tanzania to ensure that it delivers policy-
relevant evidence andhasanimmediateimpact onnational
policymaking.

The impact

The METATrial project willgenerate key dataonmetforminuse to
preventtype 2diabetesinpeople living with HIV. [t will:

e Provide globalandnationalpolicymakers with definitive
evidence onthe efficacy of metforminfor diabetes prevention
inthis criticalgroup.

e Generateclinical, cost-effectiveness and qualitative datato
informnationaldecision-making.

e Provideimportantinsightsintohow diabetesand other
non-communicable disease care canbeintegrated with HIV
management.

The METATrial projectreceived anationalUKaward, the Times
Higher Educationawardforinternational Partnership of the
Year, for ‘creatingan equitable partnership thatledto astep
changeinresearch’.Results fromotherstudies suggest that the
risk of diabetes couldbe cutby more thanathirdby metformin,
deliveringasignificantreductionin the disease burden
associatedwithHIVinfection.

Projectataglance

Projectduration 1Jan2025 - 31Dec 2026

Total project cost €1811067,50
GlobalHealthEDCTP3 €1811067,50
funding

Disease area HIV/AIDS

Interventiontype Otherpreventiontools

Overarching topic Co-morbiditiesandnon-communicable
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Project coordinator FUNDACION PRIVADAINSTITUTO DE SALUD
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Scientific projectleader NATIONALINSTITUTEFORMEDICAL
RESEARCH
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States, India
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MTBVAC-AVANTE

S

Advancing a Vaccine for Adolescent/Adult and Neonatal TB Epidemic

The MTBVAC-AVANTE consortium, led by Biofabri, isadvancing
one of theworld’s mostadvanced tuberculosisvaccine
candidates, MTBVAC, towardslicensure and deployment.

The challenge

Morethan100yearshave passedsince the only TBvaccine, Bacille
Calmette-Guérin(BCG), wasfirstadministered. AlthoughBCG
providesimportantbutincomplete protectionagainst severe
diseaseininfantsandyoungchildren,ithas severalimportant
limitations: critically,itdoesnot prevent progressionto TBdisease
inadolescentsandadults withMycobacterium tuberculosis (Mtb)
infections,amongwhommosttransmissionanddisease occurs.

Aneweffective TBvaccine couldhave anenormous public health
impact. While TBvaccine developmentishighlycomplex, years

of scientificingenuityandperseverance have brought multiple
promising candidatesintolate-stage efficacytrialstoday. Atthe
sametime, effortsareadvancingtolay the groundworktoensure
theirintroductionasrapidlyaspossible, shouldtheybe foundsafe
andeffective. Thisincludesarange of country-andregion-led
approachesandworkunderthe WHO TBVaccine Accelerator Council.

Oneof themostadvanced candidatesisMTBVAC. MTBVACisthe
onlylive,attenuatedvaccine candidate derived fromMtb currently
indevelopmentby Biofabriandusesaweakened, harmless formof
thepathogentostimulateanimmuneresponse. Genesthat trigger
disease havebeenremovedfromthe Mtb genome, whileretaining
thefullrange of antigenic targetsthat are missing fromBCG, which
maybeinvolvedingeneratinganimmuneresponse against TB.
Importantly, MTBVACisbeingstudiedtoprevent TBdiseaseinboth
youngchildren(asasuperioralternative toBCG)andadolescents
andadults(forwhomnovaccineisyetlicensed).

SeveralMTBVAC clinicaltrialsareunderway. Theseinclude aBiofalori-
sponsoredphase 3trialininfants (MTBVACNS, partly fundedby
EDCTP),whichisrecruitingmorethan7,000newbornsinMadagascar,
Senegaland SouthAfrica,andanlAVI-sponsoredphase 2b trialin
adolescentsandadults(IMAGINE), whichisrecruitingmore than5,000
participantsatléclinicalresearchcentresin South Africa, Kenya,and
Tanzania.Aphase 2atrial sponsoredby Fred Hutchinson(HVTN group)
ismeanwhileunderwayinadolescentsandadultslivingwithand
withoutHIVin SouthAfrica, while aphase 2 trial sponsoredby Bharat
Biotechhasbeencompletedamongadolescentsandadultsinindia. A
Phase3trialissettobeginbytheendof2026inadolescentsandadults
inIndia, also sponsoredbyBharatBiotech.

The project

Overthenextfouryears,the MTBVAC-AVANTE, al2-partnerproject,
willworktoadvance the clinicaldevelopment of MTBVAC and ensure
thattheclinicalevidence producediswellplacedtobetranslatedinto
policy.Underthe name AdvancingaVaccine forAdolescent/Adultand
Neonatal TBEpidemic(MTBVAC-AVANTE), the projectwillsupport
theexpansionandcompletionof thesetwotrials,aswellas several
concurrentandpost-trialactivities thatwilllay the groundformorerapid
countryintroductionsof MTBVAC, shoulditbe found safeandeffective.

¢ MTBVACNS: Itwillhelpensurethe successfulconclusionofthe
trialandproduction of the final clinical summaryreport,aswellas
biobanking of samples from participants forfuture analysis.
The projectteamplanstosubmitalicensingapplicationtoa

regulatory authority, likely the EuropeanMedicines Agency (EMA),
fortheuse of MTBVAC toprevent TBdiseaseinneonates, followed
byanextensiontoolderage groupsasmoredatabecomeavailable.

o IMAGINE: The projectwillco-fundthe expansion of the Phase 2b trial
withtheinclusionof anadditionalcohorttoassessthe safetyand
immunogenicity of participantswhotestnegative onthe [ GRAtest for
Mtbinfection.Underanearliergrant from Coefficient Giving, the IGRA
negative cohortbeganenrolmentinfFebruary2026. The addition
ofaround1,200Mtb-unexposedparticipantswillcomplement the
IMAGINE trial'sinitialtarget of enrolling 4,300 participants with prior
Mtbexposure (IGRA-positive)butwithout TBdisease.

¢ Innovative exploratory objectives: The project fundingwillco-
supportthecollectionof sputumsamplesatthree consortium
partners(IfakaraHealthInstitute, KenyaMedicalResearchInstitute,
andUniversity of Cape TownLunglnstitute PTY LTD) tofacilitate
the future assessment of the contribution of differentimmune
responsestoprotectionagainst TBdisease toinformfuture TB
vaccine development. Sampleswillbe storedinabiorepository
overseenbylAVliandmade available to experts forMTBVAC-
correlatesresearch, withbiobanking supportedby othergrants.

o MTBVAC-AVENTEwillalsosupportregulatory and policymaker
engagement. The projectconsortiumwillcarry outawiderange
of activitieswithnationalregulatory authorities and policymakers,
aswellasglobalstakeholdersandregional procurementbodies.
Theseengagementswilllay the groundwork fortimely licensing
andpolicytranslationtofacilitate theintroduction of MTBVAC and
equitableaccesstoit, should positive findings emerge fromtrials.

The impact

The MTBVAC-AVANTE projectwillhelpaccelerate tuberculosis
vaccinedevelopmentandaccessby:

e Ensuringthatkeyphase2band3trials of the MTBVAC vaccine
candidate canbe successfullycompletedinfull.

o Facilitatingsample collection, storage andanalysis, generating
evidencetosupport TBvaccine development.

o Enablingextensiveengagementwithregulatoryauthoritiesand
policymakerstoanticipate potentialbarriersandaccelerate
assessmentsbyregulatorsandpolicymakersinhigh-burdencountries.

Projectataglance

Projectduration 1May 2026 - 30 Apr2030
Total project cost €74 817 313,76
Global HealthEDCTP3 €18223012,83

funding
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Project coordinator BIOFABRISL
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Participating countries Spain, South Africa, Kenya, Netherlands,
Tanzania, Switzerland
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TS-TBVAC

S

Evaluating amulti-valent aerosolbooster TB vaccine foradolescents and young adultsin diverse African settings: TSTBVAC

The T5-TBVAC projectisintroducingaBCG-basedhuman
challenge modelinUgandato accelerate the evaluationofa
candidate tuberculosisvaccine and using thismodelto generate
initial efficacy dataonanovel multi-antigen TBvaccine.

The challenge

More than10 millionpeople develop tuberculosis eachyear,
andoveramillionpeople die of the disease. The only licensed
vaccine, BCG,doesnot prevent the development of TB disease
inadolescentsandadults with Mycobacterium tuberculosis
(Mtb)infection, whichisacriticalgapin TB control. The TBvaccine
pipelineisnotwell-stocked, particularly at early stages of clinical
development, and new candidates are urgently needed.

TBvaccine developmentishighly challenging. Although
various typesofimmuneresponse are known to be associated
with protection, protective immunity remainsincompletely
understood. Inaddition, the efficacy of vaccinesinanimal
modelsis poorly predictive of clinical benefitsinhumans.
More effective waysto assessthe performance of candidate
vaccinesandto prioritise candidates forlarge-scale field
evaluationare therefore critically needed.

The project

The T5-TBVAC projectis gathering data onapromising new
tuberculosisvaccine candidate while also building capacity to
runcontrolledhuman BCG-based challenge studies to evaluate
TBvaccinesinsub-SaharanAfrica.

Because animalmodels are poorly predictive, dataare
morereliable whenobtained directly from humans. Human
challenge studies, inwhichvolunteers are deliberatelyinfected
with pathogensunderhighly controlled conditions, enable

the collectionof rich datawithout the needforlengthy and
expensive fieldtrials.

Deliberateinfectionwithvirulent strains of Mtbitselfis generally
consideredinappropriate. However, thereisanalternative -
challenge withBCG, anattenuated formof Mycobacterium bovis that
stillreplicatesandisvery closelyrelatedtoMtb.(Inchallenge studies,
BCGisnotbeingusedasavaccinebutasa‘weakened’ pathogen).

The T5-TBVAC projectteam has already successfully established
aBCG-based human challenge modelin the UK. Inthismodel,
BCGisadministeredto the skin,and skinbiopsiesare usedto
assessthe effect of priorvaccinationon BCGreplication.

The efficacy of TBvaccinationvaries markedly across countries,
likely reflectingthe degree of prior exposure to mycobacterial
and otherpathogens. Therefore, to provide areliable indication
of likely vaccine performance, studiesneedtobe carried outin
high-burdencountrieswhere thevaccinewillbe used. The T6-
TBVAC projectwilladdress this crucialissue by establishing the
BCGchallenge modelinsub-Saharan Africa.

The T5-TBVAC projectteam has developed acandidate vaccine
basedonawell-establishedviral vector platform. While a
candidatevaccine containingasingle Mtb antigen stimulated

strongimmuneresponsesandprotected mice, suchavaccineis
unlikely to protect diverse populations worldwide. The teamhas
therefore developedarefinedvaccine with fiveimmunogenic Mtb
antigens(Ag85A, PPE15, PES, ESX]J, ESXI), which should provide
protectionacrossabroader proportionof the population.

Furthermore, T5-TBVAC has been designedto be delivered
by aerosol, stimulatingimmune responses at the site of Mtb
infectioninthelungs. Aerosol delivery hasanother potential
advantage:recipientsare likely to preferanasal spray toan
injection, therebyincreasing thelikelihood of vaccine uptake.

The projectfirstassessesthe safety of the multi-antigen
candidateinthe existing UKhuman challenge model. The model
willthenbeintroducedinUganda, where studies willcompare the
impactofbothaerosolandintramusculardelivery of T5-TBVAC
onBCGreplication.Inaddition, conventional Phase 2a studies
inSenegal, West Africa, will provide safety and immunogenicity
dataonthevaccineinaverydifferent African setting.

Awiderange of cellularand antibody-basedimmuneresponses
willbe monitoredto assess thevaccine’'simmunogenicity across
different settings. Thismay also provide newinsightsinto key
correlates of protection-immune mechanisms that show a
strongassociationwiththe vaccine’s protective effects.

The impact

The T5-TBVAC project will provide a majorimpetusto
tuberculosisvaccine development. [t will:

e Generatekeysafetyandimmunogenicity dataonanovel
multivalentvaccine.

e Provideinitial efficacy datafromahumanchallenge modelin
boththe UKand sub-Saharan Africa.

e CreateaplatformforfurtherTBvaccine evaluationinhuman
participantsin East Africa.

Projectataglance

Project duration 1May 2026 - 30 Apr2031
Total project cost €13812427,50

GlobalHealthEDCTP3 €12 687 077,50
funding
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Overarching topic Antimicrobialresistance (AMR) ordrug
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ACTTIVAC

S

A Phase 2aRandomised Clinical Trial to Identify the Optimal Dose of the Thermostable ID93+GLA-SE Tuberculosis
Vaccine for Further Clinical Evaluation and Local Manufacture in Africa

The ACTTIVAC projectisadvancing anovel single-vial
thermostable multi-antigen tuberculosis vaccine, ID93+GLA-SE,
whichisnowavailable as aconvenient, freeze-dried formulation
designedtoimprove deliveryinresource-limited settings.

The challenge

Tuberculosis(TB)remains one of the world'sbiggest public health
challenges,withanestimated10millionnew casesayear. Transmission
of TBismostly duetoinfectionsinadolescentsandadults, who are
thereforeacriticaltarget group fornewvaccine development.

TBvaccine development has proven highly challenging. The exact
nature of protectiveimmunity remainsunclear: T-cellresponses
(particularly Thl-typeresponses)appearto be critical but are not
bythemselves a guarantee of protection. Relatively fewvaccine
candidatesareinthe pipeline,and thereisahighrisk of failure, so
thereisacontinuingneedtoadvance potentialnew options.

The ACTTIVAC projectisfocusing on a highly promising TBvaccine
candidate, ID93+GLA-SE, developed by the AccesstoAdvanced
HealthInstitute (AAHI). ID93+GLA-SEisaproteinsubunitvaccine
thatincorporates four TBantigens associated withvirulence or
disease,aswellasanadjuvant(GLA-SE)designedtoenhance
immuneresponsesagainstvaccine antigens.

The project

Akeyinnovationinthe ACTTIVAC projectisthe transitionto asingle-
viallyophilised (freeze-dried) formulation of the ID93+GLA-SE
vaccine. Unlike the earliertwo-vialliquid version, the single-vial
presentationsimplifies preparationandadministration,reducesthe
riskof dosingerrors, and streamlines supply chainlogistics.

These arecriticaladvantagesforlarge-scaleimmunisation
programmes. Critically, the thermostable formulationremains
stable at higherambienttemperatures, eliminating orgreatly
reducingdependenceonacoldchain/refrigerationstorage.
Thisenablesreliable delivery toremote, hard-to-reach, orhot-
climate settingsacross sub-SaharanAfricaand otherresource-
limitedregions, where maintainingrefrigerationis oftenchallenging
andcostly. Together, theseimprovements significantly enhance the
vaccine'spracticality,accessibility,and potential forrapidrolloutin
TB-endemic countries.

AAHI'sagreementto thetechnology transferof ID93+GLA-SE
adjuvantmanufacturingto AfricanpartnerssuchasAfrigenBiologics
representsastrategic step toward greaterhealthsovereignty on

the continent. By enablinglocalproductionof thiscriticalvaccine,
oftenone of the most complexand expensive elements, theinitiative
reducesreliance ondistant global supply chains, mitigatesrisks of
shortagesordelays,andcanlowerlong-termcosts.

BeyondID93+GLA-SE, thiscapacity-building effort strengthens
Africa’soverallvaccine manufacturing ecosystem, fosters skills
developmentandtechnology ownership,and positions the
continent to betterrespond to future health threats with
home-grown solutionsratherthan dependingonimports.

This collaborative approachnotonly acceleratesaccessto

the current TBvaccine candidate but alsolays afoundationfor
sustainable, regionally controlled vaccine production.

Thissame principle extendsto the trial’'s data: BiolnformatiCo will
manage the study’s clinicaldatatoregulatory standards, keeping
regulatory-graderesearchdataandthe capacitytoproduceiton
the continent.

The ACTTIVAC project, coordinated by Stichting Tuberculosis
Vaccine Initiative, is aphase 2a clinical trial of thisnew
formulation, withthe main goal of selecting a suitable dose and
administrationregimenforafuture phase 2b efficacy trial. Safety
andimmunogenicity of four different doses willbe evaluated at
two ethnicallyand geographically diverse sites in South Africa,
led by the South African Tuberculosis Vaccine Initiative of the
University of Cape Town and the AurumInstitute, focusing on
BCG-vaccinated, TB-exposedadolescents and adults.

Inadditiontoantibodyand T-cellresponses, the study willassess
awiderange of otherimmuneresponsesthat mightbe associated
withlong-termprotectionagainst TB disease. The thermostability
properties of the new formulationwillalso be evaluatedin field
conditions by ObafemiAwolowo University at sitesin Nigeria.

The impact

The ACTTIVAC projectwilladvance amuch-needednewvaccine
fortuberculosis by:

e Generatingsafetyandimmunogenicity dataforthe new
thermostable, lyophilised formulation of ID93+GLA-SEInTB-
endemic populationsinsub-Saharan Africa.

e |dentifyingthe optimal dose of ID93+GLA-SE forasubsequent
field efficacy trial.

o Establishingthe foundationforlocalmanufacturingofthe GLA-SE
adjuvantinAfrica, strengtheningregional productioncapabilities.

e Advancing AAHI'sshark-free squalene,whichisaplant-based
Solanesolratherthan sharkliver oil, supporting ethical sourcing,
scalable manufacturingandamoreresilient supply chaininAfrica.
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SPOTLIGHT

S

Establishing safety, potentimmunity and optimal tuberculosis vaccine dose of H107e/CAF10b including in younger

age groupsinhigh-burdentrial sites

The SPOTLIGHT projectisadvancing a multi-antigen TBvaccine
designedtoboostprotectiveimmuneresponsesinthelung.

The challenge

Mycobacterium tuberculosis (Mtb) causes more deaths thanany
othersingle pathogen. Globally, more thanamillion people die
of tuberculosis eachyear. Controlling TB willrequire an effective
vaccine, buttheonlylicensedvaccine, BCG,isonly partially
effectiveand doesnot prevent disease inadolescents and
adults, who are the primary drivers of TBtransmission.

Othervaccinesareindevelopment, butthe mostadvanced offer
onlyaround 50% protection - highenoughto delivermajorpublic
healthbenefitsbutleavingroomforimprovement. One promising
candidate atanearlierstage of developmentis H107eV/CAF10b
-asubunitvaccinebasedoneightdistinct Mtb antigens, each of
whichisindividually protectiveinanimalmodels.

Keyfeaturesof thevaccineinclude thebreadth of protective
responsesstimulated due to the diversity of antigens presented.
Furthermore, duetotheproperties of the adjuvantusedinthevaccine
(CAF®10Db), itishighly effective at stimulating T-cellresponses thought
tobecriticaltoprotectionagainst TB-Thl7responses, which direct
immune cellstothelung,where Mtbinfectionsare firstestablished,
andpromotelocalimmuneresponses.

Afurtheradvantageisthatthe CAF®10b adjuvantisrelatively
straightforward to make. As adjuvants can be subjectto supply
shortagesandare oftenthe most expensive component of a
vaccine, thishas majorbenefits foravailability and cost.

The project

Inaphaselatrialtesting the earlierconstruct H107e with CAF10b,
ithasbeenfoundtobeimmunogenicandtohave areasonable
safety profile. The SPOTLIGHT projectisnow moving the vaccine
tothenextstageindevelopment - evaluation ofimmunogenicity
and safetyinhigh-burden endemic settings using the newer
H107eV construct withthe same adjuvant. The projectisfocusing
onadolescentsandadults. Acomplementary NIH-funded trialis
evaluatingH107eV/CAF10b in peopleliving with HIV.

The SPOTLIGHT trial,being conductedin South Africaand
Tanzania, includes a dose-finding component. Inadditionto

the doses of antigenandadjuvantusedinthe earlier trial, lower
doses of bothwillbe evaluatedinatwo-by-two factorial design
(fullorlow antigen dose combined with full orlow adjuvant dose).
Alowerdose thatretains goodimmunogenicity may cause fewer
injection-sitereactionsandreduce costs.

Thetrialwillfocus onadolescents and adults: people witha positive
IGRAtest (usedtodetectlikelyMtbinfections)are at the highest risk
of TBdisease andwouldbenefitmost fromvaccination. However, it
wouldnot befeasibletotestforlGRAstatus duringvaccinerollout,
soitisalsoimportantto collectdataonlIGRA-negativeindividuals.
The SPOTLIGHT trialwillrecruitequalnumbers of IGRA-negative
andIGRA-positive participantsinthisage group.

The projectisalsoexploringanew way to assess the vaccine’s
immunogenicity. Immuneresponsesinthelungarelikely
tobecriticalto protection, but theserequire aninvasive
procedure (bronchoalveolarlavage (BAL)) to obtain samples.
Conventionally, blood samples are analysed to assessimmune
responses, butthese maynotbe agoodindicationof whatis
happeninginthelung. The SPOTLIGHT teamisinvestigating nasal
immuneresponsesineasily collectable nasalfluidandtissue
samples. Theresults willbe compared with bloodstreamimmune
response dataand BAL datafromanotherplanned paralleltrial.
Thekeyaimistoestablish correlations between datasets so
astoidentify bloodstreammarkersthat track protective lung
responsesandcanbeusedtoassesscandidatevaccines.

The impact

The SPOTLIGHT project willadvance a highly promising TB
vaccine. ltwill:

e Providecriticaldataonthesafetyandimmunogenicity of
H107eV/CAF10b, toinform progressionto apivotal phase lll trial.

o |dentify the optimal dose of boththe antigenand adjuvant to
be takenforward.

e Capturekeyinformationonmucosalimmuneresponsesand
potentiallyidentify bloodstream markers associated with
protectiveimmuneresponsesinthelung.

e Facilitate scalable adjuvant GMP manufacturing forphasell
andbeyond.

H107eV/CAF10b has the potentialtobe anaffordable and
accessible TBvaccine. If shownto be efficacious,itcouldhave a
majorimpactondisease prevention, delivering substantial health
and economic benefitsto some of the poorest communities and
countriesinsub-Saharan Africa.
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PROTID

2O®

Randomised Controlled Trial of Preventive Treatment of Latent Tuberculosis Infectionin Patients with Diabetes Mellitus

The EDCTP2-funded PROTID project hasreceived additional
GlobalHealthEDCTP3 funding, enablingitto completeits trial
of preventive TB treatmentinpeople withtype 2 diabetes.

The challenge

Type 2diabetesisresponsible formore thanoneinten
adultdeaths globally. Furthermore, its prevalenceis
predictedtoincrease, particularlyinsub-Saharan Africa,
as Westernlifestylesbecome more common.

Type 2 diabetesalsohasimplications forinfectious
diseases, particularly tuberculosis (TB). Itincreases
therisk of TBdisease threefoldand doubles therisk of
deathfromTB. Risksarereciprocal, withTBinfections
exacerbating theimpact of diabetes, forexample,
leading to more cardiovascularcomplications.

TBinfectionsare extremely commonandoftenundiagnosed,
sohouseholdandsocial contactsare atrisk of acquiring
infection.New TB cases couldbereducedby the use of
highly effective preventive antibiotic treatmentsinhighrisk
groups, whichcouldinclude people withtype 2 diabetes.

The project

Fundedthroughthe EDCTP2 programme, a key aim of the
PROTID projectwastoassesstheimpact of TB preventive
treatmentinpeoplelivingwithtype 2 diabetes. Project activities
were severely hampered by the COVID-19 pandemic, which
disruptedrecruitmentand supply of medicines,andled to
project personnelbeingredeployedtopandemic-related
duties. The project hastherefore beenawarded supplementary
GlobalHealthEDCTP3 fundingtoenableittocompleteits
trialand data analysis, aswellasrelated project activities.

The projectisfoundedontheworld’slargest diabetesand B
cohortsinUgandaandTanzania. Despite COVID-19 disruptions,
the projecthadalready screened 3,000 people, finding that
more than half hadlatent TB (infected, but no symptoms)and
6.1% alsohadHIVinfections. Those withlatent TBinfectionwere
enrolledinaplacebo-controlledtrial of antibiotic treatment
toprevent progressionto active TB disease. The project team
isalsofollowingthose withoutlatent TBinfectionto confirm
thatthey would not have benefited from TB treatment.

Thenew fundingwillenable the projectteamto complete
recruitment anddataanalysis.Inaddition, the project team
hasbeenassessingthe care providedto peoplelivingwith
type 2diabetes. Ithas systematicallyreviewed care guidelines

intheregion, identifyingmore than 300 recommendations.
Aconsultationisbeingorganised to generate aconsensus
onthe optimal care forsuch patients at different stages
alongthe care pathway. Additionally, the projectis tracking
the care providedto patientsinthe study cohortsto assess
the quality of care andidentify gapsin care provision.

The impact

The PROTID project willgenerate key data on a potential
applicationof preventive tuberculosis (TB) treatment,
whichis currently not being fully usedin TB control. It will:

e Revealwhetherpreventive treatmentreduces the burden
of TBdiseaseinpeoplelivingwithtype 2 diabetes.

e Provide policymakerswithdataonthe population
impacts of preventive TB treatmentin this group
of patients andits cost-effectiveness.

o |dentifythe optimal care pathway fortype 2 diabetesin
Africansettingsandkey gapsincareinEastAfrica.

The project’s findings willfeedinto globaland national
policymakingonboth TB controland diabetes management,
potentiallyreducingthe burden of TB disease and protecting the
healthof theincreasingnumber of people withtype 2 diabetes.

Projectataglance
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INTENSE-TBM-2

2@

Intensified tuberculosis treatment to reduce the high mortality of tuberculous meningitis in HIV-infected

and uninfected patients

With GlobalHealthEDCTP3 funding, the EDCTP2-funded
INTENSE-TBM projectiscompletingatrial that couldradically
improve the treatment of tuberculosis (TB) infections affecting
thebrain.

The challenge

Althoughtuberculosis(TB)is primarily adisease of the lungs, it
canalsoaffectotherbodytissues,includingthe membranes
liningthe brain, the meninges. Tuberculous meningitis (TBM) is
themostdeadly formof TB. Insub-Saharan Africa, the TBM death
rateisaround 40%, butrisesto /0% forpatientswho also have
HIVinfections. Aswellas deaths, TBM canalso triggerdamage
tobloodvessels,leadingtolocalised braindamage and awide
range of neurological symptoms.

TBMis currently treated with the same multidrugregimens used
forpulmonary TB. These are only partially effective,inpart
because thedrugsdonotreachhighlevelsat the siteswhere
TBbacteriaare presentinthe brain.However, thereis growing
evidencethathigherconcentrations of key TBdrugs such as
rifampicincanbe safelyusedand may be more effectivein TBM.

The project

Fundedthroughthe EDCTP2 programme, the INTENSE-TBM
projecthasbeenrunningaclinicaltrialevaluatinganovel
treatmentregimenfor TBM. The new approach hastwo key
innovations:

e Useof high-doserifampicinalongsidelinezolid, whichisused
totreatdrug-resistant TBand shows good penetrationinto the
brain.

e Inclusion of low-dose aspirintoreduce therisk of neurological
damage duetoleakage frombloodvesselsinthe brain.

Thetrial,launchedin Cote d’lvoire, Madagascar, South Africa
and Uganda, was badly affected by the COVID-19 pandemic,
withrecruitmentsignificantly slowerthananticipated. Global
HealthEDCTP3 funding willenable the INTENSE-TBM-2 project,
thelargest currentlyunderway on TBMtreatment, tocomplete
recruitmentuptoitstarget of more than750 patients, to follow
up patientsandtoanalyse trialdata.

The projectisalsoexploringthe nature andimplications of the
neurologicaldamage linked to TBM, includingimpacts on daily
life, toprovide apicture of the fullimpact of TBMinfections.

Inaddition,inpatients with HIVinfections, the projectis tracking
possibleinteractionsbetweenanti-TB drugsand antiretrovirals,
particularly dolutegravir,and monitoring for cases of TB-

IRIS (immunereconstitutioninflammatory syndrome), when
antiretroviraltreatmentleadstoareboundinimmune function
thatdrivesharmfulreactionsto TB.

The impact

The INTENSE-TBM-2 projectis generating key evidence onthe
safetyandefficacy of apotentially transformational treatment
for Tuberculous meningitis (TBM). It will:

e Showwhethertheintensifiedtreatmentwith high-dose
rifampicinandlinezolidreducesthe alarmingly high TBM
mortality rate.

e Demonstrate whetherlow-dose aspirin has similarly beneficial
effectsbyreducingthelikelihood of neurologicalimpacts.

e Providehigh-quality datatoinform nationaland global
policymaking.

e Generateevidenceontheinteractionsbetweenanti-TBand
antiretroviraltreatments for HIV, to guide care of thisimportant
group of patients.

The INTENSE-TBM-2 projectisacrucial trial that willshape the
future of TBMcare, witheachintervention anticipated to lower
TBMmortality by 30% andreduce therisk of neurologicalharms
that canseverely affect day-to-day life.

Projectataglance
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Total project cost €2497565,00

GlobalHealthEDCTP3 €2497565,00
funding

Project duration

Disease area Tuberculosis
Interventiontype Therapies

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance
Project coordinator UNIVERSITE DE BORDEAUX
Scientific projectleader ASSOCIATIONPAC-CI

Participating countries France, Céte d’'lvoire, Madagascar, South
Africa, Spain, Switzerland

-27-



RESEARCHAND INNOVATIONACTIONS ITUBERCULOSIS

TASP

20O

Tuberculosis Antimicrobial Stewardship Programme (TASP): tackling Bedaquiline-resistant tuberculosis

The TASP projectis evaluatingnew approaches to extend
thelifespan of the critical tuberculosis drug, bedaquiline, by
improving detection of drug-resistant TBinfections, tailoring
treatmentstodrug-resistance profiles, andintensifying
treatment fordrug-resistantinfections.

The challenge

Whennew antibiotics areintroduced, selection pressures favour
the survivalof microbes that cantolerate theirpresence. Over
time, drugslose theireffectivenessasahigherproportion of
microbesbecomeresistant.

Althoughithasbeenusedforonlyafewyears, thereis
accumulatingevidence that thisisthe fate of bedaquiline, a
novel TBantibiotic that hasbecome the mainstay of treatment for
drug-resistant TBinfections. The use of bedaquiline has enabled
thesetreatmentprogrammes to be significantly shortened, from
18 monthsto 6-9 months.

The development of resistance canbe delayed by carefuluse

of antibiotics, restricting theiruse to caseswhere they are most
likelytoeliminate TBinfections. However, itis currently challenging
todeterminewhen TB casesmight have reduced sensitivity to
bedaquiline, and alternative treatments are preferred.

The project

The TASP projectis evaluatingacombination of innovative
approachestoimprove the use of bedaquilineinsub-Saharan
Africatopreserveitslong-termpotency.

Thefirstinnovationistouse anintensified TB treatmentregimen
forpatientsknowntohave drug-resistant TBinfectionoratrisk

of suchinfection. During this criticaltime, patients willbe givena
combination of sixdrugs, using high-dose options where possible.

Inaddition,anovelmethod(thin-layeragar)willbe used torapidly
assessthesusceptibility of infections to different TB drugs. While
conventionaltestscantake manyweeksto provide suchinformation,
thisnewmethod should provide results within2-8 weeks.

Thethirdinnovationisto develop and apply an Al decision-
supporttoolthatwillanalyse patient dataandinfectionresistance
profilesandrecommend the mostappropriate treatment option.
Extensive expertconsultations willbe organisedto agree onwhich
ofthe fourpossible treatmentregimensis best suited to patients
with different patterns of resistance.

Atrial of this strategy willthen be organised inMozambique,
Nigeriaand South Africa, recruiting patients withanidentified
bedaquiline- orrifampicin-resistantinfection, orwho have not
respondedtorifampicin-basedtreatment. The trial will focus
ontreatmentsuccessrates, with60% orhigher considered a
positive result.

Inparallel, the project willwork withlocal stakeholders to co-
develop portable air cleanersusinglocal materials. Inaddition
tocapturingairborne pathogens, filters could be analysed to
monitorthe environment fordrug-resistantbacterial strains.
This approachwas successfullyapplied during the COVID-19
pandemic,and products built withreadily available materials
appeartobeaseffectiveascommercially producedfilters.

The impact

The TASP project willgenerate key evidence onapossible new
pedaquiline stewardship strategy. [t will:

o Revealwhetherinitialintensifiedtreatment of suspecteddrug-
resistanttuberculosisinfectionsleadstobetterclinicaloutcomes.

e Demonstrate whetherdrug-susceptibility datagenerated
using the thin-layeragarmethod canimprove patient
managementandsupport morerationalantibiotic use.

o ShowwhetheranAl-basedclinical decision-supporttool
enhances bedaquiline stewardship.

Morejudicious use of bedaquiline through thisnew approach
couldimprove short-term clinical outcomes andextendits
lifespan, thereby maintainingits effectiveness formultidrug-
resistanttuberculosisinfections.
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EX-DRTB

2O®

EX-DRTB: Elimination of Extensive Drug Resistance Through better Regimens for TB

The EX-DRTB projectisaimingto preserve the potency of
akeyTBdrug, bedaquiline, and advance the development of
potentialsuccessors.

The challenge

Tuberculosisis difficult to treat, requiring severalmonths’
treatment with a cocktail of antibiotics. When patientsacquire
infectionsresistantto components of standard drugregimens,
evenmoreintensive treatments arerequired, which have
traditionally lasted at least 18 months.

The development of bedaquiline was amajoradvanceinTB
therapeutics. Of particularnote, ithasbeenincorporatedinto
shortened and simplifiedregimens for multidrug-resistant TB
(MDR-TB), includingall-oral 6-9-month treatment programmes.

Unfortunately, there are growing signs that TB bacteria
aredevelopingresistance tobedaquiline. The situationis
particularly severeinMozambique, where 14% of multidrug-
resistant TBisolates wereresistant to bedaquilinein 2021, up from
3%in2016.Resistance hasalsobeendetectedinothercountries
insub-Saharan Africa.

The project

Partof amajorglobalinitiative, the EX-DRTB project has twin
aims: to promote improved stewardship of bedaquiline to
reducedrivers of resistance, andto advance the development of
new treatment optionsto supplement orreplace bedaquiline.

Althoughmoleculardiagnostics candetectresistance to some
components of TBdrugtreatments(suchasrifampicin), these
arenotroutinelyused, particularly forbedaquiline. As aresult,
adrug-resistantinfectionis often only detected when patients
failtorespondto treatment, whichmay be severalmonths after
treatment hasbegun.

ltisbecomingclearthatpatients primarily acquire bedaquiline-
resistantinfectionsfromothers;infectionsdonottypically
pbecomeresistant during treatment. Hence, if patients were tested
forbedaquilineresistance assoonasthe disease was detected,
theycouldbeinitiated onamore effective regimenimmediately.

Recently,anewstrategy fordetectingbedaquilineresistance
hasbeendeveloped. Mechanistically, resistance most often
developsbecause of mutations that boost the activity of pumps
that ejectbedaquiline out of TB bacteria. Mutations canbe
detectedbyacombinationof PCR, which specifically amplifies
DNA copiesof the gene coding for the effluxpump, followed by
sequencing of thisamplified DNA. Importantly, thisapproach
canbeapplieddirectlytoclinical samples, yieldingrapidresults.

Thistechnologyisbeingwidelyintroducedinsub-SaharanAfrica
thankstoaGatesFoundationproject. Throughthe EX-DRTB project,
thisinfrastructure todetectbedaquilineresistance willbe explored.In
addition, thetechnologywillbe usedtodetectamutationassociated

withisoniazidresistance thatisnot pickedup by existingmolecular
testsandisfrequently foundalongside bedaquilineresistance.

Alongside thiswork, consultationswillbe heldtoagree a
standard treatmentregimenforbedaquiline-resistant TB
toensure thatuse of the drugis optimised.

Thiswillhelp to slow the development of drugresistance, but
alternative treatments will stillbe needed. As part of awider
globalprogramme, the EX-DRTB project willassess the efficacy
andsafety of twonoveldrugcombinations. One willinclude a
relative of bedaquiline showing significantly higher efficacy.
The otherwillfocus ondrugs fromdifferent chemical classes,
whichshouldnotbe affectedbybedaquilineresistance. The
projectislinked to multiple drug developmentnetworks,
enablingthemtoselect the most promising options.

The impact

The EX-DRTB projectisaddressing one of sub-Saharan
Africa’smost pressinghealthproblems, multidrug-resistant
tuberculosis. It will:

e Validateanapproachfordetectingbedaquiline-resistant
TBbacteria.

e Ensuremore consistentandtargeteduse of bedaquiline-
containingregimens andimprove treatment of bedaquiline-
resistantinfections.

e Advancethedevelopmentof new TBdrugtreatments.

Collectively, project activities willhelp to preserve the potency

of acriticaldrug centralto the treatment of multidrug-resistant
TBandalsoensure the availability of additional drug treatments.

Projectataglance

10ct2025-30Sep 2031
Total project cost €7098992,01

GlobalHealthEDCTP3 €7098991,26
funding

Project duration

Disease area Tuberculosis

Intervention type Therapies, Other preventiontools

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance

LUDWIG-MAXIMILIANS-UNIVERSITAET
MUENCHEN

Scientific projectleader UNIVERSITY OF CAPETOWN

Project coordinator

Participating countries Germany, South Africa, Eswatini, Moldova,
Sweden, Mozambique, Netherlands, United
Kingdom, Italy, Spain

-29-



RESEARCHAND INNOVATIONACTIONS ITUBERCULOSIS

RECENT-TB

Recurrent TB Screening and Prevention Study

The RECENT-TB projectisexploringwhethera course of
preventive antibiotics after TB treatment can prevent disease
recurrence and how to targetthose who would benefitmost.

The challenge

Everyyear,around1.5-2millionpeopleinsub-SaharanAfricaare
treatedfortuberculosis. Of those successfully treated, aroundonein
tensufferarelapseorreinfection(collectively termedTBrecurrence)
withintwoyears. Althoughtheyrepresentaround5-30% of the
global TBburden, suchpatientsreceiverrelatively little attention.

TBrecurrenceisassociatedwitharange ofrisk factors, linked to
patient characteristics, exposurerisks,and microbiological factors
suchasresidualbacterialload. Although a simplified preventive
antibioticregimenisusedincertainhighriskgroupstoreduce the
riskof TBrecurrence (secondary preventive treatment), thelack of
evidence of itseffectiveness forotherpatient populationsmeans
thatitisonlyrecommended forpeoplelivingwith HIV.

Potentially, secondary preventive treatment couldbe used more
widely.Modelling suggests thatit couldreduce theincidence of TB
by 40% over10yearsandsave costs.Inaddition, asanalternative to
blanketuse, risk stratificationmight enable secondary prevention
tobedirectedatthose whowouldbenefitmost.

The project

To close thisknowledge gap, the RECENT-TB projectis
conductingalarge-scale trial of secondary preventive treatment
fortuberculosisintwo high-burdensettings, South Africaand
Uganda, while also evaluating the implementation contextand
the potential of various simple tests toidentify patients at the
highestrisk of recurrence.

The project’'smaintrialisrecruiting 1,800 patients following
treatment for pulmonary TB, with half receiving secondary
preventive treatment (12 weekly doses of isoniazid plus
rifapentine, known as 3HP). Participants willbe followed for two
yearstodetermine theirimpactonrecurrence. The trial’'shybrid
implementation designwill allow gatheringinformationonthe
feasibilityand acceptability of secondary preventive treatment
toinformfuture policy and practice.

Embeddedwithinthis trial willbe a cohort study evaluating four
potentialrisk markers forrecurrence:

e C-reactive protein (CRP): Asimple point-of-care test for
inflammationbased onafinger-prick blood sample.

¢ Haemoglobin: Anothersimple point-of-care blood finger-
prick test,which detectsanaemia, arisk factorfor TB.

o CXR+CADA4TB: Computer-aidedinterpretation of chest X-ray
imageswhichdetectslungabnormalitiesrelatedto TB. This will
detect patientswith structuralabnormalities at the end of TB
treatment, whichmayincrease theriskforTBrecurrence.

o TB-Microbial Load Assay (TB-MBLA): Amolecularassay that
detectsRNAfromTBbacteria, soitprovidesa highly sensitive
testforlive bacteria.

20O

The projectwillcollectdataonthese markersto determineif
theyare predictive of recurrence. Apersonalisedrisk score
willbe developedbasedonthe bestcombination of markers,
whichwillthenbeintegrated alongside other patientdataintoa
risk-stratification algorithm - providing a simple ‘high/medium/
low’ TBrecurrenceriskassessmentthat couldbe usedtoselect
patients forsecondary preventive treatment.

Inaddition, the projectwillinclude a study to evaluate the
potentialuse of TB-MBLA fordiagnosingrecurrence. Acase-
controlapproachwillbeused, withTB-MBLA data on participants
withrecurrence comparedwith datafrom participantsinthe
same cohortwhoremainedhealthy. The diagnostic performance
of TB-MBLAwillbe comparedwith gold-standard culture
methods andawidelyused moleculardiagnostic (XpertUltra).

The impact

The RECENT-TB project could provide anew optionfora
relatively neglected group, thoserecovering from tuberculosis
disease. Itwill:

e Demonstrate whetherthe 3HPregimenreducestherisk of
recurrence after TB treatment.

e Provide dataonimplementationconsiderationsforscale-up
of secondary preventive treatmentinpolicy and practice.

e Revealwhethersimple testscandistinguish patientsat the
highestrisk of recurrence, so 3HP use could be targeted at
those mostinneed.

e Provide anestimate of thelikely cost-effectiveness of
differentapproachestosecondary preventionwith 3HP.

If showntobe effective, wideruse of 3HP forsecondary prevention
of tuberculosis couldimprove the survivaland quality of life of TB
patients aftertreatment, reduce community transmissionof TB,and
lower the overallcost of treating TB (thanks to areduced number of
patientswithrecurrencesrequiringtreatment).

Projectataglance
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Scientific projectleader THEINFECTIOUS DISEASESINSTITUTE
LIMITED

Participating countries Netherlands, Uganda, United Kingdom,
South Africa
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Decide-TB

2@

Validation of treatment decision algorithms for childhood tuberculosis at low levels of healthcare in high burden
countries - effectiveness, implementation, andintegrationinto policy and practices

The Decide-TBprojectis evaluating toolsthat couldhelp
cliniciansdiagnose TB morereliably in children.

The challenge

Missed casesare awell-known challengein tuberculosis,
particularly so forchildhood TB. More than amillion children
andadolescentsdevelop TBeachyear. Of these, anestimated
250,000die, 95% of themwithout adiagnosis. When TBis
diagnosedandtreated, nearly all children survive.

Tuberculosis diagnosisis particularly difficultin children.
Symptomsare non-specific, bacterialloadis typically low, and
sputumsamples maybehardto collect. Diagnosisistherefore
generallybased onassessment of signsand symptoms and
whatevertestresults are available. WHO has developed two
treatment decision algorithms to guide clinician decision-
making (one withand one without chest X-ray results), but thereis
very little datato support theiruse.

The project

The Decide-TBprojectisintegratingawiderange of datasources
togenerate tworefinedtreatment decisionalgorithms, backedup
by practicaltoolsto supportclinicaldecision-making.

Thesetoolswillinclude additionalrefinements, including
modules specifically designed for TB diagnosisinchildren
livingwith HIV and for childrenwith severe acute malnutrition,
where different criterianeedtobe applied. Inaddition, while the
standard course of treatment for TBis sixmonths of antibiotics,
fourmonths’ treatmenthas beenshowntobe effectivein
childrenwithnon-severe TB. The new tools will therefore point
clinicians towards this optionwhenappropriate.

Toevaluatethese tools, the projectisorganisingacluster
randomised trialinMozambigque and Zambia. Aswell as assessing
the effectivenessof theapproachat TB case detection, this
studyincorporatesanimplementationresearchaspect, and
willalso collect evidence onthe feasibility and practicalities of
introduction. National TB Control Programmes inMozambique
andZambiaare projectpartners, so the results of the study will
feeddirectlyintopolicymaking.

Existing health dataplatforms (DHIS2) will be adapted to
supportdatacollection, facilitating datause foractionby
nationaldisease controlprogrammes. The project willalso
collateindividual patient-level datato provide acomprehensive
evidence synthesis of the diagnostic accuracy of new treatment
decisionalgorithms.

The impact

The Decide-TB project will provide critical evidence onthe
effectivenessand feasibility of newtoolsto detect TBinchildren.
ltwill:

e Revealhow effective the treatmentdecisionalgorithmsand
clinicaldecisionsupportsystemsare fordetecting TBinchildren.

o Generate apackage of evidence forthe WHO, toinform
globalguidance and development of materials to support
implementation.

e Directlyfacilitateimplementationin countries participatingin
the project.

If shownto be effective, the newtools would deliver multiple
benefits, reducing the number of missed cases of TBinchildren,
enhancing detectioninvulnerable children suchas thoseliving
with HIV oraffected by severe acute malnutrition, and leading
to greateruse of shortened treatmentregimens forthose
withless severe disease. Thiswould ensure that more children
receive TBtreatmentandreduce the number of children dying
unnecessarily fromthe disease.

Projectataglance

Project duration 1Apr2023-31Mar2027
Total project cost €5299965,00

GlobalHealthEDCTP3 €5299965,00

funding

Disease area Tuberculosis
Interventiontype Diagnostics, Other preventiontools
Overarching topic Digitaltechnologies
Project coordinator UNIVERSITE DE BORDEAUX

Participating countries France, Germany, Zambia, United Kingdom,
Mozambique, South Africa, Switzerland
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EPiTB

0

EPIiTB: Addressing anunmet need: same day diagnosis of extra-pulmonary TBin a high burden setting

The EpiTB projectisassessing the clinicalimpact of anew
diagnostic devicethatisbetterableto detect TBinfections
outside thelung.

The challenge

Tuberculosisis generally thought of asarespiratory disease,

but Mycobacterium tuberculosis canalsoinfect otherbody
compartments,includingmembranesaroundthe heart
(pericardial TB), lungs (pleural TB), orabdominal cavity
(peritoneal TB). Itcanalsolodgeinthe brain, causing TB
meningitis. This so-called extra-pulmonary TB accounts for
around15% of cases, butmore than a third of cases occurinareas
withahighburdenof HIV.

Traditionaldiagnostic tools are not necessarily effective at
detectingsome orallcategories of extra-pulmonary TB.
Researchersin South Africahaverecently shownthat the
detectionofinterferon-gammaintissue samplesisamore
accurateway to detect extra-pulmonary TBinfections. The test
differsfromconventionalinterferon-gammatesting (the IGRA
test), requiringno stimulation of blood cells.

Thisnewtest, knownasIRISA-TB, hasbeendevelopedbyalocal
biotechcompanyinto adiagnostic product, whichhasbeen
approvedby the South Africannationalmedicinesregulatory
authorityandendorsedby the Global Fund.

Although small-scale trials have demonstrated good diagnostic
performance forextra-pulmonary TB, alarge-scale trialwould
provide strong evidence tonational decision-makers onits
performanceinprogrammatic settings andits potentialimpact.

The project

The EpiTB projectisconductingalarge-scale trial of IRISA-TB at
centresinSouth Africa, Zambiaand Zimbabwe. Itisrecruitingmore
than2,000 patients with different types of suspected extra-
pulmonary TB(pericardial, pleural or peritoneal, or TBmeningitis).

Because of the likely use of empiric TBtreatment, arandomised
controlledtrial of IRISA-TBisnot feasible. Instead, the study will
examine how the phasedrelease of test data, fromIRISA-TB
andotherdiagnostic tools, affects clinical decision-making on
treatment. Thiswill provide real-world evidence onhow IRISA-TB
isactuallyusedanditsclinicalimpact.

Althoughapoint-of-care version of the testwould be of less
clinical utility thanin otherdiagnostic contexts, a prototype
lateral flow assay hasbeendeveloped. The project willexplore
whethernew detectiontechnologyusedinotherdiagnosticscan
improve the performance of this testand ultimately provide an
additional diagnostic option.

The impact

The EPITB project will provide furtherdataonaninnovative
diagnosticthathasbeendevelopedandmanufacturedinsub-
Saharan Africaand couldhave asignificantimpact on patient
care. ltwill:

e Provide dataondiagnostic performancefromalarge-scale
trialinaprogrammatic trial, delivering evidence highly relevant
to policymakers.

o Showmoreclearly howclinical practice couldbe changedusing
IRISA-TB and provide insightintoitslikely cost-effectiveness.

e Helptogrowaninnovative biotechcompany basedinsub-
Saharan Africa.

Implementation of IRISA-TB could potentially reduce empirical
use of TBantibioticsinpeople suspected of having extra-
pulmonary TB, ensuring that treatmentis directed at thosein
needandinitiated quicker -akey advance given that many
patients begintreatment aftersignificant delays orare never
treated appropriately.

Projectataglance

Project duration 1May 2023 -30Apr2027
Total project cost €3989909,25

GlobalHealthEDCTP3 €3989909,25

funding

Disease area Tuberculosis
Interventiontype Diagnostics
Overarching topic (Other)emergingtechnologies

UNIVERSITY OF CAPETOWN LUNG
INSTITUTEPTY LTD*
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Participating countries South Africa, Netherlands, Zambia,
Zimbabwe, United Kingdom
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GenPath Africa
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Genomic surveillance to control pathogeninfectionsin Africa

The GenPath Africa projectis expanding existing genomic
surveillance infrastructure to capture informationondrug-
resistant strains of tuberculosis (TB)and HIV, as wellasto detecta
pathogenwith epidemic potential: Rift Valley fevervirus.

The challenge

Pathogensrapidly evolve. Genetic variants may have different
properties, affectingapathogen’sability to spread, its
susceptibility todrugs andvaccines, and the severity of disease.
Understandingwhichvariants are in circulationis therefore
criticalto controlling diseases.

The COVID-19 pandemic emphasised theimportance of tracking
variants. During the pandemic, South Africa established a highly
effective collaborative approach acrossinstitutions, knownas
the Network for Genomic Surveillance, to monitor SARS-CoV-2
variantsand provide policymakerswithup-to-date datato
inform control efforts.

Although the pandemicledtoanexpansion of genomic
surveillanceinsub-SaharanAfrica, the potential of thisnew
technologyhasyet to be fully exploited across the region.

The project

The GenPathprojectisleveraging the genomics capabilities
established at two centres of excellenceinsub-Saharan Africa:
the Centre forEpidemic Response andInnovation (CERI) at
Stellenbosch University in South Africa, and the International
Livestock ResearchInstitute (ILRI)in Kenya. Genomics
surveillance platformswillbe strengthened forHIVand TBin
SouthAfricaandforRift Valley feverin Kenya. Additionally,

the projectwillcollaborate with authoritiesin Mozambique to
enhance capacity formonitoring HIV and tuberculosis.

ForHIV, the focuswillbe onpatients experiencing treatment failure.
More portable technologies, suchasNanopore sequencing, will
be pilotedatcentral South Africansitesbefore beingintroduced
morewidelyinother South African centresandMozambique. The
possibleuse atperipheralfacilitieswillalso be explored.

ForTB, rifampicin-resistantisolateswillbe sequencedto
generateinformation onresistance-associated variants, toinform
treatment, to provide policymakers with dataon the prevalence of
drug-resistant strainsandtoalertthemtohighlyresistantisolates.
Factorsassociatedwithresistance willalso be explored.

InKenya, the focusisonRift Valley fever, azoonoticinfection. A
OneHealthapproachisbeingadopted, with surveillance activities
spanning the medicaland veterinary sectors. Veterinarians will
collectsamplesfromstillbirthsandlow-birth-weight animals at
rural sitesto complementhospital-basedsurveillance.

Inaddition,a One Healthapproachwillbeintroducedintwo
South Africancities toinvestigate the transmission of different
mycobacteriafrom domestic animals and wildlife to humans,
aswellastoexplorefactorsassociatedwith the transmission to
humans.Inboth Kenyaand South Africa, the project willextend
wastewatersurveillance systems toidentify pathogensand
genesassociatedwith antimicrobial resistance (AMR).

Theworkwillbeunderpinned by the development of integrated
dataplatformsthatcollate genetic, clinical, and epidemiological
data. The project willengage with policymakers to develop
dashboardsto supportdecision-making, and an extensive
training programme willbe organised across the three countries.

The impact

The GenPath Africa project willhave animmediate and long-term
impact. It will:

e Generatedataonthedrugresistance profiles of individual
infections, guiding clinicians’ choice of treatment.

e Createanenhancedsurveillanceinfrastructure, providing
policymakerswithinformationongeographicalandtemporal
trendsindrugresistance to supporttargeted control efforts.

e Integratetechnologiesand processesintonational systems,
buildingtheircapacity toapply genomicsroutinelyinsurveillance.

e Provideanearlywarning of Rift Valley fever outbreaks.

Ultimately, the project willensure that patients with drug-
resistantinfectionsreceive appropriate treatmentrapidly, while
also providing national policymakers with key insights toinform
disease control activities.

Projectataglance

Project duration 1May 2023 -30Apr2027
Total project cost €4999170,25

GlobalHealthEDCTP3 €4999170,25
funding
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Project coordinator STELLENBOSCHUNIVERSITY
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OPTIC-TB

0

Optimising the implementation and scale-up of the WHO TB treatment decision algorithms for children with

pulmonary tuberculosisin sub-Saharan Africa

The OPTIC-TBprojectisassessingwhethertheuse of WHO-
recommended clinicianguidance (treatment-decisionalgorithms,
TDAs)canimprove the detectionof tuberculosisinchildren.

The challenge

Everyyear,more thanamillionchildrenunder15years of age are
diagnosedwithtuberculosis,and atleast 200,000 childrendie
of the disease. Sub-Saharan Africaaccounts foraround20% of
the globalburdenof TBinchildren.

Thisfigureisalmost certainly anunderestimate, asmany
casesof TBinchildrengoundiagnoseddue toacombination
of challenges, including diagnostic uncertainty, weak health
systems, andinadequate clinicalandlaboratoryinfrastructure.
Onlyaboutathird of childrenunder5years of age withTB are
diagnosedandtreated eachyear,andmore than 96% of deaths
occurbecause childrenare notreceivingadequate treatment.

Diagnosisof TBin childrenis difficult because symptoms are
non-specific. WHO nowrecommends the use of two treatment
decisionalgorithms (TDAs), whichintegrate various symptoms
andtestresultsto guide physicians’ decision-making. The

two TDAs are the same, exceptoneincludes X-ray results
(whichmaynotbe availableinallsettings). However, the WHO's
recommendations were basedonlimited evidence.

The project

The OPTIC-TB projectaimsto generate additional evidence on
thevalue of the WHO-recommended TDAs for the diagnosis
of TBinchildrenunder10Oyearsof age. Itisalso gathering
informationonthe practicalities of theirimplementation at
primary healthcare facilities.

Aclusterrandomised controlledtrialisbeing conductedinthe
Democratic Republic of the Congo (DRC), Tanzaniaand Uganda,
comparingtheuse of the WHO's TDAs with existing diagnostic
practice. Atotal of 40 facilitiesineach country willbe randomised
toeacharm,with60,000 childrenscreenedacrossall sites.

Thetrialwillassesswhetherthe use of the WHO TDAs increases the
proportionof TB casesdetected and the numberof childrenwho
starttreatment, andwhetheritimproves treatment outcomes. It
willalso estimate the population-levelimpact of TDAuse onTB
disease burden,aswellasits costsand cost-effectiveness.

Inaddition, the project willexamine the factors associated
with the successfulimplementation of the TDAs. It willalso
generate dataondiagnostic performanceindifferent health
system contexts across different population groups, suchas
malnourished childrenorthose livingwith HIV.

The impact

The OPTIC-TB project will provide key evidence ontheimpact
of treatment decisionalgorithms (TDAs) to detect cases of
tuberculosisinchildreninreal-world settings. It will:

e Revealwhetherthe WHO-recommended TDAsimprove the
detectionof missed casesof TBinchildrenandreducethe
burdenof TBdisease.

o |dentify keyfactorsassociatedwith successful
implementationto guide introductionsintoroutine practice.

o Showwhether,inreal-world contexts, the TDAs are cost-effective.

Ademonstration of the superiority of the TDAs compared with
usual practice could greatlyincrease the number of childrenwith
TBwhoarediagnosedandreceive treatment eachyear, reducing
mortality and the community burden of TB disease.

Projectataglance

Project duration 1Apr2024 - 31Mar2028
Total project cost €3999998,25

GlobalHealthEDCTP3 €3999998,25

funding
Disease area Tuberculosis
Interventiontype Diagnostics
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Project coordinator UNIVERSITETETIBERGEN
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Participating countries Norway, Tanzania, Uganda, Democratic
Republic of the Congo, United Kingdom
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4-CAGE-TB

0

Fortifying the automated smartphone-based Cough Audio classification forrapid triaGE testing for

tuberculosis project

The 4-CAGE-TB projecthasreceived GlobalHealthEDCTP3
supporttocompleteits EDCTP2-funded study of coughanalysis
toidentify possible TB cases for follow-up.

The challenge

Insub-SaharanAfrica, anestimated 2.5 millionnew cases
of tuberculosisoccureachyear, of whichabout Tmillionare
undiagnosed. Thismeans that many patientsdonotreceive
timely treatment, and there are more opportunities for the
diseasetospread.

Casefindingisthereforeanimportantaspect of TB control, but
presents multiple challenges. Identification of TB casesisnot
straightforward, as symptoms are non-specific and traditional
culture methods arevery time-consuming. Screeninglarge
numbers of people for TBistherefore very difficult toimplement,
Molecularplatformshave simplified case detection; however,
theiruseinroutine populationscreeningwould be prohibitively
expensive and overwhelmhealth systems.

Apossible solutioncouldbe triage, whereby a simple and
inexpensive testisused to distinguish those mostlikely to
have TB, who could thenbe followed up usingmore sensitive
moleculartesting.

The project

The 4-CAGE-TBprojecthasbeenexploringaninnovative
approachbasedonananalysis of coughvocalisations.
Coughsare asensitive way to detect tuberculosis disease (most
patientswithTB have acough), buttheyare notvery specific
(patientsmay have acough forawide variety of otherreasons).

Toaddress thisissue, the projecthasbeenusingmachine
learning technologytoidentify the featuresof a‘'TB cough’ that
would differentiate it from coughs of other causes. The coughs
of acohortof possible TB patients have beenrecorded, and their
clinicalhistoryisthentracked,including theresults of gold-
standard TB diagnostic tests. Using this data, a ‘cough classifier’
hasbeentrainedtoidentify the acoustic features of coughs
associatedwithapositive TB test.

The cough classifierthus developedwillbeintegratedintoa
simple-to-use mobile phone app, whichanalyses a patient’s
coughandassessesitssimilaritytoa TB cough. Ahealthworker
ispresentedwithasimple binaryreadout - that TBis likely or
unlikely. If TBislikely, a patient can bereferred for furthertesting.
This approachwould be quickand simple, makingit possible to
introduce into primary care settings.

The projectwasdisrupted by the COVID-19 pandemic, which
affectedrecruitmentandledmultiple projectteammembersto
bedivertedto COVID-19-related work. The additional funding will
enable the projecttocompleteitswork,including consultations
withhealthworkersonthe design of the app andintegrationinto
practice,and onthe acceptability of the approach.

The projectaimstoidentify key factors thatwould affect
implementationand generate aninitialindication of cost
implications. The outcome of the project willbe aprototype
deviceandsupportive evidence tojustifyits testinginaformal
clinicaltrial.

The impact

The 4-CAGE-TB project could have amajorimpacton
tuberculosis case detectionin sub-Saharan Africa. It will:

e Demonstrate whetheracough classifierhasthe potential
todistinguishbetweenTBand othercoughs, meeting the
sensitivity and specificity criteriafortriage set out by WHO.

e Produceapracticalprototype forclinical evaluation.

e ProvideanindicationofitslikelyimpactonTBcase detection
andcosts of use;modelling suggests thatasimple triage test
couldreduce costs by 40% compared withmolecular testing
of allpresumptive cases.

Ultimately, the project could deliverasimple, widely applicable
healthtoolabletoidentify possible TB cases for follow-up,
helpingtoreduce the huge numberof new cases that are still
beingmissedeveryyear.

Projectataglance
1Jan2025-31Dec 2026
Total project cost €981469,25

GlobalHealthEDCTP3 €981469,25
funding

Project duration

Disease area Tuberculosis

Interventiontype Diagnostics

Overarching topic Digitaltechnologies, Climate crisis or

climate adaptation
Project coordinator STELLENBOSCHUNIVERSITY

Participating countries South Africa, Netherlands, Germany,
Uganda, United Kingdom, Switzerland
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STOOL4TB
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Evaluating a new stool based gPCR for diagnosis of tuberculosis in children and people living with HIV

The STOOL4TB projecthasbeenawarded GlobalHealthEDCTP3
fundingto completeits EDCTP2-funded study of TB detectionin
childrenand peoplelivingwithHIV using stool samples.

The challenge

Many cases of tuberculosis go undetected, so patients do not
receive treatment, and the disease has more opportunity to
spread. Thisissueisparticularly acute for groups such as children
and peoplelivingwithHIV, where it canbe difficult toobtaina
sputumsample foranalysis, and diagnostics may not pick up the
relatively smallnumbers of bacteriainmanyinfections.

Inchildren, TB treatmentis generally empirical, without firm
diagnosis. Thismeans thatmany childrenwith TB are missed, and
some childrenreceive powerfuldrugsunnecessarily whenthey
donothave TBinfections. Itisestimated thatmore than 96% of
pediatric TBdeaths occurinchildrenwho are not treated for TB.

Greatstrideshave beenmadeindeveloping easier-to-use tests
forTB, includingmolecularplatformssuch as Xpert. However,
obtainingasputum sample foranalysisusing suchtools can still
beamajorbarrieringroups such as childrenand peopleliving
withHIV.

The project

Fundedbythe EDCTP2 programme, the STOOL4TB projecthas
beenexploringanalternative approachbasedondetecting TB
bacteriainstoolsamples. Whenpeople withTB disease cough,
some bacteriaendup being swallowedand pass throughthe
intestinaltract. Stoolsamples arerelatively easy to collect
fromallpatientsand canbe shippedtolaboratoriesforhigh-
throughput molecular (PCR) analysis.

Initial small-scale studies showedthat thisapproach could
increase confirmed case detection (by12%in Eswatiniadults
and19%inTanzanianchildren). Stoolsamples couldbe collected
fromatleast 87% of patients. The WHO recommends the use of
stoolsamplesfordetecting TBinchildren.

The STOOL4TB projectis conducting alarger-scale study to
confirmthese encouraging findings, focusingonaround 1,500
childrenlessthan8yearsoldand 650 adults living withHIV (15
yearsandolder)inhigh-burdensettingsin Eswatini, Mozambique
andUganda. The projectwashitby delaysinregulatory approvals
andrecruitment difficulties duringthe COVID-19 pandemic,
andadditional GlobalHealthEDCTP3 funding willenableit to
completeitsimportantwork.

Aswellasdemonstratingwhether the stool-based approach
identifiesmore cases thanalternative detectionmethods, the
projectisalsoinvestigating the feasibility and acceptability of
thisapproachthrough consultations with patients, caregivers,
healthworkers, and health system officials.

Itisalso exploringwhetherthe approach couldbeusedto
monitorresponsesto treatment, which could help toidentify
drug-resistantinfectionsandtheneedtochange treatmentsif
patientsare notresponding.

The impact

The STOOL4TBprojectcould have amajorimpactonthe diagnosis
of tuberculosisinchildrenand people living with HIV. It will:

e Provide high-quality evidence onthe potential of stool-based
approachestodetect TBcases.

o Potentiallyfacilitatetaskshiftinginprimary care,as stoolcollection
canbecarriedoutbyabroaderrange of healthworkers.

e Supportthedevelopmentof apoint-of-caretestbasedon
stoolsamples(manufacturers of the Xpert platformhave
expressedinterestindeveloping astool-specific test).

e Potentially provide atoolformonitoringresponsesto treatment.

o Createaplatformforadditionalstudies-morethanlOfurther
studiesaredrawingonthe study’sdataand sample biorepository.

If the advantages of the stool-based approach are confirmed,
this couldhave amajorimpact on TB case detectionintwo
criticalgroups, childrenand people living withHIV, where many
avoidable deathsare currently occurring because of the failure
toidentify TB.

Projectataglance

Project duration 1Jan2025-31Dec 2025
Total project cost €348247,50
GlobalHealth EDCTP3 €348 247,50

funding
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Uganda, Germany
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CAD LUS4TB

0

Computer assisted diagnosis with lung ultrasound for community based pulmonary tuberculosis triage in Benin,

Maliand South-Africa

The CAD LUS4TB projectisassessingwhetherpoint-of-care
ultrasound canbeusedintuberculosis triage, ensuring that
patients with the highestlikelihood of TB are prioritised for
furthertesting.

The challenge

Tuberculosisis one of the world’smost commoninfectious
diseases,infectinganestimated oneinfourof theworld'’s
population. Only aproportionof those infected developactive
TBdisease,whichcanbe fatalif not treated. However, itis
challengingtoidentify these patients because the symptoms
of TBarenon-specific,and diagnostic testsrequire specialist
equipment (suchaschest X-rays)orexpensive moleculartests
thatarenotavailable atmany primary care facilities.

Asaresult,many patients with TB are notidentified, so they
donotgettherighttreatment,leaving the disease withmore
opportunitiestospread. Toenhance detectionrates, thereis
interestinTB triage (rapid, easy-to-use assessments of the
likelihood of TBdisease), enabling diagnostic follow-up to focus
onthose mostlikely tohave active TB.

Point-of-carelungultrasound hasemergedasapromising
approachforTBtriage. Point-of-care ultrasoundis beginning
tobeusedinprimary care centresinsub-SaharanAfrica,anda
studyinBeninhas shownthat the technology candiscriminate
pbetweenTBandotherlunginfections. However, while health
workerswere comfortable using the technology and acquiring
images, theywereless confidentininterpreting them.

The project

Building onthese promising findings, the CAD LUS4TB project
isrefining adigitaltool forautomatically categorisinglung
ultrasoundimagesandassessingits suitability for TB triage.

Around 50,000 expert-labelledimages from500 patients from
Beninwillbe analysedtofine-tune the diagnostic algorithm.
AtsevensitesinBenin, Mali,and South Africa, the use of this
algorithmwillbe assessedinastepped-wedge clinical trial, in
whichintroductionis phasedovertime andsites scheduled for
later-stageintroductionactascontrols.

The diagnostic performance of the lung ultrasound algorithm
willbe comparedwith gold-standard methods, suchas culture
andmoleculardiagnostic tests. The project willalso compare
lungultrasound’sperformance witha WHO-recommended
diagnostic strategy thatincorporates chest X-rays.

The projectwillalsoinvestigate ways to simplifyimage collection
andanalysisfornon-expertuse. Inaddition, it willuse the trial to
investigate whetherlungultrasoundimages canhelpidentify the
likely causes of respiratory symptomsnot caused by TB.

Tosupportroutineimplementation, the project willdevelop a
mobile phone-based app andconduct consultationsto assess
issuessuchashealthworkerperceptions, workflowintegration,
and patientacceptability.

The projectbuilds onthe work of another GlobalHealthEDCTP3-
fundedproject, IMCI-Plus, whichis evaluating the use of point-
of-careultrasound to determine the need forantibioticusein
childrenwithrespiratory tractinfections.

The impact

The CADLUS4TB projectwillassess the potentialof anemerging
new technology fortriaging potential TB cases. It will:

e Generate high-quality evidence on the ability of automated
lungultrasoundimage analysis torule out TBinfection.

e Provideaway forexpensive moleculartestingto befocused
onthosemostlikelytohave TB.

e Generateinsightsinto the factors thatmight affect the
implementation of the newapproachinroutine practice.

If the value of lungultrasound for TB triage is confirmed, it could
berapidlyadoptedtorefine the TB diagnosis pathway, reducing
theverylarge number of patientswho currently donotreceive a
diagnosisandappropriate treatment.

Projectataglance

Project duration 1Sep 2025 -31Aug 2030
Total project cost €7072368,25

Global HealthEDCTP3 €6809786,25
funding
Disease area Tuberculosis
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Project coordinator STELLENBOSCHUNIVERSITY
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Kingdom
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AddiCAD
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Field testing of AddiCAD: Aninnovative diagnostic test for tuberculosis that adds to CAD

The AddiCAD projectisadvancing anewdigitaltoolthat combines
Alanalysis of chest X-rays with protein biomarkerdata toimprove
TBdiagnosis.

The challenge

Anestimated 10 million people develop tuberculosis disease
eachyear,yetaroundaquarterare neverformally diagnosed. This
meanstheydonotreceive the appropriate treatmentand canact
asasource of additionalhousehold and community infections.

This gapreflects difficultiesin TB diagnosis. Respiratory
symptoms are non-specific, culture methods take weeks
toperform,and molecular platforms are expensive and not
availableinall settings. Asaresult,new approachesto TB
detectionare highly prioritised, such as triage strategies
toidentify those mostlikely tohave TB disease forintensive
assessment, and confirmatory testing methods thatare more
accessible, quicker,and easiertouse.

Progressisbeingmadein the search foralternative approaches.
Forexample, computer-aided diagnosis (CAD) using chest
X-rays canimprove diagnosisrates. Thereisalso greatinterestin
using blood biomarkers as the basis of tests to identify patients
withactive TB.

The project

The AddiCAD projectisbasedonaninnovative approachthat
combines chestX-ray CAD andblood biomarkertechnologies to
identify tuberculosis cases.

The projectteamhas developedabloodtestthat detects three
proteinmarkersassociatedwithTB disease: SAA-1, CRP, and
IP-10. Alateral flow testhasbeen developed, knownas 3P-TB,
basedonthesemarkers.Inaddition, theteamhasassessedthe
additionalvalue of combining 3P-TB with an existing chest X-ray
CAD product, CAD4TB (developed by DelftImaging).

Inaninitial study of 600 people withpossible TB disease,

the combined approach (AddiCAD)showedvery good
performance. Whentunedfortriage, AddiCAD achieved a
significantincreasein specificity withoutloss of sensitivity
(fewerpatientswould be sent for confirmatory testing, withno
increasedrisk of casesbeingmissed). Whentuned fordiagnosis,
AddiCAB achievedthebestperformance yetseenfornon-
sputum-basedtools, nearly meeting WHO benchmarks.

Inthe AddiCAD project, the teamisbuilding onthese promising
resultsand advancing the tooltowardsimplementationinroutine
practice.Inafirststep,the 3P-TBtestisbeingtransferredintoanew
technologyplatform,basedon‘aptamers’ - specially designed
nucleicacidsthatbindspecificallyto the three targetedbiomarkers.
Thiswillenable the markerstobe detected atlowerconcentrations,
usingsmallervolumes of blood(so fingerprick samples canbe used)
andwithresults available sooner(almostimmediately). Importantly,
theimproveddetectiontechnologywillnotbe more expensive.

Theteamwillalso develop asimple-to-use app tointegrate CAD
and 3P-TBresults. The new toolwillthenbe evaluatedinaclinical
studyin The Gambia, Namibia and South Africa. Around 1,000
patients with signs of possible TBwillberecruited, and the results
obtainedwith AddiCAD willbe compared with those from culture
andmoleculartesting technologies. The study willexamine the
use of AddiCAD forbothtriage and confirmatory testing.

The projectwillassess performanceinkey patient subgroups,
includingthose withalowmicrobialload and people livingwith
HIV.The devicewillalsobe ‘stresstested’ toensureitisrobust
enoughforuseinchallenging primary care settingsintheregion.

The projectteamwillalso engage withkey stakeholderstomap
out pathwaysforintellectual property management, regulatory
approvaland commercial sustainability.

The impact

The AddiCAD project couldhave amajorimpact on tuberculosis
detection. If successful,it will:

e Showwhetherthe promisingperformance dataseentodate
are confirmedinalargerstudy.

e Significantlyenhance triage, reducing the number of patients
referredforconfirmatory testing, thereby saving costs.

e Provideanon-the-spottestforTBdisease,allowing treatment
tobeginimmediately.

o CreatecommercialopportunitiesforAfrican-based product
developers.

If showntoperformasexpected, AAdiCAD could significantly
reduce the numberof missed cases of TB, ensuring patients
starttreatment morerapidly andreducing opportunities for
community spread of TB.

Projectataglance
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Total project cost €2508155,25
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SWAB -IMPACT

0

SWAB-IMPACT: Swab-Based Molecular Testing forImpact on TB Diagnosis and Treatment

The SWAB-IMPACT projectisassessingwhetheranoveltechnology
platformcould offeramore practicaland affordable way to detect
TBcases.

The challenge

Diagnosis of tuberculosis disease remains an enduring
challenge. Of the 10 millionpeople who develop TBeachyear
globally, onlyaround oneinfourreceive adiagnosis. The ‘missing
millions’ are not treated effectively and continue to transmit TBin
the community.

Detectionof caseshasimproved following the widespread
introduction of moleculartesting platforms, suchas Gene
Xpert.However, these are expensive and are typically basedin
centralisedfacilities, leadingto delaysintestingandlost contact
with patients. Furthermore, testing typically relies on sputum
samples. These canbe difficult to obtain, particularly fromyoung
childrenandpeoplelivingwith HIV.

Rapid point-of-care tests for B could therefore have an
enormousimpactbyensuring that newly diagnosed patients
begintreatment promptly.

The project

The SWAB-IMPACT projectis evaluating a possible solution
tothischallenge:anewly developedrapid point-of-care
diagnostic platform, PlusLife MTB, whichhas the potentialtobe
usedonnon-sputumsamples(simple tongue swabs).

The PlusLife device hasbeenshownto behighlyusable,
relatively affordable, and capable of delivering good
performance - similarto Xpert Ultraonsputumsamples, with only
slightlylower performance ontongue swabs. The SWAB-IMPACT
projectiscollecting the first evidence onitsuseinthe fieldin
high-burden settings.

The projectisevaluating the PlusLife testin a clusterrandomised
trialin South Africaand Zambia. In clusters, tuberculosis
programmes will eitheruse standard methodsto assess
potential TB patients (referralto aregionallab formolecular
testing) oranadapted pathwayincluding the use of aPlusLife
test. Both sputum-basedandtongue-swabbingapproaches
willbe assessed. The key outcome will be the numberand
proportion of patientswho complete testing, have confirmed TB,
andbegintreatmentwithinseven days.

During thetrial, the project will also assess the feasibility and
acceptability ofimplementing PlusLife testing by engaging

key stakeholders,including patients, healthcare workers, and
programme managers. Potential financialimplications and cost-
effectivenesswillalso be explored.

The impact

The SWAB-IMPACT project could have aradicalimpactonthe
detection of tuberculosiscases. [t will:

e Provide high-quality evidence onthe clinical utility of the PlusLife
platformfordetecting TB cases.

o |dentify potentialbarriersand enablers of implementationand
generate animplementationtoolkit to aid widerintroduction.

e Provide anindication of the potential costimplications of
routine PlusLife MTB use.

More efficientdetectionof cases couldhave aprofoundimpact
onTBcontrol,ensuringmore patients begintreatment, reducing
transmissionandlowering the colossal TB disease burden, which
disproportionately affectsthe poorest countriesand communities.

Projectataglance
Project duration TMay 2026 -30Apr2029
Total project cost €2352076,25
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PRECISE-TBM

0

Prospective evaluation and refinement of novel biomarker-based point-of-care tests for the diagnosis of

tuberculous meningitisin children

The PRECISE-TBM projectaimsto accelerate the detection
of tuberculous meningitis, the deadliest formof TBthatisa
particularthreatto children.

The challenge

Although tuberculosisis mostly adisease of the lungs, the
bacteriumthat causes TB (Mycobacterium tuberculosis, Mtb)
canalsoinfectbraintissues. Thiscanleadto apotentially deadly
form of meningitis, tuberculous meningitis(TBM). The condition
particularly affects children, leading to eitherdeath orlong-
termneurological conditionsinaroundhalf of those who are
successfullydiagnosedandputonTBtreatment. If the brainis
infected withMtb and the patientisnot treated, it willcertainly
resultindeath.

Oneof thebiggestchallengesinTBMcareis diagnosis.
Symptoms are shared with multiple other conditions and there
isnosimple diagnostic test for TBM. It may take up to six visits to
healthfacilities before adiagnosisis made, leading to significant
delaysintreatmentinitiation.

The project

The PRECISE-TBM projectisbuilding onprevious EDCTP-funded
researchtodevelop arapid diagnostic test for TBM suitable for
useinsub-SaharanAfricansettings.

Inaprevious EDCTP project,members of the PRECISE-TBM team
discoveredthatthe presence of three proteins (knownas VEGF,
MPO, andIFN-g)incerebrospinal fluid (CSF)sampleswas highly
indicative of TBM. Thisled to the development of a prototype
lateral flow test that could provide diagnostic informationwithin
15 minutes.

The teamhas subsequently worked with a South African
biotechcompanyto transferthe testontoanew, more sensitive
biosensorplatform.Inaddition, ithasidentified afive-protein
signature characteristic of TBMinblood samples, which could
eliminatetheneedto collect CSFsamples.

The PRECISE-TBMprojectis progressingboththe CSFandblood-
basedbiomarkertechnologies. The new biosensorversion of

the CSF-basedtestwillbe evaluatedinaclinical studyin South
Africa,Zambiaand Zimbabwe. The study willrecruitmore than 500
childrenwith presumed meningitisand compare the performance
of the CSF-basedtest withthe gold-standard diagnostic
assessment. Inparallel, the blood-basedbiomarkertestisbeing
refined, andits performanceisbeingevaluated using stored
samples.ltwillthenbetransferred onto the biosensorplatform
andevaluatedalongside the CSF-basedtests.

The projectisalsoconducting studies to assess a potential
issue withthe three-proteinsignature.IFN-gisanimportant
component of the hostimmuneresponse to Mtb. However, the
abilityto generate IFN-gresponsesvaries withinapopulation,
andsome people are atrisk of Mtbinfectionsbecause they are
lessabletoproducelFN-g. This could potentiallylead to a false-
negative TBMtestresult.

The projectistherefore collectingdataonIFN-gresponsesin
bloodand CSFsamples duringthe trial, to determine whether
participants have antibodies against IFN-g (whichblockits
action)orcarry geneticvariantsleadingtolowIFN-gresponses.
ltwillthenassesstheimplications of these findings forthe
reliability of testresults.

The impact

The PRECISE-TBM project couldhave amajorimpactonthe care
of patients with TBM. It will:

o Generateclinicaldataonthe performance of the three-protein
CSF-basedtest.

e Createapotentiallymore accessible blood-basedtestand
compareitsperformance withthe CSF tests.

e Determine whethervariationinlFN-gresponses might affect
thereliability of testresults.

Arapidpoint-of-care test forTBM could transformthe diagnostic
journey for TBM patients, most of them children, who currently
face multiple visits to health facilities beforereceiving a
diagnosisandbeing started ontreatment.

Projectataglance
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R2D2-xDRTB

0

Rapid Researchin Next-Generation Diagnostics Development for Drug-Resistant Tuberculosis

The R2D2-xDRTB projectis creating a platformto simultaneously
evaluate multiple tools fordetectingresistance tocommonly
used TBdrugs.

The challenge

Everyyear,around 400,000 people develop tuberculosis
infectionsresistanttocommonlyuseddrugs. These multidrug-
resistantinfectionsrequirelongerand moreintensive
treatments, althoughnew drugs have significantly shortened
treatment durationandreduced toxicity.

However, lessthanhalf of patients with drug-resistant TBinfections
receive the appropriate treatment. Onlyaround50% are tested
forthe mostcommontype of resistance, torifampicin,andamuch
smallernumberaretestedforresistance tootherkey TBdrugs, even
thoughresistancelevelsare showingaworryingincrease.

Themainbottleneckis the availability of teststo assessdrug
susceptibility. Low-complexity molecular testing platforms exist
butare primarily usedto test forrifampicinresistance. Genome
sequencingcanprovide informationon multiple resistance
genes, butrequirescomplexinfrastructure andis costly.

Culture methods canprovide comprehensive informationon

the drug susceptibility of infections but take weeks to complete.

Toovercomethisbarrier, rapid, affordable and accessible
drugsusceptibility tests are needed. Multiple such testsarein
development, but they must be clinically evaluated andvalidated.

The project

The R2D2-xDRTB projectis building onan existinginternational
platformfortuberculosisdiagnostic evaluationto accelerate the
assessment of new TB drug susceptibility tests.

The NIH-funded R2D2 TB Network has established anadaptive
international platformfortestingavariety of TBtests(for
example, fordiagnosis acrossdifferent groups, forscreeningor
drugsusceptibility testing). It has established standard protocols
acrossanetwork of sitesinsixcountries, generatingcomparable
dataonmore than40 products, helpingtoadvance products
pbeyondthe proof-of-principle stage.

Inthe R2D2-xDRTB project, the teamis expanding on this
approach by creatingaplatformspecifically designedto evaluate
theperformance andvalidate drug-susceptibility tests for TB.
ltwillfocusononespecificuse case - furthertesting of patients
whohavereceived apositive rifampicinresistance test. Atotal

of 500 suchadultsand adolescents, aswellas100 patients with
rifampicin-sensitive infections, willbe enrolledin two high-burden
countries(Georgiaand SouthAfrica). Results from the candidate
testswillbe comparedwiththose from gold-standard drug-
susceptibility testingto assess the accuracy of each test.

Inadditiontotechnical performance, the project willprovide a
platformforassessing the usability, acceptability, and feasibility
of eachproduct. This willbe based on systematic consultation
withend-usersandananalysis of how wellnew tools would
integrate into existing clinical pathways.

To provide policymakers with additionalvaluable evidence,
the projectwillalso develop models to estimate the potential
epidemiological, health,and health-economicimpacts of
differentimplementation scenarios. These will provide insights
into the likely cost-effectiveness of tools and the budgetary
implications of theirintroduction.

The impact
The R2D2-xDRTB project willensure thatemerging tuberculosis

drug-susceptibility testing toolsreceive acomprehensive and
consistent evaluation. ltwill:

Provide arigorousassessment of the technicalperformance
of TB drug-susceptibility testing tools.

Assess theirusability and compatibility with existing health
system TB care pathways.

Deliverastandardisedanalysis of theirlikely cost-
effectiveness.
Createaplatformthatcanaddnewdevicesforevaluationas
soonastheyreachtheappropriate point of development.

The R2D2-xDRTB project willaccelerate theintroduction of new
TBdrug-susceptibility testing tools, ensuring that patients more
rapidlyreceive the mostappropriate treatment, improving health
outcomesandreducingdisease transmissionandwastefuluse
of healthserviceresourcesonineffective treatments.

Projectataglance
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ACT4KIDS-TB

0

Actiphage-supported Clinical Tools for Knowledge-driven Innovationsin Diagnostic Solutions for TBin young children

The ACT4KIDS-TB projectisassessingwhethercombining
differentdata sourcescanenable aclinic-decision-making
app thatsupportshealthcare providersinbetterdiagnosing
TBinchildreninhightuberculosis-burdensettings with limited
numbers of specialists.

The challenge

Underdiagnosis of tuberculosisinchildrenis a majorglobal
challenge. Anestimated1.25million childrendevelop TBeach
year, butlessthanhalf getdiagnosedandtreated. Globally, 96%
of childrenwho die from TB did notreceive treatment; 80% of
themarelessthanbyearsold.

TBdiagnosisinchildrenishighly challenging. Symptoms are shared
withmultiple otherconditions. Inaddition, sputumsamplescan

be difficultto obtainfromyoungchildren,and TB disease typically
involvesarelatively smallnumberof bacteria, making themdifficult
todetect. Chest X-rays canprovide usefuldiagnosticinformation,
butaccurateinterpretationandexperiencedreadersare limitedin
many sub-SaharanAfricancountries.

To guide decision-making, WHO has developed treatment
decisionalgorithms for TB diagnosis, with separate versions
depending onthe availability of chest X-ray results.
Computer-assisted diagnosis (CAD)tools have alsobeen
developedtoautomate analysis of chest X-rayresults, but
arenotyet WHO-approved forchildren. Consequently, there
remains considerable scopetoimprove TB diagnosisin
children, particularly atlower levels of care, whichmay have
fewerspecialists but see the bulk of patients.

The project

The ACT4KIDS-TB projectisdevelopinganapp basedon
WHOtreatment decisionalgorithms butincorporating additional
sources of informationto provide anewtoolto supportthe
diagnosis of tuberculosisin children.

Oneadvanceistointegrate theresults of Actiphage analyses
of patients’blood samplesinto the decision-making tool.
Actiphageisarelatively simplelaboratory techniqueinwhich
phages(virusesthatinfectbacteria)are usedtobreakopen
Mycobacteriumtuberculosis (Mtb, the bacteriumthat causes
tuberculosis), increasing the amount of Mtb DNA that canbe
detectedand, consequently, diagnostic sensitivity, particularly
inpaucibacillary disease, where conventional methods
frequently failto detectinfection. Thisapproach providesresults
withinhours, requires only simplelaboratory equipment,andis
specific forviable Mtb cells, soitdetects only activeinfections.

Inaddition, waystoimprove Actiphage analysisare being
explored, suchasusing finger-prick blood samplesand
collectiondevicesthatbeginprocessingbloodsampleseven
before theyarrive atalaboratory, to speedup the delivery of
results. The Actiphage approach has shown promisingresultsin
TBdetectionstudiesinvolving adults. ACT4KIDS-TB willbe the
firstto exploreitsuseinchildren, forwhomthereisadire needfor
sensitive, non-sputum-based point-of-care TB diagnostic tests.

Asecondpotentialsource of informationtobeincorporatedis
CADinterpretationof chest X-rayimages. The project willvalidate
the application of thistechnology forchildren at the bedside.

Aco-creationapproachwillbe usedtodevelop the app, whichis
designedtoacceptmultipleinputs, calculate the probability of a
TBdiagnosis,and generate a‘treat/donot treat' recommendation.
Theappwillinitially be trained onawiderange of data sources
frompatientswithwell-characterised TB, with Actiphage and
CADdataaddedwhentheybecomeavailable. Alarge-scale
consensus-building exercise willbe usedto establish a probability
threshold above which TB treatment would be recommended.

Toevaluatethe newapp, the projectwillorganise a clinical
studyinBeninand South Africa, two high-burden countries

with differing socioeconomic statuses. Recruitingaround 200
childrenwith presumed TB, the study willdetermine whetheruse
of theappincreasesthe numberof childrenwho are correctly
diagnosed comparedwith standard methods of assessment.

Theappwillalso provide guidance onhousehold contact tracing
whenTBislikely,andalso provide healthworkers withinformationon
nutritionalstatus, basedonpatientinformation provided,including
recommendationsforactionforchildrenwithmalnutrition. The project
willadditionally exploreissues that mightaffecttheimplementation
anduse of thenewappwithinhealthsystemsinsub-SaharanAfrica.

The impact

The ACT4KIDS-TB project couldhelp to addressamajor challenge
intuberculosis controland diagnosis of TB disease in children. It will:

o Createasimple-to-usetooltoadviseonclinicaldecision-
making, suitable foruse atlowerlevels of careinresource-
limited settings.

e Demonstrate whetherActiphage technologyisfeasible to
introduce andincrease the likelihood of TB diagnosis.

o Showwhether CAD systems forchest X-rayscanimprove
childhood TB diagnosis at the bedside.

Projectataglance
Project duration 1Aug2026-31Jul2030
Total project cost €2478225,75
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funding
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PANGenS

BO®©

Pan-Africa network for genomic surveillance of poverty related diseases and emerging pathogens

The PANGenS project willintroduce standardised approaches
foridentifyingmalariaand TB genetic variants associated with
drugresistance across 12 sub-SaharanAfrican countries.

The challenge

Drugresistanceisanincreasing challenge forboth tuberculosis
(TB)and malaria. Using antibiotics for TB and antimalarials such
asartemisinincombination therapy (ACT) creates selection
pressuresthatfavourthe spreadof drug-resistant pathogens.
Areducedresponsetodrugsleadstopoorerclinical outcomes
forindividuals and provides more opportunities for pathogensto
spread through populations.

Genomicsurveillance providesanopportunity to detect
pathogenscarrying genetic variants associated withdrug
resistance. This canprovide policymakers with key informationto
shapedisease controlpoliciesandtreatment guidelines based
onlocalpatterns of drugresistance.

However,genomic surveillance capabilities are currently limited
insub-SaharanAfrica. Inadditionto applying sequencing
technologies, countriesneedtomanage andanalyse the huge
volumes of data generated and develop tools to communicate
findings to policymakerstoinformactions. Many countries face
similarchallenges, so coordinated development of genomic
surveillance capabilities willdeliver significant efficiency gains.

The project

The PANGenS projectis bringing together policymakers
andrepresentatives fromnational public healthinstitute
from12 African countries(Ghana, Nigeria, South Africa, Togo,
Benin, SierralLeone, The Gambia, Liberia, Tanzania, Namibia,
Mozambique and Gabon), the Africa Centre for Disease Control
andPrevention (Africa CDC), and genomicsresearchers from
Europetodevelopacommonplatformfordetectingand
trackingresistance toanti-TBdrugs and antimalarials.

The projectwillapply asharedtechnologicalapproach, adapting
newly developedtechnologiestocharacterise drug-resistant
strains of TBbacteriaand malaria parasites. Acomprehensive
training programme will coverkey areas suchas the use of
sequencingtechnologies, bioinformatics analysis,and data
management. Infrastructure upgrades willenable countries
toapplythelatest sequencing technology. PANGenS willalso
developintegrated dataplatforms that collate genetic datawith
the associated epidemiologicalandclinical data.

ForTB, the projectwillhave a particularfocusonthe emergence
andspreadofresistance tonewerdrugs, bedaquiline and
clofazimine. Surveillance willalso help toidentify new mutations
associatedwithdrugresistance.

Tomaximiseimpact, national public healthinstitutes, disease
controlprogrammes andthe African Pathogen Genomics
Initiative willbe at the heart of project activities. An extensive
programme of training activities willbe undertaken, covering
genomics, bioinformatics and datamanagement, withhands-
onworkshopsandthe creation of aweb portalforvirtual
bioinformatics training.

The impact

The PANGenS projectwillenhance the ability of alarge group of
countriesinsub-SaharanAfricatotrack the spread of resistance
toanti-tuberculosisandantimalarial drugs. It will:

e Provide adeeperunderstanding of drug-resistant TBand
malariainthe Africanregion.

e Helptoidentifyhotspotswhere drugresistanceisa particular
challenge, so controlefforts canbe targeted more effectively.

e Feedintoimproveddiagnostictoolsabletoidentifyawider
range of isolates carryingdrug-resistance genes.

e Supportresearchintothe mechanismsof drugresistance.

These newinsightswillenable countriesto adapt treatment
policiesasneeded, bettercontrolthe spread of resistance, and
reducetheburdenof disease associatedwithhard-to-treat,
drug-resistantinfections.

Projectataglance
1Jul2023-30Jun2027
€4998433,75

GlobalHealthEDCTP3 €4998433,25
funding
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TEST4TPT

00

Al assistedinnovative low-cost skin testing model to accelerate person-centered TB prevention services in Tanzania,

Mozambique and Uganda

The TESTATPT project seekstofacilitate uptake of TB preventive
treatment by enhancing early detection of exposure to TBbacteria.

The challenge

Approximately oneinfourpeople globally have beeninfected
withthe bacteria causingtuberculosis (TB), Mycobacterium
tuberculosis (Mtb). However, only aproportion of those
exposedtoMtbwillprogresstoactive TBdisease, and therisk
canbessignificantlyreducedthroughashortcourse of anti-TB
medications, known as TB preventive treatment (TPT).

Although TPTisrecommended by the World Health Organization,
itsimplementationinroutine practiceremains challenging. The
main barrierisidentifyingpeople who have beenexposedto

Mtb butdonothave TBdisease. The tuberculinskintest (TST)
requiresrepeatedvisitsto healthcare facilitiesand assessment
by healthcare workers;italso gives false-positive resultsin
thosewhohavebeenvaccinatedwithBCG. AnIGRAtestis
morereliable butalsomore expensive;itrequireslaboratory
infrastructure andisnot easily deployable atscale.

Apossiblealternativeis the Cy-TB skintest, which detects
allergicresponsestoMtb antigens. Apreparation containing Mtb
proteinsisappliedto the skin, generating alocalised swelling
thatis significantly largerinpeople exposed toMtb. Thisisas
reliable astheIGRAtest,isnotaffectedbyBCGvaccinationor
HIV status,and anaffordable productis available (SIILTIBCY).

The project

The TESTATPT projectisassessingwhetherroutine SIILTIBCY testing,
potentiallyaugmented withnew Al-basedtools to automatically
assessskinreactions, canincrease thenumber of people exposedto
Mtbwhoreceive and complete preventive treatment.

Onedrawbackof the SIILTIBCY testis thatit stillrequiresareturn
triptohealthfacilitiesforanassessment after2-3days. However,
assessmentof skinreactions could potentiallybe carried outinthe
community by community healthworkers, reducinglossto follow-up.

A community-based approach could be facilitated by two new
innovations: aspecially designed QR-coded skinpatchto guide
testadministration (SmartPatch), andan Al-driven assessment
app thatprovidesatestresultandlinksresultsto apatientrecord
(usingthe QRcode onthe patch). Supportedby facility-based TB
focalpoints, community healthworkers could then ensure that
peoplewhotest positive start preventive treatment.

The TESTATPT projectis carrying out field-based studies to
assessanewSIILTIBCY-basedtesting pathway. Inafirst step,
reliability andinter-user consistency are being assessed at sites
inMozambique, Tanzaniaand Uganda. Results fromthe Al-based
app generated by community healthworkers willbe compared
withtheinterpretations made by healthcare workersbasedon
visualassessment, focusingonamixof ageranges (adults, older
childrenandyoungchildren).

Dependingontheresults obtainedinthis study, acombined
effectiveness/implementation study will thenbe organised,
comparing standard assessment procedures with the use of the
SmartPatchandapp by community healthworkers. Participants
willbe the householdand otherclose contacts of patients newly
diagnosedwithTB,who are atincreasedrisk of Mtbinfection. If
they are already showing signs of TB disease, they willbe started
onTBtreatmentandexcluded fromthe study. The key outcome
measureswillbe the numbers and proportions of participants
who startand complete TPT.

Inparallel, theteamwill carry out acceptability and feasibility
studiestoidentify factorsthat couldaccelerate orhinder
programmatic use of the new tools. Acost-effectiveness analysis
willalsobe carried out forarange ofimplementation strategies.

The impact

The TESTATPT project couldlead to accelerated changein
tuberculosis care and prevention. It will:

o Demonstrate whetherdetection of exposure to Mtb by
SmartPatch/app useinthe community canincreaseuse of 1B
preventive treatment.,

o |dentify potential practical barriersto the newapproachandits
financialimplicationsfor TB care and preventionprogrammes.

e Asanadditionalbenefit, provideinformationontransmissioninthe
communityandtheannualrisk ofinfectionindifferentage groups.

Tuberculosis preventive treatment (TPT)is anunderexploited tool
inTB careandprevention. More efficient detection of exposure to
Mtbamongcontacts of new people withTB couldfacilitate greater
TPTuse, therebyreducingthe numberof people progressingto TB
disease, limiting further transmission of Mtb, andreducingfinancial
impactsonbothhouseholdsandhealthsystems.

Projectataglance
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SMYV delivery

©O®)

Determining optimal approach to deliver malaria vaccine in seasonal transmission areas through Phase 4

implementationresearch

The SMV delivery projectis exploringwhenand how to provide
boosterdoses of malariavaccine to childreninareas with
seasonaltransmissionto maximise theirimpact.

The challenge

The development of malariavaccineswas amajor step forward
inthe battle againstmalaria. However, they donot completely
eliminate therisk of malaria,and they arerecommended to be
usedalongside other control measures, suchasinsecticide-
impregnatedbednetsandseasonalmalariachemoprevention
(SMC).Inaddition, the malariavaccine scheduleiscomplex,
requiring atleast4 dosesinthefirst2years of life.

Malariavaccination generally follows anage-based schedule,
withaprimary series of three doses givenat monthlyintervals
startingataround 5months of age. However, protection declines
overtimeaftervaccination, so atleast one booster dose of
vaccineissubsequently givento help maintain protection.
Thisisgenerally also givenaccordingto anage-based schedule
(~lyearafterthe primingdoses). However, inareaswhere malaria
casestypically occuronly during certainmonths of the year, such
asthe Sahel,ithasbeensuggestedthataseasonal schedule,i.e.
givingaboosterdosejustbefore the malariaseason(regardless
of the preciseintervalsince their priming doses)would better
protectyoungchildren duringthese crucialmonths, but this
remains tobe proven.Moreover, vaccine coverageis generally
lower forlaterdoses.

Discussionswith policymakers suggest thatthe primary series
of three dosesisbestdelivered through countries’ standard
childhoodimmunisation programme, but thereislessconsensus
onhowboosterdosesshouldbedelivered: throughthese same
national childhood vaccination clinics, orthrough dedicated
community mass campaigns.

The project

The SMV delivery projectaims to compare theimpact of three
differentmalariavaccine booster delivery strategies, following a
standard initial three-dose primary series:

e Strategyl:Age-baseddelivery of aboosterdose through
national childhoodimmunisation programme clinics.

e Strategy 2: Seasonaldelivery of aboosterdose through
national childhood immunisation programme clinics.

e Strategy 3:Seasonal delivery of aboosterdose througha
dedicated community mass campaign.

Tocompare these approaches, two trialsare underway, onein
GuineaandoneinMali. Two matched areas have beenidentified
ineachcountry,andeachwilladoptadifferent strategy:

e Guinea:Age-basedbooster(strategy1)versus seasonal
booster(strategy 2).

e Mali:(Seasonal)boosterdelivered throughchildhood
immunisation programme clinics (strategy 2) versus (seasonal)
boosterdelivered through acommunity mass campaign
(strategy 3).

Thetrialsassessthe effects of the two strategiesonbooster-dose
coverage andthenumberof malariacases.Inaddition, aspects
suchas cost-effectiveness, barrierstoimplementation,and
caregiverandhealthworker attitudes toward different strategies
areinvestigated, asistheimpactof different booster-dose
deliverystrategiesonvaccine-inducedimmuneresponses.

The impact

The SMV delivery projectwillgenerate evidence directly relevant
tohealthpolicymakers. [t will:

e Provide comparative evidence onthevaccine booster
coverage andmalariacontrolachieved by the different
delivery strategies.

e Generateinsightsintobarriersandfacilitators that could affect
theimplementation of each strategy.

e Provideanindicationof the costimplications of the different
strategies.

The SMV delivery projectis designedto provide policymakers
with the evidence theyneedtointroduce the optimal strategy to
minimise malariacasesamongyoung children, thereby further
reducing deaths fromthis disease.

Projectataglance

10ct2024-31Mar2028
Total project cost €4352355,00
GlobalHealthEDCTP3 €4352355,00

Project duration

funding
Disease area Malaria
Interventiontype Vaccines

STICHTING RADBOUD UNIVERSITAIR
MEDISCHCENTRUM

Scientific projectleader UNIVERSITEDES SCIENCES DES
TECHNIQUESETDESTECHNOLOGIES DE
BAMAKO

Project coordinator

Participating countries Netherlands, Mali, Guinea, Spain, Australia
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IMVACS
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Building multidisciplinary evidence to supportIntegrating Malaria VACcine with Seasonal malaria chemoprevention

in West Africa

The IMVACS projectis assessingwhether deliveringmalaria
vaccinesas partof seasonalmalariachemoprevention
campaigns will strengthen protectionagainst malaria.

The challenge

Although preventive measureshave hadamajorimpact,in
malaria-endemic countries, the disease is socommon thatit
continuestobeahuge public healthchallenge,asmore than 250
million cases occureachyearinsub-Saharan Africa.

Inareaswhere malariais seasonal(mostcasesoccurring
during a particular period of the year), the WHO recommends
seasonalmalariachemoprevention (SMC) - multiple rounds of
pre-emptive antimalarial druguse - to protect young children
againstinfection. Morerecently, two malariavaccines - RTS,S/
ASOlandR21/Matrix-M - have been shown to offergoodlevels
of protectionandarerecommended foruse alongside other
controlmeasures, suchasinsecticide-impregnatedbednets.

However, the malariavaccine scheduleis complex,involving a
three-dose primary schedulein the first year of life and a fourth
doseinyear?2. Aswithmostvaccines,itisrecommended that
dosesbegivenatspecificagestooptimise protection.

Where malariaishighly seasonal, however, the age-based
approachmay belesseffective thanoneinwhichafourth
boosterdoseis givendirectly before the malaria season,
sothat childrenare maximally protectedwhen the risk of malaria
is highest. Modelling suggests that seasonalvaccination would
likely preventmore infections.

Inaddition, thereis generally ahigh take-up of seasonal malaria
chemoprevention. Integrating malaria vaccinationwith SMC
campaigns might thereforeimprove vaccine coverage, which
tendstobelowerforlaterdoses. While combining the two
programmes wouldrequire careful operational coordination, it
also offersanopportunity to build onexisting delivery systems
andstrengthenreal-worldimpact.

The project

The IMVACS projectistestingthe hypothesis thatintegrating
malaria vaccination with seasonal malariachemoprevention
(SMC) might provide better overall protection, andis exploring
the acceptability, feasibility,and cost-effectiveness of the
integrated approach.

The projectisconductingatrialin BurkinaFasoandMali,inareas
where malariatransmissionis highly seasonalandrepresents
amajorpublic healthconcern. The trialwillcompare the
community-levelmalariaburdenundertwo differentvaccine
delivery strategies:

e Age-baseddelivery forboththe three-dose primary series
andtheboosterdose, allprovided through the national
immunisationprogramme.

e Deliveryoftheprimaryvaccine series during successive
SMCrounds, withthe boosterdose administered during the
followingyear’'s SMC campaign.

The projectteamisworkingwithabroadrange of stakeholders
tooptimise theintegrated delivery strategyinboth countries.
Itiscollecting dataonmalariacasestreatedinhealth facilities,
surveying communities at the end of the malaria seasonto
assessinfectionrates,andtrackingvaccine coverage achieved.
Consultationswith caregivers and health workers will provide
insightsinto the acceptability and feasibility of theintegrated
approach. Acost-effectiveness analysiswillalso be carried out.

The impact

The IMVACS projectwill provide healthmanagers with highly
policy-relevant evidence on malaria prevention. It will:

e Showwhetherintegrationof malariavaccinationwith seasonal
malariachemoprevention(SMC)leadsto highervaccine
coverage andreducesthe community burdenof malaria.

e Revealwhetheranintegratedapproachispracticalto
implementandacceptabletocaregivers.

e Demonstrate whetherthe benefitsjustify any additional costs.

With malaria stillrequiring amultifaceted approach to
prevention, the IMVACS project will showwhetherintegration
of SMC andvaccination furtherreduces the burden of malaria,
thereby preventing even more childhood deaths and cases of
serious disease.

Projectataglance

1Dec 2024 -30Nov2028
Total project cost €5736729,64

Global HealthEDCTP3 €5736729,64

Project duration

funding
Disease area Malaria
Intervention type Vaccines

Overarching topic Climate crisis or climate adaptation

R-EVOLUTION WORLDWIDE SRL - IMPRESA
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Scientific projectleader CENTRENATIONAL DERECHERCHE
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OPT-MVAC
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Optimising the delivery and uptake of malaria vaccinesin countries with areas of highly seasonal transmissionin

West and Central Africa

The OPT-MVAC projectis exploring whether strengthening
nationalmalariavaccine programmes canserve as aspringboard
forimproved coverage of otherchildhood vaccines.

The challenge

Malariavaccinationisbeingintroducedacross multiple countries
insub-SaharanAfrica. Althoughit promisesto save thelives

of thousands of young children, deliveringmalariavaccines
posessignificant practical challenges. Inparticular, fourdoses
of vaccine have tobe administered - more than forany other
vaccine. Althoughsome doses canbe administered during clinic
visits forothervaccines, additional visits mustbe scheduled
atunfamiliartimes, including during the secondyear of life.
Additional efforts may therefore be neededto ensure thatinfants
completethe schedule.

Giventhe majorimpact of malariain affected countries, malaria
vaccinationhas generally beenwelcomed by most populations.
Effortstoincrease coverage couldbeusedtoenhanceuptake
of otherchildhoodvaccines, particularly those administered
inthe secondyear of life, suchasthe second dose of measles
vaccine (MCV2).

The project

The OPT-MVAC project team previously worked ona project to
increase the uptake of seasonal malariachemoprevention (SMC)
inareaswhere preventive malaria treatmentis provided during
monthswhenmalaria transmission peaks. ltsapproachwasto
useimplementationresearchmethodologiestoidentify and
addresspracticalbarriersto the delivery and take-up of SMC.

Inthe OPT-MVAC project, the teamisusing asimilarapproach
to optimise the delivery of malariavaccinationandtoleverage
these effortstoimprove the coverage of othervaccines. Itis
focusingoncountriesin Westand Central Africawhere malaria
ishighly seasonal. Here, thereisinterestinintensifying malaria
vaccination efforts ahead of the malariaseason to maximise
the numberof children protected. These effortsalso provide
anopportunitytocheckchildren’svaccinationrecordsandto
provide catch-upvaccinationwhennecessary.

The projectwillcarry outaninitialinvestigationtounderstand
why caregivers have nothad theirchildrenvaccinated against
malaria. Theseinsights willbe used to designinterventions
toaddresskeybarriersandincrease uptake, withafocuson
intensificationbefore the malariaseason. The project willalso
drawonlearnings from SMC programmes, which typicallyreach
averyhighproportionof households.

Ahouseholdsurveywillbe conductedat baselineto measure
vaccine coverage andrepeatedaftertheinterventionto assess
itsimpact.Ineach country, activitieswillbe coordinated by a

locally led country steering committee. The projectusesan
innovative approach: providing small grants and technical
assistancetonationalimmunisation programmesto enable them
tostudy theirlocal contexts andintroduce tailoredinterventions.

These activities will initially focus onyear1of vaccination, before
beingrepeatedinyear? of thevaccination schedule.Inasubset
of countries, the work will provide a foundation formeasuring
malariavaccine effectiveness, while adetailed costingand cost-
effectivenessanalysiswillbe carried outinafurtherfourcountries,

The impact

The OPT-MVAC projectwillhelp strengthenvaccine delivery
acrossawide areaof sub-Saharan Africa, whichaccountsfora
significant proportion of the malaria disease burden. [t will:

o |dentify barriersand potentialenablers of malariavaccination.

e Placecountry teamscentralto activities so that solutions are
tailoredtolocal contexts.

e Strengthenimplementationresearch capacity withinnational
immunisation programmes, expertise that canbe appliedto
otherimmunisation challenges.

e Strengthenconnectionswithinandbetweencountriesto
promote the sharing of learnings.

Withmalaria stillone of the biggest causes of child mortality
insub-SaharanAfrica,and malariavaccinesknowntoreduce
mortality by more than10%, the project could save tens of
thousands of livesayearbyincreasingvaccine coverage.

Projectataglance

Project duration 1Jan2025-30Jun2029
Total project cost €5297181,25

GlobalHealth EDCTP3 €5297181,25
funding

Disease area Malaria
Interventiontype Vaccines, Otherpreventiontools

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance, Environment and biodiversity,
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Project coordinator LUXEMBOURGINSTITUTE OF HEALTH
Scientific projectleader UNIVERSITEIBADERTHIAMDE THIES

Participating countries Luxembourg, Senegal, Germany,
Switzerland, United Kingdom
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PfVIMT

A Multi-stage Malaria Vaccine for Control and Elimination

The PfVIMT project willmove aninnovative transmission-
blockingmalariavaccine a major step towards authorisation.

The challenge

Malariavaccinesare one of the most significant public health
advancesof the pastdecadeandare beingrolled outacross
multiple countriesinsub-Saharan Africa. The two licensed
malariavaccines, RTS,SandR21, have the potential to save
hundreds of thousands of children’slives every year.

However, thesevaccines are of moderate efficacy, and work
continuesonnext-generation products. Malaria parasites have
acomplexlife cycle, andvaccines could potentially target
different stages of parasite development. RTS,Sand R21, for
example, bothinterfere with parasite invasion of liver cells, which
provide asafe havenfortheinitiation of parasite multiplication.

Butthereisalsointerestintargetingalaterstage - the
gametocytesthatare takenup by mosquitoes and develop
intothe formthatcanreinfect people. Thisstrategy - knownas
transmissionblocking - does not directly preventinfectionor
illnessinvaccinatedindividuals but reduces parasite circulation
andthetotalmalariaburdeninacommunity.

The project

The PfVIMT projectteam hasbeenworking on a highly promising
transmission-blocking malariavaccine, Pfs230D1. Field studies
supportedby EDCTP2andU.S. NIH have shown that itis highly
effective atreducing parasite transmissioninschool-age
childrenandadults - groups that typically experience less severe
diseasebutareanimportantreservoirof parasites that sustain
transmissionwithincommunities.

Inthe GlobalHealthEDCTP3-funded PfVIMT project, the team
iscombining Pfs230D1with the existingvaccine R21to develop
aproductwithboth disease-prevention and transmission-
blockingactivity.

Initially, aphasellstudyis plannedinMali,inwhichvarious
formulationsanddoses of Pfs230D1combined withR21and will
petestedinschoolchildrenandadults. This study willassess the
transmission-blocking effects of the vaccine using a ‘direct skin
feedingassay’, throughwhichlaboratory-bred mosquitoes are
allowedtofeedonnaturallyinfected participantsandare then
dissectedtodeterminewhetherthey containmalaria parasites
(andhow many). Priorvaccination witha Pfs230D1-containing
vaccine shouldreduce boththe numberof mosquitoes that take
up parasitesandthe parasite loadininfected mosquitoes.
Oncethenewcombination hasbeenshowntobe safe, studies
willbeginenrollingyounger children, downto 5years of age.

©O®)

The phasellstudy of the combinationvaccine will establish the
efficacy to block mosquito transmission. The safety and efficacy
willthenbe confirmedinamulti-country phaselll trialinvolving
participants of allagesb5yearsandolder,againusing the direct
skinfeedingassaytoassessitsimpactontransmission. Based on
the observed effectsonmosquitoes, the teamwilluse modelling
toestimate thelikelyimpact onthe malaria disease burdenwhen
entire communitiesreceive the vaccine.

The key advantage of the direct skinfeedingassayis thatresults
are available very quickly, supporting regulatory submissions
through accelerated approvalmechanisms. Actualimpactson
diseaseincidence andmalariaburdencanbe determinedin
post-licensingphase |V studies.

The impact

The PfVIMT projectwilladvance the developmentof a
combinationmalariavaccine that could provide additional
publichealthbenefits. It will:

e Establishthesafetyandefficacyof aPfs230D1+R21
combinationvaccine.

o Generatetheevidenceneededtosupportanapplicationfor
regulatory approval.

Ifthe promise of Pfs230D1+R21is confirmed, acombination
vaccine couldbeusedacrossamuchwiderage group thanis
currentlyvaccinated, significantly reducing both symptomatic
andasymptomaticinfectionsandfurtherreducing the burden of
thiscritical disease.

Projectataglance

Project duration 1Mar2025-28 Feb 2030
Total project cost €15028272,50
Global HealthEDCTP3 €14996172,50

funding

Disease area Malaria

Interventiontype Vaccines

Project coordinator INSTITUTDERECHERCHEPOUR
LEDEVELOPPEMENT
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TECHNIQUESETDESTECHNOLOGIES DE
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Participating countries France, Mali, Ghana, BurkinaFaso, United
Kingdom, Tanzania, Benin, Kenya, United
States, Nigeria, Guinea, Belgium, Liberia

-49-



RESEARCHAND INNOVATION ACTIONS IMALARIA

MVC-2G
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Optimising a Deployable High Efficacy Multi-Stage Vaccine for Plasmodium falciparum Malaria: 2" Generation

Malaria Vaccine Consortium

The MVC-2G projectis advancingasecond-generation malaria
vaccinetargetinganadditional stageinthe malaria parasitelife cycle.

The challenge

The development of effective malariavaccines was a major
step forwardinmalaria control. They are now beingusedin

more than20 countriesinsub-Saharan Africato protectyoung
children, alongside other controlmeasures such asinsecticide-
impregnatedbednets.

However, the two currently licensedvaccines, RTS,S/ASOland
R21/Matrix-M, have moderate efficacy and only target the pre-
erythrocytic (liver)stage of the parasite life cycle. Thereremains
scopetoimprove theirimpactby alsointervening at the blood
stage,whenparasitesinvade and multiply withinred blood cells.

The project

Members of the MVC-2G project have focused ontarget
antigens centraltoredblood cellinvasion, and the potential
tocombine these antigens with R21/Matrix-Minasecond-
generationvaccine product. Since R21-inducedimmunity
appearstobeindependent of naturalblood-stage immunity,
targetingbothpathwaysinasingle product should provide an
additionallayer of protection.

The RH5 proteinis essential forred blood cellinvasion
andishighly conservedacross Plasmodium falciparum

malaria parasite strains. Studiesin UK adults have shown that
immunisationwithRH5reduces parasite growthrates. Safety
andtolerability of RH5-basedvaccineshave beenconfirmedin
Tanzania, while aPhase 2b study in Burkina Faso demonstrated
significant efficacy against clinicalmalariainyoungchildren.

Inaddition, structuralanalysis of the multi-protein complex
criticaltoredblood cellinvasionrevealed anotherhighly
conservedstructure that couldbeincludedinavaccine.
Anantigenderived fromthis structure, knownasR78C,
strengthenstheimmuneresponseinducedby RH5.

Buildingonthese promisingfindings, the MVC-2G projectis
extendingclinicalevaluationof blood-stage and multi-stage
vaccineapproachesinyoungchildreninBurkinaFaso,including
longer-termfollow-uptofurtherassesssafety,immunogenicityand
durability of protection,aswellas additional evaluation of R78 Cand
proof-of-conceptcombinationswithR21inaseasonaltransmission
setting.Inparallel, the projectisadvancingclinicaldevelopment
throughPhase 2btrialsinchildrenaged5to17months, comparing
the safetyandefficacy of asecond-generationmulti-stage vaccine
candidateincorporatingR21,RH5.1andR78CwithR21alone,and
optimisingitsdelivery strategy foruseinendemic settings.

Inaddition, the projectis exploring whetherasimplified vaccination
schedule couldbe adopted. Fourdoses of the R21/Matrix-M
vaccineare currentlyadministered at differentages during the
firsttwoyearsof life. Thisrequires caregivers to make specialvisits
tohealthfacilities, outside theroutine childhoodimmunisation
schedule. The MVC-2G projectistherefore conductingastudyin
Ugandatooptimise dosing schedules,includingalternative four-

dose schedulesbetteralignedwithroutine immunisation visits, to
assesstheirsafetyandability toelicit strongimmuneresponses.

APhase 2btrialof anoptimised schedule willthenberuninSierra
LeoneandBurkinaFaso, representing different transmission
settings, bothperennialand seasonal.

Ultimately, elimination of malariawillrequire vaccinationof older
childrenandadults, whotypicallyacquire naturalimmunity and do
notexperience significantdisease butareanimportantreservoir of
malariaparasites. The MVC-2G projectisthusalsogeneratingdata
tosupporttheuse of thevaccineinolderage groupsforelimination.
APhaselbtrialinTanzaniawillfirstbe conductedto optimise the
vaccinationscheduleanddownselectthe most promisingregimen.
Thisselectedregimenwillthenbeevaluatedinsubsequent studies,
including controlledhumanmalariainfection(CHMI)studiesinKenyato
assesssafetyandefficacyinadults,andanage-de-escalationstudyin
Nigeriatoassesssafetyandimmunogenicityinolderchildren.

The impact

TheMVC-2G projectwillgeneratecriticaldataonasecond-generation
multi-stage malariavaccine, buildingonthe R21/Matrix-Mvaccine. It will:

e Demonstrate whetherthe combinationvaccineismore
effective at preventing malariainyoung childrenthan R21/
Matrix-Malone.

e Revealwhethermore practicalvaccination schedulesinyoung
children could offergoodprotection, whichin turn could
provide programmatic benefits.

o Generate dataonmulti-stage vaccinesinolderchildren,who
arelesssusceptible to malaria disease butare akeyreservoir
of parasitesdriving transmission.

o Build capacity formalariavaccine trials,includinginNigeria,
whichhasnothosted suchmajortrials before, despite havinga
very highmalariaburden.

Projectataglance
Project duration 8Sep2025-7Sep 2030
Total project cost €14999800,00

GlobalHealthEDCTP3 €14999800,00

funding
Disease area Malaria
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R21-PD
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R21/M-Malaria vaccine to extend the protection of Post-Discharge Malaria Chemopreventionin childrenrecovering
from severe anaemia: arandomised-controlled trialin Malawi, Kenyaand Uganda

The R21-PD projectis exploringwhethermalaria vaccination
benefitschildrendischarged fromhospital aftertreatment for
severe anaemia, whoremainat highrisk of death.

The challenge

Anaemiaiscommonamong childreninsub-SaharanAfrica, due
tomalnutrition, malariaand otherinfections. Severe anaemia
istreatable, butsuccessfully treated childrenremainhighly
vulnerable afterdischarge fromhospital, and at elevatedrisk of
readmissionand death.

Inmalaria-endemic areas, malariais amajor cause of
readmission. Highmortality after treatment of anaemia has
beenpartiallyaddressed through post-discharge malaria
chemoprevention - provision of antimalarialdrugs to children
overthefirstfewmonths aftertheyleave hospital. Thishas
pbeenshowntoreduce therisk of deathby /7% andtherisk of
readmission by 55%. The WHO recommends this strategy and
hasbeenintroducedinseveral African countries.

Despiteitssuccess, post-discharge malariachemoprevention
offersprotectionforonly 3-4months, while the elevatedrisk of
deathextendsouttol2months.Longerperiods of preventive
treatment couldbe considered, but thiswouldbe expensive, and
adherencebecomesamajorchallenge withlong courses of drugs.

The project

Having pioneeredthe use of post-discharge malaria
chemoprevention, the R21-PD project teamis exploringwhether
anR21/Matrix-M malariavaccine boostercould providelonger-
termprotectionafterhospital discharge.

With malariavaccination beingrolled outwidelyinsub-Saharan
Africa, many hospitalised childrenare nowlikely to have been
vaccinated. Aboosterdose could generate anadditional
immune response during the post-discharge period of
vulnerability. It takes 2-4weeks forimmuneresponses to peak
aftervaccination, during whichtime childrenwouldbe protected
by conventionalmalariachemoprevention.

Totestthistheory, the projectis carryingoutaclinicaltrialin
moderate-to high-transmission areas of Kenya, Malawi, and
Uganda.More than 600 childrentreated forsevere anaemia
willberandomised to either standard post-discharge malaria
chemopreventionor‘enhanced’ protectionwiththe addition of

an R21/Matrix-Mvaccine boost. The trial will evaluate whether this
approachfurtherreducesmortality and therisk of readmission
duringthe followingyear.

The projectwillalso explore the acceptability of the new
approachtokeygroups, suchas caregiversand healthworkers,
and estimateitslikely cost-effectivenessand budgetimpact.

The impact

The R21-PD project could help toprotect ahighly vulnerable
group of children. It will:

e Determine whetherR21/Matrix-Mvaccination furtherreduces
post-discharge mortality aftertreatment for severe anaemia.

e Showwhetherthe strategyisfeasible, acceptable and offers
goodvalue formoney.

Withmore thanhalf of allchildrenin sub-Saharan Africabeing
affectedbyanaemia, enhancing protectionagainst malaria
duringthecritical first yearafterhospitalrecovery couldnot
onlysignificantlyreduce mortality but alsoreduce pressureson
health systems by preventing readmission.

Projectataglance

Project duration TNov2025-310ct2030
Total project cost €5325102,49
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IMPRIMA

Implementing Primaquine Single Low Dose in Africa

The IMPRIMA projectisworking with national stakeholders and
communities to ensure the successfulintroduction of new
primaquine formulations explicitly targeted to young children.

The challenge

As countries progress towards malaria elimination, additional
strategieswillbe neededtoidentify andtreat malariainfections
and prevent transmission of the malaria parasite. One tool that
isnotyet fullyusedissinglelow-dose primaquine. Unlike most
otherantimalarials, primaguine acts on gametocyte stages of
the parasite’slife cycle, the formtakenup by mosquitoes and
transmitted toanewhost.

Althoughthe antimalarialactivity of primaquineiswell-
established,itsuse hasbeenheldbackbecause ofitseffects
onpeoplewithglucose-6-phosphate dehydrogenase (G6PD)
deficiency, whichiscommoninsub-SaharanAfrica. G6PDis
importanttoredbloodcell function,and people with G6PD
deficiencyare atincreasedrisk of anaemiawhen given standard
primaquine doses.

However, asinglelow dose of primaquine s still effective against
gametocytesandcansafely be givento childrenwith G6PD
deficiency. The WHO recommendsusing single low-dose
primaquine alongside conventional malaria treatments like
artemisinincombinationtherapies (ACT). Nevertheless, residual

©@®

Inparticular, the project willaddressresidual concerns about

the effects of primaquine on childrenwith G6PD. It will carry out
atrialcomparingstandard ACT treatment of malariain children
withenhancedtreatmentincluding single low-dose primaquine,
paying particularattentionto therisk of anaemia. The trial willbe
undertakeninBurkinaFaso, BurundiandMadagascar, countries
withdifferentgeographiesandintensities of malaria transmission.

The projectteamwillalso carry out extensive community
engagementtounderstand and addresscommunity concerns
andto pave the way forsuccessfulimplementation.

The impact

The IMPRIMA projectwillgenerate key evidence onthe efficacy
andsafety of single low-dose primaquine. It will:

e Provide nationaldecision-makersinBurkina Faso, Burundiand
Madagascarwithkey evidence onthe safety of single low-
dose primaquine, the likely main barrier tointroduction.

o Demonstrate to othercountries the feasibility of introducing
primaquineinto theirmalaria controlprogrammes.

Althoughnotdirectly benefitingindividuals with malaria
infections, routine use of single low-dose primaquine would
help todisrupt malaria transmission, delivering population-level
benefitsandacceleratingmalaria elimination.

fearsaboutimpactsonchildrenwith G6PD deficiencyhaveledto

limiteduse of single low-dose primaquine.

Afurtherobstacle hasbeenthe formulationof primaquine.
Standardtabletsarelarge andbitter-tasting, making them
difficulttoadminister toyoung children.

The project

Throughaprevious EDCTP2-funded project, the Developing
Pediatric Primaquine, the teamhas beenworking on a child-
friendly version of primaquine suitable for single low-dose usein
children.lthasdevelopedsmallertablets, shownthattheyhave
the same biological properties as existing products,and worked
with childrenand caregivers onpreferred flavourings to mask the
bittertaste of primaquine.

The GlobalHealthEDCTP3-funded IMPRIMA project willwork
withnationalmalaria controlprogrammesinBurkina Faso,
BurundiandMadagascartounderstand and address barriers to
theintroduction of thisnew child-friendly version of primaquine,
providingamodelforintroductioninothercountries. Burkina
FasoandBurundihave signalled aninterestinintroducing
singlelow-dose primaquine for children, while Madagascarhas
introducedit foradultsbutnotyetforchildren.

Projectataglance
Project duration 1Apr2023-31Mar2027
€3969906,25

€3967406,25

Total project cost

GlobalHealthEDCTP3
funding

Disease area Malaria
Interventiontype Therapies, Otherpreventiontools
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resistance
Project coordinator UNIVERSITE DE STRASBOURG

France, Netherlands, Burkina Faso,
Madagascar, United Kingdom, Burundi

Participating countries
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SEMA ReACT
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SEvere MAlaria treatment with Rectal artesunate and Artemisinin-based Combination Therapy [in remote settings]

The SEMAReACT study willdetermine whether childrenwith
severe malariacanbe treated entirely inthe community, when
transportationto healthfacilitiesis difficult orimpossible.

The challenge
Childrenlivinginremoterurallocationswho develop severe

malariaare at highrisk of dyingbefore they get to health facilities
fortreatment. Asthey may be unable to take oral medicines,

rectalartesunate suppositories have beendeveloped, whichcan

pbe administered by community healthworkers to keep children
alive while they are transportedto ahealth facility.

Intrials,rectalartesunate suppositories have beenshowntobe
highly effective atreducing parasite numbers, and dramatically
cutdeathratesinremote settings. However, aprogrammatic
evaluationfollowingintroduction of rectalartesunateinthe
Democratic Republic of the Congo (DRC), NigeriaandUganda
foundthat, afterintroduction, survivalrates actually fell. Thisled
WHO to suspenditsrecommendation of rectal artesunate use
whereitwasn'tintroduced.

The programmatic evaluationwas a ‘before and after’
comparisonratherthanacontrolledtrial, complicating
interpretation of the data. Otherfactors may have affected
survivalrates afterintroduction of rectalartesunate use,
including delaysintransporting childrento facilities tocomplete
theirantimalarial treatment, forexample because of geographic
challengesorfinancialbarrierssuchastransport costs.

The project

The SEMAReACT projectiscarryingoutastudytoevaluatea
revisedtreatmentstrategy forsevere malaria,incorporatingrectal
artesunate,insettingswhereaccesstohealthfacilitiesis challenging.

Inmany ruralsettings, non-severe malariais already treated by
community healthworkers,whouse rapid diagnostic teststoidentify
casesof malariaandthenadministeroralartemisinincombination
therapy(ACT).However, they are not able toadministerinjectable
artesunate. Forsevere malaria, therecommendedapproachhas
pbeentoimmediately administerrectalartesunate thenreferchildren
tohealthfacilities, fortheadministration of injectable artesunate
followedbythree days of oral ACT.

Focusedonremoteruralareas of DRC and Zambia, the SEMA

The projectwillcompare the efficacy of eachapproachand
survivalrates. It willalso assess whetherthe twoapproaches
leadtoanydifferencesindrugresistance, asthereareconcerns
thatuse of artesunate asamonotherapy could promote the
development of resistance. The feasibility and acceptability of
thetwo approacheswillalso beinvestigated.

The impact

The SEMAReACT project willgenerate criticaldataona
community-based strategy for treatment of severe malaria
inremoteruralsettingswhere transport to ahealth facility is
challenging. It will:

e Demonstrate whetherthe community-basedapproach
deliversoutcomes similarto those achieved whenchildrenare
transportedtohealth facilitiesto complete theirtreatment.

e Generateevidencetoinform WHO policymakingand
recommendations onstrategiesto optimise the use of rectal
artesunate forsevere malaria.

If the study shows that severe malariacanbe effectively treated
by community healthworkers, thiswould provide animportant
new optionforremoteruralsettings, with the potentialtoreduce
deaths of some of the most vulnerable childrenin Africa.

Projectataglance

Project duration 1Apr2023-31Mar2027
€3984 316,25

€3984316,25

Total project cost

GlobalHealthEDCTP3
funding

Disease area Malaria

Interventiontype Therapies

Overarching topic Antimicrobialresistance (AMR) or drug

resistance

Project coordinator UNIVERSITEITANTWERPEN

Participating countries Belgium, Democratic Republic of the

Congo, Tanzania, Zambia

ReACT project willcompare thisapproachtoone basedsolely on

treatmentinthe community. Afterinitialadministration of rectal
artesunate, community healthworkers will provide childrenwith
oral ACTinthe community.

-53-



RESEARCHAND INNOVATION ACTIONS IMALARIA

PDMC Saves Lives

©@®

Post-discharge malariachemopreventionin children with severe anaemiain Benin, Kenya, Malawiand Uganda:
Formative andimplementationresearch for policy decision-making and implementation

The PDMC SavesLives projectis helping countriesidentify the
bestwaytointroduce alife-savingnew approachto prevent
deathsfrommalariain childrenwith severe anaemia discharged
fromhospital.

The challenge

Childrenleavinghospitalafterbeingtreated forsevere anaemia
are at greatlyincreasedrisk of readmissionanddeathoverthe
following months. Often, thisis due to malariainfection, towhich
theyremainhighlyvulnerable.

Several studies have shown that thisincreasedrisk of death
canbedramatically cut by providing childrenwith a course of
antimalarial drugsto prevent malariainfections - anapproach
known as post-discharge malariachemoprevention (PDMC).

Some countries,includingMalawiand Uganda, have made a
policy decisionto begin PDMC. However, thereislittle evidence,
and thereforenoformalguidance, onexactly how PDMC should
beintroduced. Hence, while PDMC has beenrecommended by
WHO, no practicalguidance onimplementationhasyet been
produced. Keyissuesinclude choice of antimalarial, optimal
deliverymethod, andintegration with othermalaria control
strategies, suchasseasonalmalariachemoprevention.

The project

The PDMC Saves Lives project aimsto close this knowledge gap
by generating additional evidence onthe practicalities of PDMC
implementation. Itincludes collaborations with policymakersin
MalawiandUganda, aswellasinBeninand Kenya, fourmalaria-
endemic countriesthathave notyetdevelopedaPDMC policy.

The projectteamwillundertake extensive consultation with
stakeholders atdifferentlevels - national policymakers, district-
levelhealth staff, frontline healthworkers and community
representatives - to explore theissuesthat couldinfluence the
successof aPDMC programme. Approachesthat couldbe used
include self-administration of antimalarial drugs prompted

by mobile phone calls or texts, ordistribution of drugs to
households by community healthworkers.

Initialresearchwillinform the design of implementation trials
inBeninand Kenya, whichwillbe co-designed withnational
ministries of health. Amultifactorial designwillbe used so that
multiple differentvariants of implementation strategies can
beassessedinasingle study. Running the trialin two countries

willprovide evidencerelating to two different health systems
and populations. The trial’'s key outcome measure will be

the adherence of childrento therecommended course of
antimalarial treatment.

Basedonthetrialresults, the project teamwillengage with
policymakersto develop orupdate guidance. Ahealtheconomic
analysiswillalsobeundertakentoinformdecision-making.

The impact

The PDMC Saves Lives project will provideimportant evidence
onthe practicalities of PDMC delivery withinhealth systems. The
project’s findings will:

o Facilitatethedevelopment of PDMC policyindifferent
malaria-endemic countriesin Eastand West Africa.

o |dentifykeyfactorsaffectingtheimplementation of PDMC,
helpingto shape countries’ implementationplans.

e Generate guidance forpolicymakersanda practicaltoolbox
tosupportnationalimplementation of PDMC.

e Generateevidencetoinform WHO implementation guidance.

Ultimately, the findings of the project willenable more malaria-
endemic countriestointroduce a strategy that, aswell as
preventingthe deaths of young children, is also likely to deliver
costsavingstohealthsystems.

Projectataglance

Project duration 1Jul2023-31Dec 2026
Total project cost €4531137,01

GlobalHealthEDCTP3 €4531137,00
funding

Disease area Malaria
Interventiontype Therapies, Otherpreventiontools

Co-morbiditiesand non-communicable
diseases

INSTITUTDERECHERCHEPOURLE
DEVELOPPEMENT

Overarching topic

Project coordinator

Participating countries France, United Kingdom, Malawi, Uganda,
Benin, Kenya
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ASAAP-plus

©@

Clinical evaluation of AntimalarialS tri-therapy with AtovAquone-Proguanil for treatment of uncomplicated malariain

African children

The EDCTP2-funded ASAAP study hasreceived additional
GlobalHealthEDCTP3 fundingto completeitsevaluationofa
novel ‘triple therapy’ formalaria.

The challenge

Malaria continuesto pose athreatacross alarge swathe of sub-
Saharan Africa. Anestimated 250 million cases occureachyear,
leadingtomore than 600,000 deaths.

Although effective antimalarial treatments exist, particularly
artemisinincombination therapies (ACTs), there are concerning
signsthat theireffectivenessisbeingcompromisedbythe
emergence and spread of drug-resistant parasitesinsub-
Saharan Africa. Althoughdrugsremain effective,insome cases
theyare takinglongertokill parasites.

If ACTresistance takeshold, thiswould seriously undermine efforts
tocontrolmalariain sub-Saharan Africa. Delaysin theintroduction
of ACTs afteraprevious generation of drugswere compromisedled
tothe deathsof thousands of people, mostly children. Itistherefore
essentialtoactnowsothat stepscanbetakenimmediately should
ACTresistance becomeamajorproblem.

The project

Fundedthroughthe EDCTP2 programme, the ASAAPproject
focusedonone possible strategy: developing ‘triple ACTs’ by
addinganadditional drugto existing antimalarial combinations.
Theideaisthatthethirddrugprotects the ACT, since parasites
wouldneedtodevelopresistance toeachcomponent of the
combinationto survive treatment. If the different components of
the treatment have different mechanisms of action and different
targets, aparasite would needto simultaneously acquire
mutationsin multiple genes, whichis highly unlikely.

The ASAAP-plusprojecthas focused onacommonlyused ACT,
artemether-lumefantrine (AL), combined withatovaquone-
proguanil (AP). APisknowntobe aneffective antimalarial, but
untilrecently,itsuseinsub-SaharanAfricawas limited byits high
cost.However, acheapergeneric formisnow available.

AP hasanadditionaladvantage:ittargetsmore thanone

stage of the malarialife cycle. Unlike AL, AP also has activity on
blood-stage parasites, soitcouldhave an additional benefit by
reducing transmission of parasites to new hosts viamosquitoes.

Although AL and AP are both highly effective antimalarials,
aclinicaltrialis stillneededto demonstrate that the triple
combination treatmentis equally effective and safe. The ASAAP-
plus trialiscomparing the AL-AP combination with AL alonein a trial
involvingmore than1,600 young childreninBenin, Gabon, Ghana,
andMali, at sites with differing malaria transmissionintensities.

The projectteamisalso carrying out pharmacokinetic studies
todetermine whetheradministeringthe drugs togetherhasany
effectontheirlevelsindifferenttissues, whichmightrequire
modification of dosing. The projectisinvestigating transmission-
blocking effectsby testingwhether mosquitoesthat feed on
treated patientsbecomeinfected withmalaria parasites.

The study was severely affected by the COVID-19 pandemic,
leadingtodelaysinregulatory approvals and the supply of trial
materials. The new funding willenable the ASAAP-plus projectto
completethemaintrial,conduct the pharmacokinetic studies,
investigate transmission-blocking activity, and explore whether
thetriple therapyhasanyimpact onthe presence of genetic
markers of drugresistance.

The impact

The ASAAP-plus projectwill provide key dataonapossible new
approachtomalariatreatment. It will:

e Demonstrate whether, asexpected, the triple therapyisas
effective asitsindividualcomponents.

e Revealwhetherthetriple therapy hasadditional public health
benefits by blocking transmission.

Shoulditssafety and efficacybe confirmed, the triple therapy
couldberapidly deployed should ACTresistance beginto
spread withinsub-SaharanAfrica, ensuring that children can still
benefitfrom ahighly effective antimalarial treatment.

Projectataglance

1Jan2024 - 31Dec 2026
Total project cost €1499996,25
GlobalHealthEDCTP3 €1499996,25

Project duration

funding
Disease area Malaria
Interventiontype Therapies

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance

BERNHARD-NOCHT-INSTITUT FUER
TROPENMEDIZIN

Project coordinator

Scientific projectleader KWAMENKRUMAHUNIVERSITY OF
SCIENCEAND TECHNOLOGY KUMASI

Participating countries Germany, Ghana, Mali, Benin, BurkinaFaso,
France, Gabon, South Korea, United States
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PYRAPREG-extended

©@

Efficacy and Safety of anewly registered Artemisinin-Based Combination (Pyronaridine-Artesunate -PYRAMAX®)
for the treatment of uncomplicated malariain African pregnant women - Extended

Additional GlobalHealthEDCTP3 fundingis completing the
evaluationof anew antimalarial treatment for pregnantwomen.

The challenge

Because of hormonalandimmunologicalchanges, pregnant
womenare particularly vulnerable tomalariainfections. Aswell
asaffectingmaternalhealth, suchinfectionscancausearange

of adverse birthoutcomes, includingstillbirths and premature
delivery. Around 30 million pregnantwomen are exposedto malaria
infectionsinsub-SaharanAfricaeachyear leadingtoanestimated
10,000 maternaldeathsandupto200,000infant deaths.

Severalhighly effective artemisinin-based combination
therapies (ACT)have beendevelopedtotreat malaria.
However, forsafetyreasons, pregnantwomen are typically
excludedfromkey clinicaltrials, sothere arelimited datato
supporttheuse of somekey ACTsinpregnancy. Thereisaneed
toincrease the therapeutic optionsto treat malariaduring the
2rdand 3 trimester of pregnancy with one combination
treatment, such as pyronaridine-artesunate (PA), also known
as Pyramax®, which hasbeendeveloped by the Medicines
forMalaria Venture (MMV)and ShinPoongPharmandisactive
againstboth Plasmodium falciparum and P. vivax malaria.

PAhasanexcellent safety profile,and pre-clinical studies
suggest thatitisunlikely toharm developing babies. However,
robust clinical dataonsafety and efficacy arerequired before
thetreatment canberecommended forpregnantwomen.

The project

Fundedthroughthe EDCTP2 programme, the PYRAPREG projecthas
organisedaclinicaltrialcomparingthe treatment successandsafety
of PAandtwo otherwidelyused ACTs, artemether-lumefantrine (AL)
anddihydroartemisininpiperaquine (DP). The projectaimed torecruit
nearly 2,000 pregnantwomendiagnosedwithmalaria, whowere
randomlyallocated toone of the three treatments. The trialisbeing
conductedinBurkinaFaso,the Democratic Republic of the Congo
(DRC), the Gambia, Mali,andMozambique, at siteswithvarying
intensities of malaria transmission.

Recruitmentinto the trial was disrupted by the COVID-19
pandemic. The additional funding from GlobalHealthEDCTP3
willenable the projectteamto complete aone-yearfollow-up of
newbornstoconfirmsafetyandto finalise trial data analysis.

Inaddition, the projectis carrying out pharmacokinetic
(PK)studies to determine how pyronaridine ismetabolised
anddistributed throughvarious body tissues. By providing
informationondrug concentrationsindifferenttissues, PK
studiesareimportant forestablishing optimal dosing - achieving

concentrations sufficient tokill parasites without raising safety
concerns. Dueto theirdiffering physiology, pregnantwomen
may require different dosages. Since malariainfection also
affectsdrugmetabolism, druglevelsinpregnantwomenare
peingcomparedwiththoseinnon-pregnantwomenwho are also
beingtreated formalaria.

The impact

The PYRAPREG project willgenerate key dataonthe safetyand
efficacy of pyronaridine-artesunate (PA)inpregnantwomen. It will:

e Provide high-quality evidence onPAtoinform nationaland
globaldecision-making.

o |dentifywhetherexistingdoselevels are appropriate for
pregnantwomen.

e Potentiallyexpandtherange of treatment options available for
malaria treatmentin pregnantwomen.

e Enable ACTstobeusedmore selectively, forexample, allowing
some treatment optionstobereservedforintermittent
preventive treatmentinpregnancy (IPTp).

Aspregnantwomenare typically excluded from pivotal clinical
trials, they are generallyamongthelast to benefit fromnew
medicalinterventions. The PYRAPREG-extended project will
ensure thatthey gainaccesstoahighly effective new malaria
treatment, whichwillhelp toreduce theimpact of the disease on
pboththemandtheirbabies.

Projectataglance
Project duration 1May 2024 -30Apr2025
€1539644,56

GlobalHealthEDCTP3 €1539 644,56

Total project cost

funding
Disease area Malaria
Interventiontype Therapies

Women’s health
STICHTING AMSTERDAM UMC

Scientific projectleader UNIVERSITEDES SCIENCES DES
TECHNIQUESETDESTECHNOLOGIES DE
BAMAKO

Overarching topic

Project coordinator

Participating countries Netherlands, Mali, Democratic Republic of
the Congo, Mozambique, Spain, Sweden,
Burkina Faso, Switzerland
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SAFIRE
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Safety of antimalarialsin the first trimester: An adaptive platform trial

The SAFIRE projectis establishinganinnovative adaptive clinical
trial platformto evaluate antimalarial treatments forwomenin the
firsttrimesterof pregnancy.

The challenge

Womenare particularly vulnerable to malaria during pregnancy.
Malariainfections canaffectboththeirhealthandthat of
theirfoetus, increasing therisk of stillbirthand otheradverse
pregnancyoutcomes.

Early pregnancyisaparticularly vulnerable time. More than seven
millionwomen are exposed to malaria during the first trimester
everyyear, leadingtohalf amillioninfections. Preventive
antimalarialtreatments cannotbe used at this time because of
concernsabout theirimpactonthe developing foetus. Generally,
insecticide-impregnated bednetsare provided atasecond
antenatalvisit, during the second trimester.

Aspregnantwomen are typically excluded fromclinical trials,
dataonthesafetyandefficacyof antimalarial treatments are
oftenlacking, leadingtolongdelays before womenbeginto
penefitfromnewdrugs. Although artemisinincombination
therapies (ACTs)havelongbeenknownto be effective
treatments formalaria, they were firstrecommended by

the WHO foruseinpregnancyonlyin2022,as datafrom
observational studies confirmed theirsafety.

Evennow, duetoalackof data,onlyone ACTisrecommended for
useinthefirsttrimester of pregnancy (artemether-lumefantrine,
AL), eventhoughthe WHO recommendsusingarange of
treatments tolimit therisk of drugresistance.

The project

Pregnantwomen could potentially benefit from multiple ACTs,
including treatments that are of greaterefficacy andlonger
acting, providingbetterprotectionagainstreinfection.
Relyingonpregnancyregistriesto collect safety datawould
leadtolongdelaysinaccess. Datacouldbe generated more
rapidly through aclinicaltrial.

The SAFIRE projecthasbeendesignedto deliver high-qguality
safetyandefficacy dataonnewer ACTsinwomeninthe first
trimesterof pregnancy. Ithasadopted aninnovative adaptive
platformdesign, whichwill allow multiple treatments to be
comparedwith AL. Initialwork willfocus onacomparisonwith
pyronaridine-artesunate (PA, Pyramax), whichappears to
provide longer-lasting protectionandisincreasingly being
introducedinAfrica. Additional studies willbe integrated
when fundingisavailable. Forexample, the Medicines for
Malaria Venture (MMV)has expressed aninterestinassessing
dihydroartemisinin-piperaquine (DHP)in this population.

The projectisadopting ahighly participatory approach,
engagingwith globalandnational stakeholders ontrial design,
toensure thatthe evidence generatedis sufficienttoinform
decision-making.ltisalso engaging withcommunities and
pregnantwomento discuss the potentially sensitiveissue of
researchinearly pregnancy, ensuring support forthe trialand
informingits design.

The impact

The SAFIRE project willprovide key evidence onthe safety, efficacy
andacceptability of pyronaridine-artesunate (PA, Pyramax)and
potentially otherACTsinwomeninearly pregnancy. [t will:

e Establishwhethersuchwomen canbenefit fromnew, highly
effective ACTs.

e Provide countrieswithmore options forthe treatment of
malariainthis group.

e Generate communicationmaterialsto supporttheintroduction
of new treatments.

e Createaplatformforthe evaluationof additional treatmentsin
pregnantwomen.

e Buildcapacityinadaptive trialdesignsandclinical trialsinearly
pregnancy.

Ultimately, the project willensure thatwomenin early pregnancy
benefitmorerapidly fromnewly developed antimalarials,
reducingthe numberof womenand babiesharmed by malaria
infections during pregnancy.

Projectataglance

1Jun2024-30Nov 2028
Total project cost €5191431,44
GlobalHealthEDCTP3 €5191431,44

Project duration

funding
Disease area Malaria
Interventiontype Therapies

Women’s health, Antimicrobial resistance
(AMR)ordrugresistance

Project coordinator STICHTING AMSTERDAMUMC
Scientific projectleader KENYAMEDICALRESEARCH INSTITUTE

Overarching topic

Participating countries Netherlands, Kenya, Democratic Republic
of the Congo, Mali,Uganda, Burkina Faso
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CUREMAL

©@®©

Innovative Transformative CURE for MALaria: Rapid-Action Combinations to Replace Artemisinins

The CUREMAL projectisadvancinganewantimalarial drug that
could provide amuch-needed alternative to artemisinin-based
agents, towhich malaria parasites are becomingincreasingly
less sensitive.

The challenge

Malariaremains one of the most serious health threats across
much of sub-SaharanAfrica. Globally, more than 250 million
casesoccureachyear, leadingtoanestimated 600,000 deaths
annually, mostlyin Africa.

Uncomplicated malariais typically treated with artemisinin
combination therapies (ACTs), pairs of drugs thatinclude
derivatives of artemisinin. However, there are growing concerns
thatmalaria parasitesare becomingless sensitive to artemisinin
derivatives. Newdrugs are thusurgentlyneededincase
resistanceto artemisinin-based compounds becomesmore
widespreadandsevere.

The project

The CUREMAL projectis advancingahighly promising new
antimalarial, GSK3772701, developed by GlaxoSmithKline (GSK).
Like artemisinin derivatives, GSK3772701isapotent, fast-acting
P. falciparumwhole-cellinhibitorwithanovelmode of actionand

isactive against both sensitive and multidrug-resistant parasites.

Encouragingsafety findings have beenobservedinphasel
studies, and no parasites exhibitingreduced sensitivity tothe
compoundhaveyetbeendetected.

The CUREMAL projectis organising two sequential phase
Iltrialsinsub-Saharan Africa. The first willbe a safety and
pharmacokinetic study of GSK3772701in Gabonand Uganda,
usingdifferentdosesandtreatment durationsinadults with
uncomplicated malaria.

Afollow-ontrialwillthen assess the efficacy of the most
promising treatment scheduleswhen GSK3772701is combined
with pyronaridine. This study willinvolve children, adolescents
and adultswithmalariain Gabon, Tanzaniaand Uganda.
Thistrialwillbegininadultsand thenrecruityoungerage
groupsonce safetyandefficacyhavebeenconfirmed.

Inaddition, the project willgenetically analyse malaria parasites
frominfectionsthatarenotcleared, screeningforknownresistance
genesandsequencing parasite genomestodetect new variants
associatedwithreduceddrugsusceptibility. Susceptibility

testing studieswillalso be carried out to provideinsightsinto the
mechanisms of action of anyresistance genesdetected.

The impact

The CUREMAL project will provide initial efficacy dataonahighly
promising new antimalarial. It will:

o Confirmthesafety of GSK3772701in African populationsand
provide the first efficacy data.

e Demonstrate whethertreatmentdurationcanbereducedfrom
three daystotwo days.

e Provide criticaldataonthe presence of antimalarial resistance
genes, enhancing monitoring of the spread of resistance.

If early promising findings are confirmed, data fromthe CUREMAL
projectwould supportthe development of a definitive phase
Illtrial, whichwould generate the dataneededforlicensingand
introduction of thismuch-needednew class of antimalarial drug.

Projectataglance

1Jun2026 - 30Nov2030
Total project cost €22888140,53

GlobalHealthEDCTP3 €8417294,00
funding

Project duration

Disease area Malaria

Interventiontype Therapies, Surveillance tools

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Climate crisis or climate

adaptation

GLAXOSMITHKLINEINVESTIGACIONY
DESARROLLOSL

Project coordinator

Scientific projectleader Centre de RecherchesMedicalesde
Lambaréné

Participating countries Spain, Gabon, Mozambique, Tanzania,
Switzerland, Uganda, Germany, South Africa
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ASAQ-PAC

©@

Advancing child-friendly artesunate-amodiaquine taste mask coated micro pellets to combat the threat of

artemisininresistant malariain Africa

The ASAQ-PAC projectisdevelopingachild-friendly versionof akey
antimalarial combinationto enable malaria controlprogrammestouse
amixof treatmentstoreducethe pressuresdrivingdrugresistance.

The challenge

Formanyyears, artemisinin combination therapies (ACTs) have
beenthemainstay of antimalarial drug treatments. Recently,
however, genetic mutationshave beendetectedinmalaria
parasitesthatreducetheirsensitivity to the artemisinin-derived
componentof suchtreatments; thisisreferredto as artemisinin
partialresistance. While ACTsremain effective, the spread of less-
sensitive strains couldbe devastatingif parasites also develop
resistancetothesecondcomponentofanACT. Sixdifferent

ACTs areavailabletotreat malaria. Most countries currently use
artemether-lumefantrine (AL) as theirfirst-line ACT. However,
toreducedrugpressure thatdrivesresistance, the WHO now
recommends that countriesadoptamix of ACTs, known as multiple
first-line treatments. Modelling suggests that the concurrentuse
of multiple therapiesbetterprotectsdrugsagainstresistance than
periodic switchingbetweendrugs. Artesunate-amodiaquine
(ASAQ)isanothereffective ACTbutislesscommonlyused. One key
barrieristhelack of anage-appropriate, fixed-dose combination
of ASAQ suitable foryoungchildren. Currently, tabletshave tobe
brokenupanddissolvedinwater,whichcanleadtoinaccurate
dosingandpooradherence because AQhasaverybittertaste.

The project

The ASAQ-PAC projectisevaluatinganew ASAQ formulation that
overcomesthese challenges, paving the way foritswideruseamong
young childrenin Africa. Formulating ASand AQtogetherhasbeen
achallenge:theyneedtobekeptseparatebecause ASisunstable
andpronetodegradationwhenindirectcontactwithAQ. Existing
fixed-dose combinationtabletscompressthedrugsinseparate
layers.However, the ASAQ-PAC projectteamhas developedan
alternative approachinwhichtheindividualdrugsare encapsulated
inmicropellets, coatedwithamaterial that preventsthe two
compoundsfromcomingintocontact.

Inaddition, theinnovative ‘MicroCoat’technology masks the bittertaste
of AQandpreventsthemicropelletsfromclumpingtogetherduring
manufacturing. Themicropelletscanbemade separately forASand
AQ,thencombinedina‘stickpack’-adisposable pouchthatallows
themicropelletstobeplaceddirectlyonachild’'stongue ordispersed
inwater. Thisprocessiscompatible withstandard manufacturing
processesandiseasytoscaleupatarelativelylowcost.Itisatechnology
thatcouldbereadilytransferredtomanufacturingsitesinlow-and
middle-incomecountries,includingthoseinsub-SaharanAfrica.In
addition, allthe othermaterialsusedinmanufacture have alreadybeen
showntobesafeforchildren,and ASAQ micropelletshave beenshown
tobepalatableinstudieswithadultsinthe UK. The ASAQ-PAC projectis
nowconductingstudiesinsub-SaharanAfricatogeneratethe evidence
neededtosupportitsadoptionbyAfricancountries.

Themainclinicalevaluationwillbe atrialinMalawicomparing 28 -
daycureratesinchildrenwithuncomplicated malaria giveneither
standard ASAQ tablets orthe newmicropellets. AlthoughASAQ
isknownto have goodantimalarial activity,akey challengeisto
demonstrate thatthe newformulation delivers sufficientlevels
ofthedrugsinthe bloodtobe effective. Thisrequires detailed

pharmacokinetic studies, wherebymultiple blood samplesare taken
andbloodconcentrationsmeasured. Repeatedblood draws are not
feasibleforyoungchildren.Therefore,asanalternative, the project
willassessday7/levelsof desethylAQ, the mainactive AQ metabolite,
which providesagood proxy fordrugexposure. We willcompare the
day7 desethylAQ concentrationsbetweenstandard ASAQ tablets
andthe micropelletsinthe two clinical studies of the project.

Inaddition, the projectistakingadvantage of this trialto generate
additionaldataona child-friendly version of primaquine, developed
by the EDCTP-fundedDeveloping Pediatric Primaquine (DPP) project
thathasdevelopedtropicalfruit-flavouredtablet formulations tomask
thebittertaste of primaquine. The WHOrecommends that singlelow-
doseprimaquinebeusedalongside ACTs, asithasactivityagainstlate-
stage, sexualmalariaparasites, calledgametocytes, whichare taken
upbymosquitoesandseednewinfections. Blockingtransmission,
therefore, reduces the community disease burden. Thissecond
studywillcompare the effect of addingprimaquine tothe micropellet
formulationof ASAQ ontransmission-blocking. The transmission-
blockingactivitywilloe assessedusingamembrane-feedingassay,in
whichlaboratory-grownmosquitoesfeedthroughanartificialmmembrane
onbloodsamplesfromtrialparticipants. The numberof mosquitoesthat
becomeinfectedwithmalariaparasitesfollowingfeedingprovidesan
indicationoftransmission-blockingactivity.

The impact

The ASAQ-PAC project couldhave asignificantimpact on
malaria treatmentin Africa. It will:

e Demonstrate whethera child-friendly formulation of artesunate-
amodiaquine (ASAQ)isaspotent as standard ASAQ.

e Enable ASAQ tobeusedmorewidelyamongchildrenas part
of multi-therapy strategies to delay the development of
resistanceto artemisinincombinationtherapies (ACTs).

e Generateadditionaldataonthe potential of achild-friendly
versionof primaquine toreduce the community burden of malaria.

e Createcommercialopportunitiesto manufacture the
micropellet formulation of ASAQin Africa.

Projectataglance

Project duration 1Jun2026 - 31May 2029
Total project cost €2099745,75
Global HealthEDCTP3 €2099745,75

funding
Disease area Malaria
Intervention type Therapies

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance

THE CHANCELLOR,MASTERS AND
SCHOLARS OF THEUNIVERSITY OF OXFORD

Scientific projectleader KAMUZUUNIVERSITY OF HEALTH SCIENCES

Project coordinator

Participating countries United Kingdom, Malawi, France, Germany
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WANECAM 3

©@

Single dose cure of falciparum malaria using next generation combinations

The WANECAM 3 projectis advancingnovelnon-artemisinindrug
combinations as potentialinnovative single-dose treatments for
malaria.

The challenge

Artemisinin-based combinationtherapies (ACTs)have beenthe
mainstay of malaria treatment for decades. However, strains

of the malaria parasiteless susceptible to the artemisinin
component of ACTs have beendetectedinvarious sub-Saharan
African countries, raising fears that such treatments couldbe
renderedineffective and highlighting the need fornew drugs
with differentmechanisms of action.

Inaddition, the current standard of care for malariauses three-
day treatmentregimens. Itis estimated that up to half of patients
donotcompletetherecommended course, increasing therisk
of resistance.

The project

Buildingonanexisting EDCTP-funded clinical trial networkin West
Africa,the WANECAM 3 projectis utilising a clinical trial platform
establishedbyNovartis to testnew antimalarial compounds.

The projectbringstogetherAfricanand Europeanresearchers,
Novartis, and the Medicines forMalaria Venture (MMV), a public-
private partnership focused onnewantimalarialdevelopment.

The key aimof the new WANECAM 3 projectisto develop anew
antimalarial combination that doesnotinclude artemisinin-
related components andis sufficientto cureinfectionswhen
givenasasingle dose.

The projectfocusesonthreeinvestigationalcompounds that
show highly promising action against malaria parasites and have
raisedno safety flagsinclinical studies to date:

e Cipargamin (KAE609): Apotentandfast-actingantimalarial
whichisactive against multiple species of Plasmodium,
hasanovelmechanismof action, and also shows activity
against gametocytes - the stageinthe Plasmodiumlife cycle
thatistakenup by mosquitoes, suggestingitwillalsohave
transmission-blockingactivity.

o INE963: Ahighlyactive andlong-lasting antimalarial with an
unknownmechanismof actionandahighbarriertoresistance.

o MMV533: Afast-killingandlong-lasting antimalarial, also with
anunknownmechanism of action.

Notably,instudiesto date, there hasbeennoevidence that
malariaparasites developresistance to these compoundswhen
usedincombination.

Toadvanceanewtreatment, the phase llPLATINUM platform
willbe usedtotestthe efficacyandsafety of acombination of
cipargaminandINE963 againstuncomplicated malariain children
aged?2-12years.Inanadditional study arm, the efficacy of
differentdoses of MMV monotherapy willbe assessedinadults.

Dependingontheresultsof the phasell studyarms,alarge
phasellltrial willthenbe runcomparing the chosendualortriple
combinationantimalarialwhen givenasasingle-dose treatment
toa3-dayregimen of standard of care. The clinical program
willgenerate sufficientrobust datato support a marketing
authorisationapplication. The clinical studies willinclude
WANECAM 3 partnersinBurkina Faso, Gabon, Kenya, Maliand
Uganda, withasiteinEthiopiaalsointendedtojoinphaselll
following capacity building.

Inaddition, the projectis generating dataongametocyte
clearance toreduce onward malariatransmissionandondrug
resistance by screeningallparticipants forknownresistance
genes.

The impact

The WANECAM project couldleadto aradical shiftinthe
treatmentof malaria. It will:

e Revealwhetherpromisingantimalarialcompoundscanbeas
effective andsafe as 3-dayartemisinin-based combination
therapies(ACTs)whengiven as asingle-dose malariatreatment.

e Generatethedatarequiredto supportmarketingauthorisation
applications.

e Demonstrate whetherthe new combinationcouldalso
reduce community disease burdens through transmission-
blocking effects.

e Generate extensive newdataonpatternsof drugresistance
atmultiple sitesacross sub-Saharan Africa.

Asingle-dose treatment formalariawould be easier forhealth
systemstodeliverand forpatientstotake, ensuringrapid
cure whilereducing therisk that treatment effectivenessis
underminedby poorcompliance and adherence.

Projectataglance

Project duration 1Jun2026 - 31May 2031
Total project cost €27982115,45
Global HealthEDCTP3 €10296177,50

funding
Disease area Malaria
Interventiontype Therapies

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance
Project coordinator STICHTING AMSTERDAM UMC

Scientific projectleader UNIVERSITEDES SCIENCESDES
TECHNIQUESETDESTECHNOLOGIES DE
BAMAKO

Participating countries Netherlands, Mali, Kenya, Ethiopia,
Burkina Faso, Switzerland, Uganda, United
Kingdom, Germany, Gabon
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FACT
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Antibiotic-based combination therapy fosmidomycin-artesunate-clindamycin for the concurrent treatment of
severe malaria and bacterial blood stream infectionsin African children

The FACT projectisdevelopinganinnovative treatment that targets
pbothseveremalariaandbacterialbloodstreaminfectionsinchildren.

The challenge

Malariaremains a major public health challenge, particularly in
the Global South, causingaround 600,000 deaths eachyear.
Mostdeaths occurinchildreninsub-Saharan countries.

Severe malariaisamedicalemergencyrequiringimmediate
treatment.However, the fever of malaria overlaps with symptoms of
otherseriousconditions,includinginvasive bacterialinfections. About
one-third of patients treated for severe malaria are misdiagnosed,
andinvasive bacterial(co-)infectionsare themostcommonmissed
underlyingcause. Evenapositiverapid diagnostic testresultfor
malariamaynotbe conclusive. Malariais highly prevalentamong
healthyindividualsinendemicregions,andevenwhenPlasmodium
parasites are present, they may notbethe primary cause of illness.

Forthesereasons,the WHO recommends that childrenwith
suspectedsevere malariaare treated with theinjectable
antimalarialartesunate, accompanied by broad-spectrum
antibiotics. Inpractice, many childrendonotreceive both
treatments. Also, artesunate aloneincreasestherisk of parasites
escapingtreatment, with particularconcern formutations
associatedwith partialresistance to artemisinins. Many African
countriesalso face agrowing challenge fromantibiotic resistance,
highlighting the use of antibiotics with different modes of action.

The project

The FACT projectisevaluating anew treatment approach that
simultaneously covers severe malariaand common bacterial
pathogensaffecting childreninsub-SaharanAfrica.ltreducesthe
risk of antimalarialresistance and shortens treatment duration.

Thetreatmentisanovelantibiotic-based combination therapy that
combinestwolicenseddrugsandoneinlate-stage development:

e Artesunate:standardantimalarialforsevere malaria.

¢ Fosmidomycin:adruginlate-stage developmentwith activity
against Plasmodium parasites and Gram-positive bacteria.

e Clindamycin: alicenseddrugwith activity against Plasmodium
parasitesand Gram-negative bacteria.

This triple combinationenhances the spectrum of antimalarial
activityandintroduces antimicrobial properties. Alldrugs are
individually safe and effective and workin oralcombination
inadultsandchildren.Importantly, the three drugs have
differentmechanisms of action while maintaining compatible
pharmacokinetic properties, including short half-lives.

This combination protectsindividual partners from developing
drugresistance. The fulltreatmentregimenwillbe delivered by
injectionin the hospital, furtherreducing therisk of resistance by
ensuring fulltreatment courses are completed. The combination
willalso shortenin-hospital treatment fromup to 6 to 4 days.

The FACT consortiumis conducting arandomised controlled
phaselltrialin Gabonto determine an optimal dosing for
parenteraltreatment. Atthe outset of the development program,

different treatmentregimenswillbe evaluatedin children with
uncomplicated malaria, usinganage-step-downalgorithm.

Oncethe optimal dose of fosmidomycinhasbeendetermined,
arandomised controlled multi-country phase lll trial will be
conductedinthe Republic of Congo, Ethiopia, Gabon and Ghana.
Childrenwith severe malaria willbe randomisedtoreceive either
the triple combination orthe usual standard of care.

The projectteamisalso conducting susceptibility testingto
determinethe sensitivity patterns of Plasmodium parasites to
antimalarialdrugs. It willalso genotypeisolates forgenesknown
tobeassociatedwith partialartemisininresistance. Parasites
causing breakthroughinfectionswillbe fully sequencedto
identify potentiallynewresistance genes. Similarly, any bacterial
pathogensidentifiedwillundergo antibiotic susceptibility testing.

Additional studies willexamine the cost-effectiveness of
the newapproach, andits acceptability to key stakeholders,
including community members, willbe explored.

The impact

The FACT projectwilladvance anew treatment strategy for
severe malariawith severalpotentialadvantages. [t will:

e Assessif FACTnoveltripletherapyisaseffective ascurrent
monotherapy with artesunate for severe malaria.

e Provide anefficaciousartemisinin-basedtreatment optionfor
severe malariainline with WHO recommendations.

e Revealwhethertriple therapyleadstoimprovedoutcomes
due to additional effectsonbacterialbloodstreaminfections.

e Helptoprotectindividualdrugs fromselectionforparasite
resistance.

e Reducethetimespentinhospitalbyuptotwodays, financially
benefitingboth households and health systems.

Projectataglance
Project duration 1Sep 2026 -31Aug 2031
Total project cost €12383785,94

GlobalHealthEDCTP3 €10139 216,25

funding
Disease area Malaria
Interventiontype Therapies

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance

BERNHARD-NOCHT-INSTITUT FUER
TROPENMEDIZIN

Project coordinator
Scientific projectleader CENTREDERECHERCHES MEDICALES DE

LAMBARENE

Participating countries Germany, Gabon, Ethiopia, Austria, Ghana,
Congo
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Ravidasvirto combat the emergence and spread of artemisininresistance in Africa: aphase 2 and 3 clinical trial to assess

its efficacy

The RAMP projectis advancingthe development of anovel
antimalarial drugwith the potential toboth treat the disease and
block the transmission of malaria parasites.

The challenge

Artemisinincombination therapies (ACTs) have proven highly
effectiveintreating malaria, saving millions of lives. However,
there are growing concerns that parasitesinAfricaare becoming
lesssusceptible to artemisininderivatives, particularly in East
Africa. While thishas notyethad amajorimpactonclinical
outcomes, if parasitesalso developresistancetoan ACT partner
drug, thiscould seriously undermine the effectiveness of ACTs.

Various strategiesare beingadvancedtoaddress thischallenge.
Oneistheuse of ‘triple ACTs’, which containathird antimalarialdrug.
Amalariaparasite wouldneedto developresistance tothree distinct
drugswithdifferentmodes of actionto survive suchtreatments.
Inaddition, WHO recommendsusing drugs with transmission-
blockingactivity, suchas primaquine, alongside ACTs. These drugs
targetalate stageinparasite development, sothey donotprevent
diseasedirectlybutreducetheriskthat parasites willbe transmitted
toothers, deliveringcommunity-wide benefits.

The project

The RAMP projectisadvancing development of an existing
antiviral drug, ravidasvir, whichisnot only an effective antimalarial
butalsohastransmission-blockingactivity. It has the potentialto
beaddedtoanexisting ACT -notonly protecting the ACT against
the development of resistance butalsoreducing community
transmission of malaria parasites.

Ravidasvir,developedasatreatment for hepatitis C virus (HCV)
by DNDiandPharcoPharmaceuticals, hascompleted phase

[l trials with minimal safety concernsandisnow approvedin
MalaysiaforHCV treatmentincombination with sofosbuvir.Ina
screenofachemicallibrary,itwas foundto have activity against
malaria parasites:itreducesthe flexibility of parasite-infected
redbloodcells, causingthemtoberemovedbythe spleen. It
canbetakenorallyandisrelativelyinexpensive. lthasnotbeen
testedinchildren, but otherdrugs with the same biochemical
targethave beenfoundtobe safe foruseinchildren.

Giventhispromisingbackdrop, the RAMP projectisassessing the
safety, efficacyandtransmission-blocking activity of ravidasvir
incombinationwithanexisting ACT, dihydroartemisinin-
piperaquine (DP). DP hasno effect on parasite transmission,
soanytransmission-blocking activity observed following
treatmentwith the new combinationwillbe due toravidasvir.

First,astudyin Gabon(CERMEL)willassess the ability of
ravidasvirto clearasymptomaticinfectionsinadult carriers.
Increasing doses of ravidasvirwillbe assessedtoidentify the
optimaldose forfuture studies.

Next,atrialinMali(USTTB)willassess efficacyandtransmission-
blockingactivityinadultswithmalaria. This studywillcompare the
effectsof DPalone, DP plusravidasvir,and DP plus primaquine, so the
transmission-blockingactivity of ravidasvircanbe comparedwith

thatof primaquine. Thisactivity willbe assessedusingamembrane
feedingassay,inwhichlaboratory-grownmosquitoesare given
the opportunitytofeedonparticipants'blood samplesthrough
anartificialmembrane; the numberof mosquitoesthatlbbecome
infectedprovidesameasure of transmission-blockingactivity.

Finally, amulti-centre trial willbe runin Gabon, Ghana (KNUST/
KCCR),Maliand Uganda (EPICENTRE), comparing the efficacy of
thenewtriple therapy with anexisting ACT. The trial will start with
olderchildren, enrolling earlierage groups once the combination
hasbeenshowntobe safe.

The projectisalsoconducting consultations with caregivers
about theirperceptions of malariaandthe use of transmission-
blockingdrugstoassesstheirlikelyacceptabilityandany
potentialbarriersto theiruse.

Inaddition,itassessestheactivity of the drugcombinationon
parasites carryingmutationsknownto affect sensitivity toartemisinin
derivatives. Itisalsoscreeningforsuchmutationsinmalariacases
detectedinthetrialand sequencingparasitestoidentify potential
new geneticvariants associatedwithdrugresistance.

The impact

The RAMP project willadvance a highly promising new
antimalarial thathas already beenlicensed forhumanuse. [t will:

e Confirmtheantimalarialactivity of ravidasviralone and when
combinedwithanexisting ACT.

e Quantifyits transmission-blockingactivity incomparison
toprimaquine.

o Demonstrateitssafetyandefficacyinthekeytargetgroup,
young children.

e Generateadditionaldataonthe presence of resistance genes
acrosstrial sites.

Projectataglance

Project duration 1Sep 2026 -31Aug 2031
Total project cost €13921281,24

GlobalHealthEDCTP3 €10298968,75

funding
Disease area Malaria
Interventiontype Therapies

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance

INSTITUTNATIONALDE LA SANTEETDELA
RECHERCHEMEDICALE

Project coordinator

Scientific projectleader KWAMENKRUMAHUNIVERSITY OF
SCIENCEANDTECHNOLOGY KUMASI

Participating countries France, Ghana, Mali, Egypt, Germany,
Gabon, Tanzania, Ethiopia
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PvSeroRDT
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A point-of-care serological rapid diagnostic test for risk of Plasmodium vivax hypnozoite infection (PvSeroRDT)

The PvSeroRDT projectis exploringwhetheranew diagnostic
testforPlasmodiumvivaxcouldunderpinatest-and-treat
strategy forthisincreasingly important malaria parasite.

The challenge

Most cases of malariainsub-Saharan Africaare caused by
Plasmodium falciparum (P.falciparum). However, a significant
proportionare caused by arelated species, Plasmodium vivax
(P.vivax). This species, responsible formore than500,000 cases
ayear,is particularlycommoninareas suchasthe Horn of Africa
andisbecoming moreimportantas control of P. falciparum
improves. Ultimately, eliminating malaria willrequire effective
controlof both P. vivaxand P. falciparum.

Akeydifference bbetweenthe two parasitesisthatP. vivaxlies
dormantintheliverbeforereactivating, leadingto aresurgence
of symptoms. Conventionalmalaria diagnostics donot detect
thisdormant form, whichalso servesasareservoirof parasitesin
the population, contributing to ongoing disease transmission.

P.vivaxinfections canbe treated with primaquine. However,
primaquine cannot be easilyusedin population-wide
campaigns, becauseitisharmful to people withanenzymatic
deficiencyknownas G6PD, whichisrelatively commoninsub-
Saharan Africa.

The project

The PvSeroRDT projectis assessingwhetheranewly developed
rapid diagnostic test for P. vivax, which can detect dormantliver
forms of the parasite, couldbe usedinatest-and-treat strategy
targeting entire communities.

Very few P.vivax parasites surviveintheliver (potentially
fewerthan10), sodirect detectionis challenging. Instead, the
PvSeroRDTtest detects antibodies to key P. vivax proteins that
persistforseveralmonths afterinfection, covering the period
whenthe parasiteliesdormantin the liver. The planis to use this
diagnostic,alongwitha G6PD test, as part of acommunity-
wide test-and-treat strategy (PvSeroTAT)toidentify and treat
asymptomatic cases of vivaxmalaria, thereby preventing
relapsesandreducingdisease transmission.

The PvSeroRDTtestis alateral flow test type assay withareader
forinterpretation of results, which should be available within

30 minutes. Ithasbeenshowntoperformwellinthelaboratory
butneedstobetestedinthefield.ltisbeingevaluated further
usingstoredblood samplesandinfieldtrials at sitesin Ethiopia,
Madagascarand Senegal.

Thedeviceisbeingprototypedinthe UK, with final production
plannedtobetransferredtoadiagnosticsmanufacturerbasedin
Senegal. The PvSeroRDT projectwillinclude studies toinvestigate
the acceptabilityand usability of the device, toinform final
designsandimplementationstrategies. National policymakers
arebeingengagedtodrawup aroadmap forpolicy change
andimplementation. The projectisalso analysing costsand
exploringwhat product attributes are mostimportantand what
policymakerswouldbewillingto pay fordifferent features.

The impact

The PvSeroRDT projectisaddressingakey challenge onthe
pathwaytomalaria elimination. It will:

e Revealwhetherthe PvSeroRDTtestworkswellinthe field and
canbeusedtoidentifyinfectedbutasymptomaticindividuals
fortreatment.

e |dentifyapathwaytoregulatoryandpolicy approvalsto
facilitate its uptake by countries.

e Provide aboosttothediagnostic manufacturingsectorin
Africa, withprojected demand of up toamilliontestsayear.

The PvSeroRDT project couldusherinanew approach to vivax
malaria control. Modelling suggests a successfuldeployment
couldreduce the prevalence of P. vivax by 60-80%. Thiswould
deliversignificant public healthbenefits, particularlyinareas
where P. vivaxis most commonandP. falciparumisbecoming
bettercontrolled.

Projectataglance
1Feb2025-31Jan2030
Total project cost €4062396,23

GlobalHealthEDCTP3 €4062396,23
funding

Project duration

Disease area Malaria
Interventiontype Diagnostics
Overarching topic Digitaltechnologies

Project coordinator INSTITUT PASTEUR
Scientific projectleader INSTITUTPASTEURDE DAKAR

Participating countries France, Senegal, Ethiopia, Switzerland
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PATHFINDER
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Point-of-care Lab-on-Chip Detection of Host Response in Febrile lliness for Diagnosis and Etiology Research

The PATHFINDER projectisusingadvanced ‘lab-on-a-chip’
technology to provide morerefined diagnostic information to
guide treatment of feverin children.

The challenge

Diagnosisis fundamentaltomedical care, butdiagnosis of infectious
diseasescanbehighlychallenging.Manyinfections share similar
symptoms, suchasfever,andtestingforawiderange of pathogens
individuallyisinefficientand notnecessarilyreliable -an organism
detectedmightnotbethemaincause of symptoms, oracausative
agentmightbemissedif notpresentatthe samplingsite.

Asaresult,inmany settings, thereis a highrate of misdiagnosis
oruse of non-specific syndromic treatment. This means

that patientsdonotnecessarilyreceive the best treatment,
and antibioticsare beingusedwhennot needed, driving the
development of antimicrobialresistance (AMR).

Analternative diagnostic strategyis to focus onthe person (host)
ratherthanthe pathogen.Itisnowclearthathostresponses
todifferenttypesof pathogensvary significantly. Inparticular,
differencesingene activity can provide asignature of the type
ofinfection (forexample, whetheritis bacterial, viral or malaria)
andevenidentify specific pathogens.

However, detectingthe hostresponse currentlyrelieson
sophisticatedlaboratory analyses. Foritto deliverpractical
benefits,itneedstobe packagedinto devices that provide
affordable, practical solutions suitable forlow-resource settings.

The project

The PATHFINDER projectis building on ground-breakingresearch
intohost gene activity signatures associated withinfection,
combinedwithinnovative ‘lab-on-chip’ technology thatenables
sophisticatedmolecularanalysestobe performedincompact
devicessuitable foruseinroutine healthcare settings.

Focusingonfeverinchildren, the projectisdevelopinganeasy-
to-use point-of-care device that willgenerate key diagnostic
informationfromasingle blood sample. The results of its analysis
willprovide the probability that a patient has abacterial or viral
infection, aswellas thelikelihood of TB ormalariainfections.

The projectisbasedonatwo-step process. First, RNA
transcripts are extracted fromblood samples using the system.
Thisrequiresnolaboratory equipment or specialist skillsand
hasalreadybeensuccessfullyusedinruralvillage settingsin
BurkinaFasoand The Gambia.

The outputs fromthe RNA processing step are thenanalysed
bya.Thischannelsthe sampleinto ten microfluidic chambers,
eachofwhichcanbeanalysedseparately to generate awealth
ofinformationabout gene activity levels. The information
generatedisanalysed onthe deviceto provide the userwith the
probabilities of differentinfectiontypes, all within 20 minutes.

The PATHFINDER projectisrefining the assays, fine-tuning RNA
extraction,and comparing the device’'sresults with equivalent

laboratory tests. ProtonDx, the developer of Lacewing, will
incorporateinput fromkey stakeholders, including healthcare
workers and community members, intoits design specifications.

Afield evaluationwillthen be carried outin Burkina Faso and
Ghana, inwhichresults willbe gathered for1,000 children with
fever, of varyingages. Theresults willbe compared with those
obtainedfromtests currentlyusedclinically,aswellasfroma
widerange of additionallaboratory tests. Arange of samples
frompatientswith confirmed diagnoseswill also be tested to
assessdiagnostic performance.

The projectteamwillalso carry out extensive stakeholder
engagementtoidentify aregulatory pathway to approval,
approachestoensure commercial sustainability, and anaccess
planforeventual productionof the deviceinAfrica. Extensive
analyses of study datawill provide anindication of its potential
impactbasedonarange of implementation strategies, which will
also provideinsightsintoitslikely cost-effectiveness.

The impact

The PATHFINDER project couldhave aprofoundimpact on
diagnostic practicesinsub-Saharan Africa. It will:

e Providefielddataontheability of the new device to detect
tuberculosisand malariainfectionsin childrenwith fever,and
todistinguish betweenviraland bacterialinfections.

e Provide clinicianswithinformationenablingthe use of the most
appropriate treatments.

e Reducetheinappropriate use of antimicrobials,lesseningthe
pressures driving AMR.

o Generatereal-time epidemiologicalinformationthatcanbe
automatically shared withhealth authorities.

Projectataglance
10ct2026 - 31Mar2030
Total project cost €3.218.121,12

Global HealthEDCTP3 €2.753.896,12
funding

Project duration

Malaria, Tuberculosis, Cross-disease or
disease unspecific

Disease area

Interventiontype Diagnostics

Overarching topic Antimicrobialresistance (AMR)/drug
resistance, Digitaltechnologies, (Other)

Emergingtechnologies

IMPERIAL COLLEGE OF SCIENCE
TECHNOLOGY AND MEDICINE

Scientific projectleader CENTRENATIONALDERECHERCHE
SCIENTIFIQUEETTECHNOLOGIQUE, INSTITUT
DERECHERCHEENSCIENCES DELASANTE
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Participating countries United Kingdom, Burkina Faso, Ghana,
Netherlands
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MARC SE-Africa
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Mitigating Antimalarial Resistance Consortiumin South-East Africa

The MARC-SE Africa projectis enablingkey countriesin Africato
trackandrespondtorisingrates of resistance to antimalarialdrugs.

The challenge

Sub-SaharanAfricabearsthe brunt of malariainfections. After
adownwardtrendinthe globalmalariaburden, progress has
stalled since the COVID-19 pandemic. Moreover, new challenges
areonthehorizon - particularly the emergence and spread of
malaria parasites withreduced sensitivity to artemisinin or other
components of artemisinincombination therapies (ACTs).

ACTswereintroducedwhen malaria parasites developed
resistance to previous generations of drugs. However, the slow
replacement of compromiseddrugsledtomanyunnecessary
deaths, highlighting theimportance of arapidresponse to
theemergence of resistance. Severalactions canbe taken
inresponse toreducedACT sensitivity, including rotation of
different ACT combinations, boosting of ACTs with additional
drugs (triple combination therapy), and wider use of low-dose
primaquine toreduce parasite transmission.

The project

The MARC-SE projectisworkingto ensure that policymakersin
multiple countriesin Southernand East Africahaverapidaccess

tocomprehensive dataonpatterns of resistance to antimalarials.

Althoughdata are generated onresistance, they are typically
collectednon-systematically and communicated through
scientific papers, aformatthatisnoteasyforpolicymakersto
use.Thiscanleadtodelaysinchangestotreatmentpolicy.

The MARC-SE projectwillbeginby mapping the stakeholders
involvedinmalariapolicymaking, how theyinteract withone
another,and the evidence they needto guide decision-making.
Basedontheseinsights, the project teamwilldevelop adata-
sharingplatformthat providesanear-real-time and high-
resolutionmap of patterns of drugresistance. The exercise will
alsohighlight gapsinsurveillance where more data are needed.

Theprojectwillcollate allavailable dataandintegrateit withinthe
existinginfrastructure of the Worldwide Antimalarial Research
Network(WWARN), creatinga South-East Africanregional data
resource. Throughmodelling, riskmapswilllbe generatedacross19

countries, illustratingwhere treatment failure is mostlikely todevelop.

Aspartof the project, the teamwill also work with ministries of
healthto developaregionalactionplan,tocreateaconcrete
actionplanforadaptionandimplementation of WHO guidance
onrespondingto malariaresistance. The teamwillalsowork with

fourpriority countriestoadapt theregionalactionplanaccording
totheirnational context. Following policy updates, detailed
treatment guidelines and decision aidswillbe developed, using
anoveldigital platform (MAGICapp). Atleast two countries willbe
supportedthroughdetailed treatment guideline development.

The impact

The MARC-SE projectwilldelivermultiple benefits tohealth
authoritiesin Southernand East Africa. It will:

e Providenearreal-time dataonpatternsof resistance withina
countryandhighlight areas athighestrisk of treatment failure.

o Facilitaterapidrevisionmalaria treatment policy inlight of
changing patterns of resistance.

e Facilitaterapid development of treatment guidelinesand
implementation of new policies.

e Fostercloserlinksandbuildtrustbetweenresearchers
andpolicymakers, enhancing thelikelihood thatresearch
evidenceinformspolicy action.

e Supportacoordinatedapproachacrosscountries, delivering
toolsthatwouldbebeyondthereach of individual countries.

Ultimately, the project willensure that countries are better
preparedforincreasingresistance to ACTs, canrespondmore
quicklyandwithapproachestailoredtolocalsettings,and
therefore avoidunnecessary deaths due to the continuing use of
ineffective treatments againstresistant parasites.

Projectataglance

Project duration TApr2023-31Mar2027
€4170 631,25

GlobalHealthEDCTP3 €4170631,25
funding

Total project cost

Disease area Malaria

Intervention type Otherpreventiontools, Surveillance tools

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance, Digital technologies

Project coordinator UNIVERSITY OF CAPETOWN

Participating countries South Africa, United Kingdom, Netherlands,
Uganda, Sweden, Norway, Germany,
Rwanda
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Delftia TsuruhatensTC1Based-Intervention For Interrupting Malaria Transmission In Mosquitoes: A Novel Trial For
Evaluating Alternative Tools For Control Of Vector-Borne Diseases

The DEFEND projectis piloting a highly innovative strategy
todisrupt the spread of malaria by infectingmosquitoes with
astrainof bacteriumthatislethalto malaria parasites.

The challenge

Around 280 millionmalariainfections occurredin 2024 in sub-
SaharanAfrica,leadingtoatleast 600,000 deaths, most of
them of children. Mosquito vectors have longbeentargetedin
malaria control strategies, but theserequire the use of powerful
chemicalsanddrive the development of insecticide resistance.

Alternative strategies are beinginvestigated,including
genetically modified mosquitoesresistanttoinfection with
malariaparasitesandtherelease of mosquitoescarrying
Wolbachiabacteria, which disrupt parasite development.

Anotherbacteriumfoundinsome wild mosquito populations,
Delftia tsuruhatensis TC1,has also been found to killmalaria
parasites without affecting mosquito survival. The supernatant
(liguid floatingonthe surface) collected from cultured TClcells
isalsohighly toxic to malaria parasites. Thelethalcompoundinit,
harmane,isactive atextremelylow concentrations and does not
appeartoharmeitherpeople orpollinatorssuchasbees.

The project

The DEFEND projectisadvancing the clinicaldevelopment of
TCl1-based transmission-blocking strategies and exploringnovel
approachestoregulatory approval to accelerate theirintroduction.

Studiestodate,includinglaboratory evaluations and enclosed
field studies(ina‘MosquitoSphere’in Burkina Faso), have
generated highly encouraging findings, setting the stage fora
large-scale efficacy trial. However, the TClinterventionis unusual
anddemonstrating healthimpactinatrial settingis challenging.
Acluster-randomised trialto demonstrate effects oncommunity
malariaburdenwouldneedtobeverylarge and would be costly
andtime-consuming.

The projectistherefore exploringanalternative approach,
basedonassessing TCl'simpact at theindividual mosquito level.
Inareas of BurkinaFasoand Senegal, traps are beingusedto
capture mosquitoes aroundhousesandthe numbersinfected
withmalaria parasites are being counted. The number of infected
mosquitoesinareaswhere TClhasbeenintroducedwillbe
comparedwiththenumbersincontrolareas. Measured effects
onparasite carriage willbe usedtoinferthelikelyimpact of TC1
introductiononmalariaburdeninlocalpopulations.

Atthe sametime, the projectteamisworkingonanewtype

of feederthat willattract mosquitoes, infect themwith TC1, or
ensure the uptake of harmane. Community consultations are
beingarrangedtoassessthe acceptability of theapproachand
any possible obstaclestoitsuse.

Afurthercritical strand of the projectinvolves dialogue with
nationalregulatory agencies and global policymaking groups
todetermine whichevidence onimpactandsafetyisneededto
supportlicensingand policyrecommendations.

The impact

The DEFEND projectisadvancing the development of an
environmentally friendly vector-focused approach to control
malaria. It will:

e RevealwhetherTCland/orharmanereduce carriage of malaria
parasitesinmosquitoesinreal-world settings.

e Provideanestimate of theimpactof theiruse onthe community
burden of malaria.

e Mapoutapathtoregulatoryapprovalandpolicy
recommendations that could be followed by other similar
interventions.

Ultimately, the DEFEND project could add to the basket of
interventions available to controlone of the mostimportant
causes of deathinyoung childreninsub-Saharan Africa.

Projectataglance
1Jul2025-30Jun2030
Total project cost €5952881,75

GlobalHealthEDCTP3 €5952881,75
funding

Project duration

Disease area Malaria

Interventiontype Otherpreventiontools

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Climate crisis or climate

adaptation, (Other)emerging technologies

GLAXOSMITHKLINEINVESTIGACIONY
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Scientific projectleader CENTRENATIONAL DERECHERCHE
SCIENTIFIQUEETTECHNOLOGIQUE,
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Senegal
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Effect of long-acting spatial repellents (LASR) vsindoorresidual spraying (IRS) on malaria burdenin western Kenya:

acluster-randomised trial

The LASRprojectistestingwhetheranewly developed mosquito
repellentcanreduce the community burden of malariainfections.

The challenge

Anestimated 250 millionmalariainfections occurredin2022,
most of theminsub-Saharan Africa. Despite this substantial
burdenof disease, there was a substantialimprovementaround
theyear2000, withthe prevalence of infection halved.

Vector controlis thoughttohave beenthe main cause of this
decline, withthe use of long-lastinginsecticide-treated bed
nets(LLINs)accounting for68% of the decline andindoor
insecticide spraying for13%.

However, the declineinmalaria has stalled over the past decade.
Use ofinsecticideshasledtoconcernsaboutenvironmental
contaminationandhasdriventhe emergence of insecticide
resistanceinmosquitoes. LLINs are highly effective whenused
correctly, butcanbeuncomfortable, especiallyinhotweather,
andthere areindications that mosquito biting behaviouris
changing, withfeeding occurring outside the periods when
peopleareprotectedby LLINSs.

Asaresult,thereisaneedforalternative passive control
measurestocomplement LLINsand otherinterventionssuchas
vaccination. One possible approachisthe use of long-acting
spatialrepellents (LASRs) - chemicalsthatseemtoreduce
thelikelihood of being bitten by mosquitoes andinfected
withmalaria parasites. Although they are knowntoreduce the
pburdenof malariaincommunities, theirmode of actionis not
wellunderstood andthereforerequires furtherinvestigationto
optimisevectorcontrolandinform policy decisions.

The project

The LASRprojectaimsto generate high-quality evidence onthe
efficacyof anewlong-acting spatialrepellent (LASR) developed
by SCJohnson, knownas Guardian. Itis also exploring the mode
of actionof Guardiantoinformthe development of next-
generationproducts.

SCJohnson's ‘Mosquito Shield’ product, whichis active forabout
amonth, hasbeenshown to successfullyreduce the burden

of malariadisease. Additionally, their Guardianproductisa
significantadvance, asitcontinuestohave aneffectforupto12
months, allowing foronce-yearlyrenewal of LASR devices.

The LASRprojectisorganisingaclinicaltrialtocompare the

use of Guardianwithanothervectorcontrolstrategy, indoor
insecticide spraying with the commonly usedinsecticide
pirimiphos-methyl, and with standard vectorcontrol. The studies
willtake placeinahigh-transmission area of Kenya, with vector
controlmeasuresinadditionto the standard malaria control
measurestypically deployed, suchasLLINsandvaccination.
Regularcommunity surveyswillbe conducted to detect malaria

infectionsinchildren,and hospitaldataonmalariacaseswillalso
be collected.

Alongsidethistrial, the projectteamwillcarry out arange of studies
toprovideinsightsinto the effects of Guardianon mosquitoes.
Forexample, high-speedvideowillbe usedtotrackmosquito
flightbehaviournearamodelhumaninthe presenceof aLASR.In
addition, effectsonamodel of blood feeding activity and parasite
uptake willbe comparedinthe presenceandabsence of aLASR.
Effectsonmosquitoreproductionwillalsobe assessed.

The impact

The LASR study willgenerate key evidence onanovelvector-
controlproduct. It will:

e Showwhethertheuse of Guardianreducesthe malaria disease
burdenandhowits efficacy compareswithindoorinsecticide
spraying.

e Assesscommunity acceptability of Guardianandlong-acting
spatialrepellents (LASRs)more generally.

e Generateinsightsintothe potentialmode of action of LASR,
whichwouldindicate what properties should be optimisedin
new productdevelopment.

Vectorcontrolhas provenbenefitsinreducing the burden of
malaria. Withinsecticide spraying being phased outin multiple
countries, the LASRstudy couldleadto theregistration of anew
productthat, alongside othermeasures, would protect children
andadultsagainst this feared disease.

Projectataglance

Project duration 1Jul2025-30Jun2028
Total project cost €6032060,92

Global HealthEDCTP3 €6032060,92
funding

Disease area Malaria, Neglectedinfectious diseases

Interventiontype Otherpreventiontools

Overarching topic Antimicrobialresistance (AMR) or drug
resistance, Climate crisis or climate

adaptation

LIVERPOOLSCHOOL OF TROPICAL
MEDICINE

Scientific projectleader KENYAMEDICALRESEARCHINSTITUTE

Project coordinator

Participating countries United Kingdom, Kenya, Netherlands,
Belgium
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Accelerating Clinical Trials for CHIKungunya Vaccine in Africa

The ACT-CHIK projectisadvancinganewvaccine against
the chikungunyavirustoaddressits growing burden on African
populationsandhealth systems.

The challenge

Spread by mosquitoes, the chikungunyavirus causes avariety
of debilitating symptoms, including fever,headache, joint pain,
andfatigue.Insome cases, symptoms canbe severe andhave
long-termmusculoskeletaland neurological complications,
especiallyinchildren.

Chikungunyais nowendemicinmultiple countriesand canalso
triggerlarge-scale outbreaks. Giventhe numberof otherillnesses
thatpresentsymptomslike chikungunya, itisalmostcertainly
beingunder-diagnosed andunder-reportedinsub-Saharan
Africa.ltisalready having majorhealthandeconomicimpactson
householdsandhealth systemsintheregion,andthese arelikely
toworsenasclimate change acceleratesthevirus's spread.

Twovaccineshave beenlicensed forchikungunya. However, one
(IXCHIQ®) haditslicense suspended by the USFoodandDrug
Administration(FDA)in2025 due to safety concerns,andthe
company withdrewitsdossierinthe USinJan2026, while asecond
(Vimkunya®)isnotlicensedforchildrenunder12years of age.

The project

The ACT-CHIK projectis evaluating a potential alternative
vaccine with severaladvantageous features. Measles-vectored
chikungunyavaccine (MV-CHIK), developed by Institut
PasteurinParis, usesameaslesvirus backbone, whichishighly
immunogenicinanimalmodels, to deliver chikungunya antigens.
Itisavailable asaconvenient, highly stable freeze-dried
(lyophilised)formulation.

Sixphaselandlltrials of MV-CHIKhave beencarried outinEurope
andthe US,including asafety andimmunogenicity studyina
chikungunya-endemic country (PuertoRico). No safety concerns
have beenidentified, and the vaccine shows a promising
immunogenicity profile. Giventhat chikungunya outbreaks are
unpredictable and occurwithlittle warning, itis difficult tocarry
outaconventionalclinicaltrialto assessavaccine’s protective
efficacy. However, neutralising antibodylevels are consideredan
acceptable surrogate forprotectionand canbeusedtoinferlikely
clinical efficacy.

The ACT-CHIK projecthasthree key goals:

e Togeneratesafety andimmunogenicity datainAfrican
populations, through aphase lb/lll trialina mix of chikungunya
endemic andnon-endemic settings. Since the vaccine hasnot
beentriedinAfricans, the trialwill first assess safetyin different
age groups, including children, before progressingtoalarge-
scaleimmunogenicity and safety study. The clinical trials will
beimplemented by the University of Rwanda (UR - Rwanda),

KenyaMedicalResearch Institution (KEMRI - Kenya), IRRUA
Specialist Teaching Hospital Board of Management (IRRUA -
Nigeria)andInstitut Pasteurde Dakar (IPD - Senegal).

e Topreparefortechnologytransfertoenable MV-CHIKto be
manufacturedinsub-SaharanAfrica, at the IPD, sub-Saharan
Africa’sonly WHO-prequalified vaccine manufacturer.
ABrazilianmanufacturerwith experienceinvaccine
manufacturing, Fiocruz, will carry out a feasibility study and
identify whatisrequiredto enable IPD to produce thevaccine
commercially,incollaborationwithInstitut Pasteur.

e Todeveloparegulatorystrategy forlicensure of MV-CHIK
vaccineinAfrica.

The impact

The ACT-CHIK projecthas the potential to deliver significant
healthandeconomic benefitstosub-SaharanAfrica. It will:

e Demonstrate whether MV-CHIKis safe forusein Africanadults,
adolescents, and childrenandis sufficientlyimmunogenic to
likely protectagainst the chikungunyavirus.

e Establisharoadmap fortechnology transferso thatMV-CHIK
canultimately be manufacturedin sub-Saharan Africa.

e |dentifyaregulatory pathwaytoensurerapid approvaland
introductions should positiveresultsbe obtainedinthe trial.

e ContributetoAfrica’s strategic objective to manufacture 60%
ofiitsvaccine needs by 2040.

Inadditiontoits health benefits, aneffective vaccine against
chikungunyawould have multiple economic advantages:
protectinghouseholdsagainstloss of earningsandhealthcare
costs, reducingnationalhealthcare costs, and preventing
economiclossesfrompeople having to take time off work.

Projectataglance

Project duration 1May 2026 -30 Apr2030

Total project cost €15927 349,25

GlobalHealthEDCTP3 €15299931,75

funding

Disease area Neglectedinfectious diseases

Intervention type Vaccines

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Climate crisis or climate
adaptation

Project coordinator INSTITUT PASTEUR

Scientific projectleader UNIVERSITY OF RWANDA

Participating countries France, Rwanda, South Korea, Senegal,
Brazil, Nigeria, Kenya
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European-African vaccine initiative (EAVI): Accelerating preventive measures against chikungunya virusin

sub-Saharan Africa

The EAVIprojectis establishinganinternational partnership
topromote the clinicaltesting of vaccines against neglected
tropical diseasesinAfrica, startingwitharecentlylicensed
vaccine against the chikungunyavirus.

The challenge

Sub-SaharanAfricabearsthebrunt of neglected tropical
diseases(NTDs),yethasaccesstorelatively fewvaccinesto
controlthem. Thisreflects bothlimited researchintosuch
vaccines, aswellasalackof clinical trials of candidate vaccines
insub-SaharanAfrica, leading tolimited data from African
populationsand delayedlicensing decisions.

Oneexampleisarecentlylicensedvaccine, IXCHIQ, which
protects against the chikungunya virus. Although chikungunyais
agrowing public health threatin multiple sub-Saharan African
countries, thevaccineisnotyetwidely availablein the region.
IXCHIQisahighlyimmunogenicvaccine that should offergood
protectionagainstthevirus. However, asitis alive attenuated
vaccine, there are concernsaboutitsuseinpeoplelivingwith HIV,
of whomthere are 25 millioninsub-Saharan Africa, particularly
thosewhoseinfectionsare notwell controlled. Itis therefore
importanttodemonstrateits safetyin African populations.

The project

The EAVIprojectisestablishinganew European-African
partnership to accelerate the development and deployment of
new NTDvaccinesinsub-SaharanAfrica. IXCHIQ isbeingusedas
apathfinder, with clinical studies generating dataonthevaccine
inAfrican populations.

The projectisorganising aphaselllb trialin Kenya and Tanzania
of IXCHIQ's safety andimmunogenicity. The trialis focusing
onadults,and participants willinclude peopleliving with HIV,
providing the first data on the vaccinein this group. Socio-
behavioural studies willexplore the acceptability of the vaccine
withincommunitiesinthese two countries.

The study alsoincorporatesintensive analyses ofimmune
responsesinvaccinerecipients,includingcomparisons between
HIV-positive and -negative participants. It willassess:

e Seroconversionrates:the proportion of recipients who mount
immune responseslikely to be protective;

e Cross-reactivity: the ability of bloodsamples fromvaccine
recipients toneutralise different strains of chikungunyaand
relatedviruses;

e Thenatureof T-cellandantibodyresponsesfollowingvaccination.

The projectteamwillalso explore which structural features of the
virus stimulate protectiveimmune responses, to informfuture
vaccine design.Inaddition,itwillapply state-of-the-art single-
cellRNAsequencing technologiesto gaindeepinsightsinto
T-cellandB-cellresponsesand how they differbetweenHIV-
positive and HIV-negative individuals.

Afurtherfocuswillbe onsurveillance and disease prevention, as
the chikungunyadisease burdenisunclearandinfections arelikely

underreportedinsub-SaharanAfrica. Community exposure to
theviruswillbe assessed by determininghow many community
membershave circulating antibodies to chikungunya, while insect
vectors transmitting the virus willbe captured and analysed for
thepresence of the virus. How the virus genome changes over
time willbe monitoredintrial participants to provide insightsinto
viralevolution. Thisinformationwill provide a clearer picture of

the currentand future burden of chikungunya toinformnational
decision-makingontheuse of thevaccine.

Inadditionto these chikungunya-specific studies, the projectis
carryingoutawiderange of activities tolay the groundwork for
future NTDvaccine studiesintheregion. Theseinclude developing
guidance, masterprotocols and training materials for future trials,
holdingdiscussionswithkey national stakeholders,and engaging
withcommunities toidentify potential barriersto clinical studies.

The impact

The EAVIwillgenerate key dataonanewly developed
chikungunyavaccine while also laying the ground for future
neglectedtropical diseases(NTDs)vaccine studies. [t will:

e Providedataonthesafetyandimmunogenicity of IXCHIQin
African populations.

o Generate thefirstdatafrompeoplelivingwith HIV.

e Collectextensivedataonimmuneresponsestothevaccine
andhow thesedifferinpeoplelivingwith HIV.

e Establishaframeworkforthe evaluation of otherNTDvaccines
inthe future.

NTDshave ahugeimpact onthe quality of life of people across
sub-SaharanAfrica, aswellasamajoreconomicimpact. Creating
aframework forNTD vaccine testingin Africacould accelerate
vaccinetesting, licensingandimplementation, reducing the
burdenof these highly prevalentinfections.

Projectataglance

Project duration 1May 2026 - 30 Apr2031

Total project cost €14031531,25

Global HealthEDCTP3 €13695935,00
funding

Disease area Neglectedinfectious diseases, Emerging or

re-emerginginfectious diseases

Interventiontype Vaccines, Surveillance tools, Diagnostics

Overarching topic Climate crisis or climate adaptation,
Environment and biodiversity, Health

security
Project coordinator MEDIZINISCHE UNIVERSITATINNSBRUCK

Scientific projectleader THEREGISTEREDTRUSTEES OF THE
IFAKARAHEALTH INSTITUTE

Participating countries Austria, Tanzania, Spain, Switzerland,
Sweden, France, Kenya
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DENSTAR

Dengue Efficacy & Safety Trial in African Region

The DENSTAR projectistestingavaccine that couldaddressthe
growingchallenge posedbythe denguevirusinsub-SaharanAfrica.

The challenge

Dengueisadebilitatingviraldisease causingarange of symptoms,
includingfever,muscle andjoint pain,andskinrashes.Mildcasescan
forceadultstomissworkandchildrentolose outonschooling, while
severecasescanleadtohospitalisationandevendeath. Spread
bymosquitoes,dengueviralinfectionshave becomeincreasingly
commoninrecentdecades(1990t02021),leadingtotensof millions
of casesandtensof thousands of deaths globally. Inparticular,during
2023-2024,the Africanregionfacedanincreasingrisk. Mostdengue
infections areasymptomatic orcause nonspecific symptomsthatcan
easilybemistakenforotherconditions; therefore, reportedcasesare
likely significantlyunderestimated. Itisestimatedthataroundonein
fourinfectedpeople developsnoticeable symptoms.

Four ‘serotypes’ of denguevirusarein circulation globally:
DENV1-4. Infectionwith one serotypeleadsto some protective
immunity against other serotypes, but this protection wanes
overtime andleadstoarisk of aseverereactionif someoneis
subsequentlyinfected with adifferent serotype.

Thereiscurrentlyno specific antiviral treatment, and prevention
primarily reliesonmosquito control. However, thisapproach
isbecomingmore difficult due toinsecticide resistance,
rapidurbangrowth, climate change, andlimited community
involvement. Existingvaccines provide only partial protection
andcanonlybeusedincertainsituations. Thishighlights the
urgentneedforasafe, effective,andwidelyaccessible dengue
vaccine, especiallyinsub-Saharan Africa, where theriskisrising
andaccesstopreventive toolsis still limited.

The project

The DENSTAR projectisadvancing anew tetravalent dengue
vaccine, DengiAll, that coversall four dengue virus serotypes
and generatesrobust, balancedimmuneresponses, withalow
risk of severereactions following post-vaccinationinfection.
Itisalso asingle-dose vaccine, unlike existingvaccines, which
require multiple doses, shows good stability, andisrelatively
simpletomanufacture, suitable fortechnology transferandis
optimisedformassdeploymentinpublic healthprogrammes
andvaccinationcampaigns.

Alarge phasellltrial of DengiAllisunderwayinIndiainadults,
andaphasel/llsafety andimmunogenicity studyis planned
foryoungerage groups. The DENSTAR projectis generating
complementary evidence on DengiAllin African adults and
childrento confirmthat the DengiAllvaccineis safe and effective
inthis population, buildingon data generatedinIndia.

First,aphaselsafety study willbe carried outinMozambique, with
vaccinationinitiallyinadultsand then progressively inyoungergroups
downtoage?2.Around100recipientswillbe followed forsixmonths.

Assumingnosafetyissuesareidentified, aphase lll trial will follow
asanextension of the first study,inMozambique and at additional
sitesin Ghanaandthe Democratic Republic of the Congo (DRC).

CUY

This studyis designedtoassessimmuneresponses to each of
the fourDenguevirus (DENV)serotypesand compare them
withthose observedin the Indian trial. Protective efficacy will
therefore beinferredratherthan measured directly, which allows
forasimplerandshortertrial.

Asecondary set of activities focuses onintroducing adengue
human challenge modelin Gabon. Thiswillinvolve volunteers
beingdirectlyinfected with anattenuated challenge strain of
DENVundercarefully monitored conditions to determine the
effectiveness of priorvaccination. These activities willfocuson a
naturally occurring attenuated strain of DENV4isolatedin Puerto
Rico,whereit causedasymptomaticinfections. This study will
closeanimportantknowledge gap, as existing clinical trial data
donotcoverprotectionagainst DENV4 (whichwas not circulating
whenthetrials were conducted).

The DENV4modeland challenge will first be developed by
collaboratorsinthe US before beingtransferredto asitein Gabon.
Around 30 adultvolunteers will be vaccinated with DengiAlland
thenchallenged with DENV4 sixmonthslater.

The projectwillconsult withnationalregulators onthe evidence
neededforlicensing. Whenresults are available, it willbegin the
registrationprocessforDengiAllinthe DRC, Ghanaand Mozambique.

The impact

The DENSTAR project could have amajorimpact ondengue
controlinsub-Saharan Africa. It will:

o Generatedataonthe safetyandimmunogenicity of DengiAllin
Africanpopulations, fromwhichvaccine efficacy canbeinferred.

e Advanceavaccinethatwouldberelatively straightforwardto
manufactureinAfrica, which the current manufactureris willing
tofacilitate.

e Provideafulldatapackagethatshouldbe sufficienttosupport
registrationinpathfinder African countries.

Projectataglance

Project duration 1Jun2026 - 31May 2030
Total project cost €11091138,94

Global HealthEDCTP3 €11091138,75
funding
Disease area Neglectedinfectious diseases
Interventiontype Vaccines

Overarching topic Climate crisis or climate adaptation, Health

security
Project coordinator SCLAVO VACCINESASSOCIATION

Scientific projectleader KWAMENKRUMAHUNIVERSITY OF
SCIENCEANDTECHNOLOGY KUMASI

Participating countries Italy, Ghana, South Korea, Democratic
Republic of the Congo, Mozambique,
United States, Germany, Gabon
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eWHORM

Enablingthe WHO-Roadmap 2030

The eWHORM projectisusinganinnovative trialdesignto assess
the efficacy of apromisingnewtherapeutic, oxfendazole, against
multiple different parasitic worminfections.

The challenge

Soil-transmitted helminths (parasitic worms) are among the
mostcommonneglected tropical diseases(NTDs). An estimated
1.5billionpeopleworldwide areinfected with atleastone such
parasite. Collectively, theyaccount foraburdenof disease at
leastasgreatasmalariaor TB. They typically affect the most
disadvantaged populationsinsub-SaharanAfricaand canhave
lastingimpactsonchildren’s physicaland cognitive development.

Multiple parasiticworms affect populationsin sub-Saharan
Africa. Some treatments are available, but they have drawbacks,
anddrugresistanceisagrowingconcern. Formost parasites, few
newtherapeuticsareindevelopment, despite theunmet need.

Incollaborationwiththe EUHorizon 2020 project Helminth
EliminationPlatform (HELP), aninternational public-private
consortium,eWHORM s aiming to expand the pipeline of drugs
targeting soil-transmitted helminths. One of the compoundsin
the HELP portfolio, oxfendazole, has shown promise asadrug
thatkills multiple parasite species.

Oxfendazoleischeaptomanufacture andisalreadylicensedfor
useinveterinary medicine, soitcould berepurposed forhuman
userelatively easily. It could provide anew optionforboththe
treatment of individuals and broader disease controlefforts.

The project

To demonstrate the full potential of oxfendazole, the eWHORM
consortiumis conductinganinnovative ‘basket’ trial, which
willassessits efficacy against multiple parasite species - soil-
transmitted helminths, especially Trichuris trichiura (whipworm),
Onchocercavolvulus and Loaloa(roundworms), and Mansonella
spp -inasingle study.

Individualsitesin African countries - Cameroon, the Democratic
Republic of the Congo (DRC), Gabonand Tanzania - will each
focusonaspeciesoflocalimportance. The trial willalso assess
differentdoses of oxfendazole andits effects on parasite co-
infections, whichare commoninsub-Saharan Africa.

Theprojectisalsointroducing moleculardiagnostic tests
formultiple diseases developedin Cameroon, whichare
basedonLAMP (loop-mediatedisothermalamplification)
technology. Unlike othermoleculartests, LAMP assaysrequire
no sophisticatedlaboratory equipmentand cantherefore be
deployedinawiderrange of settings.

©@®

Finally, eWHORM simprovinglaboratoryinfrastructure by
developing avirtual training and assessment tool toidentify
filarialand parasitic infections using microscopy, which willbe
usedtotrainthelocalstaff.

The impact

The eWHORM project could have amajorimpactonthe
treatment and prevention of common and debilitating parasite
infections. It will:

e Advancethe developmentof amuch-needednewdrug,
generating evidence to supportregistration of oxfendazolein
sub-Saharan African countries.

o Facilitate wideruse of innovative new diagnostics, providing
additionaldataon parasite epidemiology.

e Enable ashifttowardstest-and-treat approaches forsoil-
transmitted helminthinfectionsinroutine care.

e Buildcapacity forcomplexadaptive trialsin sub-Saharan Africa.

e Provide extensive trainingtoenhance capacity forresearchon
diagnosis, treatment and control of soil-transmitted helminths.

The eWHORM projectis alignedwiththe WHO NTD Road

Map, supporting the development of atherapeutic that will
‘accelerate programmatic action’. Its activities could drive
forwardthe NTD elimination agenda, reducing the huge burden
of disease caused by soil-transmitted helminths and benefiting
millions of peopleinsub-Saharan Africa.

Projectataglance

Project duration 1Apr2023-31Mar2028
Total project cost €7967127,50

GlobalHealthEDCTP3 €7967127,50

funding

Disease area Neglectedinfectious diseases
Interventiontype Therapies, Diagnostics
Overarching topic Digitaltechnologies
Project coordinator UNIVERSITATSKLINIKUMBONN

Participating countries Germany, Austria, Democratic Republic of
the Congo, Cameroon, Netherlands, Gabon
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Implementation of superior treatment regimen and improved patient pathway for neurocysticercosisin

sub-Saharan Africa

The NeuroSolve projectisevaluatinganew treatment for patients
who develop epileptic seizures whentapeworm larvae become
lodgedintheirbrains.

The challenge

Afteringesting the eggs of pork tapeworms (Taenia solium),
larvae develop and canbecomelodgedinvarioustissues,
includingthe brain. Cystsformaroundlarvae,andif theyare
inthe brain, they may cause seizures, a conditionknown as
neurocysticercosis (NCC).

NCCisacommon cause of epilepsy -inareaswhere T. solium
isendemic,itcanaccountfor30% of all cases of epilepsy.

The exactnumberof people affectedisunclear, butitcould be
ashighas8million,and NCCisbecoming more common.

Althoughthe WHO has developedtreatment guidelines, these
arenotwellimplementedinsub-Saharan Africa. One major
challengeistheneedforbrainimaging (CTor MRI)toidentify
braincysts, asthistechnologyisnotwidely availablein many
settings. Antibody-basedtests forNCC are being developed
andcouldhelptoidentify potential cases sothat NCC-specific
treatments canbe given.

NCC canbetreatedwithanthelminticdrugs suchasalbendazole
orpraziquantel. However, small-scale studies suggestthata
combination of the two may be more effective.

The project

The NeuroSolve projectis carryingout multiple activities to
evaluate potentialimprovementsin prevention, diagnosisand
treatment of NCC. Itaimsto provide amodel forimplementation
research, tostrengthenevidence-based policy and practice by
puilding skillsinthe generationand use of research evidence to
supportthe successfulimplementation of medicalinterventions.

Akeyactivityisalarge-scale trialin Tanzaniaand Zambia to
assessthe effectiveness of the new combinationdrug treatment
of albendazole and praziquantelatimproving quality of life.

The trial willcompare the combination treatment with the current
recommended practice, with patientsinbothtrialarmsalso
receiving supplementary steroids to manage the inflammation
triggered by treatment of cysts.

The projectwillalsomodelthe potentialimpact of antibody-
pasedtestsforNCC, basedonthe characteristics of existing
testsorthose withimprovedperformance. Based onthese
findings, anewdiagnostic andtreatment pathway willbe
designedandevaluatedinapilotimplementation study.

The projectwillalso explore the feasibility of developing a
multisectoral One HealthNCC prevention programme, including
keybarriersandenablers.Inaddition, it willexplore the possibility
of creatinga One Healthimplementation strategy for Tanzania
andZambia.

The impact

The NeuroSolve project aimsto generate key evidenceona
potentialnew treatment forneurocysticercosis (NCC), assessthe
role of antibodytestsinNCC care, andidentify factors crucial for
the successfulimplementation of thesetools. Thisinformation will:

e Provideevidence onthe effectiveness of analbendazole and
praziquantelcombination treatment, informing nationaland
globalpolicy.

e Suggesthowantibody testing could bestbeintegratedinto
NCC care andwhat the optimal properties of anantibody test
wouldbe.

e |dentifyfactorsassociated withsuccessfulimplementation, to
guide theintroduction of new treatments and patient pathways.

e SuggesthowaOneHealth framework couldreducethe
prevalence of human cysticercosis.

Animproved treatment couldreduce the burden of disease due to
NCC.Atthesametime, greateruse of antibody testing could mean
more patientsreceive treatment thataddresses theroot causes of
theirepilepsy. The project willalso demonstrate to policymakers
howimplementationresearch cangenerate evidence toinform
policyandtheintroductionof newmedicalinterventions.

Projectataglance

Project duration 1May 2023 -30Apr2027
Total project cost €4234052,00

GlobalHealthEDCTP3 €4234052,00

funding
Disease area Neglectedinfectious diseases
Interventiontype Therapies, Diagnostics
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Participating countries Italy, Belgium, Tanzania, Zambia, France
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STOP 2030: Towards the interruption of transmission of soil-transmitted helminths: Promoting implementation of
researchresults of a fixed-dose combination of co-formulated ivermectin and albendazole

The STOP2030 projectisaccelerating theintroduction of anew
treatment forparasiticworminfections, one that could accelerate
theireliminationinsub-SaharanAfrica.

The challenge

Soil-transmitted helminths are a group of parasitic worms that
infectanestimated1.5billionpeople globally, with sub-Saharan
Africaaccounting foralarge proportion of the disease burden.
Keyinfectionsinclude:

e Ascarislumbricoides, aroundworm,

e Trichuris trichiura, whipworm,

e NecatoramericanusandAncylostomaduodenale,
bothhookworms.

WHO’s2021-2030 Roadmap for NTDs aims for theirelimination
asapublichealthproblem, mostly throughastrategy of mass
drugadministrationwith eitheralbendazole ormebendazole,
targeting childrenandwomen of reproductive age. However,
thesedrugsare only partially effective against T. trichiura.
Inaddition, they do not effectively treatanothercommon
parasite, Strongyloides stercoralis (threadworm), whichis often
foundinco-infectionswith othersoil-transmitted helminths.
Using albendazole ormebendazole ontheirownalso creates
selectionpressures favouringthe emergence of drugresistance.

The STOP Consortiumhasbeenworking formanyyearsonan
enhancedtreatmentforsoil-transmitted helminths: a fixed-dose
combination pillthatincludes bothalbendazole and ivermectin,
asecondhighly effective anti-parasite drug. The EDCTP-funded
STOP project’'s ALIVE phase 2-3trialin Ethiopia, Kenya and
Mozambique has generated highly positive dataonthe efficacy
and safety of thisnew combination treatment.

The project

Buildingonthese successes, the STOP2030 projectis
carryingoutarange of activitiesto supportthelicensingand
introduction of the new fixed-dose combination of albendazole
andivermectininendemic countries.

Coretotheprojectisapragmatic effectivenesstrial that will
provide evidence onthe use of the fixed-dose combinationin mass
drugadministrationsettings. Schoolsin GhanaandKenya willbe
randomisedtoreceive eitherstandard albendazole-based mass
drugadministration or the fixed-dose combination. The study will
trackthe prevalence of parasiteinfections at various time points
afterdrugadministration. Specialsafety monitoring systems willbe
setupinassociationwithschoolsto detectanyadverse events.

Inaddition, acceptability studies are being organisedin Ghana
andKenya. These willexamine healthworkerand caregiver
perspectivesonthetwoapproaches, aswellasondifferent
delivery methods - directly observed administration of
albendazole, the new fixed-dose combination, orathree-day
coursewiththe finaltwo doses takenathome.

The projectwillalso carry outmodelling of differentuse cases
and administration scenarios to assess their potentialimpact
and cost-effectiveness. Inaddition, itispilotinganapproach
tomonitorthe emergence of resistance, based ongenome
sequencing of breakthroughinfections detectedin the study,
whichmightindicatereduced drugsusceptibility.

The projectwillgenerate apackage of evidence for
policymakersand the WHO, which willbe used to advocate for
theintroduction of the new fixed-dose combination. It willalso
coordinate submissions forregulatory approvalsin Ghanaand
Kenya, which could formthe basis forsimilarapplicationsin other
countries. Inlate 2025, the Ghana FDAbecame the first country
toauthorise the treatment forclinicaland programmatic use.

The impact

The STOP2030 project could have amajorimpact onthe control
of soil-transmitted helminthsin sub-Saharan Africa. It will:

e Generateevidence fromreal-world settingsonthe
effectivenessandsafety of the new fixed-dose combination.

e Provideatreatmentoptionthatislogistically simple to
introduce orintegrate into ongoing programmes but offers
advantagesovercurrentlyused drugs, having activity acrossa
widerrange of parasites.

o Deliverapackage of evidencetofacilitateregulatoryapprovaland
tosupportglobalandnational policymakers’ decision-making.

Ultimately, the albendazole-ivermectin fixed-dose combination
couldofferanimprovedoption for controlling soil-transmitted
helminths, providing broader protectionand accelerating the
elimination of diseases that affect many millions of people,
especially children,insub-Saharan Africa.

Projectataglance

Project duration 1Jul2023-30Jun2027
Total project cost €5046435,75

GlobalHealth EDCTP3 E3663502,25
funding
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Interventiontype Therapies, Surveillance tools
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resistance
Project coordinator LABORATORIOS LICONSA SA

Participating countries Spain, United Kingdom, Ghana, Kenya, India,
United States
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STROGHAT
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Stop transmission of gambiense human African trypanosomiasis

The STROGHAT project willdetermine whetheranewdrug,
acoziborole,canbeusedina‘screen-and-treat’ approachfor
controlof human African trypanosomiasis.

The challenge

Enormousprogresshasbeenmadeinthe controlof human
Africantrypanosomiasis (HAT), apotentially fatalinfection

with trypanosome parasites. Eliminationis possible, butnew
approachestodisease controlwillbe neededascasesbecome
evermorerare.

Historically, the treatment of the most common form of HAT -
gHAT, caused by infections with Trypanosoma brucei gambiense
-reliedonrelatively toxic drugs suchas melarsoprol. To avoid
over-use of apotentially harmfuldrug, patientsunderwent
acomplexassessment procedure, basedonscreening for
antibodies, microscopic analysis of blood samples toidentify
parasitesand, toconfirmlate-stage disease, analysis of alumbar
puncture sample. Aswellasbeingcomplexandtime-consuming,
thisapproachalsomissedabout half of allgHAT cases.

The development of lessharmful drugs, including agents active
againstbothearly-stage disease and severe late-stage disease,
have openedup the possibility of treatmentbased onsimple
screening.Inparticular, the drugacoziborole, developed by
Novartisandthe Drugs forNeglected Diseases Initiative, has
pbeenshowntohaveanefficacy of 98% against gHAT and agood
safetyrecord,and couldformthe basis of a ‘'screen-and-treat’
approachto gHAT control, with at-risk populations screened for
antibodiesandimmediately treatedif they test positive.

The project

The STROGHAT projectwillassesswhetherascreen-and-treat
approachissafe, effectiveandacceptable. Focusingonthe Nord
Equateurregion of the Democratic Republic of the Congo (DRC),
itwilltarget63villagesinwhich cases of gHAT haverecently been
identified. Mobile teams will offerto screenallpeopleinthese
villagesand offeracoziborole to those testing positive, without
waiting formicroscopy results.Inaddition, rapid diagnostic tests
willbe offered at 30 sites already taking partingHAT surveillance.

Theapproachwillbe appliedforthreeyears, with carefulmonitoring
foradversereactions,afterwhichtheincidence of gHAT willbe
reassessed.Ifithasbeenreducedbelowacertainthreshold, this
wouldindicate that the parasiteis onthe path to extinction.

The impact
The STROGHAT projectwill:

e Evaluate effectivenessof a’‘screen-and-treat’ approachto
rapidly reduce gambiense human Africantrypanosomiasis
(gHAT) prevalenceinanentire focus.

e Extendacoziborole safety documentation.

e Analysethe costsof thisnewapproach.

STROGHATIntends to provide the first evidence for
recommending ‘screen-and-treat’ to national HAT control
programmes. Through facilitated diagnosis, increased
acceptabilityandaccessto treatment, STROGHAT will
contribute toachieving the goal of stopping gHAT transmission
by 2030, asdefined by the World Health Organisation.

Projectataglance

Project duration 1Jul2023-30Jun2028
Total project cost €4001936,25

GlobalHealthEDCTP3 €4001936,25

funding
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Participating countries Belgium, Democratic Republic of the
Congo, France
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3SI-CONTROL

@@

Integrated Anthelmintic-Based control of Taenia solium cysticercosis/taeniasis, Soil-transmitted Helminthiasis
and Schistosomiasis: safety, effectiveness andimplementation strategies

The 3SI-CONTROL projectisassessingwhetheritis safe

and effective toadministermultiple antiparasitic drugs
simultaneously and howtoimplement thisintegrated strategy
tohelp controlsome of the mostcommonneglectedtropical
diseasesaffecting sub-Saharan Africa.

The challenge

Neglected tropical diseases areresponsible foranenormous
globalburden of disease, affecting many millions of the

poorest people globally, particularly children. Soil-transmitted
helminths, a group of common parasiticworms, affectaround
1.5billionpeople,includingmore than 250 millionin sub-Saharan
Africa, while over200 million people worldwide - more than
90% of themin Africa - are affected by schistosome (flatworm)
infections. Althoughrarely deadly, these infections have multiple
debilitating effects onhealthand cansignificantly impair child
growthanddevelopment. The pork tapeworm Taenia solium-
related morbidityis strongly associated with neurocysticercosis
(NCC),amajorcause of epilepsy and various neurological
disorderswithinendemicregions.

Mass drug administrationis the cornerstone of soil-transmitted
helminth control, typically with albendazole ormebendazole.
Recently, withEDCTP funding, a fixed-dose combination of
albendazole withasecondanti-parasite drug, ivermectin, has
beenshowntohave significantbenefits,demonstrating greater
efficacy against Trichuris trichiura (whipworm)and extending
protectiontoinclude Strongyloides stercoralis (threadworm).
Separately, massdrugadministration with praziquantel is
usedto control schistosomes. ForT. soliumthere are currently
no countriesroutinelyimplementing control. Nevertheless,
praziquantelalsoimpacts the adult tapeworm,and assuch,
integration of disease controlshould be considered.

The project

The 3SI-CONTROL projectisassessingwhetheritis possible to
combinethenew fixed-dose combination of albendazole and
ivermectinwith praziquantel, aspart of integratedmass drug
administration campaigns targeting multiple parasites.

While efficacyiswell-established for the individual drugs and
initialresults from trials of the new fixed-dose combination

are highly promising, the safety of multi-drug mass drug
administration, aswell asits effectivenessinreal-world settings,
needstoberigorously demonstrated. Thereisariskthatan
inflammatoryresponsetoT. soliumlarvaemight generate
neurologicalsymptomsinpeople withbraincysts.

The 3SI-CONTROL projectistherefore carryingoutatrialin
Tanzaniaand Zambia that willinvolve around 10,000 people
agedbyearsandolder. Areasin the two countries willrandomly
introduce the fixed-dose combination and praziquantel, either
givensimultaneously orl4 days apart. Participants willbe
followedfor45daystocheckforanyadversereactions, withany
neurologicalsymptoms being subjecttoin-depth analysis.

Moreover, theimpact of jointadministration onthe community
prevalence of T. solium, soil-transmitted helminths and
schistosomeswillbe assessedinZambia.lnaddition, the project
includesaOne Healthdimension-impactsonthe presence

of tapewormlarvaeinpigpopulations willalso be assessed;
typically, aroundoneinthree pigs are affected, actingasa
source of humaninfections.

Theprojectalsoincludesasolidimplementationresearch
component,identifying potentialbarriersand facilitatorsto the
introductionof theintegrated controlprogrammesin Tanzania,
ZambiaandMozambique, alongwith cost-effectiveness
assessmentandlong-termimpact modelling. Thiswork willbe used
todevelop country-specificimplementationplans. Prototype
testing of theimplementationstrategies willbe conductedin
Zambia, Tanzania,andMozambique, followed by optimisation of
theimplementation strategies. Finally, the project willalso develop
generalguidance forintroductionsand policy briefs.

The impact

The 3SI-CONTROL projectwill provide key policy-relevant data
onanintegrated approachto parasitic worm control. [t will:

¢ Demonstrate whetherthe new fixed-dose combinationand
praziquantelcanbe safely administered together.

e Provideevidence of theirimpact onmultiple parasitic
worm infections.

e Generatepracticalguidancetoaccelerate the developmentand
implementation of integrated multi-parasite controlprogrammes.

e Buildcapacityinthree Global South countries

If safetyissufficiently guaranteed, the project could pave

the waytointegrated mass drugadministrationcampaigns,
providing people with protectionagainst multiple parasitic worm
infections, including tapeworminfections, which are currently
notroutinely targeted formass control. This could enhance the
quality of lifeand development of millionsin sub-Saharan Africa.

Projectataglance

Projectduration 1Jun2025 - 31May 2029
Total project cost €5500000,00

Global HealthEDCTP3 €5500000,00
funding
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Participating countries Belgium, Tanzania, Mozambique, Spain, Zambia
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TEBULA
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Telacebec to Control BuruliUlcer and Leprosy in Africa (TEBULA)

The TEBULA projectisadvancingapotentially revolutionary new
treatment fortwo neglected mycobacterial diseases: leprosy
andBuruliulcer.

The challenge

Inadditiontotuberculosis, mycobacteria cause otherdiseases
thathave asignificantimpactin sub-SaharanAfrica, including
leprosy (caused by M. leprae)and Buruliulcer(caused by M.
ulcerans). Althoughnotascommonordeadly asTB, leprosy and
Buruliulcerstillhave amajorimpactinmany parts of sub-Saharan
Africa. Bothare associated withlong-lasting and disfiguring skin
lesions, leading to discrimination, social stigma, and reduced
quality of life and economic opportunities.

Mycobacteriaare hardy bacteriaand difficult tokill, sodrug
treatmentstendtobelongandcomplex. Although effective,
currenttreatments forleprosyrequire patients to take a cocktail
of differentdrugs forup to12 months, while Buruliulcer treatment
isbasedonacourseof threepillstaken at different times of the
day for2months. Treatmentsalso have side effects, including
skindiscolouration, which canexacerbate stigmatisation.

Recently,anewdrughasbeendiscovered, telacebec, thatis
highly active against mycobacterialinfections. The druginhibits
energy-generating biochemical pathwaysinmycobacteria.
Both M. leprae and M. ulcerans are highly sensitive to telacebec,
asgenome shrinkage during theirevolutionhasledto the loss of
genesencoding alternative energy-generating systems.

The project

The TEBULAprojectisexploringwhethertelacebecisalso
effective forleprosy andBuruliulcer, buildingonresearchintoits
use asapossible treatment fortuberculosis.

Phaselandllstudies have already shown that telacebecis safe.
Aphaselltrialof telacebec forBuruliulcerhasstartedin Australia,
andresults fromthis study willinformactivities of the TEBULA
projectinsub-SaharanAfrica.

The primary aimof the projectis to evaluate shorter, simpler
treatments for the two conditions. Thiswould make it easier for
patientstoadhere to treatmentregimens and reduce the pressure
onhealthsystems. ForBuruliulcer,aclinicaltrialinBenin, Cote
d'lvoire,and Ghanawillcompare the timerequired forlesions
tohealwhen patientsreceive ashortened 4-week course of
telacebecversusstandard 2-month antibiotic treatment.

The study willalso explore patient perspectivesontreatmentand
itsimpactandwillhave apracticalfocus, examining factors that
may influence the introduction of telacebecintoroutine care.

Forleprosy, the teamis organising aphasell study toidentify the
optimal dose of telacebectoincludeinmulti-drug treatment
regimens. Thisstudy, inBenin, Cote d’lvoire and Ethiopia, will
comparedifferentdoses of telacebec aswell as dailyand monthly
dosing -thelatteris anticipated tobe effective andwould greatly
simplify treatments. Because current treatmentis highly effective,
telacebecisnotexpectedtoimprove clinicaloutcomes. The trial
istherefore assessing multiple clinical, patient-related and health
systemsissuestoidentifythe potential benefits of telacebecuse.

The impact

The TEBULAprojectwillaccelerate the development of apotentially
transformative drug fortwo neglected skinconditions. It will:

e Showwhethertelacebecisclinically effective against Buruli
ulcerandleprosy.

e Revealwhethersimplifiedtreatmentregimenscanbeintroduced.

e Indicate whetherpatients experienceimproved quality of life
withtelacebec-basedtreatments.

By simplifyingand shortening treatment for Buruliulcerand
leprosy, telacebec couldreduce pillburdenandtreatment
duration,improve treatment adherence, acceleraterecovery,
minimise therisks of stigmatisationand mentalhealthimpacts,
andreduce demandsonhealth systems.

Projectataglance
Project duration 1Jun2025 -31May 2029
Total project cost €6069390,00

GlobalHealthEDCTP3 €5768415,00
funding
Disease area Neglectedinfectious diseases
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Project coordinator FONDATION RAOUL FOLLEREAU
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Participating countries France, Ghana, United Kingdom, Spain,
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EMINENCE
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Eliminating onchocerciasis with Moxidectinin endemic hotspots of Central Africa

The EMINENCE projectis exploringwhetheranewly developeddrug,
moxidectin, couldaccelerate the elimination of onchocerciasis
(river blindness).

The challenge

The parasiticroundworm Onchocercavolvulusinfects an
estimated 20 millionpeople, almost allof theminsub-Saharan
Africa. Spread by blackflies, Onchocercainfectionscancause
arange of symptoms,including blindness. Thisinfectionis
commonlyknownas ‘river blindness’ because peopleliving
alongwatercourses are particularly vulnerable toinfection, as
thisiswhere blackflies are most found.

Onchocerciasishasbeentargetedforelimination,and control
currentlyrelies primarily onmass drug administration with
ivermectin. Althoughivermectinkills microfilariae larvae,

the stage of the Onchocercalife cycle whenitis transmitted
betweenpeople,itismuchlessactive againstadultworms,
whichcanlive forup to 20 years. It willtherefore take more than
adecade of massdrugadministrationcampaigns tointerrupt
transmission. Onchocerciasis persistsinseveralhotspotsin
Centraland West Africa, where transmissionintensityishighand
ivermectincoverageisincomplete.

Afurtherchallengeis thatmass drugadministrationwith
ivermectincannotbeusedinareaswhere asecond parasitic
roundworm, Loaloa,isalso present. Rapidkillingof L. loa
cantriggerapotentiallylethal physicalreactioninthe brain.
Onchocerciasishotspotsin Gabonandlarge areas of other
countries, covering 15 million people, are therefore excluded
fromivermectin-based mass drugadministration programmes.

The project

Because of these challenges, the searchis onforadditional
strategiestoaccelerate the elimination of onchocerciasis.
The EMINENCE projectisevaluating the use of moxidectinas
analternative toivermectininhigh-transmission areas and
regionswhere L. loa coexists with O. volvulus.

Phasellandllltrialshave shownthatmoxidectinis more active
thanivermectinagainst microfilariae. Italso appearstohave
moreimpactonadultworms. Althoughlicensed only forusein
childrenovertheage of 12years,an EDCTP2-fundedtrial has
demonstratedits suitability foruseinyounger children.

This potentialadvantage needsto be confirmedinprogrammatic

field trials, whichisacore aim of the EMINENCE project. Aphase
lllb trialisbeing organisedto compare annual or biannualuse of
eithermoxidectinorivermectininhotspot areas of Cameroon.
The trial willassess effects onparasite carriage, levels of
Onchocercaantibodies,and the presence of Onchocercain
blackflyvectors;itwillalso compare effects onadult worms.

Inaddition, the projectis evaluating the safety of moxidectinuse
inL.loaendemicareasinthe Republic of Congoand Cameroon. A
dose-finding phaselltrialisunderway, testing progressively higher
dosesof moxidectininprogressively heavierL. loainfectionsto
identify the highest dose that could beusedincampaigns.

Alongside these trials, the project teamis gathering the views

of key stakeholders, including healthworkers and community
members, on the use of moxidectin. It willalso carry outan
economic analysistohighlight the financialimplications of
introducing moxidectinand generate materials to help countries
introduceitintomassdrugadministration campaigns.

The impact

The EMINENCE projectisakey stepinthe development of
moxidectinas apotentialagent foronchocerciasis control. It will:

e Revealwhetherthe superiorperformance of moxidectin over
ivermectinisalsoseeninkey sub-Saharan Africanlocations.

e Demonstrate whethermoxidectincanbeusedsafelyinLoaloa
endemic areas.

If the benefits of moxidectinare confirmed, itsintroduction
couldextend the use of mass drugadministrationcampaigns
andaccelerate the elimination of acommonand debilitating
neglectedtropicaldisease havingamajorimpactonhealthand
quality of life across a swathe of sub-Saharan Africa.

Projectataglance

Project duration 1Jun2025 - 31May 2030
Total project cost €5205730,25

GlobalHealthEDCTP3 €4986 011,25

funding
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TreatPreg
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Enhanced preventive antiparasitic treatment for better health of African pregnants and their babies

The TreatPreg projectisassessingwhetheramixof anti-parasite
drugs canbegiventogetherduring pregnancy to prevent
anaemiaandadverse birthoutcomes.

The challenge

Parasite infections canbe particularly dangerous during
pregnancy. Anestimated oneinfourmaternaldeathsisdue to
parasiteinfections, which canalso cause arange of adverse birth
outcomes such asstillbirth, prematurity and low birth weight.
Many of these effects are mediated by parasites’ sequestration
ofiron,leadingto anaemia.

Because of these effects, the WHO recommends that pregnant
womenbe offeredarange of preventive treatments against malaria
(intermittent preventive treatmentinpregnancy, forexample,

with sulfadoxine-pyrimethamine), soil-transmitted helminths
(albendazole ormebendazole) and schistosomes (praziquantel).

Althoughthereisstrongevidence that theseinterventions
improve maternal healthandreduce neonatal mortality, they
are only partiallyimplementedinsub-Saharan Africa. Key
issuesinclude healthworkers’ concerns about givingdrugs to
pregnantwomen and the differing dosingand schedules of the
recommended treatments.

The project

The TreatPregprojectaimstoimprove the uptake of preventive
treatments during pregnancy by gatheringevidence onthe
safetyandefficacy of combined anti-parasite treatments.

Eachtreatmentisknownto be safeforuseinpregnantwomenon
itsown. However, thereislimited evidence of theiruse together,
althoughalbendazole and praziquantelhave beenusedtogether
inpregnantwomenandyoung children; co-administration
appearstohavenoimpactonsafety orefficacy. Givenwhatis
known abouthow the drugs are metabolised, thereisnoreason
tothinkthat theiruse togetherwillraise safety concerns or
diminishefficacy.

To confirmthisinpractice, the TreatPreg projectis conducting
aclinicaltrialinwhich praziquantelisadministered alongside
eitheralbendazole ormebendazole duringanantenatal care
visitat which preventive malariatreatmentis provided. The study,
conductedinBenin, the Republic of the Congo, Gabon,and

Ghana, willassess safety andtolerability,includingimpacts on
maternalhealth, birthoutcomes, and the health of younginfants.

The trialwillinclude pharmacokinetic studies to assesswhether
co-administrationaffectsbloodlevels of the individual drugs.
Acost-effectivenessanalysiswillalsobe carried out.

The impact

The TreatPregprojectwilladdresskeybarriers toimplementing
evidence-basedstrategiesto protect maternalhealth. [t will:

e Demonstrate whetherpreventive treatment for three critical
typesof parasiteinfection canbe safely givento pregnant
women at the same time.

e Providefurtherevidence ontheirbenefitstopregnantwomen
andtheiroffspring.

Generating thisevidence would provide a strongimpetus to
expandaccesstopreventive anti-parasite treatments during
pregnancy, helpingtoreduce the numberof maternaland
neonataldeathsinsub-SaharanAfrica.

Projectataglance

Project duration 1Jun2025 - 31May 2030
Total project cost €4783240,00

GlobalHealthEDCTP3 €4783193,75
funding
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WINGS-4-FGS
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(W)lInitiative forwomeN and GirlS affected by Female Genital Schistosomiasis

The WINGS-4-FGS projectis carrying out multiple activities to
raise awareness, enhance detectionandimprove treatment of
female genital schistosomiasis - acommon but poorlyrecognised
infectionaffecting girlsandwomeninsub-SaharanAfrica.

The challenge

Schistosomiasis, infectionwith parasitic flatworms, is one of
themostcommonneglected tropical diseases. Schistosome
infectionscancause arange of symptoms,including effectson
theurogenital system, as seenwith Schistosoma haematobium.
Aswellasshort-termsymptoms suchasulcers, female genital
schistosomiasis (FGS) canhavelonger-termimpactson
sexualandreproductive healthand mayincrease therisk of HIV
infectionand cervicalcancer.

Althoughitaffectsaround 50 millionwomen globally, most

of theminsub-SaharanAfrica, awareness of FGSislow. Itis
oftenmistakenforasexually transmittedinfection, leading to
mistreatment, stigmatisationand areluctance to seek treatment.

Ifidentified, adultworminfectionscanbe treated with
praziquantel. However, genital symptomsare caused by an
inflammatoryresponseto granulomas, as schistosome eggs
becometrappedintheurogenital systemandencasedinafibrous
casing;these arenotresolved by treatment with praziquantel.

The project

The WINGS-4-FGS projectiscarryingoutacoordinated set

of activitiestoraise awareness of FGS, improve detection,
enhancetreatment,andintegrate FGS careinto wider sexualand
reproductive health services.

e Awareness: Awareness-raising and trainingactivities are being
carriedoutamonghealthworkers and communitiesin Cote
d’lvoire, the Democratic Republic of the Congo (DRC), Ghana
and Malawi.

e Diagnosis: Atwo-step community-based screening strategy
isbeingpiloted:initial screening for schistosomeinfections
usingmicroscopyoraurinary testisfollowedbyanalysisof a
self-collected genital swab to check forsigns of FGS.

e Treatment: Alongside praziquantel, anti-inflammatory drugs
may have additional benefit by alleviating genital symptoms.
Aclinicaltrialin Cote d’lvoire, the DRC, Ghana and Malawi will
testwhetherwidely available steroids ornon-steroidal anti-
inflammatory drugs, whenadded to praziquantel treatment,
helptoresolve genitallesions.

e Serviceintegration: The projectwill carry out studies to
identify potential barriersand enablers of the integration
of FGSdetectionandtreatmentinto existing sexualand
reproductive health services forwomen.

The impact

The WINGS-4-FGS project has the potential toimprove multiple
aspectsof care of aconditionthat often goesunrecognised but
canhave amajorimpactonwomen’s quality of life. [t will:

e Ensure more healthworkers are aware of the symptoms of FGS
andhowitshouldbe treated.

e Determine whethercommunity-basedself-samplingisamore
acceptable andfeasible wayto detect cases.

o Showwhethersafe andreadily available anti-inflammatory
drugs canalleviate the symptoms of FGS.

e Provideinsightsinto howimprovedFGS care could beintegrated
into existing sexualandreproductive health services.

FGSisaneglectedaspectofaneglectedtropicaldisease. Ultimately,
the WINGS-4-FGS project should ensure thatmore womengain
accesstoappropriate treatmentandcare, reducingtheimpact the
conditionhasonreproductive healthand quality of life.

Projectataglance

Project duration 1Jul2025-30Jun2029
Total project cost €5036 364,69

GlobalHealthEDCTP3 €5036364,69
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MAMS4CL
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A multi-arm, multi-stage trial for cutaneous leishmaniasis - MAMS4CL

The MAMS4CL projectis establishing a clinical trial platform
totestimprovedtreatments forcutaneousleishmaniasis, a
parasitic disease that causessignificant sufferingin East Africa.

The challenge

Cutaneousleishmaniasisisnotthe deadliest form of infection
with the Leishmania parasite (visceral leishmaniasisis more
severe), butitneverthelesshasamajorimpact, particularlyinEast
Africa, whereitismostcommon.Itleadsto chronic scarring skin
lesions that caninterfere with dailylife, affect employability and
generate socialstigma. The condition cantherefore have amajor
impactonpeople’s quality of lifeand mentalwell-being.

Thelimitednumberof treatments available for cutaneous
leishmaniasisaddstoitsimpact. The most effective therapy
involvesrepeatedintramuscularinjections withapowerfuldrug,
sodium stibogluconate, whichis painfuland cantriggeravariety
of side effects. Itislikely that fewerthan1in10 patients with
cutaneous leishmaniasis actuallyreceive treatment.

The goodnewsisthat severalnew treatmentsarein
development. However, evenif sufficient trial capacity existed, it
would bevery costly totestallinseparate trials.

The project

Toovercomethisbottleneckandadvance potentially more
effective therapiesforcutaneous leishmaniasis, the MAMS4CL
projectisestablishing theinfrastructure fora ‘multi-arm, multi-
stage’ (MAMS) trial. It focuseson Ethiopia,acountrywitha
particularly high disease burden.

AMAMS study enables multiple drugstobe comparedinasingle
study. Aconsultationis being organisedto determine the final set
of compoundstobe evaluated, but severaloptionshave some
positive data available. These include:

o Miltefosine:amore convenient oralmedication, but one with
significant gastrointestinal side effects.

e Liposomalformulations of amphotericinB: alreadyusedto
treatvisceralleishmaniasis.

¢ Paramomycin:usedalongside sodium stibogluconate to treat
visceralleishmaniasis.

o Combinations of the above drugs.

Inthefirst stage of the MAMS trial, initial safety and efficacy data
willbe collected onthefive selected options. Amaximum of two
options meeting pre-set safety and efficacy criteriawill then

progresstostage 2, where afullcomparisonwillbe made against
the current treatment, sodium stibogluconate.

The projectwillalsoinclude pharmacokinetic studies to identify
druglevelsassociatedwith successfulresponses, providing
additionalinformation on optimal dosing. Otherwork willinclude
discussionswithlocalcommunities ontheirunderstanding of the
conditionand perceptions of current treatments.

The impact

The MAMS4CL projectwill create a platformforevaluating existing
andemerging treatments for cutaneous leishmaniasis. It will:

e Enable multiple possible treatment optionsto be testedina
single trial.

e Generatedirectlycomparable dataonthe safety andefficacy
of the different options.

e Establishaplatformfortherapidevaluationof newly
developedagents.

The MAMS4CL projectwillaccelerate the development of new
treatments forthiscommon, neglectedtropical disease and,
potentially,identify asaferandmore effective alternative toan
existingtreatmentwith significant drawbacks.

Projectataglance

Project duration TAug2025-31Jul2029
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FAME
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Repurposing fusidic acid as a short-course Onchocerca volvulus macrofilaricide: Arandomised controlled open-

label parallel group intervention phase llA/b pilot trial

The FAME projectisassessingwhetherarepurposed antibiotic
couldimprove control of onchocerciasis (river blindness).

The challenge

Onchocerciasis, aninfection caused by the roundworm parasite
Onchocercavolvulus,isaneglected tropical disease most
commonly foundin Central Africa.Inaddition to skin conditions,
itcanleadtovisualimpairmentandblindness. The parasiteis
spread by blackflies, whichreproducein flowing water, so many
casesof disease are found close towatercourses - hencethe
label ‘riverblindness’.

Onchocerciasishasbeentargetedforelimination, predominantly
throughthe use of massdrugadministration campaigns with
ivermectin. However, thisis likely to take more thanadecade even
if highcoverageisachieved.Inaddition, there arelarge areas of
Central Africawhereivermectincannotbe usedsafely because of
therisk of co-infectionwithanother parasitic worm, Loaloa: killing
L.loacantriggerapowerfulinflammatoryresponse thatmaylead
toneurologicaldamage and evendeath.

Recently, analternative control strategy has beguntoemerge.
The parasite depends onacommensal bacterium Wolbachia
forsurvival. Hence, targeting Wolbachiais an effective way

of eliminating O. volvulus. Antibiotics such as doxycycline

are highly effective against both microfilariae, larval stages
transmitted betweenpeopleviablackflies,andthe adultworms
that generate microfilariae. Furthermore, the killing effects of
doxycycline arerelatively slow, so thereislessrisk of triggering
neurologicaldamagein co-infections.

Despite these promising developments, doxycyclineisunlikely to
bealong-termsolution:itneedstobe givenforextended periods
andisnotsuitable foryoungchildren orpregnantwomen.

The project

The FAME projectis evaluating apossible alternative to
doxycycline, fusidic acid, anaturally occurring antibiotic used
intopicalcreams, whichis off-patentandsafe foruseinchildren
andpregnantwomen.

Thefirststepistoestablishasuitable dose foruseinalarge-
scalefieldtrial. Adose-finding studyis being carried outin
Cameroon, with effects on Wolbachiacomparedwitha four-
week course of doxycycline. This studyis being conducted
alongside community consultations to assess the approach’s
acceptability and any potential barriers toitsintroduction.

The projectisalso exploringways to enhance the efficiency
of clinical studies, forexample, by evaluating a potential new
methodforassessingtreatmentresponses. Current methods
dependonbiopsies of nodules containing adult parasites,
which are thenstained and examined by two different expert
observers. Using an extensivelibrary of slides, the project will
developandvalidate anAltoolto classify stained sections.

Inaddition, the project will evaluate analternative method,
pbasedonalessinvasive skinbiopsy, to assess Wolbachialevels
inmicrofilariae. The assumptionis that changesin Wolbachia
levelsinmicrofilariae willlikely mirrorthose occurringin adult
parasites. Thismethod would allow the efficacy of treatments to
pbeassessedmuchmorerapidly.

Anadditionalgoalistorefine apharmacokinetic/pharmacodynamic
modelto provide amore accurateindicationof the druglevels
requiredtokill Wolbachia effectively. Thiswould guide pre-clinical
studiesonWolbachiakillingandincrease the likelihood thatresults
frompre-clinicalresearchtranslatetohumans.

The impact

The FAME projectwilladvance the development of anaffordable
compound that could make a significant contribution to
onchocerciasis control. It will:

e Provideaninitialindication of the efficacy of fusidic acid and
the optimal dose forhumanuse.

e Generatenewtoolstoaccelerate the assessment of anti-
Wolbachia disease control strategies.

e Enableafullclinicaldevelopmentplantobe createdfor
fusidic acid.

If studies confirmthe early promise of fusidic acid, this would
openthedoortolarge-scaletrialsandultimately provide anew
approachtoonchocerciasis control that could drive forward its
eliminationin Central Africa.

Projectataglance

Project duration 1Sep2025-28Feb 2029
Total project cost €5121718,75

Global HealthEDCTP3 €5121718,75
funding

Disease area Neglectedinfectious diseases

Interventiontype Therapies

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Climate crisis or climate
adaptation, Digitaltechnologies, (Other)

emergingtechnologies

LIVERPOOLSCHOOL OF TROPICAL
MEDICINE

Scientific projectleader UNIVERSITY OF BUEA

Project coordinator

Participating countries United Kingdom, Cameroon, Germany,
Morocco, Switzerland
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IVM-KIDS

@@

Accelerating a pediatric formulation of ivermectin for the control of Neglected Tropical Diseases

The IVM-KIDS projectisdeveloping a child-friendly formulation
ofivermectinto ensure young children canbenefit from this key
drugforparasite control.

The challenge

lvermectinisone of the world’s most widely used antiparasitic
drugs. Itisactive againstawiderange of parasites that cause
neglectedtropicaldiseases,includingonchocerciasis,
lymphatic filariasisand some soil-transmitted helminth
infections. Collectively, these diseases affect more thanabillion
people, mostoftheminsub-Saharan Africa.

Ilvermectiniscommonly usedinmass drug administration
campaigns.ltcanbeusedonitsown, but thereisalso growing
evidence of the additional benefits of combinationdrug

use alongside albendazole, whichis also active against soil-
transmitted helminths.

However, unlike albendazole, ivermectinisnot approved for
useinchildrenlessthanbyearsoldorweighinglessthan15kg.
Thisispartly because of limited safety datain thisage group and
partly because of therisk of choking on currentlyusedtablets.

Theoretical safety concernsarose because of fears that the
immaturity of the blood-brainbarrierinyoung children might
allowivermectintocrossintothe brain. However, recentresearch
suggeststhat the key protein preventingivermectinaccessto
the braininadultsisalsopresentinyoung children. Inaddition,
whenyoung childrenhave beenexposedtoivermectin, no safety
issueshavearisen.

The project

The IVM-KIDS projectisdeveloping adispersible ivermectin
tablet foryoungchildrenandundertakingarange of studies to
demonstrateits safetyand efficacy.

Thelargest study of the project, planned for Ghana, Kenya,

the Democratic Republic of the Congo (DRC)and Tanzania, is
designedtodemonstrate the safety of the new tablet when given
alongside albendazole. Around 4,500 childrenweighing 5-15kg
willberecruitedto this study.

Asub-studyinvolving1,200 childrenwilltest the efficacy of the
newivermectintablet, focusing on Trichuris trichiura (whipworm)
infections, whichare only partially susceptible to albendazole.
Finally,apharmacokinetic studyin400 childrenwillassess
circulatingdruglevelsto ensure thatdosingis appropriate.

Alongside these studies, consultations will be carried out
with childrenand caregiversto assessthe palatability and
acceptability of the new formulation.

The impact

The IVM-KIDS project willexpand access to akey antiparasitic
drug. ltwill:

e Developanivermectintabletsuitable foryoungchildrenthat
dissolvesinthe mouth(orodispersible).

o Confirmthatthenewtabletissafe, efficaciousandacceptable
tochildrenand caregivers.

e Generatetheevidencerequiredtosupportlicensingapplications.

Ultimately, the IVM-KIDS project could enable millions of children
underbyearsof agetogainaccesstoivermectin, preventing
parasiteinfectionsthat canhave amajorimpact onphysicaland
cognitive development, and are associated with neurological
complications,including epilepsy, in sub-Saharan Africa.

Projectataglance

Project duration 1Sep2025-31Aug2029
Total project cost €5498750,00

GlobalHealthEDCTP3 €5498750,00

funding
Disease area Neglectedinfectious diseases
Interventiontype Therapies

Overarching topic Climate crisis or climate adaptation

LONDONSCHOOLOFHYGIENEAND
TROPICALMEDICINEROYAL CHARTER

Scientific projectleader KWAMENKRUMAHUNIVERSITY OF
SCIENCEANDTECHNOLOGY KUMASI

Project coordinator

Participating countries United Kingdom, Ghana, Spain, Democratic
Republic of the Congo, Kenya
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EpiGen Ethiopia

YOS JOVC)

Building scalable pathogen genomic epidemiology for Ethiopia

The EpiGen Ethiopia projectis bringing together multiple
partners to strengthenthe country’s capacity to detectandtrack
knownandemerging pathogens.

The challenge

Ethiopia, the second most populous countryinsub-Saharan
Africa,isaffectedby multipleinfectious diseases. These
infectionsaccountforanestimated 85% of the country’s health
problems. Ethiopiahasintroduced the WHO's Integrated
Disease Surveillance and Response (IDSR) systemto track 19
priorityinfectious diseases across more than 900 districts.

Implementing the IDSRsystemis challenging forseveralreasons,
includinglimited expertise andinsufficientinfrastructure.
Furthermore, becauseitreliesonmicrobiological methods,
theIDSRapproach doesnot provide comprehensive coverage
of allpathogens.

Genomic approaches, basedonwhole-genome sequencing

of pathogens, canprovide moreinformationacrossawider

range of pathogensto guide public healthresponses. Primarilyin
response tothe COVID-19 pandemic, genome surveillance has
becomemorewidelyusedinsub-SaharanAfrica. However, further
developmentisrequiredtounderpinnational surveillance systems.

The project

The EpiGen Ethiopia projectis bringing togetheracademic
and public healthinstitutionsin Ethiopia, aswellasregional
andEuropeanpartners, to create anational genomics-based
surveillance system.

Tothisend, 30 sites withinthe existingIDSR network, including six
regional public healthlaboratories, will share samples with two
nationalsequencing centres, Ethiopia’s national public health
institute (EPHI)and the ArmauerHansen Research Institute (AHRI),
alongwithlinked clinicaland epidemiological data. Genome
sequencing capacity willbe built at additional sites, and the EPHI
datamanagement platformwillbe strengthened and adaptedto
integrate TB diagnostic datainto asinglerepository. The project
willextend the platformtoinclude data from malaria diagnostic
testsandassess the feasibility of integrating additional point-of-
caretests, suchas fortyphoidfever.

The projectwillbuild onexperienceinKenya, where dashboards
havebeencreatedusinglocation-andtime-tagged data,
enablingnear-real-time diseaseinformationto be viewed by
policymakers and other stakeholders on mobile phones.
Theinformationgenerated willbe available to support
policymaking andlocal treatment decision-making.

Datavisualisationtools will be co-developed with national
policymakerstoensure thatthey meetuserneeds. These efforts
willalsobenefitfrominput fromexperts at the Africa Centre
forDisease Controland Prevention (Africa CDC), which has

experienceindashboard development. The AfricaCDCisacore
projectpartner,andthe project’'swork will feedinto the Africa
CDC's AfricanPathogen Genomics Initiative. Thislinkage will
alsohelptodisseminatelearningsandtoolsemerging fromthe
projectacrosssub-Saharan Africa.

The projectwillalso generate abiobank of samplestosupport
furtherresearchandestablishacomprehensive training
programme to build capacityinsequencing, bioinformatics and
datamanagement.

The impact

The EpiGen Ethiopia project will establish the foundation for
agenomicsepidemiology platformforinfectious disease
surveillanceinEthiopia. It will:

e Enhance the country’s ability to gatherinformation on
pathogensanduseitinclinicalpractice and disease control.

e Bringtogethermany partnersinacommunity of practice,
catalysinglocalinnovationinthe application of genomic
technologiestoinfectiousdisease surveillance.

e Provide amodelthatcanbereplicatedinothercountries, via
links withthe Africa CDC.

o Createacentreof excellenceinthe Hornof Africaand promote
wideradoptionof genomic technologies.

Afunctioninggenomic surveillance system will deliver multiple
pbenefitsto Ethiopia, including the potential to limitindiscriminate
use of therapeuticsandreduce the drivers of drugresistance, to
targetdisease controleffortswhere theyare mostneeded, and
tosupportresearchinto the key factorsdriving the spread of key
infectious diseases.

Projectataglance

Projectduration 1Jun2023 - 31May 2028
Total project cost €5499097,50

Global HealthEDCTP3 €5499097,50
funding

Disease area Neglectedinfectious diseases, Diarrhoeal

diseases, Tuberculosis

Interventiontype Diagnostics, Surveillance tools

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Climate crisis orclimate
adaptation, Digitaltechnologies, Health

security

STICHTING AMSTERDAMINSTITUTE FOR
GLOBALHEALTHAND DEVELOPMENT

Project coordinator

Participating countries Netherlands, Germany, Ethiopia, Spain
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SkincAlr

Early detection and management of SKIN-related negleCted tropical diseases using Artificial Intelligencein

sub-Saharan afRica (SkincAlr)

The SkincAlrprojectisdeveloping aneasy-to-use Al-based tool
tosupport the diagnosis of skin conditions caused by neglected
tropical diseases.

The challenge

Manyneglectedtropical diseases affect the skin. Globally,
almost 2 billion people have skin conditions linked to such
infections, causing stigma, isolationand discrimination
alongside theirdirect effects onhealth.

Assessment of skin conditions could therefore provide arapid
andconvenientway to diagnose neglected tropical diseases,
enabling therighttreatmenttobe offered to patients. However,
inmostsub-SaharanAfrican countries, there are shortages of
specialistdermatologists who could make such diagnoses.

The project

The SkincAlrprojectaimsto overcome thisbarrierusing Al-
basedimage analysis of skinlesions. Itsaimistocreatean
Al-drivenapp foruseinprimary care settingsto characterise skin
lesionsand provide adiagnosis to guide subsequent care.

Workingin Ethiopia, Nigeriaand the Democratic Republic of

the Congo (DRC), the projectis collating alarge database of
severalthousandimages of skinlesions associated with multiple
neglectedtropical diseases affecting sub-Saharan Africa,
drawing on materialat12 hospitalsin participating countries.
Theseimagesare being carefullyannotated by dermatologists
andwillbeusedtotrainanAlimage recognition system.

The diagnostic app basedonthis Alsystemwillbe co-developed
with healthworkers and otherstakeholdersusingarapid
prototypingandrevisionapproach. It willalsoincorporate
educational materials forhealthworkers, andinformation
gatheredthroughthe app willbeintegratedinto the standard
healthinformatics platform (DHIS2) usedlocally. Eachimage will
be geotagged, providing policymakers with epidemiological
dataoneachneglectedtropical disease.

The projectwillalso conductavalidation study to assess
diagnosticaccuracy by comparing the tool’s predictions with
those of expertclinicians. Impacts ondiagnostic performance
of healthworkers willthenbe assessedinthe three participating
countriesthroughabefore-and-aftercomparison following the
introduction of the new tool.

The impact

The SkincAlrprojecthasthe potentialto have amajorimpactonthe
careofneglectedtropicaldiseasesinsub-Saharan Africa. It will:

e Provideatoolfordiagnosisof neglectedtropical diseases
infrontline health facilities, based ontheircharacteristic
skinmanifestations.

e Ensurethatpatientsreceive arapiddiagnosisandare started
ontheappropriate treatmentas soonas possible.

e [ eadtomorerapidpatientrecoveryandreduce thelikelihood
of social stigmatisationand other psychosocialharms.

e Reducetheriskof furthertransmissiondue tountreated
infectionsinthe community.

Withneglectedtropical diseases affecting many millions of
peopleinsub-SaharanAfrica, the SkincAlrproject could have
asubstantialimpactonhealthand quality of life - particularly
amongsome of the poorest populationsinAfrica, who are at
particularrisk of such diseases.

Projectataglance
Project duration 1Jun2025 - 31May 2030
Total project cost €4926027,20

Global HealthEDCTP3 €4926027,20
funding
Disease area Neglectedinfectious diseases
Intervention type Diagnostics, Surveillance tools
Overarching topic Digitaltechnologies
Projectcoordinator UNIVERSIDAD POLITECNICADE MADRID
Scientific projectleader KENYAMEDICALRESEARCHINSTITUTE

Participating countries Spain, Kenya, Estonia, Senegal, Ethiopia,
Nigeria, France, United Kingdom,
Democratic Republic of the Congo
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MultiplexAl

SUCIOVC)

The Intelligent Autonomous Microscope: An Al platform for multiplex parasite diagnosis at the point of care

The MultiplexAl projectis developing an easy-to-use add-onfor
conventional microscopesthatdeploysartificialintelligence
(Al)modelstodetect multiple parasite infectionsin different
biologicalsamples.

The challenge

Parasitic diseases, frommalariatoneglected tropical diseases
(NTDs)suchasfilariasisand trypanosomiasis, affecthundreds

of millions of people worldwide, especiallyinlow-and middle-
income countries (LMICs). Inmany of theseregions, diagnosis still
reliesonconventional optical microscopy.

Optical microscopyis the gold-standard method for
diagnosing parasitic diseases, butit holdsimportant limitations.
The processislabour-intensive, depends heavily onthe
expertise of trained specialists,andresults canvary significantly
betweenobservers. Shortages of skilled personneland limited
laboratoryresources contribute to delays and misdiagnosis.

Thesechallengesaffect patientcareandpose apublic health
challenge: delayed orincorrectdiagnoses canworsendisease
outcomes, increase transmission, and place additional strainon
already fragile health systems.

Recentadvancesin Al offernew opportunities to address
thischallenge. Alsystemscananalyse medicalimagesand
automaticallyidentify patternsassociatedwith parasites,improving
point-of-care diagnosisand accelerating treatment for patients.

The project

MultiplexAlistransforming standard microscopesintointelligent
digitaldiagnostic systems.

The systemcombinesthree maincomponents:

e Alow-cost3D-printedadaptorthatconnectsasmartphoneor
tablettothemicroscope eyepieceto captureimagesof samples.

o Amobile applicationwithembedded Almodelsthatanalyse
microscopyimagesdirectly onthe device, detecting,
differentiatingand quantifying parasitesinreal time.

e Acloud-basedtelemedicine platformwhereimagesand
results canbe securely stored, visualised andreviewed
remotely by experts, enabling quality control, second opinions
andimprovedepidemiologicalsurveillance.

Together, these componentsupgrade existingmicroscopesinto
connecteddiagnostic toolsthatcansupport healthcare workers
atthe pointof care.

The Almodelsare beingtrainedusingreal-world datatorecognise
multiple parasites that provide clinically relevantinformation.

The project will evaluate the technologyinbothlaboratory and
clinical settings across several countries in sub-Saharan Africa
(Nigeria,Mozambique, Ethiopia, and Cote d’lvoire) comparing
itsperformance with established diagnostic methods. In
parallel, social science and healtheconomic studies will
assess usability, acceptability, and cost-effectivenessinreal
healthcare environments. Finally, a go-to-market strategy
willbeimplementedto deliverthe finalvalidated product to
healthcare communities worldwide.

The impact

MultiplexAlaims to make accurate parasite diagnosis more
accessible andscalable by bringing Al-poweredimage analysis
toroutine microscopy. The project will:

e Provide apracticalwaytoupgrade existingmicroscopeswith
Al-assisted diagnostics.

e Enablefasterandmore accurate detection of parasite
infections, supporting timely treatment.

o Allowawiderrange of healthcare workersto performreliable
microscopy analysis.

e Strengthendigitallaboratory networksandepidemiological
surveillance, while expandinglocal capacity to develop and use
Al-enabledhealthtechnologiesacross sub-SaharanAfrica.

Byimprovingthe speedandaccuracy of parasite detection,

the system could enable earlierdiagnosisand treatment,
reducingtherisk of severeinfection, limiting transmission, and
strengtheninghealth systemsinregions where parasitic diseases
continue to pose amajor globalhealthburden.

Projectataglance

Project duration 1Jun2025-30Nov2028
Total project cost €4999266,25

Global HealthEDCTP3 €4999266,25

funding

Disease area Neglectedinfectious diseases, Malaria
Interventiontype Diagnostics, Surveillance tools
Overarching topic Digitaltechnologies

FUNDACION PRIVADAINSTITUTO DE SALUD
GLOBALBARCELONA

Scientific projectleader AHMADUBELLO UNIVERSITY

Project coordinator

Participating countries Spain, Nigeria, Mozambique, Ethiopia, Cote
d’lvoire, Italy, United Kingdom
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DIDIDI

Digital dashboards in diagnostic innovations

The DIDIDI projectis developingautomated systems andAltools
toprovide amorerapidassessment of parasiticwormburdens.

The challenge

Keyneglectedtropical diseases, soil-transmitted helminths
(parasiticworms)and schistosomes (flukes) affect around
1.5billionpeople, most of themin Africa. They are targeted
forelimination, with controlrelyingmainly onmass drug
administrationcampaigns.

Monitoring progress towards eliminationis essential but
challenging.Inadditiontothe presence of parasites, itis
importanttotracktheintensity of infection, orindividualworm
burdens. This generally relies onmanualmicroscopic analysis of
stoolsamplesto quantify the number of parasite eggs present.
Thisislabour-intensive and time-consuming.

The project

The DIDIDI projectis assessingwhetherautomationand Al
technologies canaccelerate the analysis of stool samplesto
characterise parasiticworminfections.

Aprototype systemhasbeendevelopedbasedonavery
low-cost (below €220) 3D-printed microscope thatcanbe
transportedinabackpacktofieldlocations.|thasamodified
stagethatautomatically scans stoolsamplesandis controlled
by asimple mobile phone app, whichalso enables Al software
tointerprettheimage and provide anumerical count of eggs,
distinguishing betweenthose from five different types of
parasiticworms and schistosomes, infaecalsamples.

The DIDIDI projectisworkingwiththe microscope manufacturer
torefineitsdesignto makeitmorerobust foruseinAfrican

field settings. Inaddition, automatic scanning will be extended
tothethirddimensionsothe fullvolume of stool samplescan
beanalysed. The accompanyingappinterface and decision-
supportmodulewillbe co-designed withusers.

Thenewversionwillthen be evaluated at six schoolsin Kenya
andUganda,inareas where parasitic worms and schistosome
infectionsare common. The aimisforeachmicroscopeto
process100 samplesaday, or400 aweek (withaday for
associated supportandtransportactivities). Results from
severalmicroscopesmay be processedbynetworking
information through a single mobile phone. Findings willbe
comparedwith theresults of paralleltestingusing gold-standard
microscopy techniques analysedbylocalhealthworkers, as well
asby lateralflow assay testresultsand molecular testing.

Aswellastestingindividuals, the projectis exploringthe use

of community-wide samplingto track parasite burdens.
Latrine pitswillbe tested to determine whethertheinformation
onvillage-levelparasite prevalence over the period of mass
drugadministrationisusefulto policymakers.

CUCHOIC)

Individuals’and community results will be delivered directly
tonationalelectronic medicalrecords andto standard health
information systemsinbothUgandaandKenya, withdigests
presentedto policymakersviaadigitaldashboard.

Health economic analyses will be carried out to provide
insightsinto the cost-effectivenessandbudgetimpact of
bothindividual-leveland community-focused approaches.

Finally, the projectis also collatinglocal meteorological
datafromarange of sourcestodetermine whetherthere are
correlationsbetweenmeteorological determinants and parasite
prevalence. This could provide valuable insightsintohow disease
burdensmightbe affectedbyrecentchangesinweather
patterns, associatedwith climate change, which couldhelp to
optimise community treatment campaigns.

The impact

The DIDIDI project could support the more effective control of
keyneglectedtropicaldiseasesinsub-SaharanAfrica. It will:

e Showwhetheranew portable, higher-throughput microscopy
technology canreliably determine theintensity of infection of
schistosomes and soil-transmitted helminthsinindividuals or
communities, inlow-resource settings.

e Providedatathatcouldbothsupportthe treatment of
individuals and guide localand national control efforts.

e Generateinsightsintohowworminfectionsare being
impactedby changesinmeteorological patternsin East Africa.

Byrefiningmicroscopy toolsandintegrating Alimage analysis, the
DIDIDIprojectcould greatlyincrease the amount of informationon
parasiticwormburdens available to policymakers, helping themto
assessthe effectiveness of controleffortsand prioritise areas for
moreintensiveintervention.

Projectataglance

Project duration 1Mar2026-28Feb 2030
Total project cost €4995384,38

GlobalHealthEDCTP3 €4995384,38
funding

Disease area Neglectedinfectious diseases

Interventiontype Diagnostics, Surveillance tools, Other

prevention tools

Overarching topic Climate crisis or climate adaptation, Digital

technologies
Project coordinator UNIVERSITY OF GLASGOW

Scientific projectleader UGANDANATIONALHEALTHRESEARCH
ORGANISATION

Participating countries United Kingdom, Uganda, Netherlands,
France, Kenya, Germany
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IMPACTING

CICIOION)

Integrated Multi-vector-borne diseases Platform to Assess how global Change impacts Transmission using
Innovative systems modelling, Novel monitoring tools, and transmission blockinG micro-organisms

The IMPACTING projectis collectingdataonahost ofinsect
vectorsthatspreadinfectionstohelpbetterpredicttherisk of
infectious disease outbreaks.

The challenge

Climate change and environmental disruptionare havinga
profoundimpactonthe spread of infectious diseases, including
insub-SaharanAfrica. Changing temperatures and weather
patternsare affecting the distribution of vectors that spread
keydiseases,and changinglanduseisdisruptingecosystems,
bringingthese vectorsinto closer contactwith people.

These effectsare hugelysignificant,asvector-borne diseases
accountforanestimated 700,000 deathsayear,mostly of young
children. Although epidemiological studies canprovideinsightsinto
the currentdistribution of disease and areas atrisk, understanding
howthesearelikelytochangeandwhichareaswilllbe at greatestrisk
inthe futureis criticaltoinformpublichealthplanning.

The project

Focusingon Cameroon, Kenyaand Mozambique, the IMPACTING
projectisundertakingarange of activities to highlight areas
most atrisk of future outbreaks of vector-borne disease.

ltisexploringdiseaseslinkedtoarange of insectvectors, including:

e Mosquitoes: Malaria, dengue, chikungunya, yellow fever.

o Tsetseflies:HumanAfricantrypanosomiasis(sleepingsickness).
e Blackflies: Onchocerciasis.

e Ticks: Congo-Crimeahaemorrhagic fever.

At multiple sites, projectteammembersare sampling the
environmentto determinethe prevalence of different species of
vectors. Thisinformationwillbe used to map the existing distribution
of vectorsand modelhow theirdistributionwillchangeinresponse
toclimaticorenvironmentalchanges. Thisworkrequires several
innovations,including the development of new trapsand
attractantstocaptureinsectvectorsmore effectively.

Asecondstrand of the project focuses onenvironmentally
friendly approachestodisrupting disease transmission by insect
vectors.Ithasrecentlybecome clearthat the presence of some
commensal bacteriacaninhibitpathogendevelopmentinside
vectors.Infectinginsectswiththese bacteria could therefore
blocktransmissionwithout harming the vectors themselves,
therebyremoving selection pressure todriveresistance - a
constantchallenge for pesticide-basedvector control
strategies. The projectwillinitially focus ontwo species of
transmission-blockingcommensals, Serratiaand Microsporidia
MB, and develop strategies toidentify further candidates.

Athird strand of work focuses oncommunity engagement.
The projectteamaims to involve community members, including
women andyoungpeoplewho are often excluded fromthese

activities, inthe co-creation of strategies forcommunity-based
vectorsurveillance andvector control.

Basedontheseactivities, theteamplanstowork with policymakers
todevelop amultifunctional, multi-disease dashboardto visualise
highriskareasunderdifferent climate and environmental scenarios,
toinform preventive andrapid-response activities.

The impact

The IMPACTING projectisaddressing the growing challenge
posedbyclimate and environmental change to healthinsub-
Saharan Africa. It will:

e Provide bettermethods formonitoring the distribution of
insectvectors of keyinfectious diseases.

e |dentifyand beginevaluatingcommensal-based approaches
to controlthe transmission of vector-borne diseases.

e Involve communitiesinthe development of grass-roots
activitiesto disrupt disease transmission.

e Provide health officialswithtools formonitoring vector-borne
disease andidentifying areas at highrisk of outbreaks.

Throughthese activities, the IMPACTING project willequip
policymakersand communities with tools to better predict the
impacts of climate change and otherenvironmental factorson
vector-borne diseasesandtointervene more effectively to
reduce the burdenof suchdiseases.

Projectataglance

Project duration 1Jun2025 - 31May 2029
Total project cost €6153640,63

GlobalHealth EDCTP3 €6113862,50
funding

Disease area Neglectedinfectious diseases, Malaria,

Emergingorre-emerginginfectious diseases

Intervention type Surveillance tools, Other preventiontools

Overarching topic Climate crisis or climate adaptation,
Digitaltechnologies, Environment
and biodiversity, (Other)emerging

technologies, Health security

CENTREDE COOPERATION
INTERNATIONALE ENRECHERCHE
AGRONOMIQUEPOUR LE
DEVELOPPEMENT-C.I.R.A.D.EPIC

Scientificprojectleader THEINTERNATIONAL CENTRE OF INSECT
PHYSIOLOGYANDECOLOGY

Project coordinator

Participating countries France, Kenya, Cameroon, Portugal,
Mozambique, Madagascar, United
Kingdom, Switzerland, Australia
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PEP4LEP 2.0

©®

PEP4LEP 2.0 - Chemoprohylaxis forleprosy: comparing the effectiveness and feasibility of a community-based
intervention to a health centre-based interventionin Ethiopia, Mozambique, and Tanzania

The EDCTP2-fundedPEP4LEP projecthasreceivedadditional
fundingtocompleteits study of two possible modelsforthe delivery
of preventive leprosy treatmentsand care of otherskindiseases.

The challenge

Despite much progressindisease control,leprosyremainsa
common problemincertainsub-Saharan African countries.
Althoughrarely lethal, it canhave amajorimpact on quality of life,
leadingtoinjuries that canbe highly disabling and stigmatising,
andprevent people fromearningaliving.

Leprosydevelopsoveralongperiod of time,and stigmatisation
oftenleadspeoplenottorevealtheirinfectionstatus. These
factorsleadtodelaysincare seekingand provide opportunities for

infectionstobe transmittedto family membersandsocial contacts.

Therisk of leprosy transmission can be significantly reduced
by post-exposure prophylaxis (PEP), whichinvolves providing
antibiotics afterexposure to contacts of patients to prevent
infection. Thisapproachhasbeenshowntobe highly effective,
pbutitisnotclearhowitcanbestbeimplementedwithinhealth
systemsinsub-SaharanAfrica.

Inaddition, leprosyisone of more thana thousand diseases that
affecttheskin,including severalneglectedtropical diseases,
suchasleishmaniasis, Buruliulcerandlymphatic filariasis.
Globally, almost a third of the world’s populationis affected by
skindiseases,andinparts of sub-Saharan Africa, skinconditions
make up more than10% of primary healthcare consultations.
Since most countrieshave very few specialist dermatologists,
thereisinterestindeveloping primary care systems that
covermultiple skin conditions, anintegrated approach to skin
conditionmanagement thatisrecommendedby the WHO.

The project

Fundedthroughthe EDCTP2 programme, the PEP4LEP project
was setup tocompare twoways toidentify people who might
pbenefitfromPEP forleprosy. The firstwasbased on ‘skincamps’ -
temporary community-based clinics where community members
cominginto contactwith patients could be assessed forleprosy
andotherskinconditions, receiving PEP whennecessary. The
secondapproachwassimilarbutinvolved community members
attending existing health facilities. Aclusterrandomised trialwas
organisedin Ethiopia, Mozambique and Tanzania, withareasinthe
three countriesrandomisedto one of the two models.

The projectwasbadly affected by the COVID-19 pandemic,
which disrupted the organisation of skincamps. Inaddition,
acoreoutcomebeingassessedinthe project was the delay
indiagnosis of leprosy cases, whichwasitself affectedbythe
disruption of health services during the pandemic.

GlobalHealthEDCTP3fundingis enabling the PEPALEP 2.0
projecttocompleteits studyandalsotorecruitadditional cases
sothatthe specific effects of the pandemic canbe assessed.In
addition, the projectis now capturing dataonthelonger-term
impacts of the two models through extended follow-up andis
carryingoutacost-effectivenessanalysis. The projectisalso
consulting with healthcare workers and community members to
assess the acceptability of the two models and to gatherinsights
into the practicalities ofimplementation.

The impact

The PEP4LEP 2.0 project will provide key dataonpossible ways
toimplementpost-exposure prophylaxis (PEP) forleprosy
preventionand management of skindiseases. [t will:

e Generatehigh-quality dataontheimpact of PEP onthe
leprosy disease burdeninreal-world, high-burdensettings.

e Provideanindicationof the effectivenessand cost-
effectiveness of thetwomodels of PEP delivery.

o |dentifykeyfactorsassociatedwiththe effectiveimplementation
of eachmodel.

e Strengthenskillsindiagnosisandintegrated management of
skindiseases atthe community level.

Identification of an effective modelforcommunity-based
management of skinconditions could have amajorimpactonthe
quality of life of millions of peopleinsub-Saharan Africa affected
byleprosyandahost of otherneglected tropical diseases
affectingthe skin.

Projectataglance

Project duration 1Apr2024 - 31Mar2026
Total project cost €1780303,75

GlobalHealthEDCTP3 €1780303,75

funding

Disease area Neglectedinfectious diseases
Interventiontype Otherpreventiontools
Overarching topic Digitaltechnologies

NEDERLANDSE STICHTING VOOR
LEPRABESTRIJDING

Scientific projectleader ARMAUERHANSENRESEARCH INSTITUTE

Project coordinator

Participating countries Netherlands, Ethiopia, Germany,
Mozambique, Tanzania, Canada, United
States
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ComBac-Africa

COIOLIOINC)

Combating Multidrug-Resistant Gram-Negative Bacteriain Africa through Diagnostic and Antimicrobial Stewardship

The ComBac-Africaprojectisworkingtoimprove accesstonew
antibioticsinsub-SaharanAfrica,incorporatingmeasures to
ensure theirjudicioususe andlimit therisk of drugresistance.

The challenge

Sub-SaharanAfricafaces the dual challenge of limited access
tosome antibiotics aswellassome of the world’s highest

levels of antibioticresistance. Of particularimportance are
Gram-negative bacterialivinginthe gut,including Klebsiella
pneumoniae and Acinetobacter baumannii, that are resistant to
key classes of antibiotics (carbapenemsand third-generation
cephalosporins). These bacteriaare animportant cause of
severe hospital-acquiredinfections.

While efforts are needed toimprove access tonewer

antibiotics that are active against such drug-resistant bacteria,
introductions mustbe carefully managedto ensure theiruse only
when clinicallyrequired, to avoid the overuse that would drive
the development of antibiotic resistance. Thisdepends onthe
capacity of health systemstoidentify the causes of infections
andontheirsensitivity to different antibiotics, so that patients
canbe prescribedthe mostappropriate drug.

Inaddition,infection prevention and controlmeasuresneedtobe
optimisedto prevent the spread of hospital-acquiredinfections
andreducetheneedforantibioticsinhospital settings.

The project

The ComBac-Africaprojectisorganisingarange of activities
toenhanceaccesstoagroup of new antibiotics - cefiderocol,
ceftazidime-avibactam, and aztreonam-avibactam - while also
promoting strongerhospitalinfection preventionand control
systemsand antibiotic stewardship programmes.

Focusingonhospitalsin Céte d’lvoire, Guinea-Bissau, and Nigeria,
the projectisbuildinginstitutional capacity inmicrobiological
diagnostics by providing new equipmentand training. It willwork
withcliniciansineachhospitalto strengtheninfection prevention
andcontrolactivitiesand antibiotic stewardship programmes.
Newly developed clinical algorithms willhelp clinicians optimise
the detectionand management of seriousinfections.

Theseactivitieswillbe informed by a programme of work to
understand thelocal epidemiology of Gram-negative bacteria,
whichis generallynotwellcharacterisedinsub-Saharan Africa.
Thiswillinclude whole-genome sequencing of clinicalisolates,
enabling the tracking of the transmission pathways of individual
casesandsuggestingwhereinterventions shouldbe targeted to
reduce therisk of transmission.

Todetermine theimpact of these activities, aclinicalresearch
study willrunin parallel,comparing factors such asclinical
outcomesandantibioticusage before and afterthe intervention.

The impact

The ComBac-Africaprojectcouldleadtosignificant
improvementsinthe management of severeinfectionsin
hospitalsacross sub-Saharan Africa. [t will:

e Helptoestablishhealthcare practicesthatmatchpatientsto
the appropriate treatment, improving clinicaloutcomes and
avoiding overuse of antibiotics.

e Strengthenhospitalcapacitiesinkeyareas of infection
preventionand controland antibiotic stewardship.

e Provideamechanismto facilitate the introduction of multiple
new antibioticsinto sub-SaharanAfricanhealthcare systems.

e Explorearange of optionstoensure sustainableaccessto
thesenewantibiotics, including pooled procurementand
technology transferforlocalmanufacture.

Aswellasenhancingthe treatment of seriousinfectionsinthe
three participating countries, the ComBac-Africa project will
generateimportantlearning that will facilitate the wider, well-
managed introduction of new antibiotics, increasingaccessto
vital, life-saving treatments without misuse that would undermine
theirpotency.

Projectataglance

Project duration 1May 2025-30Apr2029

Total project cost €5869998,75

Global HealthEDCTP3 €5869998,75

funding

Disease area Diarrhoeal diseases, Lowerrespiratory
tractinfections, Cross-disease ordisease
unspecific

Interventiontype Therapies, Diagnostics, Otherprevention
tools

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance, Climate crisis or climate
adaptation, Environmentandbiodiversity

Project coordinator UNIVERSITATDES SAARLANDES
Scientific projectleader OBAFEMIAWOLOWO UNIVERSITY

Participating countries Germany, Nigeria, Guinea-Bissau, Portugal,
Cote d’lvoire, South Africa
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HUNADIA

®@

Next-gencholeratreatment for fasterrecovery, lower mortality and better outbreak control

The HUNADIA projectisassessingwhetheranewly developed
drugcanalleviate the symptoms of cholera, speedinguprecovery
andshorteningorpotentially evenpreventinghospital stays.

The challenge

Recentyearshaveseenaresurgenceincholera(acute watery
diarrhoea causedbyinfectionwith the bacterium Vibrio
cholerae). Contamination of water sources can cause explosive
outbreaks of diarrhoeal disease that maylead to deathsand
place enormousstrainsonhealth systems. Globally,upto 4
million cases are estimatedto occureachyear, leadingtotens of
thousands of deaths. Sub-Saharan Africaaccounts formore than
half of allcasesand the overwhelming majority of deaths.

Choleracanbe prevented by good water, sanitation, and hygiene
(WASH)infrastructure andpractices, butinmanyresource-poor
settingsand duringhumanitarianemergencies, outbreaksremain
common.Althoughoralcholeravaccine (OCV)canpreventdisease,
itisinshortsupplyandvaccine protectionwanesovertime.

Treatment of choleraismostly based ontheuse of oral
rehydrationsolution(ORS)andzinctoreplace fluidsand
electrolytes. Antibiotics may also be given, although they have
minimalimmediateimpact onsymptoms.

While beneficial, these treatments donotaddress the key
mechanismunderlying the most dangerous symptoms of cholera:
massive fluidloss. Thisisdue to atoxinreleasedby V. cholerae
(choleratoxin), whichactsonaprotein,knownas CFTR, that
regulates fluid flowinthe gut. Cholera toxinleadsto the persistent
activationof CFTR,leading to amassive outflow of waterintothe
gut, generating the acute watery diarrhoea typical of cholera.

The project

The HUNADIA projectis carrying out a majorinternational
trial to determine whetheranewly developed drug, known as
VR-AD-1005 (VR), canprovide anadditional tool forcholera
management by directly targeting the action of cholera toxin.

Developedby abiotechcompanyin Spain, VRinhibits CFTR,
whichturns off the tap held openby choleratoxin. VRhas two
components:acompound thatinhibits CFTR,and asecond
componentthathelpsthe drugstick totheintestinalwall,
preventingitfrombeingwashed away (which typicallyhappens
with oralanti-diarrhoeal drugs).

Inanimalmodels, VRIed to a70% reductionin stoolvolume
(faecalmatterexcreted)and 30%reductioninmortality.
Furthermore,inaphasellclinicaltrialin Bangladesh, where
choleraoutbreaks are seasonal, VRhalved the time to hospital
discharge, significantlyreduced stoolvolumes, andreduced the
need forintravenous fluid infusions.

To extend these highly promising findings, the HUNADIA project
isconducting alarger-scale phasellltrial, recruiting 1,200
patientsin Cameroon, the Democratic Republic of the Congo
(DRC), Malawi,Mozambique, Tanzania, and Zambia, aswellas
inBangladesh. Patients willreceivelocal standard of care for
cholerapluseitherVRoraplacebo.

The trialwill be amulti-centre adaptive trial, sinceitis difficult to
predictwhereandwhencasesof cholerawillarise. Recruitment
atdifferentsiteswillbe activatedwhenlocaloutbreaks occur.
Thetrialwillalsoinclude the potentialtovary otherparameters,
suchassamplesize ordose (underclearly defined circumstances).
Asmallernumberof caseswillberecruitedinthe community to
determine whetherVRcanbeusedearly to preventhospitalisation.

The trialwillassess multiple aspects of patients’symptoms and

use of healthsystemresources. Datawillbeusedtodevelopa
comprehensiveimpact and healtheconomic assessment that
examines theimplications forbothhouseholdsandhealth systems.

Inaddition, the trial willuse the data collected to explore the
impact of climate and environmental variables on the risk of
choleraoutbreaks.

The impact

The HUNADIA project could have a transformationalimpact on
the treatment of cholera. [t will:

e Revealwhatimpactanewlydevelopeddrug, knownasVR-
AD-1005(VR), has onthe severity and duration of clinical
symptoms of cholera.

o Whetherearlyuse of VR canreduce therisk of hospitalisation.

e |dentifythe potentialimpacts of VR administrationonthe
use of healthresources, includinghospital stays, use of
intravenous fluids and antibiotics.

e Provide arigorous assessment of the cost-effectiveness
of VRuse.

VRhasthe potential not only to benefit patients by reducing the

severity and duration of cholera cases, butalso to deliverhealth

systembenefits byreducing demandduring outbreaks, freeing

up hospitalbeds, and providing savings on medical supplies - to
the extent thatit may deliver overall cost savings.

Projectataglance
Project duration 1May 2026 - 30 Apr2030
Total project cost €5628262,50

GlobalHealthEDCTP3 €5628262,50
funding
Disease area Diarrhoeal diseases
Interventiontype Therapies

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance, Climate crisis orclimate adaptation
Project coordinator HUNAZINEBIOTECH SL

Scientific projectleader CENTREFORINFECTIOUS DISEASE
RESEARCHINZAMBIALIMITED

Participating countries Spain, Zambia, Netherlands, Malawi,
Mozambique, Bangladesh, Kenya, Cameroon,
Tanzania, Democratic Republic of the Congo
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TARGET

®@

Targeted antibiotic therapy for high-risk children with watery diarrhoea and malnutrition

The TARGET projectis assessing whetherantibiotic treatments
canimprove outcomes foryoung childrenaffected byboth
diarrhoealdisease and malnutrition..

The challenge

Young childreninlow-resource settings are prone to frequent
episodes of acute watery diarrhoea, which canbe severe enough
toleadtohospitalisationand death. Although an estimated
25-50% of cases arelikelytobe caused by bacterialinfections,
WHO doesnot currentlyrecommend antibiotic treatmentinsuch
cases,duetoalackof evidence thatitwould be beneficialand
concernsthatantibiotic use would drive antimicrobialresistance.
Evenso, most childrendoreceive antibiotics, but oftennotones
likely to be effective onthe causes of gutinfections.

The case forantibioticuse would be strongerif children most
likely to benefit could beidentified, so antibiotics couldbe used
sparingly andwhere they are specifically needed. Unfortunately,
therearenosimple teststo distinguishbetweenviral, bacterial
and parasite gutinfections, and testingindividually for particular
pathogensisnotfeasibleinmostsettingsinsub-SaharanAfrica.

Diarrhoealdiseaseis the biggestriskfactorfordeathamong
childrenwith malnutrition. Such childrenare also more likely
tohavedisease causedbybacterialinfections. Arecent trial
therefore assessedwhetherantibiotic treatmentwouldreduce
hospitalisation ordeathinyoungchildrenwith acute watery
diarrhoeaplus either dehydration, severe stunting ormoderate
wasting. Asmallbenefitwas seenforthe group asawhole, but
amuchlargereffectwasnotedwhenanalysisfocusedonlyon
childrenwithmalnutrition,inwhomtherisk of hospitalisationand
deathwascutbymorethanathird.

The projectteam calculated that fewerthan 20 childrenwould
needtobetreatedtopreventacase of hospitalisationor
death,lowerthanthe comparable figure for other conditions
(suchaspneumonia)forwhichWHO recommends antibiotic
use.Furthermore, the trial did notrecruit children with severe
acute malnutrition(who should already receive antibiotics)soin
practicethenumberneededtotreatislikelytobe evensmaller.

The project

Onthebackof these findings, the TARGET projectisnow carrying
outatrialwithaspecificfocusonyoungchildrenwithacute
watery diarrhoeaand malnutrition. At sitesin Kenya and Tanzania
where malnutritioniscommon, 2800 children willbe recruited
andrandomisedtoone of two antibiotics withknown efficacy
againstintestinal pathogens - azithromycin and ciprofloxacin -
orstandard care alone.

Theprojectwillcharacterisethe causes of infectionandalso evaluate
apoint-of-care stoolhaemoglobinassay which showspromise asa
simple wayto detectbacterialinfectionsincare settings.

Wheninfectionsdonotrespondto treatment, bacterialisolates
willbe sequencedtoidentify potential antimicrobial resistance

genes. The presence of suchgenesinthe wider gut microbiome
willalso be tracked.

The epidemiology of diarrhoeal diseaseis likely tobe
significantly affected by climate change. The projectis
collaboratingwithanother EU-funded project (SPRINGS)
whichis developingmethodsto predict how the distribution

of organisms causingdiarrhoealdisease willbe affected by a
changingclimate. The TARGET projectisinstalling equipment
togenerate deep dataonlocalenvironmental conditions, to
determine how these affect the pathogens detectedlocally. This
informationwillhelp to predict which other sites might expectto
see asimilardistribution of gut pathogensbecause they share
similarenvironmental conditions.

The impact

The TARGET project couldhave amajorimpact onthe treatment of
diarrhoealdiseaseinyoungchildreninsub-SaharanAfrica. [t will:

e Demonstrate whetherahighly vulnerable group - young
childrenwith acute watery diarrhoea and malnutrition - benefit
fromuse of widely available antibiotics.

e Evaluate whetherasimple point-of-caretest could beused
more generally to detect bacterial gutinfectionsrequiring
antibiotic treatment.

o Generate additionalinformationonthe presence of
antimicrobialresistance genesand theirsharing with species
presentinthehealthy gut microbiome.

Targetedtreatment of acute watery diarrhoeainyoung
childrenwith malnutrition could savelives andreduce the

risk of hospitalisation, which canhave a catastrophicimpact
onhouseholdfinancesandaddstothefinancial pressures
onhealthsystems. By ensuring that antibiotics are targeted
where most needed, the project could alsoimprove outcomes
without addingto the pressuresdriving the development of
antimicrobialresistance.

Projectataglance

Project duration 1Jul2026 - 31Dec 2030
€5799966,25

GlobalHealthEDCTP3 €5799966,25
funding

Total project cost

Disease area Diarrhoealdiseases
Interventiontype Therapies

Overarching topic Antimicrobialresistance (AMR)ordrug

resistance; Climate crisis or climate adaptation
Project coordinator STICHTING AMSTERDAMUMC
Scientific projectleader KENYAMEDICALRESEARCH INSTITUTE

Participating countries Netherlands, Kenya, Tanzania, France
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CryptoT&T

OIOIC)

A cryptosporidiosis point-of-care test-and-treat strategy in children with diarrhoea

The CryptolT&T projectisdeveloping atest to detect
Cryptosporidiumintestinal parasiteinfections, which couldusher
intargeteddrugtreatment forthiscommondiarrhoeal disease.

The challenge

Diarrhoeal diseases continue to be aleading cause of death
amongyoung childreninlow-and middle-income countries.
Suchdiseasesare caused by awiderange of bacteria, viruses
and parasites. One of the most commonis Cryptosporidium, a
single-celled parasite.

Cryptosporidiumappears to cause more disease thanonce
thought. Thelandmarkinternational GEMS study, forexample,
identified Cryptosporidium as the third most common cause of
diarrhoeal diseaseinyoungchildren,and one of threeinfections
associatedwithanincreasedrisk of deathinchildrenlessthan
twoyearsold. Anestimated 2.9 millioncases occureachyear
insub-SaharanAfrica, leadingtomore than200,000 deathsin
Africaand SouthAsia.

These deathsare avoidable, asan effective and affordable
treatment for Cryptosporidium already exists, nitazoxanide.
Currently, however, the drugisnotwidelyusedasthe symptoms
of Cryptosporidiuminfectionare the same as many other
diarrhoealdiseases, and there are no affordable diagnostics that
couldbeusedtoidentify cases causedby Cryptosporidium.

The project

The CryptoT&T projectaims to overcome this barrierbyusinga
microscope-basedapproachforidentifying Cryptosporidium
infaecalsamples. LED microscopy of faecalsamples treated
witha particularstain(auramine-phenol)isarelatively simple
technique requiring minimal training. Moreover, LED microscopy
hasalreadybeenintroducedinmany parts of sub-SaharanAfrica
todetect mycobacteria.

The projectisexploringwhether LED microscopy could be used
aspart of atest-and-treat strategy: patientswith diarrhoeal
disease wouldberoutinely screenedandprovided with
nitazoxanide when Cryptosporidiumis detected. Arecent study
in Ethiopia showed thatthe technique has high sensitivity,buta
largerstudyisneededtodemonstrate that the test-and-treat
strategyimproves clinicaloutcomes, specificallyinreducing the
duration of cryptosporidiosis-induced diarrhoea.

Asatreatmentisavailable, aplacebo-controlled trialwould not
beethical. The projectthereforeusesa ‘steppedwedge’ design,
inwhichtheinterventionisintroduced overtime, with areas
scheduledforlate-stageimplementation servingas control
sites. Ultimately, all facilities withinthe trial area willbe using the
strategy by the end of the study.

Thekeytosuccesswillbethe speedatwhichresultsare
generated, since the goalisto enable treatment to beginwhile
apatientisatahealthfacility. Onewayto decrease the total
turnaroundtime could be touse faecal smearsratherthanstool
samples. The project will thereforerunastudyin parallelto
comparetheresults obtainedwiththe analysis of faecal smears
andstoolsamples.

The studywillrunina diverse set of sites around Addis Ababa
anddifferent provinces of Mozambique to provide data
fromdifferenttypes of settings. [t willalso estimate the cost
implications of the test-and-treat strategy and carry out a cost-
effectivenessanalysis. The projectaligns with the UN Sustainable
Development Goal 3and the WHO initiatives toreduce the
burden of diarrheal diseases.

The impact

The CryptoT&T projecthas the potentialtoimpact the treatment
of diarrhoeal disease significantly. [t will:

o Generatecriticaldataonthe feasibilityand cost-effectiveness
of atest-and-treat strategy for Cryptosporidiuminfections.

o Facilitatetheintroductionof anaffordable andtargeted drug
treatment, nitazoxanide.

e Strengthensurveillance systemsand provide additionaldata
ontheprevalence of Cryptosporidium.

e Reducetheunnecessaryuse of antibiotics, the driving force of
antibioticresistance.

If the expectedclinicalimpactsare seen, the CryptolT&T project
couldleadtomuchwideruse of nitazoxanide, reducing the short-
termimpact of Cryptosporidiuminfectionsand, overthelonger
term, the harms associated with growth faltering triggered by
repeatedentericinfections.

Projectataglance

Project duration 1Jan2025-31Dec 2028
Total project cost €4700000,00

Global HealthEDCTP3 €4700000,00
funding
Disease area Diarrhoeal diseases
Interventiontype Diagnostics, Otherpreventiontools
Project coordinator UNIVERSITETETIBERGEN

Scientific projectleader ARMAUERHANSENRESEARCH INSTITUTE

Participating countries Norway, Ethiopia, Mozambique
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ODIN

Strengthening Environmental Surveillance to Advance Public Health Action

The ODIN projectis establishinganinfrastructure forgenomic
surveillance based onmonitoring for the presence of pathogens
andantimicrobialresistance (AMR) genes at environmental sites.

The challenge

Conventionalsurveillancerelieson analysis of clinical samples.
Analternative strategy, increasingly used, is monitoring
wastewater orenvironmental samples. Thisapproach does
notprovideinformationabout specific clinicalcases, butitisa
convenientway toidentify which pathogen strains are presentin
acommunity and how theirnumbers change overtime.

Genomic sequencing enables theidentification of multiple
pathogensandstrainsinthe same sample. Different pathogen
strainscanalso bedistinguished, andinformationcanbe gathered
onthe presence of antimicrobialresistance (AMR) genes.

Wastewater surveillance has beenwidely used to monitor
SARS-CoV-2andisincreasingly beingappliedtoawiderrange
of pathogens. Key challengesincludeinterpretinglarge volumes
of rawsequence data, presentinganalyses so policymakers
canactonthem,and managing sequence dataand associated
metadata(e.g.,samplingtime andlocation).

The project

The ODIN projectisintroducinginfrastructure and processesto
pilotwastewaterandenvironmental surveillancein Burkina Faso,
the Democratic Republic of the Congo (DRC), and Tanzania.
Sampling sites willbe established at two cities of differing sizes
ineach of the three countries, targeting avariety of wastewater
outletsandenvironmentalwater sources. The focus pathogensin
eachcountry willbe agreed withlocal policymakers.

The projectwillalso create amobile surveillance laboratory - a
convertedbusthat willbe equippedwith portable Nanopore
sequencingtechnologyandothermoleculartools. When
wastewatersampling detectsanincreaseinaparticular
pathogen, the mobile surveillance laboratory willbe deployed to
conductmore detailed analysestoidentify potential sources of
infectionandroutes of transmission withinthe community.

Otheraspectsof theprojectinclude anextensive training
programme and the development of aframework fordata
sharing, withinandbetween countries. It willwork closely

with national public healthinstitutes andlaboratories to build
capacitywithinnational systems. Team members will collaborate
with policymakers to design semi-automated bioinformatics
toolsand dashboardvisualisations, ensuring sequencing
activitiesinformprogramme planning as quickly as possible.

The projectwillalso address emerging scientific questions, such
astheabundance of different strains and species of Vibrio, the
bacteriathat cause cholera. Data from environmental monitoring
willbeintegrated withlocalhealth datato determine how the two
might best beusedtogethertodetectandtrack outbreaks.

The environmentalsampling data willalso be usedto develop
waterandsanitation safety plansinstudy areas.

The impact

The ODIN project willestablish pilot capabilities for wastewater
andenvironmentalsurveillance inthree countries. [t will:

e Provide publichealth officials with experienceinsettingup
andmanaging environmentalgenomic surveillance systems.

e Createnewtoolstoguide publichealthresponsestowater-
borne pathogens.

o Offeradditional opportunitiesto detectandrespondrapidly
tonewoutbreaks.

Withwaterborne diseasesresponsible forthe bulk of infectious
diseasesinAfrica,genomic environmental surveillance could
provide an essential early-warning systemandameans to
monitorthe effectiveness of public healthinterventions.

Projectataglance

Project duration 1Jul2023-30Jun2027
Total project cost €5210037,50

GlobalHealthEDCTP3 €5185037,50
funding

Disease area Diarrhoeal diseases, Cross-disease or

disease unspecific

Intervention type Surveillance tools

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Climate crisis or climate
adaptation, Digitaltechnologies,
Environment and biodiversity, Health

security

Project coordinator LUNDS UNIVERSITET

Participating countries Sweden, Democratic Republic of the
Congo, Tanzania, Belgium, Finland, Burkina
Faso, United Kingdom, Norway

-95-



RESEARCHAND INNOVATION ACTIONS IDIARRHOEAL DISEASES

GREAT-LIFE

Linking Infectious disease Front-liners’ control Efforts with central public health authoritiesin The African Great

Lakes Region

The GREAT-LIFE projectisbuildingagenomics-basedinfrastructure
totrackexistingandnewinfectious disease threatsand antimicrobial
resistance (AMR)genesinthe GreatlLakesregionof Africa.

The challenge

Torespondtoexistingandemerging diseases, nationalhealth
authoritiesneedtohave agoodunderstanding of the pathogens
circulatingintheircountries. Surveillance systems typically
focusonindividualpathogens, whichisinefficient,canleadto
theneglectof important disease-causingmicrobes,and does
nothelptoidentify emerging pathogens. Moreover, surveillance
systems generally focusonalimited number of sites, which
rarelyincluderemoterural settings where newinfections are
particularly likely to emerge.

New genomictechnologiescanaddressthese surveillance
challenges. Portable sequencingtechnologies, suchasNanopore,
cannowbeusedalmostanywhere, generating DNAsequence data
thatcanrevealthe presence of multiple pathogens.

The Great Lakesregion,whichencompasses parts of Rwanda,
the Democratic Republic of the Congo (DRC), Burundi, Uganda,
Kenyaand Tanzania,isdensely populated, mostlyruraland
includesmany displaced people. Theregionisabiodiversity
hotpotand, withpeoplelivingin close proximity to both
domesticanimalsandwildlife, thereis a highrisk of spill-overs

of infections fromanimals to humans. However, little surveillance
iscarried outintheregion, solimitedinformationis currently
available aboutthe causesof infectious disease and AMR.

The project

The GREAT-LIFE projectisintroducing systemsto support the
use of genomic surveillance in eight countries centred around
the Great Lakesregion. The projectaimsto maximise the value
of thisinformation, by enablingittoinformimmediate clinical
decision-making, to provide national authoritieswith dataonthe
prevalence of particularpathogensand AMR genes, and to help
trackemerginginfections.

The GREAT-LIFE projectteamhas developedtoolstosupport
the collectionandanalysis of data generated using the
Nanopore sequencing platform. The technology generates
huge amounts of data, whichrequires the use of sophisticated
bioinformatics toolsto generate usable information.

The GREAT-LIFE teamhas developed software that facilitates
localanalysisonalaptopandcompresses the datasothatit
canbetransmittedmore easily to centralised datarepositories.

Building on pilotworkinTanzania, the technology willbe
introduced at sixormore sitesin participating countries.
The projectisexploring three applications of the technology:

e Analysisof patientsamplestoidentify the causes of diarrhoeal
disease, toinformimmediate treatmentand longer-term
publichealthresponses.

e Characterisationof AMRgenesinenvironmental samples,
focusingonrurallocationsand camps fordisplaced people.
e Detectionof newpathogensthatemerge during the project.

Toensurethatthe dataiscommunicatedinaformthatisusefulto
policymakers, the teamisworking withrepresentatives of ministries
of healthandotherstakeholdersatdifferentlevels of the health
systemtoidentifykeydataneeds, preferredreportingprocesses,
andthe designof outputsto supportdecision-making. Field datawill
betransferredtoanexistingcentralrepositoryin Tanzania. Genomic
datawillbe combinedwith samplingmetadataandepidemiological
datainaformthatcanbesharedwithglobaldatabases.

The impact

The GREAT-LIFE projectwillintroduce genomic surveillance
across multiple countriesand generate evidenceinareas that
typically donot contribute to surveillance, leading to significant
datagaps. Itwill:

e Supportlocaldataanalyses, potentially facilitating tailored
treatment of individual patients.

e Provide detailedinsightsinto pathogensand AMRgenes,
supporting theupdating of treatment guidelinesandinforming
national public healthresponsestocombatdiarrhoeal
disease, AMRandepidemics.

e Buildcapacityinmultiple countriestoapply genomic
technologiesinsurveillance.

e Supportmulti-country coordinationand sharing of experiences.

Crucially, the GREAT-LIFE project will provide rapidinsightsinto
changingtrends, enablingrapidactionto be takentomitigate
therisk of epidemics of known ornew pathogens, limiting
potentialhealthandeconomicimpacts.

Projectataglance

Project duration 1Jul2023-30Jun2028
Total project cost €5207500,00

GlobalHealth EDCTP3 €5207500,00
funding

Disease area Diarrhoeal diseases, Emerging orre-

emerginginfectious diseases

Interventiontype Surveillance tools, Diagnostics

Overarching topic Antimicrobialresistance (AMR) or drug
resistance, Climate crisis or climate
adaptation, Digitaltechnologies, (Other)

emergingtechnologies, Health security

Project coordinator DANMARKS TEKNISKE UNIVERSITET

Participating countries Denmark, Tanzania, Rwanda, United
Kingdom, Netherlands, Uganda, Burundi,
Kenya
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CARE-Africa

®®

Novel Interventions to Identify and Control Diarrhoeal Diseases in sub-Saharan Africa

The CARE-AFRICA projectis developing aninnovative Al-based
toolto guide diagnosticsand treatment of diarrhoeal diseases
inchildrenunderb5insub-Saharan Africa, usingacombination of
localand globally sourced data.

The challenge

Diarrhoealdiseasesremainacommoncause of ill-healthand death
insub-SaharanAfrica, particularlyamong children. Inadditionto
theirimmediate healthimpacts, diarrhoeal diseaseshave multiple
long-termconsequences, affecting growth, development,
schoolingandeconomic prospectsinadulthood.

Management of diarrhoeal diseasesisamajorchallenge.
Amultitude of different viruses, bacteriaand parasites can
allcausediarrhoea, andidentifyingthe underlying cause of
symptoms canbe difficult. Outcomes canvary widely, too -
someinfectionsrapidly self-resolve while others may progress
toseveredisease witharisk of death. Again,itisdifficult for
clinicianstojudge whichchildrenare mostatrisk.

The project

The CARE-AFRICA projectis developing and evaluating an Al-
based toolto guide clinical decision-making, based onanalysis
of patientdataentered by aclinicianand automatedretrieval

of regionaland national data onotherfactorslikely to affect

therisk of diarrhoeal diseases, suchas environmental, climate,
socioeconomicanddemographic data. The toolis designedto
integrate these data sources andprovide aclinicianwith alikely
diagnosisandarecommended treatment.

Inadditionto presenting the probabilities of infection

and co-infectionwitharange of different pathogens, the
toolalso calculates thelikelihoodthat theinfection willbe
resistantto particularantibiotics, whichinformsits treatment
recommendations. It also provides aclinician with an explanation
of itsresultsandrecommendations. Results willbe generated
within 5 minutesinhealthcare environments, and the system
canretaininformation offline untilaninternet connectionis
established (foruseinmore disadvantaged areas).

Todevelop thetool, the CARE-AFRICAteamwilltrain Alagents
onmulti-scale and multi-modal datasources, sotheylearnthe
associations betweenawiderange of variables and different
causesof diarrhoeal disease andtypesof drugresistance. To
underpinthistraining, the projectis collating historical data
from Ethiopiaand Ugandaand collectingnew data from a set of
sentinelsitesincontrastinglocations. The tool'sinterface and
functionality are being developedinclose collaborationwith
end-users. Itisbeingdesignedtorunonatabletdevice.

Oncetrainedandvalidated, the toolwillbeinitially testedina
pilot studyineightfacilitiesin Ethiopiaand Uganda. Arevised
versionwillthenbe tested more extensively across 40 facilities,
withresults obtained forapproximately 4,700 children.

Inasecondstrand of the project, the team willdevelop models
basedonthetraining datato provide dynamic predictions of
diarrhoeal diseaserisk. Thiswill give policymakers a tool for
exploringhow case numbers might be affected across different
scenarios, forgeneratingrisk mapsto targetinterventions, and
forexploring potentialimpacts. Community consultations will
be organisedto gatherdataoncommunity-levelrisk factors
fordiarrhoealdisease andbarriersto care, whichwillalsobe
incorporatedinto the model.

The impact

The CARE-AFRICA projecthas the potential toradically change
the assessment of diarrhoeal disease casesinchildreninsub-
Saharan Africa. It will:

e Createasophisticatedclinicaldecision-making supporttool

thatrequires minimalinput from clinicians yet draws onawealth

of datasourcestomake assessments of the likelihood of

different disease aetiologies.

Provide animmediate assessment of the likelihood of

antibioticresistance, without specific susceptibility testing,

whichtypically takes daysto deliverresults.

e Reduceantibiotics’ misuse by matchingantibioticusetothe
likely susceptibility profile of aninfection.

Ifvalidated, thenewtool could ensure that childrenare more
likelytoreceive anappropriate treatment fordiarrhoeal disease
-speedinguprecovery times, reducingunnecessary use of
antibioticsand therebyrelieving pressures driving antimicrobial
resistance, and optimising use of health systemresources.

Projectataglance

Project duration 1May 2026 - 30 Apr2029
Total project cost €4808785,75

Global HealthEDCTP3 €4808785,75
funding

Disease area Diarrhoealdiseases

Interventiontype Otherpreventiontools

Overarching topic Antimicrobialresistance (AMR) or drug
resistance, Climate crisis or climate

adaptation, Digitaltechnologies
Project coordinator KING’'S COLLEGE LONDON

Scientific projectleader THEINFECTIOUS DISEASESINSTITUTE
LIMITED

Participating countries United Kingdom, Uganda, Ethiopia, Italy,
Spain, South Africa
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PRoRota

®®

Safety, effectiveness and cost-effectiveness of probiotics as adjunct preventive therapy for childhood diarrhoea
and antimicrobial resistance in Africa: Adouble blinded randomised controlled trial

The PRoRotaprojectisassessingwhetherprobiotic
supplementscanboostresponsestorotavirusvaccinationand
reduce theriskof diarrhoeal disease inyoungbabies.

The challenge

Diarrhoealdiseasesareresponsible foralmostoneintendeaths
of youngchildren-more thanathousand deaths aday globally.
Diarrhoealdiseasesare causedbyawiderange of pathogens, but
the greatestdisease burdenisassociated withrotavirusinfections.

Thisburdenhasbeensignificantlyreduced overthe pastdecade
throughthe widespreadintroduction of rotavirus vaccination.
However, the performance of rotavirus vaccinesis markedly
lowerincountriesinsub-Saharan Africa.

Thereissome evidence that thiseffect mayberelatedto

the composition of bacterial communitiesinthe gut (the gut
microbiota), which appearsto affectresponsestooralvaccines
inlow-income countries. ‘Healthy' gut bacteriamay prevent
colonisationby pathogenic bacteria, protecting against gut
damage,andmay also stimulate gutimmune responses.

Thesefindingshaveledto speculationthat supplementary
probiotics - live, non-pathogenic bacterial cultures - might
temporarily shift the gut microbiotaandboostimmune
responseswhengivenalongsiderotavirusvaccines. However,
limited data are available.

Probiotics may also have otherbenefits. Thereis some evidence
thatthey enhancerecovery fromdiarrhoeal disease whenusedas
atreatment. When given prophylactically, they may alsolimit the
diarrhoealinked to antibiotic use. Andthey mayreduce therisk of
colonisationwith antibiotic-resistant strains of gutbacteria.

The project

The PRoRota projectis generatingrigorous dataonthe benefits
of probiotic supplementationinyoungbabies, as part of aholistic
disease-preventionapproachthatalsoincorporatesvaccination
andimprovedwater, sanitationandhygiene (WASH) practices.

In Cote d’lvoire, Malawiand Tanzania, the projectisrecruiting
4,000 newbornsand comparingacombinedintervention
againsttheusualstandard of care. Theinterventionincludes
fourfour-weekly courses of acommercially available probiotic
supplement, at birth, 6,10 and 14 weeks, plus rotavirus
vaccinationand WASH advice (based on a pre-trial study
examining current WASH practices).

The babiesare beingfollowedforsixmonths. Awiderange of
dataisbeingcollected,includingthe number of episodes of
diarrhoeal disease, cases of rotavirus diarrhoea, hospital visits
andhospitalisationsdue to diarrhoeal disease. The strength of
immuneresponses following vaccinationwilllbe monitored, as

willchangesinweightand growth, and the presence of drug-
resistant gutbacteriaand microbiota diversity.

Dataontheimpacts of probiotic supplementationonthese
outcomes willbe usedto estimate theintervention’s cost-
effectivenessandthe costs of implementation.

Inaddition, the projectis collecting dataonawiderange of
climate-relatedvariables at study sites. These willbe usedto
explore associations betweenvarious climate factorsand the
risk of diarrhoeal disease, to support the development of a
predictive modeltoidentify diarrhoeal disease hotspots based
onenvironmental context.

The impact

The PRoRota projectwillgeneraterobust dataonapotentially
impactfulinterventionto preventdiarrhoeal diseaseinbabies. It will:

e Revealwhetherprobiotic supplementationleadstoimproved
immuneresponsestorotavirusvaccines.

o Showwhethersupplementationleadstoareductionintherisk
of diarrhoeal disease.

o |dentifythelikely cost-effectivenessof supplementuse.

o Developamodelforidentifyingdiarrhoeal disease hotspots
andthe potentialimpacts of climate change ondiarrhoeal
diseaseriskindifferentlocations.

If shownto be effective, probiotic supplementationisarelatively
simpleinterventionthat could haveimmediate benefitsin
preventing episodes of potentially severe diarrhoeal disease,
while alsoreducing thelong-termimpacts onchildhood growth
and development causedbyrepeated gutinfections.

Projectataglance
Project duration 1May 2026 - 30 Apr2030
€5834000,00

€5299998,75

Total project cost

GlobalHealthEDCTP3
funding

Disease area Diarrhoeal diseases

Interventiontype Otherpreventiontools

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Climate crisis or climate

adaptation
UNIVERSITETETIBERGEN

TRAINING & RESEARCHUNIT OF
EXCELLENCELIMITED

Project coordinator

Scientific projectleader

Participating countries Norway, Malawi, Tanzania, Cote d’lvoire
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OPT-bCPAP

@@

Oxygen Optimisation Therapy through BCPAP for management of childhood pneumoniain general hospitals

of LMICs

The OPT-bCPAP projectis supporting therollout of aninnovative
low-costapproachwiththe potentialto prevent the deaths of
thousands of young childrenfrompneumonia.

The challenge

Pneumoniaisresponsible forthe deaths of an estimated
750,000 childrenunderbyearsof age everyyear,14% of all
deathsinthisage group. Countriesinsub-Saharan Africahave
some of the highest mortality rates frompneumonia, including
Nigeria (first)and Ethiopia (fourth).

Pneumoniaiscausedbyarange of bacterialandviralpathogensand
isresponsibleforahuge numberof deaths,whichare preventable
ifthe conditionisrecognisedearlyand careisoptimised. The main
challengeinpneumoniais hypoxaemia-low bloodstreamoxygen
levels -and providing childrenwith supplementary oxygencanmake
thedifference betweenlifeanddeath.

Insevere casesinhigh-income countries, mechanical ventilators
areusedtodeliveroxygenunderpressure tothelungs, which
ensures thatairsacsinthe lungs (alveoli)remaininflated.In
low-resource settings, alower-cost alternative is provided by
bCPAP (bubble continuous positive airway pressure), which
usessimple, readily available materials to deliver oxygenunder
pressure. Oxygenisdeliveredviamodified nasal prongs, which
canbefittedbynurses.

Although severalstudiesinlow-andmiddle-income countries
have demonstrated dramaticimprovementsinsurvival
associated withbCPAP use,insome casesbyup toathird, atrial
inMalawifoundanincreasedrisk of harm. Thislikely reflects an
issuewiththeimplementation of the new approach, highlighting
theimportance of conductingimplementationresearchto
identify key factorsassociated with the successfulintroduction
of bCPAP intoroutine clinical practice.

The project

The OPT-bCPAP projectis supporting the introduction of
bCPAP (bubble continuous positive airway pressure) at sitesin
high-burdencountries (Ethiopiaand Nigeria)andinMalawi. Itis
drawing onthe experience of trials that have been carried out
inBangladesh, Ethiopiaand Ghana, whichdemonstrated the
potential survival benefits associated withbCPAP use.

Duringrollout, the project teamis monitoringarange of factors
that could potentially affect the success of bCPAP. These
include adherencetotreatment guidelines, healthcare-seeking
behaviourandtimeliness of treatment, the prevalence of
respiratory syncytialvirus (RSV,animportantnon-bacterial
cause of pneumonia), levels of resistance to commonly used

antibiotics,andthe pharmacodynamics/pharmacokinetics
of antibiotic treatments. Antibiotic resistance orinadequate
antibiotic treatments could be factors contributing to poor
clinicaloutcomes.

The projectisbeingcarried outinclose collaboration with
nationalpolicymakers,and datais alsobeinggeneratedonthe
cost-effectivenessof the bCPAP approach.

The impact

The OPT-bCPAP projectis generating dataonone of the biggest
killers of young childrenin sub-Saharan Africa. [t will:

e Provide policymakerswithkey evidence ontheclinicalimpact
of bCPAP (bubble continuous positive airway pressure) on
child survivalandits cost-effectiveness.

o |dentifythe mainfactorsassociatedwith the successful
implementation of bCPAP inroutine careinarange of sub-
Saharan African countries.

e Generate guidance and othermaterialsthat could beusedto
supportimplementationin othersettings.

e Revealotherpotential factorsaffecting survival,including
thoselinkedto antibioticuse, that could be usedto optimise
the treatment of pneumonia.

Byidentifyingkey factorsassociated withtheimplementation

of bCPAP, the OPT-bCPAP projectwillincrease thelikelihood of
successfulintroduction of anaffordable technology that could
potentially save thelives of thousands of young childreneveryyear.

Projectataglance

Project duration 1Jun2024 - 31May 2029
Total project cost €4641691,25
Global HealthEDCTP3 €4641691,25

funding

Disease area Lowerrespiratory tractinfections

Interventiontype Therapies

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance

Project coordinator UNIVERSITY OF CAPETOWN LUNG
INSTITUTEPTY LTD*

Scientific projectleader ARMAUERHANSENRESEARCH INSTITUTE

Participating countries SouthAfrica, Ethiopia, Sweden, Malawi,
Nigeria
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ASPIRE

D@BO® @)

Antimicrobial Stewardship, Prevention of Infection and Resistance in Africa

The ASPIRE projectisassessingwhetherimprovedinfection
preventionand control, coupledwithmore personalised antibiotic
use, canreduce pressuresdriving antimicrobialresistancein
hospitalsinsub-SaharanAfrica.

The challenge

Antimicrobialresistanceisagrowingchallenge globally, particularly
insub-SaharanAfrica. Anincreasingnumberofinfectionsnolonger
respondtostandardantibiotic treatments, requiring the use of
alternative antibiotics that may be more expensive ornot readily
availableinsub-SaharanAfrica. Drug-resistantinfectionsare harder
totreat, associated withworse outcomes forpatients,and are more
expensive forhealthsystemstomanage, duetolongerhospital stays
andtheneedformore expensive treatments.

Drug-resistantinfections are aparticularchallengeinhospital
settings, withsome strains of bacteria, causing hospital-
acquiredinfections, havingbecome well-adaptedto survive and
spreadinsuchenvironments.

Therise of antimicrobialresistanceis highlighting theimportance
of infection preventionand control. Todo this, itis essential to
reducetheneedforantibioticsandtousethemmore precisely,
with the right antibiotic at the right dose.

The project

The ASPIRE projectis exploringaset of interventions, focusing
oninfectionpreventionandcontroland ‘antibiotic optimisation’
(tailoring of individual treatments), toimprove clinical outcomesand
rationalise antibiotic use atfourhospitalsin Ethiopiaand Ghana.

e Infectionpreventionandcontrol: The projectwillcoordinate
abaseline assessment of infection prevention and control
policiesand practices ateachhospital,and explore the
knowledge, attitudesand practices of hospitalstaff. These
insightswillbe usedto develop tailoredinterventions designed
toimproveinfection preventionand control, focusingonhand
hygiene (staff and hospital visitors)and surface cleaning.

e Antibiotic optimisation: The projectwill build the capacity
of hospitalsto bothmonitorbloodstream antibioticlevels
inpatientsandto determine the antibiotic sensitivity of
pathogensresponsible forseriousbacterialinfections.
Using thisinformation, clinicians canadjust antibiotic dosing
toensure successfultreatmentoutcomes.

Theimpactof theseinterventions willbe assessedinaclinical
trial. This will reveal:

e whethertheinterventionsreduce pathogendetectioninthe
hospital environment;

e whetherclinicaloutcomesimprove for patientsreceiving
optimised treatments;

e andwhetherthenew processesaffectantibiotic use within
hospitals.

Measuringantibioticlevelsinindividualpatientsisatechnically
complexapproachthatcouldonlybeadoptedinalimitednumber
of well-resourced hospitalsinsub-SaharanAfrica. However,

by collectingdataonpatients’ characteristics, treatments, and
outcomes, the projectaimstodeveloptoolsthathospital clinicians
intheregioncouldusetotailortreatmentand optimise antibioticuse
basedonreadilymeasurable patientand pathogen characteristics.

The impact

The ASPIRE projectwillhave multiple short-andlong-term
impactsonpatient care. [twill:

o Demonstrate whetheranenhancedfocusoninfection
preventionand controlcanreduce the number of hospital-
acquiredinfections.

e Showwhetherantibiotic optimisationimproves patient
outcomesandleadstomorerationaluse of antibiotics.

o Generatetoolsthatwouldenablelesswell-resourcedfacilities
toapply some of thelearning acquired.

Ultimately, the project shouldimprove treatment success at the
hospitalsinthe study and suggestways to protectthelong-term
potency of antibiotics through more appropriate use.

Projectataglance
Project duration 1Apr2025-31Mar2028
€2840208,75

GlobalHealthEDCTP3 €2840208,25
funding

Total project cost

Disease area Lowerrespiratory tractinfections, Other
childhoodinfectious diseases, Cross-

disease ordisease unspecific

Intervention type Therapies, Otherpreventiontools,

Diagnostics

Overarching topic Antimicrobialresistance (AMR) or
drugresistance, Digital technologies,

Environment and biodiversity

LUDWIG-MAXIMILIANS-UNIVERSITAET
MUENCHEN

Scientific projectleader JIMMAUNIVERSITY

Project coordinator

Participating countries Germany, Ethiopia, Ghana, Norway
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IMCI-PLUS

PE®®

Point of care ultrasound for pediatric lower respiratory tract infectionsin sub-Saharan Africa

The IMCI-PLUS projectis promoting greater use of point-of-care
ultrasoundtoimprove the detection of bacterialrespiratory
infections thatrequire antibiotics.

The challenge

Respiratory tractinfectionsare the leading cause of morbidity
and mortalityin sub-Saharan Africa.

Amajorchallengeinpatientcareisthatmanydifferentinfections
cancausethesame symptoms. Withfew diagnostics availablein
most sub-Saharan Africansettings, treatmentisrarely targeted at
aspecific pathogen. Moreover, asviral chestinfectionsare more
commonthanonce thought, thisisleading to significant overuse
of antibiotics: insub-Saharan Africanhospitals, most childrenwith
respiratory tractinfectionsreceive antibiotics, butitis likely that
onlyoneintenactuallyneedthem. Thisoveruseis apooruse of
scarceresourcesandamajordriver of antimicrobialresistance.

ltisnotfeasibletouse araftof pathogen-specificdiagnostictestson
patientswithrespiratory symptoms, butatoolthat could distinguish
betweenviralandbacterialinfections couldhelp totargetantibiotic
use.Thereisaccumulating evidence that point-of-care ultrasound
(POCUS) canreliably distinguishthe two,andmay also be able to pick
up tuberculosisinfections, whichare commonly missed.

The project

TheIMCI-PLUS projecthasbeendesignedto provide evidence
ontheclinicalimpactof POCUSinsub-SaharanAfricanhospitals
andthe feasibility of itsroutine use inmanagingrespiratory tract
infections. Previousworkhas shownthat POCUS equipmentis
relatively easytouse, buthealthworkersare not always confident
intheirinterpretation of theimages generated. The projectis
thereforealso developinganAltoolto supportautomatedimage
analysisandprovide decision-making guidance to clinicians.

The projectiscarryingoutarandomised controlled trialin

three Africancountries - Senegal, South Africaand Tanzania
-comparingclinicaloutcomeswhenPOCUS or standard
management of patients withrespiratory symptomsisused. It will
alsofocusonotherkeymetrics, suchaslevels of antibiotic use.

ATB-focused sub-studywill similarly compare WHO-recommended
diagnosticalgorithms(onebasedonchestX-rayresultsandoneon
POCUS)todeterminewhetherPOCUS couldreplace chest X-rays,
whicharenotavailable at most primary healthcare facilities.

The projectwillalso conduct consultations withawiderange

of stakeholders, including healthworkers, patientsand
policymakers, to explore the acceptability of POCUS and factors
likely to affectitsadoptioninroutine practice.

The impact

The IMCI-PLUS projectwillgenerate evidence fromreal-world
Africansettings onapromising technology withwide potential
applicability. It will:

e Demonstrate whetherusing point-of-care ultrasound (POCUS)
toinvestigaterespiratory tractinfectionsleadsto better
clinicaloutcomes.

o RevealwhetherPOCUS drives more targeted use of antibiotics.

e |dentifykeyfactorsassociated with the successful
implementationof POCUSinroutine clinical care.

AswellasdemonstratingwhetherPOCUS saveslivesand
reduces antibioticuse, the projectwillalso build confidencein
POCUS use, potentiallyleading toitswider deploymentin African
health systems.

Projectataglance

Project duration 1Apr2024-30Sep 2028

Total project cost €4371990,00

GlobalHealthEDCTP3 €4371990,00
funding

Disease area Lowerrespiratory tractinfections,

Tuberculosis

Interventiontype Diagnostics, Otherpreventiontools

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance, Digitaltechnologies
Project coordinator WITSHEALTH CONSORTIUM(PTY)LTD

Participating countries South Africa, Tanzania, Rwanda,
Netherlands, Senegal, Switzerland
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AFRICAI-RI

O

APan-AfricanResearchInfrastructure for Collaborative Biomedical Imaging and Artificial Intelligence in Respiratory Care

The AFRICAI-RIprojectis establishingadigitalinfrastructure tosupport
the development of Al-basedimage analysis toolsto automate
diagnosis of key diseases, beginningwithcommonlung conditions.

The challenge

Diagnosis canbe one of the most challenging areas of medicine,
including forinfectious diseases. Many infections share similar
symptoms, and healthfacilities maylack the analytical tools
neededtodistinguishbetweenthem. These challengesare
compoundedby ashortage of specialist cliniciansin sub-
SaharanAfrica. Asaresult, many conditionsintheregionare
beingunder-diagnosed.

There arehopesthat Al-based systems could overcome these
bottlenecks. Forexample, they couldbeusedtosupport
automated analysis of medicalimages, using devices suitable
forhealthworkers without extensive specialist training.
However, suchAltoolsneedtobetrained onlarge quantities
of well-annotatedimages, and sub-Saharan Africa currently
lackslarge-scale medicalimagerepositories.

The project

The AFRICAI-RIprojectisestablishingaregionalplatformforthe
collationandanalysis of medicalimages fromacross sub-Saharan
Africa,tounderpinthe development of Al-basedimage-analysis
toolsfordiseasediagnosis. Withaninitial focus onlung conditions, it
willprovide amodelthat could be adaptedinotherareas of medicine.

The projectis buildingonseveralrecentdevelopments,including
the creation of anAfrican Network for Alin Biomedical Imaging
andaproposalto create apan-African medicalimagerepository.
Asecure datarepository, HealthData ResearchWest Africa, has
pbeenestablishedinThe Gambiaunderthe auspices of the EDCTP-
fundedWest AfricaNetwork of Excellence for Clinical Trialsin TB,
AIDS andMalaria(WANETAM) network. Thishub has established a
robustdata governance framework and data-sharing protocols.

The AFRICAI-RIprojectisusingthishub as thebasisforalarger
secureimagerepository.ltwillapply the approach of federated
dataanalysis, throughwhichdataremainwithinasecurelocaldata
centrebutcanbeanalysedremotely fromacentralhub, enabling
pooleddataanalyses. Throughthe federatedapproach, the
benefits of datasharingcanbe gainedwithout dataneedingtobe
transferredtoacentralsite, whichcancreate data-security and
data-governance challenges, particularly forinternational projects.

The projectisfocusingonregionallyimportant lung conditions,
particularly pneumoniain childrenand TBin childrenand adults,
andtwotypesofimagingdata-chest X-rays andultrasound.
Thelatterisarelatively new technology with potentialto be used
at lower-levelhealth facilities. Theinitial focus willbe onfour
diagnosticuse cases:

e TBdetectionusing chestX-raysinadultswithadditionalhealth
conditions, including HIVinfections.

e TBdetectionusingchestX-raysinchildren.

e TBdetectioninadultsusingultrasound.

e Pneumoniadetectioninchildrenusingultrasound.

During the project, implementation studies willlbe organised for
two of these use cases(pediatric chest X-ray and adult chest
ultrasound). Using data already part of electronic healthrecords,
‘insilico’ trials willenable theresults of Altoolstobe compared
withthe conclusionsreachedby specialist clinicianslooking at the
same source material.

Imageswillbe sharedbyteninstitutionsacross participating countries.
Computingpowerwillbe strengthenedat eachsite toenable them
toparticipate,anddatastandardsandasubmissionportalare
beingestablishedtofacilitate sharingof datainaconsistent format.
Theprojectwillalsoissueanopencallthatwillenable three other
institutions fromsub-SaharanAfricatojointhe consortium.

The projecthasastrong focus on ethical frameworks and policy
issues. Anextensive multidisciplinary co-creation process willbe
organisedto establishappropriate governance and operational
guidelines,including management of intellectual property and
ways to ensure academicrecognitionforcentreswhoseimages
areincludedinthird-party dataanalyses.

Validationof therepository willbe tested throughsix-month ‘data
challenges’, addressing specific clinicaldiagnosticissuesinareas of
interest,whichwillbe opentouptol5teamsforeachoftwochallenges.
Inaddition, a‘hacking challenge’ willbe organised totest security.

The impact

The AFRICAI-RIprojectwillestablishalarge-scaleinternational
medicalimagerepositoryinsub-SaharanAfrica. [t will:

e Createarepositoryofaround /75,000 annotatedimages
relatedtolung conditions during the project.

e SupportworktodevelopAl-basedtoolsfordiagnosis of
importantlung conditionsinadults and children.

e Validate the performance of new diagnostic tools using
existinghealthdata.

e Demonstrate the workability of region-wide data-governance
anddata-sharingmechanisms.

Projectataglance
Project duration 1Sep2025-31Aug2029
€4999075,00

Global HealthEDCTP3 €4999075,00
funding

Total project cost

Disease area Lowerrespiratorytractinfections, Tuberculosis

Interventiontype Diagnostics
Overarching topic Digitaltechnologies

Project coordinator UNIVERSITAT DE BARCELONA
Scientific projectleader FUNDACAO MANHICA

Participating countries Spain,Mozambique, Democratic Republic
of the Congo, Ethiopia, Malawi, Nigeria,
Greece, Uganda, UnitedKingdom, Senegal,
Netherlands, Gabon, Ghana
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PROTECT

He®

PReparing for Optimal Phase lll/IV maTErnal Group B StreptococCal vaccine Trials in Africa (PROTECT)

The PROTECT projectis creatinganetwork of sitesin East Africato
monitor the safety of vaccines administered during pregnancy.

The challenge

Although child mortalityhasbeenindecline, deathsinthe neonatal
periodhave notfallenasmarkedly as previously predicted. As
newbornshave underdevelopedimmune systems, many deaths
areduetoinfections. Vaccination of pregnant women offersaway
toprotectthisvulnerable group, since maternal antibodies can
crosstheplacentaandenterthe foetalbloodstream.

Amaternalvaccineis already available forrespiratory
syncytial virus (RSV),acommon cause of severe pneumonia
inyounginfants. Anotherisindevelopment to prevent group
B streptococcal(GBS) infections, which can cause deadly
bloodstreaminfectionsinneonates.

Aswithallnewinterventions, itis essential that the safety of new
vaccinesgiventopregnantwomenis carefully monitored, even
aftertheirsafety hasbeendemonstratedinclinicaltrials. However,
routine safety monitoring systems are rudimentaryinmany African
settings, and oftenexclude adolescent girlsand pregnantwomen.

The project

The PROTECT projectis supportingmaternalvaccine
development by creating aninternational platform for tracking
the safety of new vaccines usedin African populations.
Drawingonnewlyintroducedelectronic healthrecord systems,
itishelpingtoestablish12sentinel safety surveillance sites
inKenya, Malawi, Mozambique and Uganda.

Tosupportthe development of thissafety monitoring
infrastructure, the projectis adapting a standardinternational
framework forrecording potential safetyissues. Itisalso
developing a software tool to automatically extract relevant
information fromthe electronic healthrecords of pregnant
womenandnewbornbabies.

Otherimportant project activitiesinclude strengthening GBS
surveillance to provide additional Africandataonthe burden

of GBS disease. Thiswillalso enable the effectiveness of a GBS
vaccinetobeassessedwhenitisintroduced. The projectwillalso
evaluate anew GBS diagnostic that could provide additional
dataon GBS disease burdenandcouldalsobeintroducedinto
routine clinical practice.

Finally, the projectisundertaking an extensive programme
of engagement withcommunities and healthcare workers to

explore perceptions of maternal vaccinationand participation
inresearchandtoidentify potential barriersand enablers.

These activities willalsobe usedto co-create acommunications
toolkitto supportrecruitmentinto maternalvaccination trials.

The impact

The PROTECT project will establishaninternational platform
forgatheringdataonthe effectiveness and safety of maternal
vaccinesusedinroutine care. It will:

e Enableanetworkof sitestoconduct phasellland |V maternal
vaccinationtrials.

e Provideaninfrastructure fortracking the safety of vaccines
and othermedicalinterventionsinpregnantwomen.

e Generate additionaldataonthe group B streptococcal (GBS)
diseaseburdeninAfricatoinformnational decision-making on
vaccineintroduction.

o Creatematerialstosupportrecruitment of womeninto
clinical studies.

Throughtheseimpacts, the project willaccelerate the development
andevaluationof GBS and othermaternalvaccines, helpingto
protectmothersandnewborns fromsevere bacterialinfections
thatcurrently killhundreds of thousands of babiesayear.

Projectataglance

Project duration 1Mar2024 - 28 Feb 2027
Total project cost €3271990,50

Global HealthEDCTP3 €3271990,50

funding
Disease area Lowerrespiratory tractinfections

Surveillance tools, Cross-intervention or
interventionunspecific

Interventiontype

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Health security, Digital

technologies, Women'’s health

FUNDACION PRIVADAINSTITUTO DE SALUD
GLOBALBARCELONA

Scientific projectleader MUJHU CARELIMITED

Project coordinator

Participating countries Spain, Uganda, Belgium, Mozambique,
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PediSEP1

SACIC)

Risk stratified care to reduce antibiotic use and AMR transmissionin African hospitals

The PediSEP1projectistestinganapproachtoidentifylow-
risk childrenwho canbe safely discharged from the hospital,
allowingclinicalattentionto focus onthose mostindangerand
reducingunnecessary use of antibiotics.

The challenge

Infectionsare avery common cause of deathinyoung children.
The majority of infections are self-limiting, butinthe early stages, it
canbedifficulttodistinguishinfectionslikely to progressto severe
disease fromthose atlowrisk. Symptoms may provide limited
clues,anddiagnostic orprognostic tests may notbe available.
Asaresult, clinicianstendto take a ‘safety-first’ approach,
providinghighlevels of caretoalarge proportion of sick children.

Thishasseveralconsequences. Forexample,itleadsto overuse
of antibiotics, drivingthe development of antimicrobial
resistance. |talso puts childrenatrisk of developing a hospital-
acquiredinfection, whichcanthenspreadincommunitiesonce
childrenare discharged. Itleads to overcrowdinginhospitals and
toinefficientuse of scarce healthcareresources.

The project

The PediSEP1projectisdevelopingasimple prognostic tool that
would enable clinicians tojudge the likely severity of infection
soonafterhospitaladmission. Low-risk children could thenbe
rapidly discharged, and clinical attention could be focused on
the highest-risk cases.

Although some effortsare currently made to streamcases by
severity, thisisrarely done systematically. Low-risk childrenare
oftenlooked afterby clinicians with limited pediatric training, and
thereareno formal guidelines onthe de-escalation of treatment
anddischarge.

Focusingonfirst-levelreferralhospitalsin Kenya, Malawi, and
Uganda, the PediSEPTprojectis analysing existing data from
multiple studies toidentify key early factors associated with
severedisease. These willbeintegratedintoaclinicalalgorithm
thatcanbeusedinthe early stages of hospitalisationto assess
therisk of deterioration, enabling cases to be classified aslow-,
medium-, or highriskand managedaccordingly.

The emphasisisonclinicaland othermeasures thatcanbe
easilyassessedinlow-resource settings. The algorithm will
beco-designedwithhealthpolicymakersandclinicians,and
consultationswillbe heldwith caregiversto checkitsacceptability.

Oncedeveloped, thetoolwillbe evaluatedinaclinicaltrial
using astepped-wedge design, whereby allsites gainaccess
atdifferenttime points, with later sites serving as controls for
the early adopters. This designwill also enable the study of

factorsassociatedwith successfulimplementation. The main
outcome measure willbe safety, to ensure thatearly discharge
doesnotincreasetherisk of death. The projectwillalso explore
otherkeyfactors,including antibiotic use and hospital-acquired
infections. Potentialimpacts onthe health systemwillthenbe
modelled to guide policymaking.

Aspartof thiswork, the project willalsoinvestigate anewapproach
forcollectingdataonhospital-acquiredinfections, basedon
systematic faecalsampling at specified times, toaugment existing
surveysof antibiotic use.

The impact

The PediSEP1project could have amajorimpact onhow children
withinfections are caredforinlower-levelhospitalsin sub-
SaharanAfrica. It will:

e Createasimple-to-usetoolforassessingtherisk of
deteriorationsoonafteradmission.

e Enablethelowest-riskchildrentoberapidly and safely
discharged, ensuringthey arelesslikely todevelop ahospital-
acquiredinfection.

e Allowclinicianstofocusonthe mostseverely affected children.

e Ensurethatantibioticsareusedmore appropriately.

Mostimmediately, the PediSEPTproject willlead tomore
efficientuse of scarce healthcareresources, with care focused
onthesickest children.Inthelongterm,itwillreduce antibiotic
use andtheincidence of hospital-acquiredinfections, thereby
helpingtopreventtherise of antimicrobial resistance.

Projectataglance

Project duration 1Jul2025-30Jun2030
Total project cost €5998992,50

Global HealthEDCTP3 €5998992,50
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INTEGRATE

The Integrate study: An adaptive platform trial for the development of a new interventionto combat Lassa

feverin Africa

The INTEGRATE projectis creating a clinical trial platform able to
supportefficacy studiesonmultiple Lassa fevertherapeutics.

The challenge

Lassafever, aviralhaemorrhagic feverspread by contact with
rodents carrying the virus orwithinfected patients, affects

large parts of West Africa, particularly Nigeria. Aninfection with
epidemic potential,itkillsaround12% of hospitalised patients.
Overall,itisresponsible foranestimated 5,000t0 10,000 deaths
everyyear. Anincreasingnumber of outbreaks have occurredin
recentyears.

Onlyone specific treatment exists, ribavirin, but there are significant
doubtsaboutitsefficacy,anditcanhave significant side effects.
Fourdrugsareunderdevelopment. The mostadvanced, favipiravir,
alicenseddrugdevelopedtotreatinfluenza, has shownsignificant
promiseinpreclinicaland early clinical studies.

Withnovaccineyetavailable forLassafever, cases apparently
ontheincrease,and doubtsabout the efficacy of existing
treatment, more therapeutics areurgently needed.

The project

SeveralEuropeanandAfricaninstitutions have worked together
formorethanl15yearstobetterunderstandlLassafeverinfections
andimprove detection. One objective hasbeento build the
capacity of clinical sitesin Nigeria, enabling them to conduct
pharmacokinetic studiesandundertake the phase lla SAFARI
clinical study, whichis evaluating the efficacy and safety of
differentdoses of favipiravircompared toribavirin.

Buildingonthese efforts, the INTEGRATE projectis further
strengthening trial capacity so that additional clinical studies can
be performed. Inparticular,itis establishing a multisite clinical
trialplatformable to conductan adaptive trial of candidate Lassa
fevertherapeutics. The projectisbeginningwith ahead-to-head
comparison of favipiravirversusribavirin, informed by the results
fromthe SAFARItrial, but willbe able tointroduce new drugs into
thetrial should they become available.

The projectwillalsoundertake an extensive programme of
community engagement to ensure community support for the
trial. Factorssuch asthe stigma associated with Lassa fever
infections could affect people’swillingnesstotake partintrials,
andthereisaneedtounderstandthe fullrange of factors that
couldpotentially affect participation.

Preparatoryworkhasbeen carried out atadditional sitesin
Benin, Guinea, Liberiaand Nigeriaso thatthey can contribute
tothetrial. Clinicaltrials capacityisbeing developednotjust by
linksto Europeaninstitutions but also by drawing onthe expertise
of aregional centre of research excellence, CERMEL in Gabon,
providing anexample of South-South capacity-building.

The impact

The INTEGRATE project willhave a majorimpact ondrug
developmentforlLassafever. It will:

Provide key evidence onthe efficacy andsafety of favipiravir
asapossible alternative toribavirin.

Driveimprovementsincare of Lassa feverpatients atclinical sites.
Accelerate the evaluation of additional drugs showing promise
against Lassafever.

Reducethe costsandtimescales of subsequentdrugtrials by
providing anestablished platformand protocol.

Build clinicaltrial capacity and expertiseinNigeriaand other
parts of West Africa.

As favipiravirhas already beenlicensedinsome countries,
itcould potentially beintroducedrelatively quickly if shown
tobesafeandefficaciousagainstLassafever, ensuring that
populationsin West Africarapidly benefit fromanew treatment
foramajorthreattohealthintheregion.

Projectataglance

Project duration 1Jul2023-30Jun2028

Total project cost €8800000,00

Global Health EDCTP3 €8000000,00

funding

Disease area Emergingorre-emerginginfectious
diseases

Interventiontype Therapies

Overarching topic Health security

Project coordinator UNIVERSITE DE BORDEAUX

Participating countries France, Nigeria, Germany, Céte d'lvoire,
Gabon, United Kingdom
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EBO-PEP

®@

The EBO-PEP project: EBOla Zaire Post-Exposure Prophylaxis, preparedness and efficacy evaluation during

outbreakin Centraland West-Africa

The EBO-PEP projectis evaluatingwhethermonoclonalantibodies
canprotectclose contacts of peoplewithEbolavirusinfections.

The challenge

Ebolavirusinfections arise periodically inmultiple sub-Saharan
African countries. Outbreaks are associated with very high
mortality, withthe close contacts of infected patientsbeing the
most at risk.

Vaccines have beendevelopedforthe mostcommonEbolavirus
infection, Zaire ebolavirus, and the r-VSV-ZEBOV vaccineisnow
widelyusedin‘ringvaccination’ strategies to contain outbreaks.
However, vaccinationdoesnot generateimmediate protection,
leavingthosewho have already beenexposedtoinfected
patients at highrisk ofinfectionanddisease.

Monoclonal antibodies, which canblockinfection of cells by
Ebolaviruses, offeracomplementary prevention strategy.
Because they provideimmediate projection, they couldbe of
particularvalue to close contacts of patients. Two monoclonal
antibodies, ansuvimab and REGN-EB3, have beenapproved by
the USFoodand DrugAdministration (FDA) for the prevention of
Zaire ebolavirusinfection.

Monoclonalantibodieshave beenusedinthe Democratic
Republic of the Congo (DRC) throughanemergency use
protocol,andnoinfections occurredinpeoplereceiving such
post-exposure prophylaxis (PEP). However, these products have
notyetbeenrigorously evaluatedinaclinical trial.

The project

The EBO-PEP projectisdesignedto providereliable dataon

the efficacy of monoclonalantibody PEP for Zaire ebolavirus.
Evaluating preventive interventions for Ebolavirus outbreaksis
challenging, dueto theirsporadic nature, the needforarapid
response, and theirshortduration(if they are controlled effectively).

Toaddressthese challenges, the EBO-PEP projectis
establishinganinfrastructure that willenablerapid triallaunches
inresponse to outbreaks and facilitate the pooling of datafrom
multiple outbreakresponsesacrossdifferent countries.

The projectisbasedonaconsortiumencompassing many of the
countries atrisk of Ebolavirus outbreaks. Initially, it focuses on
two particularly highrisk countries, the DRC and Guinea. It places
astrongemphasisonpreparedness,including the development
and approval of astandardised clinical trial protocol that can

beimmediatelyimplemented when outbreaks occur. Otherkey
activitiesinclude ensuring thatmonoclonal antibody and other
trial supplies willbeimmediately available and the preparation of
clinicaltrial sites.

The projectalsoincludesastrand of work oncommunity
engagementtoidentify potentialissuesthat might affect trial
conductandtoensure community support forresearchactivities.

The impact

The EBO-PEP projectwillgenerate critical dataonthe effectiveness
of monoclonalantibody PEP for Zaire ebolavirus. [t will:

e Provide policymakerswithkey evidence onthe effectiveness
and cost-effectiveness of monoclonalantibody PEP toinform
national Ebola outbreakresponse strategies.

e Buildcapacityforclinicalcare of Ebolavirus patientsand
clinicalresearchonEbolavirusand otheremerginginfections.

e Provideamodelforinnovative coordinated, multi-country, multi-
outbreakclinicaltrialsforemergingandre-emergingdiseases.

If the effectiveness of monoclonalantibody PEP is confirmed,
itwould provide away to protectthose at highestrisk of Ebola
virusinfection, including household contactsandhealthcare
workers, leading toreduced mortalityand morerapid
containment of outbreaks.

Projectataglance

Project duration 1Jun2024 - 31May 2027
Total project cost €3435775,00
Global HealthEDCTP3 €3435775,00

funding

Disease area Emerging orre-emerginginfectious
diseases

Interventiontype Therapies

Overarching topic Health security
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BIOMEDICALE DU ZAIRE

Participating countries France, Democratic Republic of the Congo,
Spain, Guinea, Céte d’lvoire, Senegal
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Ebola PREP-TBOX

OIGIOIC)

Development of atoolbox toimprove preparedness strategies on surveillance inhuman-animalinterface and

countermeasures toreducerecurrent Ebolaimpacts

The Ebola PREP-TBOX projectis developing a suite of tools to
improve detection, treatmentand public healthresponsesto
Sudanebolavirus outbreaks.

The challenge

Ebolavirusandotherfilovirusinfectionsare much feared across
the globe andinsub-SaharanAfricain particular, where major
outbreaks have claimedthousands of lives. Seenacross a
swathe of central Africa, outbreaks arise whenviruses spill
overfromanimalstopeople. Theviruscanthenbe spread by
contactwithaninfectedperson. Fatalityrates canbe very high,
soearlydetectionandarapidresponse topreventthe spread of
infection are criticalto an effective publichealthresponse.

Multiple strains of ebolavirus circulate. The most commonhuman
infections are of Zaire ebolavirus, whichwas responsible for

the 2013-2016 West African ebolavirus outbreak. Vaccines are
now available to prevent Zaire ebolavirus infections.However, a
relatedstrain, the Sudan ebolavirus, canalsoinfecthumans, and
notreatmentorvaccine hasyetbeenlicensedforthisspecies.

Effective control of ebolavirusrequires acombination of
approaches,including surveillance torapidly identify new
cases,vaccines and treatments, and public healthmeasures to
preventtransmission. Thelatterdependonsupportfromlocal
communitiesto ensure adherence to disease controlmeasures.

The project

The Ebola PREP-TBOX projectis developing atoolboxof
interventionstoimprove preparedness andresponse to
ebolavirus outbreaks, particularly of Sudan ebolavirus.
ltistargeting severalkey aspects of disease control:

Detection: The projectis collatinginformation onprevious
outbreaks, andintegrating multiple other sources of
environmental, climate, demographic, socioeconomic and
zoologicaldata, to develop spatiotemporal models that
identify hotspots where infections are most likely to occur. This
willhelp countries target more intensive surveillance activities.
Surveillance: Anenhancedapproachtosurveillance willbe
developed,involvingcommunitiesin casereporting, closer
monitoring of the human-animalinterface, and social listening
-automatedanalysis of communications materials to detect
mentions suggestive of ebolavirusinfections.

Diagnostics: Currentlyuseddiagnosticslack sensitivity, leading
tofalse negativesandundetected cases. Improved diagnostics
willbe developed,incorporating a pathogenenrichment step
basedonnanomagnetic beadstoenhancetestsensitivity.
Treatments: Polyvalent antibodies, generatedbyinoculation
of horses, areapracticaland affordable way to generate
therapeuticswithawide spectrum of activity. Aformulation
covering Sudan ebolavirus willbe developed. A ‘mosaic’
antigenwillalsobe developed,incorporating parts of multiple
proteins, to determine whetherantibodies protective across

differentebolaviruses(andrelatedviruses suchasMarburg
virus)canbe generated.

o Community engagement: Aninterdisciplinary approach
isbeingadopted,includingcommunity studies to better
understand currentknowledge, attitudes, practices and social
dynamics, toraise awareness, and toinformmore community-
orientedresponses.

The projecthasastrongemphasisontransdisciplinarity,
incorporating experts frommany different fields, including
socialscience and One Health.

The impact

The Ebola PREP-TBOX project will provide tools to support
countriesintheirpreparationforebolavirus outbreaks. It will:

e Generateriskmapswhere outbreaks are mostlikely, and
highlight factors associated withhumaninfection, to support
preventionand early identification of cases.

e Provide more sensitive diagnostics and new treatment
options for Sudanebolavirus infections.

e Ensurethatcommunities are more aware and supportive of the
public healthmeasuresneededto controlebolavirus outbreaks.

e Strengthenhealthsystemssotheyare betterpreparedto
manage cases of ebolavirusinfections.

Thiscombination of advanceswilllead to earlier detection of
ebolavirus outbreaks andhelp toensure that they do not flare up
into majorepidemics that are harderto control.

Projectataglance

Project duration 10ct2024-30Sep 2027
Total project cost €2999868,67

Global HealthEDCTP3 €2999868,67
funding

Disease area Emerging orre-emerginginfectious
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EPoCA

OIC)

Empowering Africa’s Point of Care with Cutting-edge Graphene Biosensing for Rapid Detection and Interconnected

Surveillance of Novel Ebola Virus Outbreaks

TheEPoCAprojectisdevelopinganinnovative new point-of-care
testforEbolavirusinfections thatwillalso give insightsintoinfection
severity and automatically alert policymakers of newinfections.

The challenge

Ebolavirusinfections call forrapid action - both clinically, to
save patients’lives, andvia publichealthresponses, tohalt
furthertransmission. Infectionshave ahighfatalityrateandare
highly contagious, so diagnosesneedtobemade asrapidly as
possible, forexample, using point-of-care tests.

New technologies and materials are enablingrapid diagnostics
forEbolaandotherinfectious diseases. One exampleis
graphene, ultrathinlayers of carbon, whichcanbe modified to
incorporate detection systems forbiomolecules specific to
particularpathogens orproduced by patientsinresponse to
infection. Following the binding of these biomolecules, changes
inthe graphene detector’sproperties canbe convertedintoan
easilyinterpretedvisual signal.

The project

The EPoCA projectisusing thisapproach, knownasmultiplexed
field-effect sensortechnology(FET), to develop arapid,
sensitive and specific diagnostic test for Ebolavirusinfection.
Overthe past10years, graphene FETs have beendevelopedfor
arange of biosensinguses, providing astrong foundation forthe
adaptationto Eboladetection.

Usingstandard blood samples, the technology will detect
amixofviraland hostbiomolecules, including antibodies
indicatinginfectionandhostbiomarkers that provide ameasure
of infection severity. Theseresults willbe generatedrapidly -
within 30 minutes - so they caninformimmediate patient care,
includingtriage based oninfectionseverity.

Inaddition, the detectorwillbeintegratedinto an‘Internet of Things’
device,sothatdiagnosticinformationcanimmediately be shared
acrosstheweb. Thiswillprovide policymakers with near-instant
epidemiologicalinformationtoinform public healthresponses.

The EPoCA projectwilldevelop aprototype device, conduct clinical
validationstudies, and explore manufacturing scale-up. Clinical
validationstudieswillbe carried out with project partnersat field sites
inthe Democratic Republic of the Congo(DRC)and Ghana.

The impact

The EPoCAprojectisleveraging anexciting area of technology
developmentto create anew toolforEbolacontrol. It will:

e Developapractical, easy-to-use diagnostic tool forrapid
detectionof Ebolavirusinfectionsat the bedside.

e Enable patientstoberapidlytriagedso severe casesreceive
priority care.

e Delivernear-real-time epidemiologicalinformationto public
health officials to supportrapidresponseto outbreaks.

e Provide proof-of-conceptforatechnology that couldhave
multiple applicationsininfectious disease controland other
areas of healthcareinsub-SaharanAfrica.

Agraphene FET-baseddiagnostic forthe Ebolavirus would
improve immediate care of Ebola patients, helpingtoreduce
alarmingly highmortalityrates, and also support efforts to
controlthe spread of infections through the community.

Projectataglance
1Jul2024-30Jun2027
Total project cost €2926130,00

Global HealthEDCTP3 €2920255,00
funding

Project duration

Disease area Emerging orre-emerginginfectious diseases

Intervention type Diagnostics, Surveillance tools

Overarching topic Digital technologies, (Other) emerging
technologies, Environmentand biodiversity,

Health security
Project coordinator LIBELIUMCOMUNICACIONESDISTRIBUIDAS SL

Scientific projectleader INSTITUTNATIONALDERECHERCHE
BIOMEDICALE DU ZAIRE

Participating countries Spain, Democratic Republic of the Congo,
Ghana, Italy, Estonia
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ResTick

Dee®e

Resilience Enhancement for Ticks and Tick-Borne Diseases in sub-Saharan Africa

The ResTick projectis creatinginfrastructure to monitorthe
distribution of ticks and the diseases they spread, including a key
potentialpandemic threat.

The challenge

Ticksare found throughout the world, including sub-Saharan
Africa,andtransmitarange of pathogens, including multiple viral
infections. Ticks thriveinwoodland areas andinfectbothhumans
andanimals, including wild animals andlivestock. Theirecologyis
beingaltered by bothclimate change and changinglanduse.

Insub-SaharanAfrica, aspecificconcernisapotentially deadly viral
infection, Crimean-Congo haemorrhagic fever (CCHF). Frequently
acquiredfollowing contact withlivestock orwild animals, CCHF has
afatalityrate of upto40%.Itisalso foundinareasoutside Africa,
including southernEurope anddifferent parts of Asia.

Despitetheimportance of ticks as disease vectorsandthe threat
of CCHF virus outbreaks, the distribution of ticksandhow human
activities are altering tick populationsin the context of climate
changeare poorlyunderstood.

The project

The ResTick projectaimsto provide amodelapproach for
monitoring ticks and the presence of CCHF virus, tounderpin
earlywarning systems andtoinformcontrol efforts. Itisadopting
amultidisciplinary One Health approach, focusingonboth
domesticated andwildanimalreservoirs of the CCHF virus.

The projectteamaimstocharacterise around 5,000 ticksayear
across multiple sub-Saharan African countries - Benin, Burkina
Faso, Coted’lvoire, Ethiopia, South Africa, TogoandUganda - as
wellastheisland of Crete, Greecein Europe. The project’smain
focusisonlivestock herders, agroup athighrisk of infection.
Animals willbe examined for ticks, whichwillundergo acarological
characterisation. Moleculartechniques willbe used to determine
tickspeciesandwhethertheyare carrying CCHF virus.

Molecularmethodswillalso be usedto determine whetherticks
are carryingacaricide resistance genes. The presence of such
geneswillbe comparedacross areaswithhighandlow acaricide
usetoexplore how pesticide use affectstick populations.
Additionally, the project willtest therole of acaricideresistance
inexacerbating the disease transmissionwith a special focus

on CCHFV, aswellasthe socio-economicimpact of this
phenomenononlivestock producersinsub-Saharan Africa.

The projectisalso capturing migratory birds that travel
betweenEurope andAfrica, toassesswhetherthey might
provide aroute forthe spread of ticksand the pathogens
they carry between continents.

To facilitate monitoring activities, the project teamis also
adapting the ‘Pebble’diagnostic platformto provide a
point-of-care test to detect CCHF viralinfections. Inaddition,
aserological survey willbe conductedinhumanandanimal
populationstoassess exposure tothe CCHF virusamong
populations atrisk.

Usingtheinformationcollected, the project teamwilldevelop
mathematical models of tickand CCHF virus epidemiology
toidentify highriskareas forspilloverinfectionsandtoassess
howthese mightbe affected by climate change, environmental
disruption,andhuman populationmovements.

The impact

The ResTick projectwillclose key knowledge gapsin tick-
borne diseases, particularlyregarding the Crimean-Congo
haemorrhagic fever (CCHF)virus. It will:

e Providerichinformationonthe abundance and distribution of
tick speciesinmultiple African countries.

e Delivernewinsightsinto the prevalence of CCHF virus
infectionsandyviral epidemiology.

e Providenewtoolsfordetecting CCHF virusinfections, tofacilitate
disease detectionandcontrol,andtotrackinfectionrates.

e Deciphertherole of acaricideresistance ontransmission
dynamics of CCHF virusanditsimpactonlivelihoodsinsub-
SaharanAfrica.

e Provide policymakerswithtoolstoidentify currentand potential
future highriskareastoinformdisease controlactivities.

Collectively, these projectactivitieswillgenerate aclearer

view of tickecology and the potentialimpacts of climate and
environmentalshifts, aswellas keyinsightsinto the zoonotic
lifecycle of the CCHF virus, apathogenwith pandemic potential.

Projectataglance

Project duration 1Jun2025 - 31May 2028
Total project cost €6130555,00

GlobalHealthEDCTP3 €6130555,00
funding

Disease area Emerging orre-emerginginfectious

diseases, Neglectedinfectious diseases

Interventiontype Surveillance tools, Other preventiontools,

Diagnostics

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Climate crisis orclimate
adaptation, Health security, Digital

technologies, Environment and biodiversity
Project coordinator IDRYMATECHNOLOGIAS KAIEREVNAS
Scientific projectleader MAKEREREUNIVERSITY

Participating countries Greece, Uganda, Ethiopia, South Africa,
Benin, Togo, BurkinaFaso, Céte d'lvoire,
Switzerland
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VectorGrid-Africa

Establishing a Network of Permanent Observatories for Mosquitoes and Mosquito-Borne Diseasesin East and

Southern Africa (VectorGrid-Africa)

The VectorGrid-Africa projectis developing aplatform that
couldeventually provide anintimate picture of disease-
transmitting mosquitoes across sub-SaharanAfrica.

The challenge

Mosquitoes transmitawiderange of infections, mostnotably
malaria, but also dengue virusand otherrare but potentially
dangerous pathogens. Factors suchas climate change and
changinglanduse are having a profoundimpact onthe ecology
of mosquitoes, affecting theirnumbers and distribution, with
importantimplications forthe spread of theseinfections.

Currently, limited surveillance data are available formosquitoes
and mosquito-borne diseasesinsub-Saharan Africa.
Datacollectionisnot standardised, and data are generally not
sharedto create anoverall picture of patternsinthe distribution
of mosquito populations. Furthermore, thereis oftenlimited
collaborationbetweenresearchersand public health officials, a
barriertotheuse of researchevidencetoinformdisease control.

The project

Thelong-termgoal of the VectorGrid-Africa project teamisto
establishapan-African platformforthe collectionandanalysis of
dataondisease-transmittingmosquitoes. Througha pilot phase,
suchaplatformisbeingcreatedinfive countriesinEastand Southern
Africa - Kenya,Madagascar,Mozambique, South Africaand Tanzania.

The projectisestablishing datacollectionnodesineachcountry
atsiteswithvarying environmental conditions. Ateachsite,
mosquitoeswillbe collected at specific times of theyearand
subjectedtointensive analysis. Thiswillinclude:

e Genomicanalysisandsequencing, toidentify the mosquito
species, key genetic traits suchasinsecticideresistance, and
genomic shiftsoccurring overtime.

e Detectionof malariaparasitesandyviruses being carried by
mosquitoes.

e Characterisation of mosquito traits.

The projectwilldraw uponinnovative new analytical approaches.
Theseinclude genetic techniquesthat enable multiple types of
informationtobe gainedinasingle test,including the species of
mosquito beinganalysed, the source of itslast blood meal, and
whetheritis carryingmalariaparasites.

Inaddition, arelatively new technology, infrared spectral
analysis, willbe usedto characterise multiple aspects of trapped
mosquitoes,includingtheirspecies, age,infectionwith pathogens
orcommensalbacteria,lastblood meal,andinsecticideresistance.
Thistechnologyis highly promisingasitrequiresnoreagentsand
canbedonewithwidely available desktop scanners.

Ateachnode, tensentinelvillages willbe selected, with
mosquito collection carried out monthly ortwice ayear.
Datawillbe collectedonananticipated 300,000 mosquitoes
duringthe project. Linked datawillbe recorded onenvironmental

conditionsandclimate, usinglocal data sources and satellite
data.Someclinicaldataonkeyinfections suchasmalariawillbe
collected fromfacilitiesineach country.

InTanzania, the projectwillalso pilot a One Health approach.
Workingwithlocalveterinary officersto gathersamples from
cattle, the projectwillgenerate data onRift Valley fevervirus, a
highly dangerous pathogenwith the potential to be transmitted
fromlivestockand otheranimalsto humans.

The datawillbeintegratedto generate mathematicalmodels
of mosquito populations and disease transmission.

These modelswillbe usedtoexplore the potentialimpacts of
different climate change scenariosandland-use changes.
Theywillreveal possible disease hotspotsandenable the
evaluationof theimpact of different controlinterventions.

The impact

The VectorGrid-Africaprojectis pilotinganapproachthat could
provide the basis of acomprehensive surveillance system for
disease-transmitting mosquitoes. It will:

o Createaplatformfortheintensive and standardised
characterisation of mosquitoes and the pathogens they are
carryinginfive African countries.

e Strengthenlocalcapacity touse genomicsandothernew
toolstocharacterise mosquitoes.

e Provide policymakerswithinformation oncurrentmosquito
populations plus tools formodelling potentialchanges linked
toclimate trends andland-use changes.

e Enablepolicymakerstoanticipate changesindisease patterns
andevaluate possible disease control strategies.

Projectataglance
Projectduration 1Sep2025-31Aug 2030
€6144373,98

€6144095,73

Total project cost

Global HealthEDCTP3
funding

Disease area Emergingorre-emerginginfectiousdiseases,

Malaria, Neglectedinfectious diseases

Interventiontype Surveillance tools

Overarching topic Climate crisis or climate adaptation,
Environment and biodiversity, Health

security, Digitaltechnologies
UNIVERSITY OF GLASGOW

THEREGISTERED TRUSTEES OF THE
IFAKARAHEALTHINSTITUTE

Project coordinator

Scientific projectleader

Participating countries United Kingdom, Tanzania, Kenya,

Mozambique, Madagascar, South Africa
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IMPROVE-HPV

&

Understanding vaccination hesitancy and evaluating single dose and gender-neutral vaccination forimproving

uptake of HPV vaccinesin West and East Africa

The IMPROVE-HPV projectis exploring ways toimprove take-up
of vaccinesagainsthuman papillomavirus (HPV), the main cause
of cervicalcancer.

The challenge

Anestimated 700,000 cervical cancercasesoccureachyear,
leadingtoaround 372,000 deaths. The burden of cervical
cancer,whichaffectstheloweruterus,isgreatestinsub-Saharan
Africa,wheretheincidence of the diseaseistwice ashighasin
AsiaandfourtimesashighasinNorth America.

The majority of cases of cervical cancerresult from persistent
infectionwith highrisk human papillomavirus (HPV). Eliminating
cervicalcancerasapublichealthproblemwillbe heavily
dependentontheuse of HPVvaccines. These are beingrolled
out globally, withintroductionsbeingaccelerated by a2022
WHO recommendationendorsing asingle dose of vaccine to
girlsandboysaged20yearsoryounger.

However, vaccine coverage remains suboptimalin many
countriesdue todelivery challengesforanoveltarget group
(pre-adolescentandadolescent girlsand,insome countries,
alsoboys)andlowtake-up, oftenrelatedto concernsor
misunderstandings about the vaccine.

The project

The IMPROVE-HPV project aimstoincrease HPVvaccine uptake
inNigeriaand Tanzania. Tanzania has already introduced HPV
vaccinationandhasmovedfromatwo-dosetoasingle-dose
schedule, while Nigeriaintroduced asingle-dose HPV vaccine
forthefirsttime.

Tanzaniahasalso beenpilotingthe use of a ‘gender-neutral’ HPV
vaccinationstrategy - administration of the vaccine toboth girls
andboys.HPVinfections canalsohave detrimental effectsinmen,
causingaround 60,000 cancersayear.Inaddition, vaccination of
boyscouldreducethelevelsof HPVincirculationin the population,
providingadditional ‘herdimmunity’to girls.It could alsolead to
fewerconcernsaboutvaccination, giventhatadministering the
vaccinesolelytogirlsisasource of vaccine hesitancy.

The IMPROVE-HPV projectis taking advantage of these national
planstoorganise clinicalstudies and consultations to gather
evidence onHPVvaccinationto support policymakingon
vaccineuse.

The projectisexaminingarange of HPV vaccine-delivery/
provisionscenarios, including the use of the two-dose schedule
ingirls, theintroduction orswitchto the single-dose approach,

andagender-neutralapproach. Itisconducting studies
tocompare vaccine effectiveness and uptake of different
approachesinthetwo countries.

The projectisalsoexploring the perceptions of health workers
and community membersregarding differentdelivery
strategies, including two-versus one-dose schedules and girls-
onlyversus gender-neutral strategies.

The impact

The IMPROVE-HPV project willgenerate valuable evidence on
ways to enhance HPV vaccinationuptake. It will:

e Demonstrate whetherone-ortwo-dose schedulesare
associated with significantly highervaccine uptake.

o Revealwhethergender-neutral strategiesleadto enhanced
take-up of vaccinationinfemales.

e Shedlightonotherfactorsaffecting the acceptability of HPV
vaccine delivery schedules.

Evidence generated by the IMPROVE-HPV project will

enable policymakersto optimise the design of HPV vaccine
programmes, toincrease uptake and ensure that more women
areprotectedagainst HPVinfectionandthe development of
potentially deadly cervicalcancer.

Projectataglance

Projectduration 1Dec 2024 -31May 2028
Total project cost €4130342,50

GlobalHealthEDCTP3 €3613287,50
funding
Disease area Otherchildhoodinfectious diseases
Intervention type Vaccines

Women'’s health, Co-morbiditiesand non-
communicable diseases

INSTITUT CATALAD’ONCOLOGIA

Overarching topic

Project coordinator

Scientific projectleader NATIONALINSTITUTEFORMEDICAL
RESEARCH

Participating countries Spain, Tanzania, Nigeria
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REACH-OUT

IO

Closing the immunisation gap by reaching zero-dose children throughimproved equitable and cost-effective vaccine

delivery strategies

The REACH-OUT projectis developing strategies to ensure that
more ‘zero-dose’ children - those missing out entirely onthe
pbenefits of vaccines - arereached by immunisation programmes.

The challenge

Vaccinationis aprovenlifesaver,andnationalimmunisation
programmesinsub-SaharanAfricanow deliver dozens of
vaccinesto protectinfantsagainstavariety of deadlyinfectious
diseases, including measles, pertussis and diphtheria. However,
reachingeveryinfantishighly challenging. In particular,some
communities canbeveryhardtoreachormaybereluctantto
take up vaccinationservices.

So-calledzero-dose children, who donotreceive anyinfant
vaccinations, are at risk of multiple vaccine-preventable
diseases.Inaddition, they oftenlivein communities thathave
limitedaccesstoanykind of health services. Globally, zero-dose
childrenaccountfora third of allchildhood deaths.

There are multiple possible reasons why acommunity has a high
proportion of zero-dose children, including both supply-side
barriers affectingaccesstovaccinesand demand-side barriers
affectingtake-up.Understandingthesereasonsis essentialif
effective waystoreduce the number of childrenwithzero doses
aretobeintroduced byimmunisation programmes.

The project

The REACH-OUT projectisworking with nationalimmunisation
programmes and other stakeholdersinKenya, Nigeriaand
Rwandatobetterunderstandtheroot causes of under-
vaccinationandto designlocally tailoredinterventions to
addresskeyissuesandincreasevaccinationrates.

Onekey challengeistoidentify where zero-dose childrenare
mostlikely to be found and what the determinants of poor
vaccinationare. The projectis addressing these questions
indifferentways. Arange of data willbe collated to develop
integrated geospatialand epidemiological models that create
high-resolutionmaps of ZD prevalence andinfectionrisks.
Othergeospatialinformationwillalsobe collated, including the
location ofimmunisationfacilities and the distribution of other
variables affectingimmunisation service delivery and take-up.

ltisalso gatheringandanalysing new datatounderstandthe
factorsinfluencing the supply of and demand forimmunisation
services. These datainclude a survey of caregiversonthe
behaviouralandsocialdeterminants of vaccination,aswellas
interviews and focus groups withhealthproviders at different
levels of theimmunisation programme. Thisnew evidence will
beusedasabasistoinformthe participatory design of more
effective service deliveryinterventions. Anoveldigital tool will
alsobe developedtohelphealthfacility workersidentify and
reachzero-dose childrenwithintheircatchmentarea.

Extensive consultations willbe undertakenwithimmunisation
experts,localimmunisation programme staff, and community
representativestoidentify potentialinterventions that couldbe
includedinapackage. These co-created packageswillthenbe
piloted,implemented and evaluatedinthe three countries.

Impactwillbe assessedusing asteppedwedge trial design, in
whichthe package of interventions willbe sequentially introduced
acrossdifferentareas, with sites scheduledforlaterimplementation
servingascontrols forearlyimplementing sites. Multiple measures
ofimpactwillbetracked,includingtotalcoverage, reductions
inzero-dose numbers,andimpacts onthe equity of vaccination
coverage. Thetrialdesignalso createsanopportunity to study
factorsassociatedwiththe successfulimplementationof the
newinterventions. Alongside the trial, adistributional cost-
effectivenessanalysiswilllbe conductedtoassessthevalue for
money of the definedinterventionsand theirequityimpacts.

The impact

The REACH-OUT projectwillgenerate evidence onthe causes
of under-immunisationandthe effectiveness of strategies to
addressthem. ltwill:

e Providenewtoolstoenable programmestogainaclearer
picture of where zero-dose childrenare likely tolive.

e Generateevidenceontheeffectivenessofarange of interventions
toimprove accesstoandtake-upofimmunisationservices.

e Highlightkeyfactorsaffectingthe successofimplementation
atthescale of suchinterventions.

o |dentify contextualfactors thatinfluenceimpact, to guide
adaptationofinterventions to othersettings.

By enablingimmunisation programmestoidentify andreach
zero-dose children, the REACH-OUT project willensure that
morevulnerableinfantsreceive life-savingvaccines and fewer
dieunnecessarily fromvaccine-preventable diseases.

Projectataglance

Project duration 1Jan2025-31Dec 2028
Total project cost €5214140,50

GlobalHealthEDCTP3 €5214140,50
funding
Disease area Otherchildhood infectious diseases
Intervention type Vaccines, Surveillance tools
Overarching topic Digitaltechnologies

Project coordinator UNIVERSITACOMMERCIALELUIGIBOCCONI
Scientific projectleader CIIC-HINLIMITED

Participating countries Italy, Rwanda, Nigeria, Kenya, Germany,
Belgium
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SNIP-AFRICA

Severe neonatalinfection adaptive platform trials in Africa

The SNIP-AFRICA projectis establishingaresearch platform
withaninnovative trial designthat willenable multiple treatment
optionsforsepsisinyounginfantstobeassessed simultaneously.

The challenge

Sepsisisone of the most common causes of death of neonates
andyounginfants - globally,itisresponsible formore than
twomilliondeathsayear. Itisonereasonwhy the number of
neonataldeathshas shownonly asmallrecentdecline, despite a
significant fallinwider child mortality.

Sepsisisaclinicalchallenge becauseitcanbetriggeredbya
range of differentinfections, requiring different treatments.
Some oftheseinfections canbeacquiredinhospitals,including
infectionswith several Gram-negative pathogens thathave
becomeincreasingly commoninhospital settingsandare often
resistant to multiple antibioticsand hardto treat.

Becausethecausesof sepsisvarywidely and candiffermarkedly
betweenhospitals, itis difficult to organise conventional clinical
treatment trials, which usually involve testing a single treatment
againstaspecific pathogen.Hence, thereisverylimited evidence
toguideclinicaldecision-making. Thisis especially problematic
asthestandard WHO-recommended treatments for bacterial
infectionsinneonatesare becomingless effectiveinmany
settings, due toantibioticresistance.

The project

The SNIP-AFRICA projectis pioneeringanewapproachto
generate evidence toinformmanagement of sepsisinneonates
andyounginfantsinsub-Saharan Africa. Itlinks specialist
hospital sitesintheregion, creatinganetwork throughwhich data
canbecollectedandusedinresearchstudiesto evaluate the
impact of different sepsis treatments.

Within SNIP-AFRICA, aclinical trial called NeoSepl, sponsored

by the Global Antibiotic Researchand Development Partnership
(GARDP),istesting differentantibiotic treatments fornewborn
sepsisatthesametime. Instead of focusingonasingle drug, the
trialcompares severaltreatment options,including combinations
of off-patent antibioticsand commonly prescribed antibiotics,
suchasthoserecommendedby the WHO.

Ateachhospital,doctorsandthe trialteam select the mostrelevant
treatmentstobetested,basedonlocalpatternsofinfectionand
antibioticresistance,aswellas the condition of the babiesbeing
treated. Theaimistorank these antibiotic options to guide doctors’
clinicaldecisionsacross different settingsand conditions.
Thetrialwillcompare optionsnotonlyintermsof survival, butalso
sideeffects,resistance, availabilityand cost, helpingdoctors choose
themosteffective and practicaltreatments fornewbornswith sepsis.

Asecondimportantcomponent of the SNIP-AFRICA platform

is clinicaland microbiological surveillance. By embedding data
collectionforresearchwithinroutine care, the projectwillalso
collate awealth of additional evidence across different sites, for
example, onmicrobial epidemiology, clinicalmanagement, use
of healthcareresources, and antibiotic prescribing practicesin

OIOIOION)

neonatalunits. Areal-time data dashboard willbe developed
tosupporthospitaldecision-makers, forexample, by showing
howlocalcauses of sepsisandresistance patternsare changing.
Inaddition, data collectionwill provide rapidinsightsinto the
impact of changesinclinical practice.

Pharmacokinetic studies willalsobe embeddedinthe platformto
explorehow circulatingdruglevels are associated with treatment
success. Onesuchstudy, conducted at South African sites, will
improve understanding of how to dose the antibiotic colistinmore
appropriatelyinneonates andchildrenundertwoyears of age.

Adaptive platformtrials arerelatively new and complex to
manage. Experience to date suggests that strong governance
structures and decision-makingrules are neededto

ensure clarityonhow patients willbe treated under different
scenarios. The SNIP-AFRICA project will establisha strong but
lean governance framework. It willalso carry out extensive
consultationwith health service and community stakeholders
tounderstandtheirperspectives onadaptive trialsand ensure
support forresearchactivitiesembedded withinclinical care.

The impact

The SNIP-AFRICA projectrepresents afundamental shiftinhow
researchonthetreatment of neonatalsepsisiscarried out. It will:

e Establishamulticentreplatformabletoconductresearchand
evaluate multiple treatment options forneonatalandinfant sepsis.

e Evaluate howwelldifferentantibiotic combinations work
comparedtocurrentglobalstandardsandrevealwhich
combinations could helpimprove the survival of neonatesand
younginfantswith sepsis.

e Provide awealthof additionalinformationforclinicians
andhospitalmanagersto optimise local clinicalmanagement
of sepsis.

e Increase awarenessandexperience of adaptive platform
methodologiesacross multiple sub-Saharan African countries.

Projectataglance

Project duration 1Jul2023-30Jun2028
Total project cost €7168901,00

Global HealthEDCTP3 €7168901,00
funding

Otherchildhoodinfectious diseases, Lower
respiratory tractinfections

Disease area

Interventiontype Therapies, Surveillance tools, Other

preventiontools

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance, Health security
Project coordinator FONDAZIONEPENTAETS

Participating countries Italy, Kenya, Belgium, Uganda, Tanzania,
Ghana, United Kingdom, South Africa
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UTI-Diag

OLZIONC)

Diagnostic and Antibiotic Stewardship for Urinary Tract Infections Using Fit-for-Purpose Diagnostic Tools

The UTI-Diag projectis exploringwhetherpoint-of-care tests
couldimprove detectionand management of urinary tract
infections(UTls)andreduce the pressuresdriving antimicrobial
resistance.

The challenge

Urinary tractinfections (UTls) are causedby arange of pathogens
and are extremely common, with globally more than 400 million
UTlcaseseachyear. The prevalence of UTIs hasbeenincreasing
overthe pasttwo decades, particularly inlow-and middle-
income countries.

Inlow-resource settings, treatmentis typically syndromic, or
diagnosisismade primarily onclinical signs, whichisincorrect
inaboutathird of cases. Thisleads to highlevels of antibiotic
use, drivingthe spread of antimicrobialresistance. Disease
recurrenceiscommon, forexample, occurringin 26-44% of
women treated for UTls.

UTlsymptoms are not specifictoinfections, sothefirstchallenge
inclinicalcareistodetermine as quickly as possible whethera
patientactually hasaninfection. Clinicalmanagement couldalso
beimprovedbyknowledge about the antibioticresistance profile
of apathogen, enabling asuitable treatmenttobe selected.

The project

The UTI-Diag projectis exploringwhethernew diagnostic and
samplingtechnologies couldbe appliedto UTImanagement
insub-Saharan Africatoenable more targeted antibioticuse
andreducethepressuredrivingthe emergence andspread of
antimicrobialresistance.

The projectisfocusingonfourtools that couldimprove UTI
detectionand patient care:

o Asimplesample collectionandtransport device, basedon
acardwithdisks forurine and blood samples, whichcanbe
sealedandsentbyregularmail. This could be used by patients
orclinicians.

Alateralflow test (ULTRIPLEX), which detects two urinary
proteinsassociated with UTls,istobeusedininitialtriage to
determine whetherpatients haveinfections.

o UTI-Diag, abattery-operatedpoint-of-care device for
moleculardetection of antimicrobial resistance genes, to
guide choice of antibiotic treatment.

Anadaptedversion of the AviroPocketClinic digital tool, which
reportstheresults, aids clinical decision-making, and has
built-incommunications and training support modules.

The projectiscarryingoutclinical validation studies of these
toolsat multiple sitesin Cameroonand Senegal. Special efforts
are beingmadetoinvestigate theirusein marginalised and hard-
to-reachcommunitiessothattheresultsare as generalisable as
possible. The performance of the toolsis being comparedwith
that of multiple otherstrategies and detection methods.
Costinganalysesare alsobeing carried out.

The impact

The UTI-Diag projectwill provide dataonone of the most
commoninfections, which, inadditiontoleading to many deaths,
hasamajorimpactonquality of life, placeshighdemands
onhealthsystems, andisincreasingly difficult to treat due to
antibioticresistance. It will:

e Demonstrate whetherthetoolsbeingtested,individually or
collectively, canleadtomore targeted treatment of UTls.

e Showwhethertheiruseimproves patientoutcomesandleads
tomorerational use of antibiotics.

e Provide healthauthoritieswithinformation onthe prevalence,
spreadandresistance patterns of infections.

e Generate dataonthe feasibility of thetoolsandtheircosts to
informnational decision-making.

Theprojectestimates that, withwidespread use of the tools,
treatment failures, hospitaladmissions, and healthcare costs could
bereducedbymorethan40%, and misdiagnosis couldbereduced
fromaround 33%to 5%. Thiswould deliversignificant benefitsto
patients, healthsystemsandthelong-termbattle against AMR.

Projectataglance

Project duration 1Mar2025 - 31Aug 2028
Total project cost €3944941,38

GlobalHealthEDCTP3 €3944941,38
funding

Otherchildhoodinfectious diseases,
Cross-disease ordisease unspecific

Disease area

Intervention type Diagnostics, Other prevention tools

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Women'’s health, Digital
technologies, Climate crisis or climate

adaptation
Project coordinator KAROLINSKAINSTITUTET
Scientific projectleader INSTITUTPASTEURDE DAKAR

Participating countries Sweden, Senegal, South Africa, Germany,
France, Cameroon, Finland
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LINDA-FAMILIA

OIOIC)

Implementation of anIntegrated Digital Health System for Infectious Diseases in Maternal and Child Health In

East Africa

The LINDA-FAMILIA projectis enabling fourcountriesin East Africa
tointroduce andscale up multiple digitalhealthtechnologies.

The challenge

There are many waysinwhichdigital technologies canimprove
healthcare, fromefficient management of patientinformationto
textmessaging of reminders of clinicalappointments. Inmany sub-
SaharanAfricancountries,however, paper-basedhealth systems
remainthenormatservice-deliverylevels, withinformation then
laboriously enteredinto electronic systemsforreporting.

Although effortsare underway tointroduce digitalhealth
technologies,implementationis oftenhaphazard. By one
estimate, nearly 1,000 separate systems are usedin health
systemsinsub-Saharan Africa.

Oneareawheredigitalhealth technologies could have amajor
impactisinmaternal, neonataland child health. Around 200,000
of the 290,000 maternaldeaths occurringeachyearhappenin
sub-SaharanAfrica, which also hasthe highest neonatalmortality
rateinthe world, withinfections accounting foran estimated one
infourof suchdeaths.

The project

The LINDA-FAMILIA projectisworkingwith ministries of health
infourEast African countries (Ethiopia, Rwanda, Tanzania,and
Uganda)tointroduce and scale up adozenevidence-baseddigital
healthtechnologiesformaternal, neonatal,and child health.

These applicationscoverarange of uses, including:

e Captureandstorage of patient-relatedinformation.
o Coordinationof patientreferrals.

e Supportforclinicaldecision-making.

e Planninghealthprofessionals’ work schedules.

e Communicationwithhealthservice users.

e Datacollection, codingandexchange.

The projecthasastrongfocusonintegrationwith existing
systemsandlong-termsustainability. New tools willbe
integrated withinawidely used healthinformation system
(DHIS2), drawing onthe flexible functionality of individual-level
electronichealthregistries (eRegistries).

The healthministries of each country are part of the projectteam
andwillselectwhichdigital healthtechnologiestointroduce or
scaleup. Theywillalsohelpto co-create the specific design of
toolsintroducednationally. Thiswork willbe informed by aninitial
landscapereview, settingout the current state of digital healthin
eachcountry. Apost-project sustainability planwillbe developed
ineachcountrytoensure continueduse of the new tools.

Inadditiontoimproving care delivery, digital health systems
also offeropportunities forresearchembeddedinroutine care.
Todemonstrate the potential of suchresearch, the project will
undertake two studies: across-country comparative analysis
of maternaland neonatalinfectious diseasesanda clinical
trialtoassesstheimpact of text messaging onantenatal care
attendance and facility-based delivery.

The impact

The LINDA-FAMILIA projectisworking with ministries of health
infour East Africancountries (Ethiopia, Rwanda, Tanzania,and
Uganda)tointroduce andscaleupadozenevidence-baseddigital
healthtechnologies formaternal, neonatal, and child health.

These applications coverarange of uses, including:

e Captureandstorage of patient-relatedinformation.
e Coordinationof patientreferrals.

e Supportforclinicaldecision-making.

e Planning healthprofessionals’work schedules.

o Communicationwithhealthservice users.

e Datacollection,codingandexchange.

The projecthasastrongfocusonintegrationwith existing
systemsandlong-termsustainability. New tools willbe
integrated withinawidely used healthinformation system
(DHIS2), drawing onthe flexible functionality of individual-level
electronic healthregistries (eRegistries).

The healthministries of each country are part of the project team
andwillselectwhichdigitalhealthtechnologies tointroduce or
scaleup. Theywillalsohelpto co-create the specific design of
toolsintroducednationally. This work willbe informed by aninitial
landscapereview, settingout the current state of digitalhealthin
eachcountry. Apost-project sustainability planwillbe developed
ineach countrytoensure continueduse of the new tools.

Inadditiontoimproving care delivery, digital health systems
also offeropportunities forresearchembeddedinroutine care.
Todemonstrate the potential of suchresearch, the project will
undertake two studies: across-country comparative analysis
of maternalandneonatalinfectious diseasesandaclinical
trialtoassess theimpact of text messaging onantenatal care
attendance and facility-based delivery.

Projectataglance
Project duration 1Aug 2025 -31Jul2029
€4998562,50

Global HealthEDCTP3 €4998562,50
funding

Total project cost

Disease area Otherchildhoodinfectious diseases

Interventiontype Surveillance tools, Other preventiontools

Overarching topic Digitaltechnologies, Women’s health,
Co-morbiditiesand non-communicable

diseases

UNIVERSITY COLLEGE CORK-NATIONAL
UNIVERSITY OF IRELAND, CORK

Scientific projectleader THE GOOD SAMARITAN FOUNDATION

Project coordinator

Participating countries Ireland, Tanzania, Norway, Ethiopia, United
Kingdom, Uganda, Rwanda
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ACROBAT Newborns

OIC)

Appraising the Critical Role of prognostic Biomarkersinthe Assessment and Triage of sick African newborns:
Advancing a point-of-care device based on sSTREM-1towards CE marking and implementation

The ACROBATNewborns projectis developingabedside testto
identify newborns at the highestrisk of sepsis, one of the most
common causes of deathinthe neonatal period.

The challenge

Infectionsinthe newbornperiodarecommonandcanposea
serious threattoababy’s health. One of the most concerning
consequences of infectionis sepsis, amassive inflammatory
responsethatcanleadtomulti-organfailure and death, often
atgreatspeed. Globally,anestimated1.3to 3.9 million cases
of sepsisoccureveryyearinnewborns,leadingto 400,000 to
700,000 deaths, mostontheminsub-SaharanAfrica.

Inhospitals,amajorchallengeistoidentify babies mostatrisk
of sepsissothatthey canbe giventhe mostintensive care.
Anestimated 84% of deaths from sepsis could be prevented
with early detection. However, itis difficult toidentify at-risk
babiesbasedonclinical signsalone, asnoreliable predictor of
sepsishasbeenvalidatedyet. Identifyingunderlying causes of
infectionisalso of limited value since many different types of
infectioncanleadtosepsis.

Itisnowbecomingclearthat, whateverits cause, sepsis
progressesthroughacommon physiological pathway.
Biomarkers associatedwith early stages of sepsis progression
couldtherefore help cliniciansidentify highrisk babies, without
needingtoknowtheunderlying cause of theircondition.

The project

The ACROBATNewborns projectisfocusingonasepsis
pbiomarkerknown as sTREM-1. This bloodstreammarkerhasbeen
foundtobestrongly associated with sepsis, and detectingits
presenceishighly predictive of sepsis development.

Throughthe Horizon Europe EChILIBRIST project, the project
teamdevelopedasepsisrisk-predictiontoolbased onsTREM
foruseinchildrencalled X-TREM. Usingjust two drops of blood,
it providesresults within10 minutes, stratifying patientsinto low,
medium, or highrisk to guide patient management (discharge,
monitor, admit, and treat). The test platformuses disposable
cartridgeswithasimple-to-operate handheldreader.

Duringthe ACROBAT Newborns project, theteamis validating
the use of thistoolamongyounginfants. The new project will
testX-TREMon 4,000 sicknewbornsand 400 healthy controls
atfirstcontactwith health systems at sitesin Ethiopia, Gabon,
Mozambique and Uganda. The study will evaluateits clinical
performanceinthefield, comparingresults withawiderange of
sepsis-detectionalgorithms and potential sepsis biomarkers
(those alreadyincorporatedinto products oridentifiedin
experimental studies).

The projectwilltrack the progress of infants, collect dataon

vital signsandvarious physiological parameters,and apply
diagnostic tests. This will provide additional valuable information
onfactorsassociatedwithsepsisandpooroutcomes,including
itsassociationwith particulartypes of infection.

The projectisalso testing the usability, feasibility and
acceptability of the diagnostic device, to generate evidence to
informfinaldesignsandtosupportsuccessfulimplementation.
Itwilladvance product development to anindustrial prototype.
Theprojectteamwillalso develop aplantoachieve regulatory
approvalsintarget countries,including CE marking, and develop
abusinessplantoadvancethe product to market.

The impact

The ACROBAT Newborns project will provide cliniciansin sub-
Saharan Africawithanew tooltoidentifynewbornbabiesat the
highestrisk of sepsis. [twill:

e Advance productdevelopmentthroughtotheindustrial
prototype stage.

e Generateevidenceonitspredictive performanceinfieldsettings.

e Gatherfeedbackonuserstoinformfinaldesigns.

e Provide adetailedeconomic analysis, potentialimpact
studiesandimplementation scenarios toinformnationaland
international policymaking.

Ifits potentialis confirmed, X-TREM couldhave multiple benefits,
leadingtomore targeteduse of antibioticsand otherhealthcare
resourcesand, mostimportantly,reducingtheimpact of acondition
responsibleforaround half of child mortalityin sub-SaharanAfrica.

Projectataglance
1Jan2025-31Dec 2029
Total project cost €4808065,00

GlobalHealthEDCTP3 €4808065,00
funding

Project duration

Disease area Otherchildhoodinfectious diseases

Intervention type Otherpreventiontools

Overarching topic (Other)emerging technologies, Co-
morbidities and non-communicable

diseases

FUNDACION PRIVADA INSTITUTO DE SALUD
GLOBALBARCELONA

Project coordinator

Scientific projectleader FUNDACAO MANHICA

Participating countries Spain,Mozambique, Ethiopia, Nigeria,
Germany, Uganda, Gabon, United Kingdom
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SDx

®

REConneCteD: Risk-Enhanced Community Care After Discharge

The SDxprojectisassessingwhetherdigitaltoolscanenable
community healthworkers to maintain contactwith vulnerable
childrendischarged fromthe hospitalbut at elevatedrisk of death.

The challenge

Childrendischargedfromthe hospital aftertreatmentfora
seriousinfectionremainatincreasedrisk of death forseveral
months.Inthe sixmonths following discharge, mortality rates
aretypically5-10%, as high as they are when children are being
treated forseriousinfectionsinhospitals.

Half of alldeaths that occurwithin 6 months after discharge
happenathome,without childrenreceiving furtherhospital care,
and half occurmore thanamonthafterdischarge. Childrenliving
inpoverty are at markedly higherrisk of death.

Itisnot feasible forfacility-basedhealth workers to monitor
discharged childrenforsigns of deterioration orotherserious
illnesses. However, community healthworkers couldlink the
community and hospitals, enabling the monitoring of highrisk
childrenandtheirreferralbackto hospitalswhennecessary.

The project

The SDxteamhasdevelopeda ‘Smart Discharge’ approach
tohospital care,based onadigitalalgorithmintegratedinto
electronichealthrecords, that guides clinical decision-making
basedoninfectionseverity. Analysing eight easily measured
variables, the algorithm categorises childrenintolow-, medium-,
andhighrisk groups, enabling tailored clinical care and
discharge plans.

InatrialinsixhospitalsinUganda, thisapproachreducedthe
mortality rate among childrenunder5years of age by nearly a
quarterafterdischarge. This figure could bereduced further
if the monitoring of highrisk childrenwere extended into the
community afterdischarge.

However, the digital platformused by community health workers
(eCHIS)is differenttothe electronic healthrecord systemused
inclinicalfacilities. The SDxteamis therefore developinganew
module forthe eCHIS systemto equip community healthworkers
withinformationonhighrisk children post-discharge, how to
monitorthem, andwhentoreferthembacktothe hospital.
Thismoduleisbeingco-developedwithcommunity health
workers and other stakeholderstoensure thatitintegratesinto
existingwork practices.

Followingtesting forusability, feasibility, and accessibility, an
optimisedversion of the new module willbe evaluatedina clinical
trial, comparing the use of the new approach with existing
post-discharge practices. The trial will focus on childrenup to 16
years of agedischarged aftertreatmentforaseriousinfection.
Thekeysuccess factoriswhethertheintroduction of the module
leadstoreducedall-cause mortality at 6 months afterdischarge.

Thetrialwillalso assessvarious process metrics to gaininsightsinto
howthe moduleisusedanditsimpactoncare provision.Impactson
community healthworkerknowledge willalsobe explored.

The projectalsoincorporatesaneconomic evaluation,andaplan
willbe developedto promote theintegrationand continueduse
inroutine care atthe end of the trial, forexample, by identifying
‘champions’ of the new technology.

The impact

The SDx project could have asignificantimpactonchildren’s
survivalafterhospitaltreatment. It will:

Demonstrate whetheradigitaltool,embeddedwithina
standard community healthworker healthinformation system,
canenable continued monitoring of vulnerable childreninthe
community afterdischarge fromthe hospital.

Provide evidence of whether thiscommunity monitoringleads
totimelyreferral of childrenbackto the hospitalandimproves
survivalrates.

Help caregiversidentify signs of deteriorationandthe needfor
areturntothehospital.

The SDxproject couldleverage digital technologies to maintain
care-systemcontactwith childrenduring one of the most
vulnerable periods of theirlives, the months following discharge
fromthehospital, whentheyare atheightenedrisk of serious
illnessand death.

Projectataglance

Project duration 1Jul2025-30Jun2030
Total project cost €5003298,75

GlobalHealth EDCTP3 €4999688,50
funding

Disease area Otherchildhoodinfectious diseases
Interventiontype Otherpreventiontools

Overarching topic Digitaltechnologies

Project coordinator UNIVERSITY OF BRITISH COLUMBIA

Scientific projectleader WORLDALLIANCEFORLUNGAND
INTENSIVE CAREMEDICINE IN UGANDA
(WALIMU)

Participating countries Canada, Uganda, Kenya, Switzerland

A
T

Emergency
response
ctions



EMERGENCY RESPONSEACTIONSIMPOX OUTBREAK

PregInPoxVac

O®

Maternal andinfant safety andimmunogenicity in a phase 3, open-label, randomised, vaccine trial of atwo-dose

mpoxvaccine

The PreginPoxVac projectis generating dataontheuse of the
MVA-BNvaccine to preventmpoxinfectionsinpregnantwomen.

The challenge

The monkeypoxvirus (MPXV), the causing agent of mpox, canhave
particularly severeimpactsoninfantsandchildren, whereitcan
lead to severe complications and highmortality. Also, pregnant
women are atincreasedrisk, affectingboth theirhealthand that
of theirbabiesinthe womb.Infections during pregnancy canlead
toarange of adverse pregnancy outcomes, includingneonatal
infections, stillbirths, premature delivery andlow birthweight.

The MVA-BNvaccine offers good protection against mpox
infection. However, there arelimited dataonitsuseininfantsand
pregnantwomen. Additionally, ininfants, available safety data
inpediatric populations support therationale forevaluating
areduced (half) dose. Alowerdose may provide comparable
immune responses while potentially reducing reactogenicity, but
thisneedstobe confirmed. Thisapproachwillhelp determine
whetherasmallerdose canachieve adequateimmunogenicity
while minimising adverse eventsinthisyoungerage group.

Givenitsnon-replicatingnature, the MVA-BNvaccineisdeemedto
besafeinpregnantwomen. However,its safetyandimmunogenicity
inthispopulationstillneedtobe formally evaluated.Inaddition, it
remainsunknownwhether,and forhowlong,vaccinated motherscan
provide protectionto theirnewborns.

Inthis study, we willassess the presence of antibodiesin
umbilical cord blood and breastmilk of womenvaccinated
during pregnancy, aswellasthe timing of antibody appearance
inwomenvaccinatedintheimmediate postpartum period.

We willalso evaluate whether these antibodies are transferred
toinfants through breastfeedingandhowlongthey persist.

The project

The PreginPoxVac projectiscollectingdatatoassessthe
immunogenicity and safety of MVA-BNininfantsandin pregnant
women. AtBoende, TshuapaProvinceinthe Democratic Republic
ofthe Congo(DRC),anexistingclinical trial site, 344infants of 4to
<24monthswillberecruited, of whomhalf willreceive the standard
vaccineregimenandhalf,the half-doseregimen. Further, 359
pregnantwomenwillberecruitedintoastudy to trackimmune
responses followingvaccination. 215 pregnantwomenwillbe
vaccinatedduringpregnancy andl44intheimmediate postpartum.

Aswellasanalysingimmuneresponses aftervaccination, the
projectteamisalso tracking birth outcomes and monitoring
the health of young babiesborntovaccinatedwomen.
Afterwards, we willassess the extent towhich vaccine-induced
antibodies are transmitted to the babiesviathe umbilical
cordorbreastfeeding.Inaddition, a qualitative studyis being
carried outto assess attitudes towards Mpox vaccinationand
participationinvaccineresearchamong pregnantwomen, their
familiesand healthworkers. This willinform the development

of communications materials forwomenand their families to
encourage vaccinationuptake and participationinresearch
studies. Also, aformalancillary care policy will be rolled out and
willcoverallstudy and non-study-related adverse events during
trial participation.

The PreginPoxVac projecthasreceived€5.99 million of co-
funding from CEPI.

PreginPoxVacisone of nine projects funded through an
emergency callforproposalslaunchedinresponse to the mpox
outbreakinthe DRC and othersub-SaharanAfrican countries,
whichwas declared aPublic Health Emergency of International
Concern(PHEIC) by WHO and a Public HealthEmergency of
Continental Security (PHECS) by Africa CDCin2024.

The impact

The PreglnPoxVac projectis generatingvitaldata onvaccination
of pregnantwomen andinfants to preventmpoxinfection. It will:

o Providefurtherhigh-quality dataonthe safetyandimmunogenicity
of the MVA-BNvaccineinpregnantwomeninAfrica.

e |dentify whethervaccine-inducedantibodies are transmitted
tonewbornsof vaccinated mothers.

e Provide furtherhigh-quality dataonthesafetyand
immunogenicity of the MVA-BNvaccineininfantsin Africa.

e Shedlightontheuse of halfadose of the MVA-BNvaccinein
theinfant population

e Shedlightonanypotentialbarriers that might prevent the
uptake of mpoxvaccinationby pregnantwomen.

Withinfants and pregnantwomen atrisk of multiple adverse
outcomes followinginfection, the PreginPoxVac project will
provide policymakers with greater confidence torecommend
vaccination of pregnantwomen and/orinfants against mpox.
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MpoxVax AFRIVAC

OV®

Expanding a prospective, clinical trial examining the immune response of participants receiving Modified Vaccinia

Ankaravaccine to Africa

The MpoxVax AFRIVAC projectis closing key knowledge gaps
ontheperformance of mpoxvaccinesin Central Africa.

The challenge

The MVA-BNvaccine hasbeenshownto provide good
protectionagainstmpoxinfectionandhasbeenwidely used,
includinginsub-SaharanAfrica. However, several aspects of
thevaccine arenotwellcharacterised, including the strength
of immuneresponses generatedinwomenandinthose with
impairedimmune systems (forexample, due to advanced HIV
infection), the durability of these responses and the length of
protectionaftervaccination.

InEurope, the MpoxVax trial evaluating MVA-BNvaccinationto
preventmpoxinfectionis collectingimportantimmunogenicity
data.However, the study population predominantly comprises
Caucasiangay andbisexualmenwho have sexwithmen, reflecting
the populationmost affected by the clade lllb mpoxoutbreakin
Europe.Assuch, thefindings may have limited generalisability to
Central Africansettings, where the epidemiology of mpoxdiffers,
andwomenrepresent asubstantially affected population.

The project

The MpoxVaxAFRIVAC projectusesthe EuropeanMpoxVaxtrial
asatemplate, extendingrecruitmentto additionalpopulationsin

the Democratic Republic of the Congo, Tanzaniaand Ugandain
collaborationwithlocalpartners. By using existing trialmaterials, the
projectteamhasbeenable torapidlylaunchthe newstudiesinAfrica.

Thekey aimof the projectisto generate dataonthe
immunogenicity (the ability to provoke animmuneresponse) of
the MVA-BNvaccine and the durability ofimmuneresponsesin
Africanpopulations, withafocus onwomenandpeopleliving
with HIV,who are disproportionately affected by the current
mpoxoutbreak. The studies willalso explore other factors, such
asage orethnicity, that could be associated with variationin the
strength orduration of vaccine-inducedimmune responses.

Around 300 peoplehave beenrecruitedfromthree sites and
followed for48 weeks aftervaccination. Analysesare focusingon
antibody levelsimmediately aftervaccinationandinthe following
months, providingimportantinformationon the magnitude and
durability of vaccine-inducedimmuneresponses.

The projectwillalso evaluate apreviously developedand
validatedimmunological assayin African populations.

The assaydistinguishesimmuneresponses following mpox
infectionfromthoseinducedbyvaccinationby measuring
responsestoselectedviralantigens, enablingidentification
of infection-versusvaccine-derived immunity.

Finally, the projectis establishing aregional clinical trials unit to
supportresearchacrossthethree participating countries.

MpoxVaxAFRIVAC is one of nine projects funded through an
emergency call forproposalslaunchedinresponse to the mpox
outbreakinthe DRC and othersub-Saharan African countries,
whichwas declared a Public Health Emergency of International
Concern(PHEIC) by WHO and a Public Health Emergency of
Continental Security (PHECS) by Africa CDCin 2024.

The impact

The MpoxVax AFRIVAC project will provide key information onthe
immuneresponses generatedby the mainvaccine beingused to
preventmpoxinfections. It will:

e Generatedataonimmuneresponsesinsub-SaharanAfrican
populations, includingwomenand people livingwith HIV,
whichwill provide alikely indication of its effectivenessin the
generalpopulationandinthese specific groups.

e Deliverevidence onthe durability of protectionand whether
andwhenre-vaccinationmight be required.

e Establishresearchskills,knowledge and trialinfrastructurein
aCentral Africansetting to enable futureresearchinemerging
infectionsandhostimmuneresponse.

Withvaccination akey strand of mpoxcontrolprogrammes,
the MpoxVax AFRIVAC project will deliver vital evidence for
policymakers onhow besttouse the MVA-BNvaccine.

Projectataglance
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PREGMPOX

e

Impact of MPXV infection on pregnancy outcome and newborn health

The PREGMPOX projectis attempting to find out why mpoxvirus
infections are particularly harmfulto pregnantwomen.

The challenge

Unlike the globalmpoxepidemic of 2022-2023, which
primarily affectedyoungmen, the later outbreak centred on
the Democratic Republic of the Congo (DRC)and sub-Saharan
Africaimpactedabroaderrange of populations, including
women. Female sexworkers, forexample, have beenbadly
affected by the newly emergedcladelb strain of mpoxinthe
DRCandelsewhere.

Ithasalsobecome clearthatmpoxinfections are particularly severe
inpregnantwomen, affectingbothwomenandtheirunbornbabies,
increasingtherisk of miscarriage, stillbirthand otheradverse birth
outcomes. Thereasons forthis susceptibilityare not clear.

The project

The PREGMPOXprojectis tracking acohort of pregnant women
withmpoxinfections to obtainacomprehensive picture of the
consequences of infectiononmaternal healthand pregnancy
outcomes, andtoidentify potential factors contributing to
increased susceptibility.

Anadditional strand of the projectis focusingoncollecting
surveillance datafromclinical facilities and from communities
-duetothestigmaassociatedwithinfections, womenmay not
seekhelp, whichcouldleadtoanunder-estimate of community
burdens. Stations willbe setupincommunitiesto detectcases,
supportedby theinvolvement of localcommunity healthworkers.

The cohort studywillmonitorforarange of impacts, including
stillbirth, low birthweight, prematurity, neonatalinfectionand
deaths. Women’simmuneresponses willalsobe monitored
throughoutinfection, alongside viralload. Inaddition, placental
sampleswillbe analysedto provideinsightsinto the harmful
effects of thevirus on placental developmentand function,
which could explainpoorpregnancy outcomes.

These analyses, withassociated clinical data, couldrevealkey
risk factorsassociated with adverse pregnancy outcomesand
transmissionof mpoxinfectionstobabies.

The datawillalsobeusedtoestablisharegister of outcomes,
whichwill provide abenchmark forassessingthe impact of
interventions (treatment orvaccination). The projectwilluse
thisresourceinstudies of tecovirimat, an antiviral treatment,

andvaccination withMVA-BN. This part of the study will
provideinsightsinto boththe safety and effectiveness of these
interventionsinpregnantwomen.

PREGMPOXis one of nine projects funded through an
emergency call forproposalslaunchedinresponse to the mpox
outbreakinthe DRC and othersub-Saharan African countries,
whichwas declared a Public Health Emergency of International
Concern(PHEIC) by WHO and a Public Health Emergency of
Continental Security (PHECS) by Africa CDCin2024.

The impact

The PREGMPOX projectwillclose animportantgap relating to
theimpactof mpoxon pregnantwomen. It will:

e Provideacomprehensive picture of the burden of mpox
amongwomeninthe DRC.

e Generatedetaileddataontheimpactsofinfectionon
pregnantwomen and theirdeveloping babies.

e Createaninformationrepository onadverse outcomes that
canbeusedasareferenceininterventionaltrials.

o Generate dataonthe effectiveness of apotential antiviral
treatmentandvaccination.

Throughtheseroutes, the PREGMPOX projectwillhelp to guide
publichealthstrategiesandimprove clinical care during pregnancy,
potentiallyreducingboththe numbersandseverity of neonatal
impacts of mpoxinfection.

Projectataglance
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MPOX-PROBE

Strengthening epidemiological, genomic and community surveillance of Mpox virus (MPXV) at the Congo River

border forDRC andRoC

The MPOX-PROBE projectis trackingthe emergence and spread
of mpoxontheborderbetweenthe Democratic Republic of the
Congo(DRC)andthe Republic of Congo.

The challenge

Thenaturalanimalreservoir of the mpoxvirusis notknownwith
certainty, althoughitissuspectedto be native to smallmammals,
includingsome types of squirrels. Thisknowledge gap makesit
difficultto planactivitiesto minimise therisk of ‘'spillover’ - the
transmission of viruses fromanimals to people.

Inaddition, thelack of easy-to-use diagnostics makes it difficult
totrackthe spread of newinfections,asmpoxsymptomsoverlap
withthose of otherinfections.

Thesefactorsmakeitdifficultto gainaclearpicture of the
emergence andspreadof newmpoxinfections, hampering
preventionand outbreak response measures.

The project

The MPOX-PROBE projectis carrying out adiverserange of
activitiesto enhance mpoxsurveillance, withafocus onthe
borderbetweenthe DRC and the Republic of Congo.
Thetwo countries are separated by the CongoRiver,
butthereisconsiderable cross-bordertravel, which could
facilitate the wider spread of the virus.

Key activitiesinclude:

¢ Enhanced mpoxsurveillance, focusing onthree border
sites. Surveillance activities willinclude trapping of animals
andtestingthose with signs of disease forthe presence of
the mpoxvirus, toidentify potential naturalhost species.
Inpatients, blood sampleswillbe analysedto characterise
hostresponsestoinfection(through transcriptomicsand
assessment of inflammatory responses). Analysis of serum
samples fromthe wider populationwill provide insightsinto
the community prevalence of infectionand potential for
asymptomatic carriage. Analysis of airsamples fromarange of
clinicaland public spaceswillshedlight ontherisk of airborne
spread of the virus. Notably, studies willinclude children,
pregnantwomenand peoplelivingwith HIV.

o Development of adynamic transmission model: Existingand
new surveillance datawillbe usedto develop amodel of mpox
transmission, whichwillhighlight potentialhighriskareasand
enablethe possibleimpact of controlmeasurestobe explored.

e Diagnostic development: Aprototype mpoxrapid diagnostic
testwillbe developedusing novelnanoparticle technology. It
willbe highly sensitive, able to discriminate between different
mpox clades,and could potentially be convertedinto apoint-
of-care device.

o Knowledge, attitudes and practices: Asurveyandothertools
willbe usedto gatherinsights fromkey groups, including
members of the public and healthcare workers.

e Understandingrisk factors forinfection: Acase-control study
willcompare patients withmpoxinfections (acquired from
ananimal source or by human-to-human transmission) with
matched controls, to helpidentify key factors associated with
anincreasedrisk of mpoxinfection.

MPOX-PROBE s one of nine projects funded through an
emergency call forproposalslaunchedinresponse to the mpox
outbreakinthe DRC and othersub-Saharan African countries,
whichwas declared a Public Health Emergency of International
Concern(PHEIC) by WHO and a Public Health Emergency of
Continental Security (PHECS) by Africa CDCin2024.

The impact

The MPOX-PROBE project willgenerate substantial new
evidence onthe emergence andspread of mpoxinfectionsinthe
DRCandtheRepublic of Congo. It will:

o |dentify potentialanimal reservoirs of the mpoxvirus.

e Provide aclearerpicture of the emergence and transmission
of thevirus.

e Createnewdiagnostictoolsforidentifyingandtrackinginfections.

e Clarify currentknowledge and attitudes acrosskey community
groups.

e Developatransmissionmodeltosupport planning of public
healthresponses.

Throughitsactivities, the MPOX-PROBE project will provide
policymakerswithinformationandnewtoolsto better
understandthe mpoxoutbreak, how the virusisbeing
transmitted through populations, and how transmission might
be affectedbydifferent controlmeasures - betterequipping
policymakersto controlthe outbreak and protect public health.
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ODIN-MPox

Implementing wastewater and environmental surveillance for Mpoxin sub-Saharan Africa

Buildingonthe existing GlobalHealthEDCTP3-funded ODIN
project, the ODIN-Mpox projectisapplyinggenomic technologies
towastewatersurveillance totrack the spread of mpox.

The challenge

Pathogen surveillance traditionally draws on analysis of clinical
samples collected from patients. Complementaryinformation
canbeobtainedfromenvironmental samples, whichare
relatively easyto collectandanalyse and canprovide abroad
overview of where apathogenis circulatingand whether
infectionlevels arerising or falling. One advantage of this
approachisthatitmeasures the totalviral ‘load’ inacommunity,
including that deriving fromasymptomaticinfections.

The ODIN projectwas one of sixfunded by the GlobalHealth
EDCTP3 programme to help build capacity forgenomic
surveillance of priority pathogensinsub-Saharan Africa.
Itishelping three countries - Burkina Faso, the Democratic
Republic of the Congo (DRC)and Tanzania - introduce
genomics-basedwastewatersurveillance.

The project

Inresponsetothe mpoxoutbreakinthe DRC and othersub-
SaharanAfrican countries, the ODIN-Mpox projectis expanding
itswork toinclude mpox, havinginitially focused solely on
bacterial pathogens. The projectisworking closely with national
public healthlaboratoriestointegrate genomic wastewaterand
environmental surveillance into routine public health activities.

The projectisusing the same approach adaptedto mpox, with
sensitive molecularmethods to quantify the amount of viral
genetic materialinwastewaterand otherenvironmental samples
fromarange of locations. This genetic materialis also sequenced
toprovideinformation onthe specific mpoxvirus variants
presentinsamples.

Anautomateddata-processing pipelineisbeing developed
alongside adashboard to communicateresultsto publichealth
partnersasrapidlyandaccessibly aspossible. The project’s work
draws on stakeholder consultations andlandscaping carried out
intheinitial ODIN project. This projecthas also beendeveloping a
mobile laboratory, whichwillenable on-the-spotanalysestobe
carriedoutinremotelocations, and willhelp toidentify sources
of pathogencontamination. This, too, willbe adapted to facilitate
mpoxanalyses.

ODIN-Mpoxis one of nine projects funded throughan
emergency call forproposalslaunchedinresponse to the mpox
outbreakinthe DRC and othersub-Saharan African countries,
whichwas declared a Public Health Emergency of International
Concern(PHEIC) by WHO and a Public Health Emergency of
Continental Security (PHECS) by Africa CDCin 2024.

The impact

The ODIN-Mpoxprojectwilladd avaluable additional dimension
tompoxsurveillance. It will:

e Provide additionalinsightsintotrendsinmpox circulation,
providinganearly warning of hotspots toinform disease
controlresponses,including targeting of vaccination.

e Generatesequencedataonmpoxand helptoidentify
sub-lineageshaving the greatestimpact, withsequence
information shared with globalrepositories.

e Createtoolstoprovide additionalinsightsinto the properties
andtransmission of the virus, and to track theimpact of
disease control activities.

e Strengthenthecapacity of national public healthlaboratories
tocarry out genomic surveillance onviral pathogens.

Using the original ODIN projectinfrastructure asaspringboard,
the ODIN-Mpox projectwillrapidly establish systems to monitor
mpox presenceinthe DRC and two othernearby countries,
providing public health officials with key information to guide
disease control strategies.
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IPHER-MPOX

9IC)

Deciphering host genetics and viral determinants of MPOX epidemiology in the Democratic Republic of Congo

The DECIPHER-MPOX projectisidentifyinghost-andvirus-
related factorsresponsible forsusceptibility to and the severity
of mpoxinfections.

The challenge

During the mpoxoutbreakinsub-Saharan Africa, exposure to
aninfectedindividualmay ormaynotleadtoanewinfection.
Furthermore, wheninfected, anindividualmay show no
symptoms, experience mildillness, ordevelop severe disease.
ltisunclearwhat factorsaccount forthesevaryingoutcomes.

The project

To addressthisquestion, the DECIPHER-MPOX projectis
establishing cohorts of family contacts of infected patients. By
tracking them overtime and comparingthose who fallill with their
immediate family relatives (father, mother orsiblings), the project
aimstoidentify factorsassociatedwithacquiringmpoxinfection
andwithmore severe disease.

The projectisusingavariety of technologies to explore
host-related factors associated with mpox susceptibility or
resistance. Theseinclude:

¢ Whole exome sequencing, whichmay revealrare genetic
variantshaving a majorimpact onsusceptibility.

e Transcriptomics, whichmayidentify commonvariantsor
signatures of gene activity, across multiple genes, that are
associated with symptom severity.

¢ Digitalcell sorting, which couldreveal differencesinimmune
cellpopulationsassociated with disease severity.

e Viralgenome sequencingtoidentifyvariations (strains) within
the dominantcladeb.

e Immunologicalassaystocross-validate phenotypes of monkeypox
virus(MPXV)specifichostantibody expression, T cellresponse and
orinnatefunctionandhowtheyrelatetoalltheabove.

Infectiousness andtheimpactof infectionmay also berelated to
properties of the mpoxvirus. The project will therefore sequence
mpoxvirusisolatesto explore links between genetic changesin
thevirusanditsimpacts onhumanhosts.

Theresearchwillbe carried outinthe Kamituga area of SouthKivu
Province, Democratic Republic of the Congo (DRC), where the
newly detected cladelb strain of mpoxis circulating.

DECIPHER-MPOXis one of nine projects funded through an
emergency call forproposalslaunchedinresponse to the mpox
outbreakinthe DRC and othersub-Saharan African countries,
which was declared a Public Health Emergency of International
Concern(PHEIC) by WHO and a Public Health Emergency of
Continental Security (PHECS) by Africa CDCin2024.

The impact

The DECIPHER-MPOXproject will provide answers to key
virological questions. It will:

o |dentifyhostandvirusfactorsassociated with severe disease.

o Helptoguide patientcarebasedontherisk of severe disease.

e Provideinformationondisease mechanisms, whichwillfeed
into the development of mpoxtherapeutics.

e Shedlightonpotentialimmunological correlates of protection
toinformvaccine development.

Ultimately,adeeperunderstanding of how contacts are affected
following mpoxexposure will provide critical evidence to
underpinvaccine and therapeutic development, generating new
optionstopreventandtreatmpoxdisease.
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MBOTE-SK

Tackling andinvestigating the South-Kivu mpox outbreak

The MBOTE-SKprojectisembeddingresearchwithinthe
responsetothenewcladelb mpoxoutbreakineastern DRC.

The challenge

Inlate 2023, mpox casesbegantobe detectedin Kamituga, a
densely populated mining areainthe east of the Democratic
Republic of the Congo (DRC). These were foundtobe caused by
anovel‘cladelb’ strain of mpox, whichwas being transmitted by
sexualandotherclose person-to-personcontact.

When cases of mpoxbegantorise significantly, the MBOTE
consortium, already established and with partnersinthe DRC
and Europe, supportedinitial effortstounderstand andrespond
tothisoutbreakineasternDRC. Muchwasunknownaboutthe
spreadandimpact of clade b mpox, hampering effortsto
provide optimal care and controlits spread.

The project

The MBOTE-SKproject combines support forimmediate
responsetothe cladelb outbreak withresearch studies that will
enhanceclinicalcareandinform control strategies.

The projectteamisworking across five areas, each of which
integratesresponse-supportactivitiesaswellasassociated
researchstudies:

e Understandingtransmission: Carrying out case-finding
activitiesand mapping casesto clarify mpox epidemiology
and provide health authorities with up-to-dateinformation
aboutthe spreadofinfection. Researchactivities will also
explore potential drivers of transmission.

o Genomic surveillance:Introducingregionalgenome
sequencing capacityineastern DRC to genomically
characteriseisolatesandshedlightonthe transmissionand
evolution of the new strain.

o Casemanagementanddiagnostics: Documentingthe
fullclinicalimpact of clade Ibindifferent groups, tracking
outcomesandidentifyingrisk factors for particularimpacts.
The projectisalsosupporting theintroduction of decentralised
moleculardiagnostic toolsat thelocalhospitaland providinga
platform forevaluatingrapid diagnostics for mpox.

o Community attitudes: Community engagementactivities will
raise awareness of mpoxandgenerate insightsinto community
knowledge and attitudes, including stigmatisation. This work
willhelptorevealhidden cases of mpoxinthe community.

e Supportingvaccination: The project’s epidemiological
analyseswillinformthe targeting of vaccination strategies at
highrisk populations. The projectis also evaluating theimpact
of vaccine campaigns and assessingvaccine effectiveness.

OIOICURY

MBOTE-SKis one of nine projects funded through anemergency
callforproposalslaunchedinresponse to the mpox outbreak
inthe DRC and othersub-Saharan African countries, which was
declared aPublic Health Emergency of International Concern
(PHEIC)by WHO and a Public Health Emergency of Continental
Security (PHECS) by AfricaCDCin2024.

The impact

The MBOTE-SKprojectismakinga critical contributionto the
response tothe mpoxoutbreakinthe eastern DRC. It will:

e Provide policymakerswithkeyinformationonthelocalspread
of cladelb, toinform the planning of control strategies.

e |dentify the fullrange of clinicalimpacts of clade Ib, to ensure
optimalclinicalmanagement.

e Provideinsightsintocommunity attitudesand‘invisible’
transmissioninthe community, to shape public health
interventions and communication strategies.

e Helptotargetvaccinationstrategiesand generate evidence
of theirimpact.

Collectively, the project’'swork willsupport theimmediateresponse

tothecladelboutbreakandgenerate evidence neededtoimprove
careandcontrolthe spread of infectionoverthelongerterm.
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JUA KIVU

9IC)

JointUnderstanding and Analysis of clade | monkeypox epidemiology, evolution andimmunology in South Kivu

The JUA-KIVU projectis generating aclearerpicture of the origins
andspread of the novelstrainof mpoxvirus (clade lb)identifiedin
SouthKivuProvince, eastern DRC.

The challenge

Anew strain of clade I mpox, namedclade lb, wasidentified in
easternparts of the Democratic Republic of the Congo (DRC)in
2024 Many aspects of thisvariant, includingits origins, spread
andinteractionswith otherinfections, remainpoorlyunderstood.

Thediscovery of the clade Ib mpoxvirusemerged fromactivities
undertakenas partof the GlobalHealthEDCTP3-funded GREAT-
LIFE project, whichisworking to build capacity forgenomic
surveillanceineasternAfrican countries, including Burundi, the
DRC,Rwanda,and Tanzania.As part of acapacity-building project,
mpox samples fromthe South Kivu outbreak were sequenced
andfoundto constitute adistinct clusterwithinthe cladelbranch
of the mpoxvirus family tree, likely the result of arecentzoonotic
spilloverthathasbecome establishedinthehumanpopulation.

The epicentre of thiscladelb outbreakinthe DRCisadensely
populatedminingarea, withmultiple bars, a thriving sexindustry,
andmany migratoryworkers, includingregularbordercrossings.
Thisenvironment provides opportunities forthe extensive spread
of thenewmpoxvirusvariant.

The project

Throughthe JUA-KIVU project, the teamresponsible foridentifying
thecladelbmpoxvirusis carrying outmore genome sequencing
andotherstudiestoprovide additionalinsightsintothe outbreak.

Around 200 additionalmpoxclinicalisolates have been collected
duringthe outbreakandwillbe sequencedto shedlight onthe
virus's evolutionandthe pathways throughwhichitis transmitted.

Otherworkwillfocus onthe possible origins of the virus.
Localresearchers collected samples from multiple wild
animals, bushmeatandhunters before and during the outbreak,
whichwillbe analysed forsigns of the virus and to pinpointits
emergenceinthe humanpopulation.

The projectteamisalsoinvestigating theimpact of co-
infectionsonthe severity of mpoxdisease. Co-infections, for
example, affectingmpoxskinlesions,appeartobeacommon
cause of deathinmpox patients. This effect will be systematically
investigated through metagenomic studies toidentify all
microbes presentinpatients’ skinlesionsandto assesstheir
associationwithpooroutcomes. The antimicrobial susceptibility
of co-infectionsisalsobeinginvestigated.

Itislikely thatnotallclade lbinfectionsare being detected, asthe
numbersare basedonanalysesof cases seeninhealth facilities.
The projectisalsocarrying out serosurveys to identify how many
people show signs of pastinfection, with a particular focus on
highrisk populations such as sexworkers, hunters, household

members of patients, andtravellers. Samples takenfromlatrines
at multiple border crossings are being analysedto provide
insightsinto virus circulation withinthe wider population.
Furtherdataare coming fromwastewater surveillance activities
thatwere already part of the GREAT-LIFE project.

The JUA-KIVU projectteamis also assessingimmunological
responsesto clade Ibinfections, comparingboth antibody and
cell-basedresponsestothose seenfollowinginfectionwith
othermpoxvirus clades andaftervaccination.

JUA-KIVUis one of nine projects funded throughanemergency
callforproposalslaunchedinresponse to the mpoxoutbreak
inthe DRC and othersub-Saharan African countries, which was
declared aPublic Health Emergency of International Concern
(PHEIC) by WHO and a Public Health Emergency of Continental
Security (PHECS) by Africa CDCin2024.

The impact

The JUA-KIVU project will provide new insightsinto the mpox
cladelboutbreakinthe eastern DRC. It will:

e Provideaclearerpicture of thelikely origins of the outbreak.

e Shedlightontheextenttowhichcladelbvirushasbeen
circulatingandis currently being transmitted through highrisk
populations.

e Revealthe extenttowhichco-infectionsare drivingpoor
outcomes associatedwith clade Impoxinfection.

Theseactivitieswillinformthe treatment of mpox patients,
particularly the management of co-infections,andwillalso provide
policymakerswithinsightsto enable themto planstrategies to
controlthevirus’s circulationand prevent new spillovers.

Projectataglance
Project duration 10ct2024-30 Sep 2026
Total project cost €1250000,00

GlobalHealthEDCTP3 €1250000,00
funding

Disease area Emerging orre-emerginginfectious

diseases
Interventiontype Surveillance tools
Overarching topic Health security

ERASMUS UNIVERSITAIRMEDISCH
CENTRUMROTTERDAM

Scientific projectleader STANSILELTD

Project coordinator

Participating countries Netherlands, Rwanda, Denmark, Spain,
Tanzania, Burundi, Democratic Republic of
the Congo
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MOVIE-TRACE

Addressing Critical Gapsin mpox epidemiology in DRC - The MOVIE and TRACE studies

The MOVIE-TRACE projectisclarifying two key aspects of mpox
infections: the speed atwhichthevirusis cleared fromthe body
anditsinfectiousness.

The challenge

Optimisation of controlmeasuresto preventthe spread of mpox,
including the newly emerged clade b mpoxvirus, dependsona
goodunderstanding of viral transmission. Keyissuesinclude the
time duringwhich the virusreplicates and a patientisinfectious,
andthevirus’sinfectiousness (how easilyitis transmitted to
others). The latteris generally characterised by its ‘secondary
attackrate’:the proportion of peopleincontact with a patient
whoalsobecomeinfected.

Althoughthese factorswere well studied during the globalmpox
pandemic of 2022-2023, relatively few data are available from sub-
SaharanAfrica, fromgroups suchas childrenandwomen, whowere
lessaffectedinthe globalpandemic,andforcladelbinfections.

The project

The MOVIE-TRACE projectteam collectedimportant dataon

mpox virusinfections during the global pandemic, characterising

the kinetics of viral shedding from arange of tissues during an
infection. Infectionkinetics differed significantly across tissue
compartments, with skinlesionsinparticular showing virus
shedding forextended periods.

Building onthisexperience, the teamisnow conducting two
complementary studiesinthe Democratic Republic of the
Congo (DRC)to provide similarinsightsinto clade Ibinfections.

e MOVIE: To characterise viralkinetics, the MOVIE study will
recruit 50 newly diagnosed patients, includingwomenand
children,andanalyse samples from different tissues (skin,
blood, urine andnose/throat) at five time points out to 8 weeks,
measuringviralload and generating an estimate of the time to
viralclearance.

e TRACE:Toassessinfectiousnessand calculate secondary
attackrate, 10 close contacts of each patient willbe
recruited andfollowed up tosee whichgoonto develop
mpoxinfections. Comparisons betweenthosewhobecome
infectedandthose who donotcouldalsorevealfactors
associated with susceptibility toinfection.

MOVIE-TRACE s one of nine projects funded through an
emergency call forproposalslaunchedinresponse to the mpox
outbreakinthe DRC and othersub-Saharan African countries,
whichwas declared a Public Health Emergency of International
Concern(PHEIC) by WHO and a Public Health Emergency of
Continental Security (PHECS) by Africa CDCin 2024.

The impact

The MOVIE-TRACE project will provide vitalinformation toinform
mpoxinfectioncontrolpoliciesand practices. [t will:

e Revealhowlongpatientsarelikelytobeinfectiousandtherefore
needtobekeptinisolation.

e Shedlightoninfectiousnessandrisks forinfection,revealing
potentially vulnerable groups andinforming targeting of public
healthresponses.

o Generatedataoninfectiousnessthatwill provide abenchmark
forassessingthe effectiveness of vaccination.

Theresults of the MOVIE-TRACE projectwilltherefore feed directly
into patientmanagementandthe design of disease control
strategiesandwillbe avaluableinputinto trials of mpoxinterventions.

Projectataglance

Project duration 150ct2024-14 Oct 2026
Total project cost €1431182,50

GlobalHealthEDCTP3 €1430875,00
funding

Disease area Emerging orre-emerginginfectious

diseases
Intervention type Surveillance tools
Overarching topic Health security

LONDONSCHOOLOFHYGIENEAND
TROPICALMEDICINEROYAL CHARTER

Scientific projectleader INSTITUTNATIONAL DERECHERCHE
BIOMEDICALE DU ZAIRE

Project coordinator

Participating countries United Kingdom, Democratic Republic of
the Congo, Spain
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EBO-PEP 2026

@

Filovirus post-exposure prophylaxis, preparedness and efficacy evaluation during outbreak in Central and

West Africa

The EBO-PEP 2026 projectisassessingwhetheralicensed
antiviralcanpreventdiseaseinindividualswho have had close
contactwith patients with Bundibugyo Ebolavirus.

The challenge

Beforetheyare diagnosedandisolated, patients with Bundibugyo
virus(BDBV)infections are likely to comeinto contact withvarious
healthcare workers, householdmembers,and others.
Theseindividuals may have beenexposedtoBDBVandare
therefore atincreasedriskof BDBVinfectionanddisease.

Post-exposure prophylaxis (PEP) offers away to protect such
individuals. During the virus'sincubation period, which canlast
up to three weeks, antivirals, monoclonal antibodies and/or
vaccinescouldbe giventoboosthostdefencesandpreventthe
virusfromgaining afoothold. PEP hasbeenshowntobe highly
effective atpreventing HIV and otherviralinfections, and was
deployedduring earlier Zaire ebolavirus outbreaks, whenno
casesoccurredinPEP-treatedindividuals.

OptionsforPEP arelimited forBDBV, but thereissome evidence
thatdirect-actingbroad-spectrumantivirals may inhibit the virus.

The project

The EBO-PEP 2026 projectisorganisingarandomised controlled
trialto assess the potential benefits of obeldesivir-based PEP
forclose contacts of BVBD patients. Obeldesivir, aderivative of
remdesivir,isapromising optionfor PEP, asit has showngood
activity inpre-clinical studies. Unlike remdesivir, itisanoral drug,
makingiteasiertodeliverinchallenging outbreak contexts.

The BDBV-focused project builds onthe existing GlobalHealth
EDCTP3-funded EBO-PEP project, whichaimsto evaluate

PEP forotherforms of Ebolainfection. [t mobilised tolaunch
researchduring aZaire ebolavirus outbreakinthe DRCinlate
2025, but thisoutbreak was veryrapidly contained sono data
couldbecollected. However, theinfrastructure, partnerships
and community engagement developedforthisoutbreak have
facilitated arapid pivottoaBDBVresearch project.

ThemainBDBV trial will take place inthe DRC and beintegrated
withinthe national disease controlresponse, with close
collaborationwith the Ministry of Healthand humanitarian
actors. Almost 1,000 close contacts of BDBV patients will
berandomisedtoreceive eitherobeldesiviroraplacebo,
administered daily for10 daysunderdirect observation.
Participants willbe monitoredforsigns of infectionand
regularly testedforBDBVinfection.

Childrenare athighrisk of severe disease, withmortality rates
higherthan80% seeninprevious Ebolaoutbreaks. Pregnant
womenare also at particularrisk of severe disease and adverse
pregnancy outcomes. Aplacebo-controlled trialis not
consideredethicalinthese groups. Instead, they willberecruited
intoacomplementary cohortstudy and provided withremdesivir
as PEP. Thiswill provide data onthe safety, effectiveness, and
feasibility of PEP inthese groups, aswellasinformationonthe
naturalhistory of infectionandhostresponses.

EBO-PEP 2026 is one of four projects funded through an
emergency call forproposalslaunchedinresponse to the
Bundibugyo Ebola outbreakinthe Democratic Republic of
the Congo (DRC)and Ugandain2026.

The impact

The EBO-PEP 2026 project willgenerate vitaldataonthe
potentialbenefits of BDBV PEP. It will:

e Showwhetherobeldesivircanpreventinfectionorreduce
the severity of symptomswhengivento close contacts of
BDBV patients.

e RevealwhetherPEPisacceptableandcanfeasiblybe
deliveredinoutbreak contexts.

e Providedataonthe costsandcost-effectiveness of
obeldesivir-based PEP.

If shownto be effective, obeldesivirandremdesivirare readily
available therapeutics that couldberapidly deployedin PEP
programmestoreduce therisk of severe diseasein groups at
highrisk of acquiring BDBV infections.

Projectataglance

Project duration 1Aug2026-31Jul2028

Total project cost €12.821.591,33

GlobalHealthEDCTP3 €12.821.591,33

funding

Disease area Emerging orre-emerginginfectious
diseases

Interventiontype Therapies

Overarching topic Health security

Project coordinator INSTITUT NATIONAL DE LA SANTE

ETDELARECHERCHE MEDICALE

Scientific projectleader INSTITUTNATIONALDERECHERCHE
BIOMEDICALEDU ZAIRE

Participating countries France, Democratic Republic of the Congo,
Coéted’lvoire, Senegal
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EPoCA-BVD

OIC)

Empowering Africa’s point of care with cutting-edge graphene biosensing forrapid detection andinterconnected

surveillance of Bundibugyo virus disease

The EPOCA-BVD projectis developing a sensitive point-of-care
testforBundibugyovirus, based oninnovative new materials and
biosensingtechnology.

The challenge

Detectionof Bundibugyo virus(BDBV)infectionsis challenging.
Initial symptoms are non-specific and similarto those of other
commonlocalinfections,includingmalaria. Novalidated point-of-
caretestisavailableyet, andlaboratory confirmationtakes several
daysandrequirestransportof hazardous biologicalmaterials.

Delaysindiagnosis canhave significantconsequences.
Unconfirmed casesmightnotenterisolation, providing
opportunitiesforthevirustospread, orthey mightbe placedin
isolationunnecessarily, disrupting dailylife, wasting healthcare
resources,andabsorbing capacity that couldbe used for patient
management.

The project

The EPOCA-BVD projectis developing anovel diagnostic,
suitable foruseinfield conditions, that willprovide rapid, reliable
informationon BDBVinfectionsandautomatically share data
with policymakers.

The projectis building onthe existing GlobalHealthEDCTP3-
funded,whichhasbeenusingnovelbiosensingtechnology
todevelop atestforotherebolaviruses. The new project will
leveragethe progressmadeinthisprojectandthe product
development pathways established.

The detectiontechnologyisbasedonthe BioGFT platform.
Binding of atarget molecule - suchasanantigenfroma
pathogenofinterest - triggers electricalchangesina transistor,
which canbe analysedbyembeddedAlsystemsto provide
anoutputcommunicating the presence orabsence of that
pathogen. The platformhasbeenenhancedbytheuse of
graphene, whichincreasesthe platform’s sensitivity.

Thetechnologyincorporates abiorecognition layer, basedon
antibodies thatbindto specific pathogenantigens. Existing
Ebolabiorecognitionwillbe adaptedto detect BDBV-specific
antigens. The devicewillalso be made morerugged foruse at
field sites, suchas peripheralhealth facilitiesand field triage
sites,and will provide aninitial diagnosis within 90 minutes
(laboratory confirmationwillstillberequired). The platformis
internet-enabled, so datacanbeimmediately shared with
centraldata sourcesto provide health systemmanagers with
up-to-date epidemiologicalinformation.

Afterlaboratory testing of performance onbiobankedsamples,
thetechnology willbe evaluatedinthe fieldunderreal-world
outbreak conditions. Datawillbe gathered onits diagnostic

performance comparedwith gold-standardlaboratory
methods, aswellasonitsusabilityinfield settingsandits
clinical utility (the extent to whichresults actually inform clinical
decision-making). The project aimsto testaround 200-400
potential caseswithinayear.

The projectwillalso map out a pathway for the sustainable

use of the platform forBDBV detection, includingregulatory
clearances, plansfortechnology transfertosupportlocal
manufacturing, documentationto support efficient deployment,
andagreements forintegrating datainto nationalhealth
information systems.

EPOCA-BVDisone of fourprojects fundedthrough an
emergency call forproposalslaunchedinresponse to the
Bundibugyo Ebola outbreakin the Democratic Republic of
the Congo (DRC)and Ugandain2026.

The impact

The EPOCA-BVD project could have amajorimpact ontriage of
potential BDBV cases. [t will:

e DevelopaBDBV-specificdiagnostic suitable foruseinremote
settings withminimal training.

e Generatedataonitsperformanceinreal-worldresponse settings,
including the extenttowhichitinforms clinical decision-making.

e Automatically share diagnosticinformationto provide up-to-date
epidemiologicalinformationto guide outbreak controlactivities.

Arapidpoint-of-care diagnostic could be asignificant benefit
todisease control efforts by ensuring patients areisolated
andreceive supportive care as quickly as possible, helping
avoid overcrowding at testing facilities, and enabling earlier
identification of contacts formonitoring.

Projectataglance
10ct2026-31Mar2028
Total project cost €1.000.000

GlobalHealthEDCTP3 €1.000.000
funding

Project duration

Disease area Emerging orre-emerginginfectious diseases

Interventiontype Diagnostics, Surveillance Tools
Overarching topic Health security

LIBELIUM COMUNICACIONES
DISTRIBUIDAS SL

Scientific projectleader  INSTITUTNATIONAL DERECHERCHE
BIOMEDICALE DU ZAIRE

Project coordinator

Participating countries Spain, Democratic Republic of the Congo,
Estonia, Ghana, Italy
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Ebola PREP-TBOX Plus

OICIOI)

Advancing the preparedness toolbox for One Health surveillance, rapid diagnostics and medical countermeasures

againstrecurrent Ebola outbreaks

The Ebola-Prep TBOXPlus projectis developing atoolbox of
practicalaidstosupportthose battlingthe Bundibugyo virus
outbreakin Central Africa.

The challenge

The Central African Bundibugyo virus (BDBV) outbreak has
occurredinahighly challenging setting. The epicentre of the
outbreakineasternDemocratic Republic of the Congo (DRC)
isageographicallyremote areacharacterised byinsecurity,
limited healthcareinfrastructure and a mistrustful population.
Displacementand extensive cross-bordermovement provide
opportunities fordissemination of the virus.

Trackingthe spread ofinfectionisheldbackby thelack of validated
point-of-care diagnostics, whilelimited community-based
surveillanceisamissedopportunitytocatchcasesearly. Theregion
alsolacks|Tsystems capable of integrating diverse data sources to
provide aholistic,up-to-date picture of the spread of infection. Patient
careisunderminedby thelack of BDBV-specific therapeutics.

Enhancingtheresponseto the outbreak thereforerequiresan
integrated approach thataddresses multiple shortcomings.

The project

The Ebola-Prep TBOXPlus projectbuildsonthe previously funded
by GlobalHealthEDCTP3. Initially focused on developing atoolbox
ofinnovations to controlotherebolavirusinfections, the new
projectisshiftingitsattentionto BDBVandto delivering practical
aidstosupporttheresponsetothe Central Africanoutbreak.

The projectisfocusingonfourkeyareas:

o Community engagement: Researchinto current
community knowledge, attitudes and practicesrelevant
to BDBV, tosupportdevelopment of culturally appropriate
communications materialsinlocallanguages, focusingon
points of entry and at-risk forest communities in the Republic
of Congo. The projectwillalso train frontline workersin
community engagementand risk communication.

o Diagnostic developmentand evaluation: The projectis
establishingahighly sensitivelaboratory-based detection
systematsitesinthe DRC, Republic of Congoand Uganda.
Throughamultisite field trial, it will also evaluate multiple
commercialandlaboratory-developedtests,includinga
remote molecularassay developedbythe projectthatcanbe
deployedatsites with minimallaboratoryinfrastructure, such
asdistrict-levelhealthfacilitiesand borderposts.

e Al-enabledsurveillance: The projectisenhancingsurveillance
byfacilitatingandcreatingnewreportingmechanisms. Itis
developingaOneHealthreference glossary and multilingual Al-
basedsystemto capture BDBV-relatedinformation fromawider
range of sources. Focusing onsitesinthe DRC and Republic of
Congo,itisworking withcommunities to enhance community-
based surveillance throughaspecially developedapp foruse by
community healthworkers and othercommunity-based groups.

e Advancinganantibody-based therapeutic: The Ebola-Prep
TBOXprojecthasbeendevelopingabroad-spectrumEbola
antibody-based therapeutic generated by inoculation of
horseswithacocktail of viralantigens. The resulting polyclonal
antibodiesareisolatedand processedtogeneratea
preparationcapable of neutralising arange of viruses. In this
project, theteamisusingthe same development pathway to
identifyimmunogenic BDBV antigensandto develop and test
atherapeutic preparationwith activity against BDBV.

Ebola-Prep TBOXPlus is one of four projects funded through
anemergency call forproposalslaunchedinresponse to the
Bundibugyo Ebola outbreakinthe Democratic Republic of the
Congo (DRC)and Ugandain2026.

The impact

The Ebola-Prep TBOXPIlus projectis developingarange of tools to
supportamore effectiveresponse tothe BDBV outbreak. It will:

e Provide evidence-basedand culturally appropriate materials
toraise awareness of BDBV andinfection preventionamong
vulnerable key populationsin Centraland Western Africa.

e Developaninnovative newdiagnosticand generate data
onarange of otherpotential tools toinform policymakers’
decision-making ondiagnostic use.

e Enhance community-levelreporting of possible casesand
strengthenlocal surveillance systems.

e Developanovelantibody-basedtargeted BDBV therapeutic
tothepointthatitcanbetestedinpeople.

Collectively, these activitieshave the potentialto accelerate
casedetection, enablingtreatmentandisolationtobegin
soonerandreducing therisk of furthertransmission, while also
enhancingawarenessamong hard-to-reachcommunities and
potentially providing anew treatment option forthose with
confirmed BDBVinfections.

Projectataglance
10ct2026-31Mar2028
€999.972,89

GlobalHealthEDCTP3 €999.972,89
funding

Project duration

Total project cost

Disease area Emerging orre-emerginginfectious diseases

Intervention type Diagnostics, Surveillance Tools, Therapies
Overarching topic Health security
Project coordinator EBERHARDKARLSUNIVERSITY OF TUBINGEN

Scientific projectleader FONDATION CONGOLAISEPOUR
LARECHERCHEMEDICALE

Participating countries Germany, Democratic Republic of the
Congo, Uganda, France, Congo

-135-



EMERGENCY RESPONSEACTIONS |[EBOLA OUTBREAK

EboNet

Coordinated operational framework and response to the Bundibugyo virus disease outbreak

The EboNet projectis establishinglinks across multiple GlobalHealth
EDCTP3-fundedresearchnetworksinAfricatoensureacoordinated
researchresponsetothe Bundibugyovirus outbreakin Central Africa
andtostrengthensurveillance systemsinhigh-risk areas.

The challenge

The Central African Bundibugyo virus (BDBV) outbreak
hasaffectedanareawithweak healthcareinfrastructure.
Furthermore, response strategies face multiple challenges,
includinginsecurityinaffectedareas, displacement of large
numbers of people, frequent cross-bordermovement, use of
traditional burial practices that create opportunities forviral
transmission, and highlevels of mistrust of healthcare workers
fromoutside the area.

Inaddition, thelack of avalidated point-of-care test makes
itdifficulttorapidlyidentify new cases. Notests are suitable
forcommonlyused moleculardiagnostic platforms,and PCR
kits formoleculartestingarenotavailablelocally. As aresult,
policymakers are frequently workingwithanincomplete and
out-of-date picture of arapidly evolving outbreak.

The project

The EboNet projectisbringing together topromotea
coordinatedresearchresponsetothe BDBV outbreak, and
inparticulartoenhance surveillance systems so thatmore
complete andup-to-dateinformationis available to those
leading countryresponses.

Researchisacrucialaspectof theresponsetothe BDBV
outbreak, but giventheurgency of the situation, itis essential
thatresearch effortsare coordinated andwellplanned so that
they deliverthe neededdata, are well aligned with outbreak
responses, andare conducted efficiently.

The GlobalHealthEDCTP3 programme has funded multiple
outbreak and pandemic preparednessnetworksinsub-
SaharanAfrica,includingthe,,, and projects, each of whichhas
conductedstudiesandhas expertise that couldbe deployedin
the BDBV outbreak. The EboNet projectis establishinglinkages
betweenthe networks, which together cover 23 countries
andaround100researchinstitutions, to ensure acoordinated
response tothelatestcrisis.

Projectactivitiesinclude mapping existing surveillance efforts
andidentifying gaps, providing training on BDBV detection, and
developingaplatformtoshare BDBV-relatedinformation. The
projectisalsodevelopingtarget product profiles (TPPs)to guide
the developmentof BDBV treatmentsand diagnostics, aswell
as adaptive clinicaltrial protocolswith standardised endpoints
and other trialmetrics. It will establish the basis fora data-sharing

platformandfacilitate accesstoclinicaltrialand genomic data
relatingto BDBV.

The projectfocusesonthe currently affected countries,

the DRCandUganda, aswellas neighbouring at-risk countries.
Allactivitiesare beingundertakenin close collaborationwiththe
Africa Centresfor Disease Controland Prevention (Africa CDC).

EboNetisone of fourprojects fundedthroughanemergency
callforproposalslaunchedinresponsetothe Bundibugyo
Ebolaoutbreakinthe Democratic Republic of the Congo (DRC)
andUgandain2026.

The impact

The EboNet projectwillhelp mobilise the assetsandtechnical
expertise held by multiple GlobalHealthEDCTP3-funded
researchnetworksto supportthe BDBV outbreakresponse. ltwill:

Createacollaborative framework enabling multiple African-
basedresearchersandinstitutionsto supportresearchand
response activitiesinacoordinated way.

Help toharmonise approaches andfacilitate data sharing so
that data fromdifferent studies canbe efficiently integrated.
Avoidunnecessary overlap and optimiseresearch efforts
during the outbreak.
Ensurethatlesswell-developedsitescanbeinvolvedin
researchactivities.

Delivertrainingatscale, leveraging the diverse expertise held
across collaborating networks.

The EboNet projectwillhelp ensure acoordinatedresearch
response to the BDBV outbreak, maximising the utility of the
datagenerated while efficiently leveraging the expertise within
existingnetworksto supportresponse and control activities.

Projectataglance

Project duration 1Sep 2026 -31Aug2027
Total project cost €4.023.512,61

GlobalHealth EDCTP3 €1.000.000
funding

Disease area Emerging orre-emerginginfectious
diseases

Interventiontype Surveillance tools
Overarching topic Digitaltechnologies, Health security
Project coordinator EDCTP ASSOCIATION

Scientific projectleader FONDATION CONGOLAISEPOURLA
RECHERCHEMEDICALE

Participating countries Netherlands, Congo, Ethiopia, Nigeria,
France, Ghana, Uganda
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PRESERVE

OICICIOIOEN

Preparedness, Research and Surveillance Network forinfectious Diseases in Central Africa

The PRESERVE projectis strengthening pandemic preparedness
andresponsesin Central Africa, withafocus on One Health.

The challenge

Central Africaisahotspot foremergingandre-emerging
infections. Rapidlyidentifyingandrespondingtonewinfections
iscriticalto preventthem fromexpandingintolarge-scale
outbreaks and pandemics. Thisrequires effective surveillance
systems, outbreak response mechanisms, and strategies to
ensureresearchontreatments and controlmeasures canbe
activated asrapidly as possible during outbreaks.

However, pandemic preparednessin Central Africafaces
multiple challenges. Theseinclude limited humanresources,
inadequatelaboratoryandclinicalresearchinfrastructure,
including diagnostic capacity,and poorcross-border sharing of
dataandinformation.

The project

Initiatives funded by past EDCTP programmes and others have
helpedto createinternational multi-disciplinary platforms to
boostclinicalresearchand pandemic preparedness capacity
in Central Africa. Key networks have been established,including
the Central Africa Clinical Research Network (CANTAM), the
Central AfricanTraining Platform for Clinical Research (CATCR)
andthe EDCTP-funded pandemic preparedness network
PANDORA-ID-NET. The PRESERVE projectis building on this
foundationto furtherstrengthenregional collaborationand
capacity building, withaparticularfocus on the human-animal
interface and One Healthapproaches.

The projectbrings together private-non-profitand public
partners from Cameroon, the Republic of Congo, the
Democratic Republic of the Congo (DRC), Gabonand Zambia,
plus four European partners. It will forge close tieswith the
CANTAM, CATCR, and PANDORA-ID-NETnetworks, as well as key
regional partners, suchas the WHO Regional Office for Africa,
the Africa CentresforDisease Controland Prevention (Africa
CDC), the Coalitionfor Epidemic Preparedness Innovations
(CEPI),and the Gates Foundation.

The projectaimsto strengthen expertise, training, partnerships
andinfrastructureinthe subregion, witha particularfocus on:

Developing a disease-agnostic toolbox and adaptive
protocoltoenable clinicaltrialstobe launchedrapidly whenan
outbreakis detected.

Promoting capacity building for One Health diagnostics and
researchthroughstrengthening of the Institute of One Health
(INOHA) and expansion of its training programmes.
Strengthening national public health laboratoriesinthe
Republicof Congoand Gabon, withadditionaltrainingand the
introduction of rigorous quality management systems.

Improving tuberculosis diagnosis, forexample through
evaluationof anewly developedtoolbasedonAlanalysis of
chestX-rays.

Enhancingsurveillance of arboviruses (suchas dengue,
chikungunya, Rift Valley fever, yellow feverand Zika viruses)
andvectorcontrolactivities.

Extending monitoring of zoonotic transmission of TB, through
integrationinto One Health activities.
Embeddingcommunity engagement to strengthen
participationinclinicalresearch.

The impact

The PRESERVE project will strengthen pandemic preparedness
in Central Africa. It will:

Significantly expand One Health capacityinthe subregion.
Strengthensurveillance systems forvector-borneviral diseases.
Facilitate theupgrading of laboratoriesandincrease
diagnostic capacity.

Enhance clinical trial sitesacross the subregion.

Establish systems fortherapidlaunch of clinical trialsin
outbreak contexts.

Collectively, thework of the PRESERVE project partners willbuild the
capacities of countriesin Central Africatomonitorthe emergence
of newinfectionsandtoworktogetherto preventthe escalationof
outbreaksintomajorregional public healthchallenges.

Projectataglance
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ACT-PREP

)
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Advancing clinical trials and epidemic preparedness research capacity in Africa (ACT-PREP)

The ACT-PREP projectaimsto strengthen capacity forconducting
clinicaltrialsinsub-Saharan Africa, withaparticularfocusonresearch
duringoutbreaks.

The challenge

Countriesinsub-SaharanAfrica face amultitude of infectious
disease challenges,including a highrisk of outbreaks of
epidemic-prone pathogens. Atthe same time, countries
typically have weak healthcare systems, limited surveillance
capacity,andunderdeveloped capacity fordetectingand
responding to outbreaks.

Inparticular, countriesrarely have the capacity tointegrate
research activitiesinto outbreakresponses to generate evidence
that strengthens controlactivitiesandresponse effectiveness.

Nevertheless, some countriesintheregionhave built strong
surveillance, outbreakresponse andresearch capacities, and
have achievedsignificantsuccessesin preventing outbreaks
fromturninginto majorhealthcrises. There are opportunities for
suchcountriesto share theirexpertise and experience with other
countriesintheregion.

The project

The goalof the ACT-PREP projectis toinstitutionalise clinical trial
preparednesswithinnational public health systems, as part of
broadereffortstostrengthenoutbreak detectionandresponse.
Ithasaparticularfocus onHIV/AIDS, malaria, neglected tropical
diseasesandTB,alongside emergingandre-emerginginfections.

The projectis providing anextensiverange of short- andlong-
termtraining opportunities to strengthenresearch capacity
forresearchers, healthcare professionals, clinicaltrials support
staff,andundergraduate and postgraduate students. This will
bebasedoninteractive workshopsandonline courses, use

of massive openonline courses (MOOCs), andplacements at
trial sitesand within ongoing trials or surveillance activities. The
projectpartnerswill provide accesstoreal-life datasets for
supervisedtraining exercises.

Inparticular, the projectis trainingmore than 700 seniorresearchers
inadvancedmethodologies andtechniques, settingup mentorship
programmes, and developingexchange programmes. [t will
supportthework of 15 PhD studentsand 10 postdoctoral scientists.
Inaddition, afurther80 clinicaltrialmonitors willbe trained.

Capacity forpreparedness andrapidresponse will be built
across the network, leveraging existing high-performing sites.
Inadditiontoresearch,itaimstoensure thatnewtools, such as Al
technologies, areintegratedinto outbreakresponses.

Standardisedresearch protocolswillbe developedsothat
researchstudies canberapidlylaunchedatthe onset of
outbreaks, supportedby trainingand simulation exercises for
responders. Surveillance activities willbe enhanced by integrating
surveillance datawith existing DHIS? healthinformatics systems.
Community engagement willbe strengthened to build trustand
supportforresearchactivities during outbreaks.

To facilitate therapidlaunch of high-quality research during
outbreaks, training workshops and benchmarking visits will
be organisedforethicsreview committee membersand
representatives of regulatory authorities. Guidelines willbe
updatedbasedonresearch conducted during outbreaks
andepidemics. Toimprove efficiency, digital systems willbe
introducedwhere they arenot alreadyusedbyregulatorsand
ethicsreviewbodies.

Laboratoryinfrastructure and data management systems will
alsobeupgraded, withafocusonsitesincountrieswithless well-
developedclinicalresearch capacity. Atleast five laboratories
willbe upgraded during the project.

Collaborationswillbe strengthened across academia, public
healthbodiesand ministries of health, with the projectalso
working closely withthe Africa Centre for Disease Control
andPrevention (Africa CDC). The project will create aplatform
forsharingresources, dataand protocols,andestablishan
extensive community of practice forresearchersandhealth
workers delivering trials during outbreaks.

The impact

The ACT-PREP project will strengthenregional capacity to
detect, preventand manage infectious disease outbreaks. [t will

e Strengthencapacitytolaunchclinicaltrialsrapidly when
outbreaksoccur.

e Streamlineregulatory andethicsreview processestoenable
rapidlaunch of clinical studies while safeguarding participants’
interests.

e Buildahighly trainedworkforce abletobe deployedto
different siteswhenoutbreaksoccur.

Projectataglance

Projectduration 1Jun2026 - 31May 2031

Total project cost €19389911,80

Global HealthEDCTP3 €12751864,50
funding

Disease area Emerging orre-emerginginfectious
diseases, HIV/AIDS, Neglectedinfectious

diseases

Interventiontype Surveillance tools, Diagnostics, Cross-

intervention orinterventionunspecific
Overarching topic Digitaltechnologies, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader MAKEREREUNIVERSITY

Project coordinator

Participating countries Netherlands, Uganda, Somalia, Democratic
Republic of the Congo, Tanzania, Ethiopia,
Sweden, Germany, Rwanda, Senegal, South
Sudan
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EACCR4

Eastern Africa consortium for clinical research 4

The EACCR4 projectis strengthening clinicalresearch capacity
acrossawiderange of sitesinEast Africa.

The challenge

Despite some progress, sub-Saharan Africaremains
underrepresentedasalocationforclinicaltrials. Thishas
multipleimplications,including alack of data onthe efficacyand
safety of newinterventionsinAfricanpopulationsand delaysin
introducing new medicalinnovationsinAfrican countries.

Strengthening of clinical trial capacity requiresinvestment
inmultiple areas. Laboratoryinfrastructure mayneedtobe
upgradedtosupporttheanalysesintegraltoclinical studies. In
particular, diagnostic capabilitiesmay needto be strengthened.
Clinical trial sites may need furtherdevelopmentso patients can
berecruited, caredfor,andstudiedinsafe settings.

Above all, human capacity needstobe developedtoensure
thattrials are performed safely, efficiently andrigorously. The
Africa CentresforDisease Controland Prevention (Africa CDC)
publichealthworkforce strategy hasidentified serious staffing
shortagesandoutlined priority development needs to enable
theregionto contributeits fairshare to trials.

Forthepast15years, the East African Consortiumfor Clinical
Research (EACCR)hasbuilt subregional capacity forclinicalresearch
thanksto fundingthroughsuccessive EDCTP programmes. It has
providedaframeworkforcollaborative studiesandbaseline data
collection,aswellasahigh-qualitynetworkthat supports the training
andcareerdevelopment of early-careerresearchers.

The project

The EACCR4 projectisbuilding onthisfoundation, withthe network
expandingtoinclude 23 partnerinstitutions from13 countries,
including sevenfromsub-SaharanAfrica. Three countries with
lesswell-developedhealthresearchsystems - the Democratic
Republic of the Congo(DRC), Somaliaand Zambia - havejoined the
network, alongside additional Europeaninstitutions.

Thenetworkisalso strengtheningits connections with national
public healthinstitutesinparticipating countries and placing
greateremphasisonclinicalresearch during epidemics.

The EACCR4 projectincorporatesabroad spectrum of
capacity-building activities, withafocus onlesswell-developed
institutions. Atleast two clinicalresearch sites willbe upgraded,
andintegrated supportwillbe providedto strengthenlaboratory
capacities. Site capacitieswillbe audited to inform site-specific
development plans. Weaker sites will be paired with stronger
sitesandsupported throughtrainingand mentorship, withthe
aim of certifying fouradditional laboratories during the project.
The network’s statistics and datamanagement platformwillbe
strengthenedandexpandedtonewsites.

Throughthe project,nine PhD studentsand 18 master’s students
willbe supported. Trainingwill also be provided to clinicaland
laboratory personnel,and 28 new clinicalresearch associates

OIS IO

willbe trainedinclinical trialmonitoring. Five emergingleaders
willbenefitfromresearchleadership training, with priority being
givento promisingresearchers fromthe three new countries with
lesswell-developedclinicalresearch systems.

Thenetwork'sHIV/AIDS and TBresearchwill focus on surveillance
fordrugresistance andapplication of digital, machinelearning
andmodelsforpredictingHIVand TB drugresistance. The
malariaprogramme willaddress parasite drugresistance and
insecticideresistanceinmosquito vectors. Neglected tropical
diseaseresearchwillfocus onepidemiology and diagnostics.

Epidemics are anew priority area forthe network. Key activities
willinclude strengthening genomics surveillance, preparation
forclinicaltrialsin outbreak situations, and training forresearch
during outbreaks. There willbe afocus on strengthening
laboratory diagnostic capacity, as wellasintroducing mobile
laboratoriesinthe DRC and Zambia andlinking existing labs to
national public healthinstitutesinothercountries.

The impact

The EACCR4 projectwill furtherstrengthen clinicalresearch
capacityinEast Africa. It will:

e Provideahigh-quality environmentfortraining early-career
researchers.

e Supporttheaccelerated development of some of the most
promising futureresearchleaders.

e Equipmoresitestocarryouthigh-qualityresearch,including
during outbreaks.

e Generatenewknowledgetosupportmore effective treatment
and control of priorityinfectious diseases.

Projectataglance
Project duration 1Jun2026-31May 2030
Total project cost €13923277,54

Global HealthEDCTP3 €12751648,96
funding

Disease area Emerging orre-emerginginfectious

diseases, HIV/AIDS, Tuberculosis

Surveillance tools, Cross-intervention or
interventionunspecific

Interventiontype

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientificprojectleader UGANDANATIONALHEALTHRESEARCH
ORGANISATION

Project coordinator

Participating countries Netherlands, Uganda, Somalia, Tanzania,
Zambia, Rwanda, Kenya, Denmark, United
Kingdom, Germany, Norway, Sweden,
Democratic Republic of the Congo
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SINCEP-Africa
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Strengthening Institutional Networks and Building Capacity for Epidemiological Preparednessin Africa (SINCEP-Africa)

The SINCEP-Africaprojectis building onan existing global
network of community-basedresearchsitesto strengthen
epidemicandclinicalresearch capacityinsub-SaharanAfrica.

The challenge

Although Africahas traditionally conducted only a small
proportionof theworld’s clinical trials, recent years have seen
asignificantuptickinclinicalresearchactivityintheregion.
Nevertheless, thereremainareas for furtherimprovement.
Furthermore, as experienced during the COVID-19 pandemic,
itischallenging forclinical trial sitesin sub-Saharan Africato
rapidlylaunchtrialswhenoutbreaks are detected.

Toreact quickly, clinicaltrial sitesneedtobe well-preparedin
termsofinfrastructure and human capacity. Successfuland
rapidclinical studiesrequire therightinfrastructure, trained staff,
baseline data, andpre-approvedresearch protocols. However,
asoutbreaks are difficult to predict, trial sitesmay alsoneed to
remainactive toensure they are alwaysready torespond.

Networkingamongclinicaltrial sitesisimportant to ensure activities
areharmonisedandtoenable datapoolingto generate evidence
more promptly. Moreover, because outbreaks may berestricted
toparticulargeographicareas, sitesinmultiplelocationsneedto
be research-ready’. The INDEPTHNetworkis awell-established
consortiumoflésitesinAfricathat conduct ongoinghealthand
demographicsurveillance andregularsystematic data collection
fromlocalpopulations. Anopportunity exists to build on this
foundationto create additionaltrial-ready sites.

The project

The SINCEP-Africaprojectisworking withINDEPTH Network
partnersinsub-SaharanAfricato strengthentheircapacitytocarry
outclinicalresearchduring disease outbreaks. The project will
include 14 existingINDEPTH sitesintheregion plus two newsitesin
Coted'lvoire andthe Democratic Republic of the Congo (DRC).

The projectwillfirstaudit the sites’ ongoing surveillance
activitiestoidentifyany gapsthatneedtobeaddressedto
enable clinicalresearch studiesto be carried out. Surveillance
activitiesinroutine healthcare willbe strengthened, and sites’
capacity forclinicalresearchwillbereinforced throughtraining
andinfrastructure upgrades asrequired. Around 500 academics
andtrial supportstaffwillbenefitfromamixof short-term
andlong-termtraining opportunities,including 40 graduate
students, 15PhDstudentsand 10 postdoctoral fellows.

Laboratory capacity fordiagnostics and otherkey technologies
willbe strengthenedwhere necessaryin collaborationwith
international partners. Laboratory quality management systems
willbeintroducedwhere needed, and accreditationplanswillbe
developed, with atleast fivelaboratories due to be accredited
throughthe project.Incollaborationwith nationalregulatory
authorities, the projectwill also strengthenintervention safety-
monitoring systems at the sites.

Inaddition, the projectwillintroduce an Al-driven electronic
surveillance systemacross participating sites. Thiswillautomatically
share datawithacentraldatabase foranalysis. This systemwillbe

usedtodevelop predictive modelsthat generateinsightsto guide
localdecision-makinganddisease-controlactivities.

Tolaunchresearchstudiesrapidly during outbreaks, clinicaltrial
protocolsneedtobeapprovedinadvance. The projectistherefore
engagingwithnationalandregionalbodies, including ministries

of health, nationalregulatory authoritiesandresearchethics
committees, tobuildsupportforresearchandgainpre-approval

of masterprotocols foroutbreak-linked clinical studies. Thisworkis
beingorganisedinpartnershipwiththe AfricanVaccine Regulatory
Forum(AVAREF)andthe EDCTP-funded LusoAfro-BioEthics project.

To ensure that trial sitesremain ‘warm’ between outbreaks,

the projectwillseek opportunities to host clinical studies of
interventions formalaria, TB, HIV/AIDS, and diarrhoeal diseases.
The projectteamisengaging with potentialtrial sponsors to
highlight opportunitiesthe network offers formulticentre trials.

The impact

The SINCEP-Africaprojectwillmake a significant contribution to
clinicalresearch capacity buildingin sub-Saharan Africa. It will:

o Extendtheworkof existing high-quality health surveillance
andresearchsitesso thatthey cantake partinclinical trials.

e Createanetworkofsitesable torapidlyinitiate clinical
researchwhendisease outbreaksoccur.

e Provideanintegrateddatamanagementandanalysisinfrastructure
forgeneratingactionableinsights fromsite surveillance data.

e Extendtherange of sitescapable of carryingoutresearchon
interventions for the key poverty-relatedinfectious diseases
affecting sub-Saharan Africa.

Projectataglance

Project duration 1Jun2026 - 31May 2031

Total project cost €25600413,30

Global HealthEDCTP3 €13366 351,00
funding

Disease area Emergingorre-emerginginfectiousdiseases,

Cross-disease ordisease unspecific

Interventiontype Surveillance tools, Therapies, Cross-

intervention orinterventionunspecific

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Digitaltechnologies, Environment

andbiodiversity, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader INDEPTHNETWORKPRIVATE COMPANY
LIMITEDBY GUARANTEE

Project coordinator

Participating countries Netherlands, Ghana, United Kingdom, France,
Coéted’'Ivoire, BurkinaFaso, Democratic
Republic of the Congo, Mali, Mozambique,
Tanzania, Kenya, Uganda, Spain, United
States, Ethiopia, Nigeria, Senegal
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WANETAM-4

West African Network of Excellence for TB, AIDS and Malaria

The WANETAM-4 projectisstrengtheningakey West Africanresearch
networktosupportfurthercapacity building, development of the
nextgenerationof African Clinicalresearchleadersandbuilding of
closerrelationswithnational public healthinstitutions.

The challenge

Overthepasttwodecades,clinicalresearchcapacityinsub-Saharan
Africahasbeguntogrowsignificantly.Researchnetworks,including
theregionalnetworks of excellence fundedthrough successive
EDCTP programmes, have made major contributionsto this capacity
building. However, theregionstill faces multiple infectious disease
challengesandfrequentoutbreaks, emphasising the continuing
needtostrengthentheclinicalresearchecosystem.

The West Africa Network of Excellence for Clinical Trialsin TB,
AIDS and Malaria (WANETAM) has previously receivedthree
tranches of EDCTP funding. These enabled the WANETAM team
to establish ahighly effective network of clinicalresearchssites,
supporting multi-centre clinical studies, providing training and
careerdevelopmentopportunities foryoungAfrican scientists,
and developingtheirresearchleadership skills.

Amongits many achievements, WANETAMhas established
genome surveillance networks formultiple infections, created
anetwork of datamanagers, and developed quality assurance
systemsforclinicaltriallaboratories withinthe network.

The project

Inthe WANETAM-4 project, the network willcontinue to conduct
arange of researchstudiesinits core areas of interest, while also
strengtheningits contributions to capacity building, leveraging
its platformforcross-disciplinaryresearch, andbuilding
closertieswith nationalpublic healthinstitutes. The network
hasexpandedtoincludeinstitutionsin12sub-SaharanAfrican
countries,includinganglophone, francophone andlusophone
countries, to overcome linguistic barriers to collaboration.

Tuberculosis: The network’s TBresearch will focus on
characterising TB-associated multimorbidity across the life
course, risk factorsandlinks to drugresistance. It willalso
provide aplatformforTBvaccine and othertrials.

Malaria: The malariaworkstreamwillwork with national
malaria control programmes ontheimplementation of

new interventions to control malariaand advance malaria
elimination. Itwillalso provide a platformin foursettings
foradaptive trials of interventions, and also undertake
surveillance activitiesto track drugandinsecticide resistance.
HIV/AIDS: Researchis focusingonenhancing earlyinfant
diagnosis andviralload monitoring, collectingdataondrug
resistance mutations, and delivering training onvaccine R&D.
Studieswillalsotestlong-acting antiretroviralinterventions,
effectsof treatment onthe microbiome, and characteristics of
theHIVreservoirinthelong-termvirally suppressedindividuals.
e Pandemic preparedness: The networkishosting Special
Collaborative Training on Epidemic Preparedness and
Surveillance (SCTEPS), acapacity-building programme on
pandemic preparednessfor30researchersand public health
officials from13 national public healthinstitutes.

ez

e Neglectedtropical diseases (NTDs): Activitiesare focusing
onintegratedsurveillance of NTDs, improving capacity
fordiagnosisbased onskinlesion characteristics, and
strengthening genomic surveillance of choleraand
environmentalsurveillance of Lassafever.

Cross-cutting capacity-building activitieshave a particular
focusonbuilding scientific leadership skills. The network will
also supportinfrastructure upgrades atlesswell-developed
researchsites, provide courses oninstitutional strengthening,
anddelivertraininginkey areas of clinical trial development and
management, including trial oversight and pharmacovigilance.

The impact

WANETAM-4 willcontinue the scientificresearchprogrammesand
capacitybuildingbeguninpreviousincarnations of the network. It will:

e Provideaplatformforhigh-quality, multi-centre studiesinkey
areas of infectious disease.

e Strengthenresearchcapacity atsiteswithlessexperiencein
hostingclinicalresearch.

e Buildresearchexpertise andtheresearchleadership skills of
promising early-careerresearchers.

e Facilitateenriched collaborationsacross countries, often
siloedbecause of linguistic barriers.

Throughitsactivities, WANETAM-4willgenerateimportantnew
knowledge onpoverty-relatedinfectious diseases, while also
creatingopportunities formore ambitious clinical studiesand
providing training forthe next generation of Africanresearchleaders.

Projectataglance

Project duration 1Jul2026 - 30 Jun 2031
Total project cost €15276514,80

Global HealthEDCTP3 €12751884,95
funding

Disease area Emerging orre-emerginginfectious
diseases, Neglectedinfectious diseases,

Tuberculosis

Surveillance tools, Cross-intervention or
interventionunspecific

Interventiontype

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader WESTAFRICANRESEARCHANDINNOVATION
MANAGEMENTASSOCIATION WARIMALTD

Project coordinator

Participating countries Netherlands, Nigeria, Ghana, Guinea-
Bissau, Burkina Faso, Senegal, Benin,
Mali, Guinea, Portugal, United Kingdom,
Germany, France, Belgium
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SUPPORT
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Supporting the next generation of African experts on preventing mortality among childrenliving with HIV through

atranslational training

The SUPPORT projectisleveraging two EDCTP2-funded
HIV projectstoprovide acareerdevelopment platformfor
Africanresearchers.

The challenge

Despite some progress, sub-Saharan Africa stillhasrelatively
fewhealthresearchers,anditis oftendifficult forresearchersto
advance theircareerswithintheregion.

Internationalresearch partnerships, suchas those supportedby
EDCTP, create additional opportunities for capacity building.
Eachprogrammetypicallyincludesprojects formaster'sand
PhDstudents, but thereisalso potentialto embed studies for
additionalearly- and mid-careerresearchers.

The project

The SUPPORT projectisleveraging theinfrastructure created
bythe EDCTP2-funded UNIVERSAL and EMPIRICAL
programmes by embedding training opportunities for
anadditionaleight early-careerresearchersandfive
mid-career postdoctoralresearchers.

The UNIVERSAL and EMPIRICAL programmes are both focused
onthe management of HIVinfectionsin children. Anestimated
1.7 millionchildreninsub-Saharan Africa are living with HIV

and, despite successful effortstoreduce mother-to-child
transmission, around 160,000 newinfections occureachyear.
AlthoughHIVinfectionsinchildrencanbe controlled, childrenare
atincreasedrisk of bothopportunisticandendemicinfections
and of acquiring multidrug-resistantinfections.

The UNIVERSAL studyisevaluating firstand second-line fixed-
dose combinationsforuseinchildren. The EMPIRICAL studyis
assessing empiricaltreatment of pneumonia, to which children
livingwith HIV appear particularly susceptible.

Forthe SUPPORT project, Makerere UniversityinUgandais
acting asthe scientificleadership hub. Fellows willbe integrated
into siteswithinthe UNIVERSAL and EMPIRICAL networksin
Mozambique, Senegal, Uganda, Zambia, and Zimbabwe.
Theywillconduct theirownresearch projectsonHIV
managementinchildrenandbenefit fromanintegrated mix

of face-to-faceandonlineresearchtraining activities,
includinginternships at Europeaninstitutions.

Eachfellowwillhave twomentors -onelocaland one from
elsewhere withinthe SUPPORT network. Fellows and mentors will
jointly develop andfollowup onpersonal careerdevelopment
plans. The project has astrongemphasis onequity:itwillensure
balanced genderrepresentation,involve collaborations across
English-,French-,and Portuguese-speaking countries, and
recruit fellows from countries with less well-developed health
researchsystems.

The impact

The SUPPORT projectwillhave both scientificand capacity-
puildingimpact. [twill:

e Generate additionalevidence ontreatmentand care of
childrenlivingwithHIVinsub-Saharan Africa.

e Enable8early-and5mid-careerscientists fromAfricato
carry outresearchwithininternational networks, providing an
outstandinglearning environmentwith guidance and support
frommentors

The SUPPORT projectis strengthening healthresearch capacity
insub-SaharanAfricainakey field of medicine, pediatric HIV
care, whichis presentingmultiple new challengestohealth
systemsacross Africa.

Projectataglance

Project duration 1Jun2024-30Nov2028

Total project cost €5081593,75

GlobalHealthEDCTP3 €5081593,75

funding

Disease area HIV/AIDS, Lowerrespiratory tractinfections,
Otherchildhoodinfectious diseases

Interventiontype Cross-interventionorintervention
unspecific

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance, Co-morbiditiesandnon-
communicable diseases, Health security

Project coordinator UNIVERSIDAD COMPLUTENSE DEMADRID
Scientific projectleader MAKEREREUNIVERSITY

Participating countries Spain,Uganda, France, Italy, Zimbabwe,
Netherlands, Mozambique, Zambia,
Senegal
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SOFAR

SOuthern aFricaresearch cApacity netwoRk

The SOFAR projectis establishingatraining programme to
advancethe careers of promising students and early-career
researchersinSouthern Africa.

The challenge

Despiteaccounting formore than20% of the global disease
burden, sub-SaharanAfricaaccounts foronly aroundan
estimated 2% of global clinical trialactivity. Thisleads to limited
representation of African scientistsininternationalresearch
projectsandalack of focus onAfrican health challenges.

Akey challengeisthelimited healthresearchworkforcein
sub-SaharanAfrica. Theregionhasaround 19 healthresearchers
permillionpopulation, comparedwith 304 per million population
inEurope.

The project

Focusingonasetof countriesin Southern Africa, the SOFAR
projectisaddressingthisissue by creatingatraining programme
forpromisingindividuals at different stages of theirresearch
career,drawingontheresourcesavailable at three centres

of excellence inAfricaandtwo European highereducation
institutions. It will provide a supportive environment for the
training of 15individuals - four master’s students, sixPhD
studentsand five postdoctoral scientists.

The projectisalso partnering with key organisations within
theregion,including ministries of health, WHO and the Africa
CentresforDisease Controland Prevention (Africa CDC), which
willoffer placements to studentsrecruited to the programme.

The SOFARproject brings togetherinstitutionsin Zambiaand
Zimbabwe withastrong programme of healthresearchanda
longtrackrecordinresearchtraining.Itisalso takingadvantage
of opportunities offered by the Wellcome-funded CREATE
programme, whichis supporting the training of 25 early-career
researchersinAfricaandincludes SOFAR’s Zambianand
Zimbabweaninstitutions.

The SOFAR programmeis providing a mix of face-to-face and
digitaltraining opportunities, with the creation of a Digital Global
Health Academy. Anonline networkisbeing established to
provide programme participants with peersupport, while each
fellow also benefits fromboth asupervisorand amentor.

Inaddition, the project willworkto strengthenallaspects of fellows’
recruitment, training, mentoring, and counselling, ensuring that
applicationprocessesare transparentand equitable, and that
mentoringmeetsthe needs of fellows. Trainingis being providedto
academic supervisorsinsub-SaharanAfrica, building the capacity
of institutions tonurture the next generation of researchers.

) &)

Aswellas key technical skillsand practices associated with
scientificresearch, suchas grantwriting, project management
andscientific paperdevelopment, training willalso cover areas
suchasopenaccessandknowledge exchange,including
working withpolicymakers.

The impact

The SOFAR projectwill significantlyincreaseresearch capacityin
SouthernAfrica. It will:

e Provide comprehensive andhigh-qualityresearchtrainingto15
promisingscientists atdifferent stages of theirresearchcareers.

e Ensurethatprogramme participants gain experience within
public healthenvironments.

e Enable postdoctoralscientiststo establishthemselvesas
independentresearchers.

e Provide opportunitiestoresearchers fromPortuguese-speaking
aswellas English-speaking countriesin Southern Africa.

o Strengthensupervisoryandmentoring capacity withintheregion.

Strengtheningresearch capacityinsub-Saharan Africawillensure
thatresearchfocusesontheregion’s priority health challenges
andgenerates evidencetoinformregional policymaking, thereby
reducingthe disease burdenintheregion.

Projectataglance

10ct 2024 -31Mar2029
Total project cost €4370387,88

Global HealthEDCTP3 €4370387,50
funding

Project duration

Disease area Cross-disease ordisease unspecific

Cross-interventionorintervention
unspecific

Interventiontype

Overarching topic Digitaltechnologies

LUDWIG-MAXIMILIANS-UNIVERSITAET
MUENCHEN

Scientific projectleader BIOMEDICALRESEARCHANDTRAINING
INSTITUTELBG

Project coordinator

Participating countries Germany, Zimbabwe, Zambia, Mozambique
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BRIDGE NETWORK
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ScalingUp Researchin SSA CountriesinInfectious Diseases: African-European Training Network in Integrated Health

Informatics and Data Sciences

The BRIDGENETWORK projectis establishing five centres of
excellence tobuildskillsinthe use of health datato addresskey
health challengesinsub-Saharan Africa.

The challenge

Thereis growinginterestinusingroutinely collected health data
togainabetterunderstanding of patterns of disease, assessthe
effectivenessof drugsinreal-world settings,and monitorthe
safety of medicalinterventions.

However, these dataare typically distributed across awiderange
of datasources,including electronic healthrecords, disease
registries, research study databasesand otherrepositories.
Itistechnically challengingtolink these datasources,
particularly whendifferenttypes of dataare collectedor
whendataare heldindifferent formats.

Inaddition, sub-Saharan Africahasashortage of both healthcare
workersandclinicalresearchers, including those with skillsin
healthinformatics. There are few training opportunitiesinsub-
Saharan Africaforclinicians orearly-careerresearcherswith an
interestinapplyinginformatics toimprove health.

The project

The BRIDGE Network projectis establishingatrainingprogramme
tostrengthenhuman capacityinhealthinformaticsresearchin
sub-Saharan Africa.

Buildingonalong-standing European-Africancollaboration, five
centresof excellence are being establishedinBenin, Ethiopia, Kenya,
Rwanda, SouthAfricaandUganda. These centreswill provide training
ontheuseof healthdatatoindividuals at differentlevels,including
fourpostdoctoralfellowsandupto20 PhD students, withafurther20
beingtrainedtopostgraduate certificationlevel.

The centreswill provide a high-quality environmentinwhich PhD
and postdoctoralresearchers candevelopresearch projects
pasedonlocalhealthneedsanddatasources. The centreswill
also develop datastandards andatechnicalinfrastructure to
ensure the compatibility of dataandfacilitate data sharing.
Thiswillbe basedonafederatedapproach, where dataremains
inasecure environmentduring analysis.

Certification-level training willdraw upon an existing European
programme. ltwillinclude mentoring by staffinboth Europe
and Africa,aswellasaplacementatanacademic orindustry site
inEurope.

The impact

The BRIDGE Network project will strengthenhealthinformatics
researchcapacityinsub-SaharanAfrica. It will:

e Createacohortofresearchers, atdifferentcareerstages,
withthe ability to apply healthinformatics methodologies to
addresslocallyrelevant health questions.

e Provide additionalopportunities for postgraduate studentsto
developtheircareers within Africa further.

e Buildleadershipskillssothatresponsestoemerginghealth
challengescanbeledbyresearchers fromsub-SaharanAfrica.

Ultimately, the BRIDGE Network project will strengthen human
research capacitytoleverage the growing opportunities offered
by healthdatatoimprove healthcare andreduce the burden of
diseaseinsub-SaharanAfrica.

Projectataglance

10ct2024 - 31Mar2029
Total project cost €4999200,00

GlobalHealthEDCTP3 €4999200,00
funding

Project duration

Disease area Cross-disease ordisease unspecific

Cross-interventionorintervention
unspecific

Interventiontype

Overarching topic Digitaltechnologies
Project coordinator UNIVERSITEIT GENT
Scientific projectleader RWANDABIOMEDICAL CENTER

Participating countries Belgium, Rwanda, Norway, Ethiopia, South
Africa,Uganda, Benin, Kenya
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CATCR

LA ACHC)

Central Africa Training Platform for Clinical Research oninfectious diseases

The CATCR projectistraininganew generation of researchersin
theincreasingly critical field of antimicrobial resistance.

The challenge

Antibiotics have beenthe mainstay of treatment of bacterial
infections fornearly acentury, but theiruseinevitably selects
fordrug-resistant strains of bacteria. Formany pathogens,
antimicrobialresistance (AMR) hasbecome widespread, making
itincreasingly difficultand expensive to treat certaininfections.
Sub-SaharanAfrica, and Central Africainparticular, are badly
affectedby AMR. Itis estimated thatmore than 4 millionlives
couldbelosttodrug-resistantinfectionsinsub-SaharanAfrica
overthenext30years.

AMRisacomplexissue affectedbymultiple factors. These

include the overuse and misuse of antibiotics, which creates
selectionpressuresfavouring the survivaland spread of drug-
resistantstrains, andthe potential spread of AMR genes through
environmentalroutesandvialivestock. AOneHealthapproachis
therefore oftenadopted, which coversissuessuchasantimicrobial
useinveterinarymedicine andanimalhusbandry, aswellas
environmentalfactorsaffecting transmissionof AMRgenes.

AMRisaparticularchallenge for tuberculosis, with multidrug-
resistant TBinfectionsbeingvery hardto treatand of growing
concern.Asalientissuein TBisdetecting cases (of both
drug-sensitive and drug-resistant forms)tolimit the spread of
infection. Anestimated 70% of drug-resistant TB casesin Africa
are currently notbeing diagnosed.

With AMR a growing challenge in sub-Saharan Africa, it
isimportant thattheregion has sufficientresearchersto
understandlocalchallengesbetterandtodesignand evaluate
appropriate solutions. However, theregion hasrelatively few
researcherswith expertiseinthis area.

The project

The CATCR projectishelpingtoaddressthisshortfallthrougha
newresearchtraining programme focused ondevelopingresearch
capacityinantimicrobial resistance (AMR) in Central Africa.

Itisfocusedonthreekeyareas:

e Antimicrobialusagein patients with parasiteinfections
(includingmalaria),includingunderstanding prescribing,
dispensingandutilisation,and ways to promote good practice.

e Theprevalenceandspread of carbapenemase-producing
Enterobacterales, akey class of drug-resistant gut bacteria,
inhumansandlivestock, witha One Healthfocus.

e Theepidemiology of drug-resistant tuberculosis,
characterising drug-resistance genes, and determining their
implications fortreatment.

The projectisdelivering technical trainingin these areas toup
to 5,000 researchers and healthworkers from Cameroon, the
Republic of Congo, the Democratic Republic of the Congo
(DRC)and Gabon, drawing on existing South-North and South-
South networks, training opportunities and resources. Other
training activities willinclude laboratory attachments and
seminars/workshops.

Inaddition, afellowship programmeis being organised that will
provideresearchtrainingopportunities forseven PhD students
andthree mid-career(postdoctoral)researchers. Thiswillleverage
the existing EDCTP-funding Central African Network of Excellence
(CANTAM)andlink traineeswithexpert mentors fromacrossthe
region. GSKwillalsoprovide input toincrease fellows’ understanding
of translationand commercialisation of healthresearch.

The impact

The CATCRprojectis building capacityinanareaof growing
publichealthimportanceinsub-Saharan Africa. It will:

e Advancescientificunderstandinginseveralkey areas of AMR
relevantto Central Africa.

e Buildacohortofresearcherswithawide-rangingunderstanding
of AMRandlocalchallenges.

e Strengthentheresearchandleadership skills of African-
basedresearchers.

Throughtheseroutes, the projectwill strengthen AMRresearch
capacityin Central Africa, creatingresearchleadersabletolead
the battle against multiple key AMR challenges.

Projectataglance

Project duration 1Nov2024 - 30 Apr2029
Total project cost €4846237,68

Global HealthEDCTP3 €4846237,68
funding

Disease area Cross-disease ordisease unspecific,

Tuberculosis, Neglectedinfectious diseases

Interventiontype Surveillance tools

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance

EBERHARD KARLS UNIVERSITAET
TUEBINGEN

Scientific projectleader FONDATIONCONGOLAISEPOURLA
RECHERCHEMEDICALE

Project coordinator

Participating countries Germany, Congo, Cameroon, Democratic
Republic of the Congo, Netherlands,
France, Gabon, United Kingdom
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SAHRI-Fellowship

)2

Sub-Saharan Africa Health Research and Innovation Fellowship Programme (SAHRI Fellowship Programme)

The SAHRIFellowship project provides promisingresearchers
fromsub-Saharan Africawith a structured three-year

training programme thatincludes a 6-monthinternship
atabiotechcompany.

The challenge

Sub-SaharanAfricahas fewerhealthresearchersthanother
regions. Multiple training programmes, including several
supportedbythe GlobalHealthEDCTP3 programme, are
working to close this capacity gap.

The project

The SAHRIFellowship project aims to address this gap

by supportingresearchersthrough aresearch-training
programme that covers allaspects of biomedical innovation
andentrepreneurship andincludeshands-onexperienceina
biotechresearchenvironment.

Apartnership betweeninstitutionsinBurkina Faso, Ethiopia,
Kenya,Rwanda, Tanzaniaand Uganda, as wellas two European
centres, the Institute of Tropical Medicine Antwerp and KU
Leuven,the SAHRIFellowship project will select12 promising
mid-careerresearchersfromacrossAfrica. Each fellow will
completeatwo-yearMasterof Science programmein Tropical
Medicine aswellasamoduleinsystemsthinkinginbiotech
development, both atleadinginstitutionsinEurope.

Furthermore, eachfellowwillundertake a 6-monthinternship
at BioNTech, gaininghands-onindustry traininginvaccine
developmentandmanufacturingunder the mentorship and
supervision of subject matterexperts.

Eachfellowwillcomplete al2-month projectin sub-Saharan
Africa, applyingwhat they have learned with seed funding
fortheirresearch. Theywillbe hosted during this period by a

high-qualityresearchcentre,includinginstitutionsinthe EDCTP
regional Network of Excellence and the East African Consortium

for ClinicalResearch(EACCR).

Once selected, eachfellowwilldevelop a personalised
development planoutlining theirlearningjourney. They willalso
pbenefit from a structured mentorship programme, with input
frommultiple mentorsacrossthe consortium.

The impact

The SAHRIFellowship projectwill strengthenresearch capacityin
akeyareaof the healthsciences. [t will:

e Provideahighlystructuredand personalisedtraining
programme for12 promising mid-careerresearchers from
multiple sub-Saharan African countries.

e Enablefellowstogainexperienceinthe day-to-dayrealities of
acutting-edge biotechcompany.

e Supportapplicationof new skillsand knowledge in R&D
inapractically focusedprojectinanoutstandinglearning
environmentwithin sub-Saharan Africa.

The SAHRIFellowship project willmake animportant contribution
tostrengtheningcapacityinnew product developmentin
sub-SaharanAfrica, boostingtheregionalworkforce’s ability to
translate scientificadvancesinto new productstoimprove health.

Projectataglance

Project duration 1Aug2025-31Jul2030
Total project cost €4471197,45

GlobalHealthEDCTP3 €3499 947,45

funding
Disease area Cross-disease ordisease unspecific

Cross-interventionorintervention
unspecific

Interventiontype

Overarching topic Health security

INSTITUUTVOORTROPISCHE
GENEESKUNDE

Project coordinator

Scientific projectleader THE GOOD SAMARITAN FOUNDATION

Participating countries Belgium, Tanzania, Ethiopia, Germany,
Burkina Faso,Rwanda, Uganda, Kenya

-149-



COORDINATIONAND SUPPORTACTIONS ITRAINING NETWORKS

CREATIVE

Clinical ResEArch Training fellowship with Industry involVEment

The CREATIVE projectis developingacohort of early-career
researcherswiththeoreticalandhands-onexperienceinclinical
trialsacrossacademic andindustry settings.

The challenge

Despiteitshighdisease burden, lessthan2% of clinicaltrials are
carriedoutinsub-SaharanAfrica. Thisleads to arelative neglect of
African-specific challengesandalack of dataoninterventionsin
Africanpopulations. These factors contribute todelaysinaccess
tomedicalinnovationstailoredtothe needs of African countries.

Oneof thecriticalfactors limiting clinical trial activity in sub-
SaharanAfricais alack of suitably trainedresearchers. High-
qualityresearchtrainingis essentialtoensure thatresearchers
fromtheregioncandesign,lead, and contribute to studies
addressing the priority health challengesfacing their countries.

The project

The CREATIVE projectis addressing this key skills gap,
providing aclinicaltrials training programme for12 early-career
researchers fromsixcountries: Ethiopia, The Gambia, Ghana,
Uganda, ZambiaandZimbabwe.

Throughthe programme, fellows willcomplete athree-year
distance-learning master’s degreein epidemiology or clinical
trials withthe London School of Hygiene & Tropical Medicine.
Fellows willremainembeddedintheirhostinstitutions
throughout their fellowships, spending time inthe UK to
complete specificmodulesinyears2or3.

Intheirfirstyear, fellows willbe embeddedina clinical trial
orclinicalresearch study hosted by a CREATIVE consortium
partnerintheirhome country, enabling themto gain firsthand
experience of clinical studies.

Inaddition, eachfellow willhave an opportunity forindustry
exposure through aninternship, work placement orwork
shadowing during their fellowship. This will provide fellows with
unigueinsightsinto clinicalresearchfromanindustry perspective.

Alongside thishands-onlearning, fellowswillalso benefitfroma
digital clinical training academy through which online seminars
willbe offered every three to fourmonths, specifically designed
tomeettheirneeds. Otherbenefitsincludeintensive mentoring

support, co-design of personaldevelopment plans,and career-
planning discussions towards the end of the fellowship.

Fellows willalsobe supportedandencouragedtoengage
with existing clinical research networksin sub-Saharan Africa.
Inaddition, as they progressasasingle cohort, thiswill provide
opportunities forrelationship-buildingand peersupport that
lastbeyond the fellowship.

The impact

The CREATIVE project will provide a significantboost to clinical
researchcapacityinsub-SaharanAfrica. It will:

e Createanewcohortofresearcherswithanunderstanding of
bothacademic andindustryclinicalresearch.

e Increasethenumber of skilledclinicalresearchersand
researchleadersintheregion.

o Generatenew careerdevelopmentopportunitiesand
promoteretentionwithinsub-Saharan Africa.

o Helptofosteraculture ofinnovationandentrepreneurship.

The CREATIVE project will strengthen the clinicalresearch basein
sub-SaharanAfrica, supportinginnovationand clinicalresearch
thatacceleratesthe developmentandimplementation of novel
interventions addressing theregion’s key health challenges.

Projectataglance

Project duration 1Feb2026-31Jul2030
Total project cost €3491817,05

Global HealthEDCTP3 €3491817,05

funding
Disease area Cross-disease ordisease unspecific

LONDONSCHOOL OF HYGIENEAND
TROPICALMEDICINEROYAL CHARTER

Scientific projectleader UGANDANATIONALHEALTHRESEARCH
ORGANISATION

Project coordinator

Participating countries United Kingdom, Uganda, Zambia, Ghana,
Ethiopia, Zimbabwe
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MAGNETS

©®@

Malaria Genomic Epidemiology and Biostatistics Network for Enhancing Talentin Sub-Saharan Africa

The MAGNETS projectis promoting theintegration of genomic
epidemiologyintomalaria surveillance to strengthen evidence-
paseddecision-makingformalariacontrolandeliminationin Africa.

The challenge

Aftermanyyears of progress, the battle against malariahas
stalledinrecentyears. More than 250 million people are affected
eachyear,with600,000 deaths due to malaria, most of themin
sub-SaharanAfrica.

Advancesinmalariagenomics and data science are creating
unprecedented opportunities toimprove surveillance, monitor
parasite evolution, detectdrugandinsecticideresistance,
assessdiagnostic performance, andbetterunderstand
malaria transmissiondynamics. These advances are generating
increasingly complex datasets thatdemand specialised
analytical skillsto translate theminto evidence.

Across sub-Saharan Africa, thereremainsacriticalshortage

of professionals trained at theinterface of genomics,
epidemiology and biostatistics. Buildinglong-lastinglocal
expertiseis essentialto ensure that genomic data caneffectively
strengthenmalaria control strategies.

The project

The MAGNETS projectisbuilding additionalexpertisetoapply
genomicintelligence tomalaria surveillance, strengthening
regional capacity to utilise genomic datato enhance malaria
control. The projectbrings togethersix partnerinstitutions:
Centrodelnvestigagcdoem Saude de Manhga(Mozambique),
the ArmauerHansenResearch Institute (Ethiopia), the Infectious
Disease Research Collaboration(Uganda), the Wits Health
Consortium (South Africa), ISGlobal (Spain), and the University of
California SanFrancisco (USA).

ltwill support10 early-to-mid-careerresearcherstocompletea
master’s programme in epidemiology or biostatistics, alongside
adedicatedMAGNETS traininginmalariagenomics. This

training willfocus ontranslating genomic and epidemiological
informationinto actionable strategies forenhancing disease
controlandreducing the malariaburdenin communities. Fellows
willbe able toconduct theirmaster’'sresearch projectsin
Ethiopia, Mozambique, South AfricaorUganda.

Fellowswillundertake aproject onatopicrelevant to

the activities of national malaria control programmes.
These projectswillbebased onongoingresearch studies or
public healthactivities, with fellows analysingrichreal-world
datasets during training.

MAGNETS trainingwillincorporate cohortactivities and
structured mentorship to complement fellows’ master’s studies.
The curriculumwillbe designedbased onthe competencies
required of fellows, combining these activities, guided work on
individualresearch projectsanddevelopment of oraland written
communication skills. Group activities willinclude workshops,
online seminars and adataanalysis ‘bootcamp’. Fellows will
receive structured, personalised trainingand mentorship, based
onanindividualdevelopmentplan.

The impact

The MAGNETS projectwillplay amajorpartin building
sustainable genomic surveillance capacity formalaria. It will:

e Equipanewgenerationof scientiststo translate genomic data
intomalariapolicy and controldecisions.

e Buildanetwork of researchinstitutions and national
healthauthoritiesworking togetherto advance genomic
epidemiology formalaria control.

e Generatenewinsightsinto malariatransmissionand
resistance, enhancingregionalunderstanding of the disease
andstrengthening the evidence base forcontrol efforts.

By strengtheninglocal expertiseratherthanrelying solely on
externaltechnical support, MAGNETS willhelp ensure that
advancesinmalariagenomicsare translatedinto sustainable
public healthcapacity across sub-Saharan Africa.

Projectataglance

Project duration TMay 2026 -30Apr2029
Total project cost €1359532,87

GlobalHealthEDCTP3 €1299902,77
funding

Disease area Malaria
Intervention type Surveillance tools

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader FUNDACAO MANHICA

Project coordinator

Participating countries Netherlands, Mozambique, South Africa,
Spain, Ethiopia, Uganda, United States
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STEAM-3D

Sustainable Training in Epidemiological Analysis and Modelling for Data-Driven Decision-makingin Africa (STEAM-3D)

The STEAM-3D projectiscreatinganinfrastructure to expand
therange of training opportunitiesin epidemiology and data
scienceinSub-SaharanAfrica.

The challenge

Most countriesinsub-SaharanAfricaface therecurring
challenge of controlling infectious diseases, witheach
successive outbreak threatening population health, disrupting
livelihoods, andimpedingeconomic development.

Effective monitoringand controlprogrammes depend on
surveillance datato provideinformationonthe presence and
spread of key pathogens. Once detected, evidence-based
approachescanreduce therisk of new outbreaksandrapidly
bring outbreaksundercontrol.

Infectious disease modellingcanbe pivotalto these activities,
especially forthe designandimplementation of disease control
programmes. Modelling canidentify areaswhere outbreakriskis
highest, enablingtargeted preventionactivities, providinginsights
intolikely outbreak dynamics, guidingresponse planningand
demonstrating thelikelyimpact of differentinterventionstrategies.

Akeybarriertotheuse ofinfectious disease modellingisthe
limited expertise and experience of modelling techniquesin

many sub-SaharanAfrican countries. Surveillance and modelling
playedcrucialroles during the COVID-19 pandemic, most notably
inhelpingtoidentify emergingviralvariants. There are now
opportunitiestoleverage this expertise to advance epidemiology
andinfectious disease modellinginawiderrange of countries.

The project

The STEAM-3D projectisdrawingonthe expertise and
experience gained during the COVID-19 pandemic to establish
aregionaltraining platform forbuilding sub-Saharan African
capacityinepidemiology anddatascience.

Hosted by the South African MedicalResearch Council(SAMRC),
whichplayedakeyrole during the pandemic, the projectis
organising twointensive training workshops (oneintroductory, one
advanced), eachof whichincludes severaltraining courses. These
willcoverkey areas of epidemiology anddatascience,including:

e Infectiousdisease modellingtechniques.

e Routine Health Data for Disease Monitoring and Excess
Mortality Estimation.

e Application of Al/machinelearning technologies.

e Evidence-to-policy methodologies.

e Knowledge translation.

Inyearsone andtwo, eachworkshop willbe offeredto 10
participants fromeachpartnercountry - Cameroon, Malawi,
Mozambique and South Africa. Yeartwo willalsoinclude a
virtualworkshop, buildingonpreviousworkshopsanda focus
onadvanced statisticalmodellingapproaches.Inyear three,
participationwillbe openedtoall countries, witheachpartner

site actingashost - enabling the workshops tobe heldinEnglish
(Malawi), French(in Cameroon)and Portuguese (inMozambique).

Workshopswilllbe oneweekindurationandwill build technical skills,
withastrongfocusonuse of evidence and scientific communication.
Workshopswillincorporate acourse ondashboarddevelopment
andhowtocreateane-platformforongoingeducationand
communication. Practicalapplicationswillalsobe promotedbyuse
of real-worlddatasets during training exercises.

Inaddition, two outstanding trainees will be identifiedin each
countryand providedwith additional training and mentoring,
including multiple internationalmentors. They will participate
inasummerschoolinEurope andwillbe trained to deliver the
devolvedlearning activities.

Sustainability willbe furtherpromoted by theinvolvement of
multipleregionalnetworks, and the creation of aninfectious
disease modellingworking group, hosted by the SAMRC, to
supportnetworking, knowledge exchange and furtherongoing
professionaldevelopment.

The impact

The STEAM-3D projectwill strengtheninfectious disease
modelling capacityinsub-SaharanAfrica. It will:

e Facilitate the sharing of knowledge and experience held within
acentre of excellencein South Africa.

e Establishadditionaltraininghubs cateringtoresearchersand
public health professionals fromanglophone, francophone
and lusophone countries.

e Createacommunity of practice tosupportongoingdevelopment
of thefieldandadoptionwithindisease control programmes.

Projectataglance
Project duration 1May 2026 - 30 Apr2029
Total project cost €1846556,28

Global HealthEDCTP3 €1299701,92
funding

Disease area Emergingorre-emerginginfectiousdiseases,

HIV/AIDS, Cross-disease ordisease unspecific
Interventiontype Surveillance tools
Overarching topic Digitaltechnologies, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader SOUTHAFRICANMEDICALRESEARCH
COUNCIL

Project coordinator

Participating countries Netherlands, South Africa, Belgium,
Cameroon, Malawi,Mozambique
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ICI3D

OIS IO

Strengthening epidemic modelling capacity in ssa through the international clinics oninfectious disease dynamics

anddata (ICI3D) programme

TheICI3D projectis creating aregional training hub to expand
expertiseininfectious disease modellingand promoteitsuseto
inform policymaking.

The challenge

Mathematicalmodellinghasbecome avaluable toolforthose
planning health services, particularly programmesrelating to
infectious diseases. Modelling has multiple uses, forexample,
toforecastlikely future trendsininfectious diseasesandto
evaluate the potentialimpact of interventions - analyses that can
inform prioritisation, resource allocation, and otheraspects of
programmatic decision-making.

Realisingthe potential of infectious disease modellingrequires
pbothskilledresearchersabletospanthe fields of mathematical
modellingandinfectious diseases, aswellas policymakerswitha
solid grasp of the potentialapplication of modellingtechniques
intheirareas of responsibility. Currently, thereislimited
experience of infectious disease modelling within sub-Saharan
Africaandlimited practicalapplicationtoenhance public health.

The project

Thetraining programme of ICI3Dis strengtheningregional
capacity forinfectiousdisease modelling by buildingonthe
foundationlaid by the existingInternational Clinics onInfectious
Disease Dynamics and Data. Since theirlaunchin2009, these
clinicshave trainedmore than750 professionals andresearchers.

The trainingmodelwillbe adaptedto supportthe development
of aregionaltraininghubininfectious disease modelling.
Thisproject willdelivertwo updated annual clinics, strengthen
the alumninetwork, andlaunchaModelling Clinic Accelerator to
replicate the ICI3D modelacross theregion. Two annual clinics
willbe offered:

e MeaningfulModelling of Epidemiological Data (MMED):
Atwo-weekin-persontraining coursein Cape Town, South
Africa, tailored to quantitative researchersand focusingon
data-driveninfectious disease modelling.

e Dynamical ApproachestoInfectious Disease Data (DAIDD):
Aone-weekin-persontraining courseinNairobi, Kenya,
tailored to public health professionals andresearcherswith
limited priormathematical expertise, tointroduce dynamic
modellingapproaches.

Theteamisworkingwith Europeanpartnersto embedhealth
economic methodologiesinto each course. Courseswillinclude
modularlectures, interactive codingdemonstrations, and
computerpractices, withmaterials developedunder FAIR and
open-source principles and continuously refinedto alignwith
currentpublic healthpriorities across theregion. The objectiveis
totrainatleast50 participants ayear, witharound 10 coming from
ministries of health ornational public healthinstitutes.

The projectalsoaims to build a peernetwork of modelling
experts.Inthe ICI3D model, alumnicontribute to future
teaching - half of the ICI3D faculty are alumniwho have taken
onmentoring, teachingandleadershiproles. Members of
thisnetwork willalso be able to continue developing their
professional skills throughan online alumniforum offering
continuing educationwebinars, careerdevelopment
opportunities,and collaborative researchinitiatives.

Athird objectiveisto spinout new training sites that replicate
the ICIZD trainingmodel. A'modelling clinic accelerator’
programme willuse atrain-the-trainermodelandleverage ICI3D
faculty expertiseindevelopingonline, open-source curricula to
establishtwo additional clinicsintheregion.

The impact

TheICI3D project will significantly expandinfectious disease
modelling capacityinsub-SaharanAfricaand promoteits
applicationtoaddress public health challenges. It will:

e Increasethenumberofresearcherswithup-to-date skillsin
infectious disease modelling.

e Provide continuing professionaldevelopment opportunities
formodelling specialists.

e Createaself-sustainingecosystemtomaintainthe supply of
infectious disease modelling experts.

e Encourage greateruse of modelling and healtheconomic
analyseswithinnationalhealth systems.

Collectively, these activities willboost the use of infectious
disease modellinginsub-Saharan Africa, enhancing countries’
abilitytorespondtoandpreventkeyinfectious disease threats.

Projectataglance
Project duration TMay 2026 -30Apr2029
€1424 097,60

GlobalHealthEDCTP3 €1297 468,50
funding

Total project cost

Disease area Emerging orre-emerginginfectious

diseases, HIV/AIDS, Tuberculosis

Surveillance tools, Cross-intervention or
interventionunspecific

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader STELLENBOSCHUNIVERSITY

Interventiontype

Project coordinator

Participating countries Netherlands, Kenya, South Africa, Belgium
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AFRITRAC

African training network for biostatistics, epidemiology andinfectious disease modelling

The AFRITRAC projectis strengthening epidemiological
expertisein Sub-SaharanAfrica, particularly the ability to apply
mathematicalmodellingapproachestoinfectious diseasesandto
integrate key sociocultural factors affecting disease transmission.

The challenge

AsnotedbytheAfrica Centres for Disease Controland
Prevention (Africa CDC), Africahasasevere shortage of trained
epidemiologists.lthasanestimated 1,900 field epidemiologists,
comparedwithaneedfor6,000,and 5,000 frontline
epidemiologists comparedwithatarget of 25,000.

Inaddition, relatively few epidemiologistsin Africahave
expertise orexperience in biostatistics andinfectious disease
modelling. The capacity to establish predictive modelling
toguide disease controlactivitiesis therefore limited.

Where capacity does exist, experts tend to beisolated,
withlimited opportunities tonetwork, gainnew expertise

and experience, and advance theircareers.

The project

The AFRITRAC projectisworkingwith Africa CDC to create
aregionalhubto supportthe trainingandnetworking of
epidemiologists with skillsin data analysisand modelling.

The projectwillcreate training opportunities for 35 early-career
professionals (13 from Central Africaand11eachfromEastand
West Africa) to gain additional skillsin biostatistics, dataanalysis
andmathematicalmodelling. Training willhave a strongemphasis
onboththeoreticalunderstanding and practicalapplicationto
address priority public health questions.

Fellows willcomplete amaster’s programme, which will draw
onmaterialsand course contentalready developedby project
partners. Curriculawillbe harmonised across the six training
institutions to ensure quality and coherence.

As part of theirtraining, fellows willundertake two specially
designedshort courses oninfectious disease modellingand
human/behavioural aspects of infectious disease control.
Thelatterisdesignedto strengthen fellows’language skillsand
theirappreciation of theimpact of socialand culturalfactorson
disease epidemiology. Through avisiting fellowship component
of the programme, fellows willbe able to spend 3months
experiencing thelanguage and culture of another country,
broadeningtheirhorizons and cross-cultural sensitivity.

Inaddition,15members of the programme’s cohortwillbe supported
toundertake amorein-depthresearchfellowshipinaEuropeanor
sub-SaharanAfricancountry.

The programme willalso serve asaregionalhub for networking.
Anannual networking forumwillbe organised, and the project
teamisengagingwithnational public health partnersto ensure
that fellows cangainhands-onexperience through placements.
Course contentwillfocus strongly on Africa’s public health
priorities, including outbreakresponses, vulnerable populations,
surveillance, theimpacts of climate change, andemergingand
re-emerging pathogens.

The impact

The AFRITRAC projectwillmake amajor contribution to
developingthe expertise of Africa’s public healthworkforce. [t will:

o Buildtheskillsof epidemiologistsinAfricaso they are better
abletoanalyseaswellascollectdata.

e Developwell-rounded professionals withabroadrange of
technical skillsaswellasinterpersonal skills that willenable
themto functioninavariety of settings within the region.

e Harmonise curriculaacrossteachinginstitutions, ensuring
consistency andcoverage of key emerging approaches.

e Haveamultipliereffectastraineespassontheirskillsand
experiencestoothers.

The AFRITRAC project will build skillsinkey areas of biostatistics
andinfectious disease modelling, ensuring that countries are
betterable todetect, preventandrespondtoinfectiousdisease
outbreaks.

Projectataglance

Project duration 1May 2026 - 30 Apr2030
Total project cost €1362074,55

GlobalHealthEDCTP3 €1302444,45
funding

Disease area Emerging orre-emerginginfectious
diseases, Neglectedinfectious diseases,

Cross-disease ordisease unspecific
Interventiontype Surveillance tools
Overarching topic Digitaltechnologies, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader MINISTRY OF HEALTH

Project coordinator

Participating countries Netherlands, Uganda, Cameroon, Tanzania,
Mali, United Kingdom, Kenya, Ghana,
Gabon, Burundi, Democratic Republic of
the Congo, Ethiopia
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ANTENNA

Training Hubs for Statisticians, Epidemiologistsin Eastern, Central and Western Africa

The ANTENNA projectis creatingnew training hubs for
epidemiologists and statisticiansin Eastern, Centraland
West Africa.

The challenge

Infectious diseases are amovingtarget, with disease burdens
constantlychanging due to awiderange of social, environmental
andotherinfluences.Understanding current disease patterns
and projecting how they might changeinthe futureis critical to
effective disease controlandthe optimaluse of limited resources.

Unfortunately, many sub-Saharan African countries have
limited capacity to trackandrespondtochanging patterns of
infectious disease and, consequently, public health concerns.
Thisis particularly true of countriesin Centraland West Africa.
However, several countriesin East Africa have developed
considerable expertise in epidemiology and biostatistics,
providing an opportunity for South-South networking to
contribute to wider capacity building.

The project

The ANTENNA projectis establishing a training hub for
epidemiologists andstatisticians spanning English-, French-,
and Portuguese-speaking countriesin East, Centraland

West Africa. The projectwill establishand trainacohort of10
epidemiology and biostatistics fellows, three from Cameroon,
three from Senegal,and four from Guinea-Bissau. Withineach
country, cross-disciplinary hubs are being setup comprising
academicinstitutions, clinical/research centres, and ministries
of health/national public healthinstitutes.

Usingamix of master’'s-leveland short-termtechnical training,
the projectintegratestheorywith practicalapplicationby
strengtheninglinks betweenacademicinstitutions, clinical sites,
nationalpublic healthresearchinstitutes and ministries of health.
Traineeswillwork withreal-world African data setsand focuson
developingpolicy-relevant analysestoinformdecision-making.

ANTENNA builds on priorwork by Data Science Without Borders,
whichidentified 42research-ready datasetsto supporttrainees’
learning. Itisalso takingadvantage of an existing mentorship
scheme/framework developedbyanEUpartnerandthe London
Schoolof Hygiene and Tropical Medicine, as well as the African
PopulationandHealth Research Centre’'s (APHRC) Virtual
Learning Academy, anonlinelearning platformthat supports
training, mentorship, and knowledge exchange.

Traineeswillbenefit from field placements andinternships at
partnerorganisations. Students willdevelop acomprehensive
learning planandhaveregularprogress meetings with
supervisors. Inadditiontotechnicaltraining, they willlearn
additional skillssuch as science writing for publications and
grantapplications, and developing outputs for policymakers.
Atannual datathons, fellows willwork collaboratively on
previouslyunseenorunshared datasets toaddressapractical
challenge, withanaward forthe bestteameffort.

Drawingonexisting course materials andintegrating new
contentinareassuchasAl, the projectwillcreate astandardised
curriculuminepidemiology and biostatistics foruniversitiesin
the three countries.

The ANTENNA project alsoaimsto create asustainable career
ecosystem, helping fellows integrate and continue their
professional development after their fellowship. They willbe
connectedtoanalumninetwork forpeersupportandto existing
communities of practice, and willbe supportedin participating
informal professionalnetworks. Acareerprogression tracker will
be createdtomonitortheirprofessionaljourneys.

The impact

The ANTENNA project willhave asignificantimpact on the skills
baseinEast, Centraland West Africa. It will:

e Createacohortof newepidemiology andbiostatistics
specialistsincountries withlimited capacityinthisarea.

e Ensurefellowshaveasolidgroundinginboththeoretical
methodsandpracticalapplicationtosupport policymakingin
theirhome countries.

e Provide opportunitiesforfellowstobecomeembedded
withinwider professionalnetworks to support theircontinuing
professionaldevelopment.

e Fellowswillhavethe capacitytoanalyselocaldatasetsthat
speaktolocalhealthconcernsand, consequently,inform
healthdecision-making.

Ultimately, the project will strengthen the capacity of Cameroon,
Guinea-Bissau,and Senegalto analyse healthand other data
toinformdisease controland programme management,
therebyimprovingthe management of infectious diseases and
populationhealth.

Projectataglance

Project duration 1Jun2026 - 31May 2029
Total project cost €1413133,55

GlobalHealthEDCTP3 €1299996,37

funding

Disease area Cross-disease ordisease unspecific
Interventiontype Surveillance tools
Overarching topic Digitaltechnologies, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader AFRICANPOPULATION&HEALTH
RESEARCH CENTREKENYA

Project coordinator

Participating countries Netherlands, Kenya, Cameroon, Guinea-
Bissau, Senegal, Portugal, United Kingdom,
Uganda, Cabo Verde
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FORTRESS-SSA

Pee

Fostering outbreak resilience through training, research, epidemiology, and statistical science to strengthen

the sub-Saharan Africa public health workforce

The FORTRESS-SSA projectisstrengthening data-use
capabilitieswithin the public healthworkforce insub-Saharan
Africa, to promote the use of evidence-based approachesto
pandemic preparationandoutbreak control.

The challenge

Emergingandre-emerginginfections pose aconstant threatto
countriesinsub-SaharanAfrica. Smallclusters of cases canrapidly
escalateintonational-level outbreaks, spreadtonew countries,
andtriggerglobal publichealthemergenciesand pandemics.

The public healthworkforceis centraltopandemic preparedness
andoutbreak control. However,many countriesintheregionhave
insufficientnumbers of epidemiologistsand otherpublic health
specialists. Furthermore, many public health professionalshave not
beentrainedinthelatestdataanalyticstechniques, suchasinfectious
disease modellingandtheuse of Al/machinelearning, whichare
playinganincreasinglyimportantroleininfectious disease control.

Nevertheless, some centres of excellence and specialist
networks exist, which can provide afoundation to build the skills
of the public healthworkforce insub-Saharan Africa.

The project

The FORTRESS-SSAprojectis extending the existing capacity-
buildingworkbeing carried out by the Sub-Saharan Africa
Consortium of Advanced Biostatistics (SSACAB), a multi-
institutionalnetwork that develops cutting-edge statistical
anddatascience methods, trains the next generation of African
biostatisticians, andstrengthens evidence-based health policy
acrossthe continent. SSACAB already provides master’s, PhD
and postdoctoral-leveltrainingand has strong partnerships
withnational, regionalandinternational partners. The FORTRESS
projectwillsupportadditional partnerships with national public
healthinstitutesinMozambique, South Africaand Zambia, aswell
aswithresearchcentresinMozambique and Zambia.

Tosupport English-, French-andPortuguese-speaking trainees,
the projectwill provide full-time master’s training at three hubs
inanglophone South Africa, francophone Beninandlusophone
Mozambigue. Trainees willhave the opportunity to specialisein
epidemiology andbiostatistics, infectious disease epidemiology,
orfieldepidemiology. The programme will support the training of
15 early tomid-careerhealth professionals, five at each hub, with
trainees selectedin collaborationwith nationalinstitutions.

Thefirstyearof the programme willbe classroom-based.
Thesecondyearwillinclude asix-monthresearchinternship
atanationalpublic healthinstitute, research centre orNGO,
providing opportunities fortraineesto apply their theoretical
knowledgetopracticalpublic health challenges. Inaddition,
training willcoverareas suchasleadership andpolicy
engagement. The projectis establishing a structured supervision
and mentorship framework to supporttrainees, whowillalsobe
attachedtotechnicalworking groupsto gainfurtherexperience.

Inaddition, the project will provide short-termtraining courses
for90 members of staff fromnational public healthinstitutes
andministries of health. These willcoverareas such asinfectious
disease modelling, surveillance and outbreakresponse.
Courseswillbe co-designedin collaboration with country health
policymakers, and atrain-the-trainermodelwillbe used to
promote knowledge transferwithinpublic healthbodies.

The impact

The FORTRESS-SSA projectwill strengthenepidemiology and
biostatistics capacityinsub-SaharanAfrica. It will:

e Provideintensive master'strainingto15health professionals/
researchers.

e Ensurethattraining providesarigoroustheoreticalgrounding
inepidemiology andbiostatisticsaswellas practical
applicationto address public health challenges.

o Buildinstitutional capacity by delivering technicaltraining to
significantnumbers of staff members fromnational public
healthinstitutes and ministries of health.

o Promoteworkforceretentionandintegration of traineesinto
nationalandregional systems after graduation.

e Strengthenrelationships betweenacademic and public health
institutesto facilitate further collaborationand application of
modelling to public health challenges.

The FORTRESS-SSA projectwillincrease the poolof African
expertstosupporteffortsto detect, preventandrespond
topandemic threats,and enhance capacity fordata-driven
decision-makingto strengthenoutbreak detectionandhealth
systempreparedness.

Projectataglance

Projectduration 1Jun2026 - 31May 2029
Total project cost €1866753.53

Global HealthEDCTP3 €1301075,80
funding

Disease area Emergingorre-emerginginfectiousdiseases,

Neglectedinfectious diseases, HIV/AIDS
Interventiontype Surveillance tools
Overarching topic Digitaltechnologies, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader UNIVERSITY OF THE WITWATERSRAND
JOHANNESBURG

Project coordinator

Participating countries Netherlands, South Africa, Benin,
Mozambique, United Kingdom, Zambia,
Kenya
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EpiScientia Network

OLIOICICY

African National Public Health Institutes (NPHIs) Network of Training In Integrated Health Informatics And Data

Sciences, Scaling Up Infectious Disease Modelling

The EpiScientia projectis strengtheningnational pandemic
preparednessandinfectious disease controlcapabilitiesin
sub-Saharan Africa through a practically focused capacity-
puilding programme.

The challenge

Infectious diseasesremain akey challengeinsub-SaharanAfrica.
Controlling suchdiseasesis complicated by theirdynamic nature
andsensitivity to factors suchas climate change, population
movements and environmental disruption.

National public healthinstituteshave akeyrole toplayintracking
infectious diseasesanddeveloping projections of disease
patternsovertimetoguide disease controlinitiatives. Although
therehasbeenmuchrecentinvestmentinsuchinstitutesin
sub-SaharanAfrica, theirimpactisheldbackby askills gap

inkey areas, suchasdatascience, epidemiology andhealth
informatics. Thisisamajormissed opportunity, asincreasing
amounts of health data are being generatedintheregionthat
could providevaluableinsightsinto the current and potential
future burden of differentinfectious diseases.

Onespecificchallengeisthat frontline staff at national public
healthinstitutes frequently miss out ontraining opportunities.
Theymaybetoobusyworking onday-to-day activities or
ineligible forcapacity-building programmes that focus more
onacademics. Thislimits the potential of national public health
institutes to deliver high-quality, evidence-informed and policy-
relevantinputto health policymakers.

The project

The EpiScientia projectis addressing this skills gap by creatinga
new capacity-building programme with a strong focus on work-
basedlearningand practical application of knowledgeindata
science, epidemiology andhealthinformatics.

ItiscentredonaMaster'scourserunby the African Centre of
ExcellenceinData Sciences at the University of Rwanda. In
collaborationwith five national public healthinstitutes (in Benin,
Ethiopia, Mozambique, Rwandaand Senegal), the project will
buildthe competencies of frontline staff in healthinformatics,
datascience andinfectiousdisease modelling.

Tenfellows willbe supported through a Master’s programme
inbiostatistics, with additionalmodulesindataminingand
machinelearning. Afurther 27 trainees willreceive certificate-
leveltraininginhealth-oriented big data analysis and data
science. Training willbe a mix of face-to-face modules, online
learning, and supervised workplace-based projects, focusing
ontopicsdirectlyrelevanttonational public healthinstitutes’
ongoingactivitiesand priorities.

Inaddition, the projectis creatingaharmonisedfederated
dataplatformtosupporttrainees’learning. This will facilitate
the analysis of multiple data sources based onafederated
approachtodatamanagement, whichenablesremote and

integrated analysis of data thatremains held withinlocal secure
dataenvironments. This platform will bring data together from
multiple sources, such aselectronic healthrecord systems,
electronic disease and otherregistries,and community health
data, usinginternationallyrecognised health data categorisation
frameworks to ensure consistency.

Aswellasservingasalearningenvironment fortrainees,
thisplatformwillalsobe avaluable long-termnational asset
supportinghealth dataanalysisinnational public healthinstitutes
tounderpindata-drivendecision-making.

The impact

The EpiScientiaprojectisaddressingakey skillsgapininfectious
disease control. It will:

e Createacohortof specialistswith skillsinanalysingand
interpreting healthdataandin generating timely evidence-
basedoutputsthataddresslocalhealth priorities.

e Improvetechnicalcapacities, careerdevelopmentand
retentionwithinnational public healthinstitutes, strengthening
institutional capacity.

e Ensurethatthe growingtide of healthdataintheregionis
utilised to generate actionableinsights toimprove infectious
disease control.

e Createanetworkof specialistsand fosterknowledge
exchange, amplified by partnerships with Africa CDC to ensure
alignmentwithregional frameworks.

Projectataglance

Project duration TMay 2026 -30 Apr2031

Total project cost €1661260,49

Global HealthEDCTP3 €1299115,39
funding

Disease area Emergingorre-emerginginfectious diseases,

Cross-disease ordisease unspecific

Interventiontype Surveillance tools, Otherprevention
tools, Cross-interventionorintervention

unspecific
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resistance, Digitaltechnologies, (Other)
emergingtechnologies, Co-morbiditiesand

non-communicable diseases, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader UNIVERSITY OF RWANDA - African Center of
ExcellenceinData Sciences (ACE-DS)

Project coordinator

Participating countries Netherlands, Rwanda, Senegal, Ethiopia,
Belgium, Spain, Mozambique, United
Kingdom, Benin
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The PHM Hub

OLIOKY

A Public Health Modelling & Data Science Fellowship Centre of Excellence in West and Central Africa

The PHMHub projectis strengthening epidemiology and
disease-modelling capacityin Westand Central Africa, witha
particularfocus onthe human-animalinterface.

The challenge

Infectious diseases continue to pose amajor challengeinsub-
SaharanAfrica.lssues of growingimportanceinclude outbreaks
triggered by the transmission of pathogens from wild animals
orlivestock,aswellas theimpact of climate change and the
disruption of ecosystems due to changinglanduse, whichare
profoundly affecting therisk of infection.

Surveillanceis essential fortracking changing patterns of
disease, providingdatatosupportearly and effectiveresponses
toemerging challenges. However, thisrequires a skilled
workforce ableto convert datainto action. Sub-Saharan Africa
currentlyfacesasevere shortage of researcherswith skillsin
biostatistics, epidemiology andinfectious disease modelling.

The project

Toaddress thiscritical skills gap, the PHM Hub projectis
establishing afellowship hubin Westand Central Africa, building
onstrongexisting centresin Gabonand Senegalandlinks to
Europeaninstitutions.

Throughthe programme, fellows willundertake a Master’s
degreeinbiostatistics with specialisationinepidemiology, as
aspecialisedtrackwithinan existing Master’'s programme. The
projectwillalso offer auniversity diplomaininfectious disease
dynamicsandmodelling.

Of 35trainees, 20 willbe postgraduate fellows undertaking the
Master'sdegree, withafurther15individuals fromawiderange
of professionsand backgrounds selected for the university
diplomacourse.

Eachparticipantonthe programme willbenefitfroma
comprehensive support package,includingmentoring, a
personaldevelopmentplanandathree-monthresearchproject.
The PHMHub will partnerwith training labs, National Public

Health Institutes and the West African Health Organisation
(WAHO), encouraging cross-disciplinaryresearchandinnovative
problem-solving.

Todeveloptheirwiderresearchskills, participants willalsoreceive
traininginareas suchas science communications, ethics of data
managementand scientificleadership. Teaching willbe delivered
throughadigital platformdevelopedin sub-SaharanAfrica.

The programmeisadopting a ‘One Health’ perspective,
recognisingtheimportance of acomplexrange of drivers of
diseaselinked to thehuman-animalinterface, the environment,
andtheimpactof achangingclimate.

The impact

The PHM Hub project willaddress a critical capacity gap in West
and Central Africa. [t will:

e Createaskilledregionalworkforce of publichealthmodellers,
datascientistsand epidemiologists, providing national
policymakerswithaccess to modellingand scenario planning
expertise forepidemicresponse.

e Helptogenerateregionallyrelevantknowledge,
ensuring thatresponsesreflect the specific nature of
regionalhealth challenges.

e Increasetheuseof locally generated dataandanalysesin
policy processes, with Africangovernmentsable torely
ontheirownexpertsforforecasting, riskassessmentand
health planning.

e Establishanetworkof scientificleadersandinstitutions that
work collaboratively across borders.

e Strengthentheacademic ecosystem, with curricula, digital
learning platforms, and mentoring structuresintegratedinto
partneruniversities.

The PHMHub project will create acohort of experts equippedto
leadmodelling effortsat nationalandregionallevels, enhancing
nationalandregional capacitiesinthe surveillance, prevention
andmanagement of infectious diseases, and ensuringmore
effectiveresponsestooutbreaks.

Projectataglance

1Jun2026-30Nov2030
Total project cost €1449170.05

Global HealthEDCTP3 €1300054,95
funding

Project duration

Disease area Emerging orre-emerginginfectious
diseases, Cross-disease ordisease

unspecific

Surveillance tools, Cross-intervention or
interventionunspecific

Intervention type

Overarching topic Antimicrobialresistance (AMR) ordrug

resistance

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader RESEAUAFRICAINDERECHERCHEEN
SANTE

Project coordinator

Participating countries Netherlands, Senegal, Austria, Belgium,
United Kingdom, Germany, Gabon
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TIMERA

Training Initiative for Modelling Epidemic Response in Africa

The TIMERA projectis strengthening national capacities touse
modellingtoaddressthe challenges posedbyemergingand
re-emerginginfections.

The challenge

Sub-SaharanAfricafacesahighandgrowingburden of
infectious diseases, yetits capacity toanticipate andrespond
tooutbreaksremainsuneven. Akey challengeis the limitedlocal
expertiseininfectious disease modelling, withmost capacity
concentratedinthe GlobalNorth. Weak surveillance systems,
shortages of skilled professionals, and limited datainfrastructure
furtherrestrictthe use of modelling fortimely, evidence-based
decision-making.Asaresult,responsesto outbreaks oftenrely
onexternalsupportthatmaynot fullyreflectlocal contexts.
Strengthening Africa-led modelling capacityis therefore
essentialto enable faster,more accurate, and context-specific
responsestofuture epidemicsandpandemics.

Mathematical modellingisatoolof growingimportancein
infectious disease control. Whenit comesto outbreaks,itcan
pbeusedtoenhance preparednessbyidentifyinghighrisk areas
where surveillance and prevention effortsneedto be focused.
ltcanalsobeusedto provideinsightsinto the likely evolution
of outbreaks and potentialimpacts of interventions, to guide
public healthresponse strategies.

The project

The TIMERA projectis strengthening mathematical and
statistical modelling capacityinsub-Saharan Africatoimprove
the detection of infectious disease threats, generate insights
into potential outbreak dynamics, andunderpin evidence-
baseddecision-making.Itaimsto strengthennationaland
continentalmodelling capacity by workingin collaborationwith
national public healthinstitutes, ministries of health, andleading
academicinstitutions.

The projectisorganising short-term, combined training
programmes for early-tomid-careerresearchersand public
health professionals withastrongcommitmentto apply
modellingapproachesininfectious disease control.Intotal, it
willtrain 50 African fellows, adding significantly to the regional
epidemiologicalworkforce.

Training willbe delivered throughacombination of in-personand
onlinelearning. Trainees will participateintwointensive, two-
week face-to-face blocks, complementedby online modules,
thematic workshops, and supervisedinternships, and will benefit
from continuous specialised mentoring. Trainees will be paired
with experienced experts, receiving personalised guidance
throughout the course, with separate mentors formodellingand
infectious disease components of the training. Inaddition, fellows
willundertake applied projects, ensuring that they acquire both
coretechnicalcompetenciesininfectious disease modelling,
including exposure to Al-supported approaches,aswellasthe
abilitytoapply theirexpertise toreal-world challenges.

Where feasible, fellows willalso undertake shortinternships
attheirhomeinstitution, anational public healthinstitute, ora

OIOIOIC)

ministry of health, anchoring theirlearninginreal-world contexts.
The projectplacesastrongemphasis onpolicy translation, equipping
participantsnotonlywithtechnicalmodelling skillsbut also with the
ability tocommunicate findings effectively to policymakers.

The programme also has a strong focus ongroup work, with
fellowsworkingtogether forthree months aftertheirfinalface-
to-facetrainingmodule to develop outputsinformats suitable
forcommunicationto policymakers.

Inaddition, the Field Epidemiology and Laboratory Training
Programme (FELTP), runby the project scientificleaderat Addis
Ababa University, willserve asaplatform formentoringand
supporting the fellows’ post-graduation. Thiswillhelp to establish
aregional, Africa-ledalumninetworkin epidemiologicalmodelling
thatwillsustainandamplify the programme’slong-termimpact.

The impact

The TIMERA project willbuild capacityin Africa foroutbreak
preparednessandresponse. [t will:

e Train50 public healthprofessionals from sub-Saharan Africain
thelatestinfectious disease modelling techniques, including
theuse of Al/machinelearningtools.

e Ensurethattrainingisboththeoreticallyrigorousandrootedin
theneedtoaddressreal-world public health challenges.

e Provide opportunities forcontinuing professional
developmentand peerexchange tomaintainand strengthen
regionaltechnicalcapabilities.

The TIMERA projectwill significantly strengthenregional
capabilitiestouseinfectiousdisease modelling to anticipate
andrespondtooutbreaks, enhancing preparedness and
response and ultimately reducing theimpact of emergingand
re-emerginginfections.

Projectataglance

1Jul2026 - 30 Jun2029
Total project cost €1886429.60

GlobalHealthEDCTP3 €1299009,50
funding

Project duration

Disease area Emerging orre-emerginginfectious
diseases, Lowerrespiratory tractinfections,

Diarrhoeal diseases
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Overarching topic Digitaltechnologies, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP
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Mozambique

-159-



COORDINATIONAND SUPPORTACTIONS ITRAINING NETWORKS

PACoPPDeT

)

Pan-Africa Consortium onPharmaceutical Product Development Training (PACoPPDeT)

The PACoPPDeT projectisdevelopingacohort of researchers
withadeepunderstanding of allaspects of pharmaceutical
productdevelopment.

The challenge

Themomentumbehind Africa’slocalpharmaceutical
manufacturingagendais positioning the continentas afrontier
forproduct development, drivenbyits growing population
anddiseaseburden. Realising this potential, notjustindrug
development, butalsoindrugdiscovery, requiresinvestmentin
R&D, cost-competitive technologies,andworkforce development
through sustained collaboration. Despite accountingfora
substantial proportion of the world’s disease burden, sub-Saharan
Africahostsonlyasmallproportionof clinicaltrials. Furthermore,
expertiseisconcentratedatthe phasellandphaselllstages of
productdevelopment,andAfrican-basedresearchersrarely take
theleadinkeyareassuchasprotocoldevelopment ordataanalysis.

Sub-SaharanAfricaistherefore notwell placedto discoverand
develop newinterventions orusherthem throughthe clinical
evaluationandregulatory pathway toimplementation. Itis
encouragingthat attentionis being givento manufacturing
capacityintheregion;however, abroaderperspectiveisneeded
sothattheinterventions manufacturedalso originate in Africa
and are designed to address African health priorities.

Pharmaceuticaldiscoveryanddevelopmentisalongand complex
processwithanumberof well-established steps fromearly pre-
clinicaldiscovery stages throughclinicalevaluationin progressively
largertrials, regulatory approvals and high-quality manufacturing.
Many African countries currently have fewresearcherswitha
comprehensive end-to-end overview of this pathway.

Centraltopharmaceuticaldevelopmentis ‘pharmacometrics’
- use of statisticaland modelling techniques to optimise
drugdoseregimendesign. The Pharmacometrics AfricaNPC
organisationhasbeenestablishedto build capacityinthisarea.

The project

The PACoPPDeT projectis developing amaster’s training
programme to furtherstrengthen pharmacometrics capacity
insub-SaharanAfrica, buildingonthe modelestablished by the
Pharmacometrics Africainitiative.

Targetedat mid-careerresearchers, the programme will
offeratwo-yearmaster’s course covering areassuchas
drugdiscovery, pharmacokinetics and pharmacodynamics,
pharmacogenomics, biostatistics, preclinicaland clinicaldrug
development, regulatory science, and scientific leadership.
Two cohorts of 15 studentswillbe selected fromacross the
breadth of sub-Saharan Africa. Afurther100 individuals will

be ableto gaincertificate-level qualifications by undertaking
specific modules.

The coursewillbe amixof face-to-face andvirtuallearning, as well
asahands-onplacementinapartnerorganisation,and will draw
onexistingmodulesthatprojectpartnershave successfullyused
inexperientialtraining programmes. It willbe delivered by subject
matterexperts fromarange of sectors, includingacademia,
industryand medicinesregulation.

Allmaterials willbe made freely available, so otherinstitutions
candevelop similarcourses. Inaddition, the projectwill translate
itsmaterialsinto Frenchto supportuptakeinfrancophone
countriesinsub-Saharan Africa. Aftercompleting the course,
graduates willbe expectedto contribute to teaching, diffusing
the knowledgelearnedand expanding the programme’sreach.

Studentswillalso benefit from a structured mentoring scheme
andwillhave extensive networking opportunities. The aimis to
develop students’ peernetworks so they have accesstoapool
of expertise spanning all stages of pharmaceutical development
thattheycancalluponwhenneeded.

The impact

The PACoPPDeT project willadd significantly to
pharmacometrics capacityinsub-Saharan Africa. It will:

e Provide mid-careerprofessionals (30 MScand 100
certificate-leveldegrees)with the knowledge and skills to play
aleadroleinthe developmentandclinicalevaluation of new
pharmaceutical products.

e Createaregionalnetwork of well-connected and mutually
supportive expertsinpharmaceutical product development.

o Buildleadershipandentrepreneurial skillstoencourage
Africa-leddrugdiscoveryand development.

Ultimately, the projectwillhelp to create astronger R&D
ecosysteminAfricathatisbetterabletosupportthediscovery,
clinical evaluationandlicensing of new pharmaceutical products
tailoredtothe needs of African populations, deliveringboth
healthand economic benefitsto theregion.

Projectataglance

1Jul2026 - 30 Jun2030
Total project cost €3495000,00

Global HealthEDCTP3 €3495000,00
funding

Project duration

Disease area Cross-disease ordisease unspecific
Project coordinator THEUNIVERSITY OF MANCHESTER
Scientific projectleader STRATHMOREUNIVERSITY

Participating countries United Kingdom, Kenya, South Africa,
Switzerland
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SCEAM-CA

OIOICIC)

Strengthening capacity in epidemic analytics and modelling in Central Africa

The SCEAM-CAprojectisexpandingatraining programme to
build capacity tomonitorandrespondto emerginginfectionsin
francophone Central Africa.

The challenge

Central Africaisaglobalrecognisedbiodiversity hotspot.
The drawback of thisecological diversityisanincreasedrisk
of zoonoticinfection-the spread of infections fromanimals
tohumans. Multiple outbreaks of Ebolavirus and otherhighly
dangerous pathogenshave occurredinrecent decades.

Furthermore, Central Africais experiencing other profound
changesthataffect therisk of zoonoticinfectionsandinfluence
theirrapid spreadwithinhumanpopulations. Theseinclude the
impact of conflict, displacementandlarge-scale population
movements, deforestationandlanduse changes, andclimate
change, allof which affect therisk of exposure tozoonotic

pathogensandthe dynamics of outbreaksinhuman populations.

Central Africais therefore aninterconnected ecosystem.
Whereverthey originate, pathogens canrapidly disseminate
through multiple countries. Asubregionalapproachto outbreak
controlandresponseistherefore essential.

The project

The SCEAM-CAprojectisextendingarecentlylaunched master’s

programmeininfectious disease modellingand outbreak analytics

atthe OneHealthInstitute for Africa(Institut One Health pour
I'Afrique, INOHA)inthe Democratic Republic of the Congo (DRC)
andorganising otheractivities toenhance modelling capacity to
addressoutbreaksinfrancophone countriesinsub-Saharan Africa.

The projectisdevelopingatwo-yearregionalmaster’s
programme. Year lwillinclude aone-monthimmersion period
inanational public healthinstitute, ministry of health orresearch
institution, whileinyear2 trainees willundertake a 3-6-month
researchinternshipatapartnerlaboratory. The programme will
support20 trainees fromfive francophone countries - Burundi,
Cameroon, the Republic of Congo, DRC and Gabon.

Inaddition, targeted training will be offered to mid-career public
health professionals. Two specialist technicalworkshops will
beorganised, aswellasanannual meeting, for10 staff from
ministries orhealth ornational public healthinstitutes from
participating countries.

Tosupportthesetrainingactivities, the projectisintroducing high-
performance computinginfrastructure at INOHA. Thiswill support
itsrole asaregionaltraininghub, withthe newinfrastructure hosting
ane-learning platformanddatamanagementsystemstoenable
trainingindataanalytics withinasecure environment.

Arange of real-world datasets will be used to support training
anddevelopment of outputs withreal publichealthrelevance.

The projectwillfosterregional collaborationsand stronger
linkagesbetweenacademiaand public healthbodies, ministries
of healthand national public healthinstitutes. It willalso provide
trainees withintensive mentoring supportandfacilitateregional
andinternationalnetworking.

The impact

The SCEAM-CA project will significantly boost epidemiology
anddatascience skillsinFrench-speaking countriesinsub-
SaharanAfrica. It will:

e Provide 20 early-careerresearcherswithintensive trainingin
thelatestmodellingandotheranalyticaltechniques.

e Ensureskillsare developedinthe context of real-world
datasetsandaddress priority publichealth challenges.

e Buildawarenessandexpertise within ministries of healthand
national public healthinstitutes to strengthen a culture of data-
drivendecision-making.

e Createnewnetworkstosupportcontinuing professional
developmentandcareer progression.

The SCEAM-CA project willcreate acohort of epidemiology and
modelling specialistsinfrancophone countries with the potential
toleadeffortstoapply datascience techniquestoidentify areas
athighrisk of outbreaks, predictlikely outbreak dynamics, and
assessthe potentialimpact of interventions, strengthening
outbreak capabilities.

Projectataglance

Project duration 1Jul2026-30Jun2029
Total project cost €1669029,10

GlobalHealthEDCTP3 €1290126,00
funding
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IDM-Africa

SICIO)

Strategic Training Hub for Infectious Disease Modelling in sub-Saharan Africa

The IDM-AFRICA projectis creatingatraining programme to
strengthen capacity forinfectious disease modellinginsub-
SaharanAfrica.

The challenge

Mathematicalmodellingisanincreasinglyimportantaspect of
infectious disease control. Modelshave awiderange of uses,
providingawayto anticipate likely future disease trendsandto
assessthe potentialimpact of differentinterventionstrategies.
Modellingcanthereforeinform decision-making, helping to
identifywhere activities should be focused and which disease

controlstrategiesarelikelyto be most effective and cost-effective.

Unfortunately, the capacityforinfectious disease modellingislimited
inmostsub-SaharanAfricancountries. Without modelling specialists,
countriesarelimitedintheirabilityto generate accurate forecasts,
assessthe potentialimpactsofinterventions ordisease control
strategies,andimplement evidence-basedpublichealthpolicies.

The project

The IDM-AFRICA projectisaddressing these key skills gaps by
creating anew training programme formodellers, in partnership
withthe Africa Centre for Disease Controland Prevention (Africa
CDC)andEUinstitutions withlong-standing expertisein thisarea.

The projectplanstotrain 47 early- tomid-careerresearchers
throughworkshop traininganda structured one-year fellowship
programme thatcombinesastrongtheoretical foundation

with practicalapplication. Atleast five training sites willbe
establishedtosupporttheinitial training of 35 researchers
atintensive workshops, witha further12more advanced
researcherscompleting afellowship programme.

Fiveregionalworkshopswillbe organised, with pre-workshop
preparatory sessions and pre-and post-workshop assessments
totracklearningoutcomes. The workshops willberootedin

the analysis of real-world datasets to emphasise application to
practicalchallenges.

The advanced fellows willalso work with genuine datasets
relatedtolocalpublichealth priorities as part of moreintensive
modelling projects embedded within their fellowships. They will
be expectedtogenerate policy outputsandacademic papers,
and willundertake aone-month placement during which they will

receiveintensive mentoring. The project willensure good gender

balance amongfellows andrecruit atleast five students from
French-speaking countries.

Five annual policy workshops willbe organisedin partnership
with the Africa CDC and the ministries of health. Fellows will
beexpectedtogenerate atleast12policy briefs, whichwillbe
disseminatedinatleast five countries, helping to build policy
literacy among fellows.

The impact

The IDM-AFRICA projectis makingamajor contributionto the
strengthening of infectious disease modelling capacity insub-
Saharan Africa. It will:

e Provideinitialtrainingto a group of early-careerresearchers,
providing anentry pointinto more extensive use of modelling
techniques.

e Trainacohortofresearchersinadvanced modellingwithafocus
onpracticalapplicationtoaddresspublichealth priorities.

e Generateanalysesof directrelevancetoregionalhealth
challenges.

Strengtheningmodelling capacity willensure thatmoreresearchers
havetheskillsrequiredtoanalysehealthand otherdataandto
generate outputsthatenable policymakers to optimise programme
designandimplementation.

Projectataglance

Project duration 1Aug 2026 - 31Jul 2031
Total project cost €1574197,90

GlobalHealthEDCTP3 €1300370,90

funding

Disease area HIV/AIDS, Tuberculosis, Malaria
Interventiontype Surveillance tools
Overarching topic Digitaltechnologies

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader THEINFECTIOUS DISEASESINSTITUTE
LIMITED

Project coordinator

Participating countries Netherlands, Uganda, Mali
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OCTOPUS
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One Collaborative Training Programme for Outbreak Preparedness and Universal Surveillance

The OCTOPUS projectisusingacascading trainingmodelto
enhance datascience capacityin East Africa.

The challenge

Constantvigilanceis essentialin East Africato detectand
respondtoemerginginfections. Multiple outbreaks of Ebola
virus, forexample, have beendetected over the past decade,
alongside otherhaemorrhagic feverviruses and emerging
infections. Due tofactorssuchas populationmovements,
land-use changesand climate change, thereis a growingrisk of
zoonoticinfections. Inaddition, the subregionisbadly affected
by antimicrobial resistance, whichisundermining the ability of
health systemstotreatmanyinfectious diseases. Importantly,
infections canreadily spread between countries, emphasising
theneedforacoordinated cross-country approach.

Theseissueshighlightthe criticalneed forstrong surveillance
systemsto detectclusters of caseswiththe potentialto
developintoepidemics,aswellasrapidand efficientresponse
mechanismstonipnascentoutbreaksinthe bud.Inaddition, with
resourcesinevitablylimited, evidence-based approachesneed
tobeadoptedtooptimise theimpact of control activities.

Aswellascomprehensive systems fordata collection, countries
alsoneedthe capacity toanalyse these data, tounderstand
likely hotspots, outbreak dynamics and the potentialimpact of
controlmeasures, informing preventionandresponse strategies.
However, capacity toanalyse data, particularly toapply
mathematicalmodelling techniques, islimitedinmany countries.

The project

The OCTOPUS projectis addressing this skillsgap through a
training programme designedto have a catalytic effect by
enablingtraineestobecome additionaltrainersand pass ontheir
expertise to others. Theprojectisestablishingatwo-yearMaster’s
programme for participants fromsixcountriesinthe greater East
Africansubregion-Burundi,the Democratic Republic of the Congo
(DRC),Kenya,Rwanda, Tanzaniaand Uganda. OCTOPUS willalso
provide short-termtechnicaltraining opportunities for Africa. These
countriesvarysignificantlyintheirinfectious disease modellingand
outbreakresponse capabilities, providing opportunities for South-
Southexchange of knowledge and experience.

The Master'sprogramme willbe a hybrid two-year programme,
targeting early tomid-careerresearchers. Thefirstyearwillbe
spentonacademic coursework at a globallyrecognisedtraining
siteinDenmark. The secondyearwill be dedicated to practical
researchwithinaministry of health, anational publichealth
institute, aresearchinstitute, orauniversityinsub-SaharanAfrica.
Tenfellowswillbe enrolled, two eachfromBurundi, DRC, Kenya
andUgandaandoneeachfromRwandaandTanzania(basedon
capacity-buildingneedsandrecent history of zoonotic outbreaks).
Inaddition, arange of workshops, short courses and seminars
willbe organised to enhance the awareness and knowledge of
public health professionals from participating countries. Five
participantswillattend fromeach country.

Bothforms of training willhave a strong focus on practical
applicationof datasciencetoolsand modelling. Trainees
willwork withreal-world datasets and tools shared by project

partners. They willdevelop actionable knowledge products,
suchasdatadashboards, geospatial mapsand outbreak
prediction models.

Theimpact of these activities willbe amplified by the subsequent
training activities undertaken by participants. Country staff
participatinginshort-termtraining events will share theirnew
knowledge with colleaguesintheirhome countries. Oncea
quarter,Master’'s graduates willeach host aweek-longworkshop
for25 participants. Thiswillextend the project'sreach from 45
directtraineestoanestimated 4,500 beneficiaries. Inaddition,
the projectisalso creating adata catalogue and a cross-border
data-sharingand public health data analytics platform. This will
integrate surveillance data from multiple countries, enabling
subregionalanalyses,including Al-enabled predictive models.

The projectwillalsoimplementacomprehensive mentorship
scheme andworkwithministries of healthand national public
healthinstitutesonacareerdevelopment framework and
progression pathways. Consultations willbe undertakento
identify key barriersand careerroadblocks, whichwillinform the
design of acontinuing professionaldevelopment programme.

The impact

The OCTOPUS project willmake amajor contribution to public
healthworkforce skills developmentin East Africa. [t will:

e Trainanewcohortof earlytomid-careerresearchersinthe
latest data science and machine learning/Al technologies.

e Ensurethattheoreticallearningisbackedup by experience of
practicalapplicationto address public health challenges.

e Amplifyimpactbyensuringthateachtrainee passeson
knowledge to colleagues through a structured secondary
training programme.

e Createacross-borderdataanalyticsplatformthatwillenable
countriestoshare dataand collaborate onsubregionalanalyses.

Projectataglance

Project duration TAug2026-31Jul2030
Total project cost €1359556.00

GlobalHealthEDCTP3 €1299926,00
funding

Disease area Diarrhoeal diseases, Malaria, Tuberculosis

Interventiontype Surveillance tools

Overarching topic Antimicrobialresistance (AMR) ordrug
resistance, Climate crisis or climate
adaptation, Co-morbiditiesandnon-

communicable diseases, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Project coordinator

Scientific projectleader CHUKAUNIVERSITY

Participating countries Netherlands, Kenya, Democratic Republic
of the Congo, Rwanda, Tanzania, Denmark,
Uganda, Burundi
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KWTRP
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Empowering researchers and policymakersin sub-Saharan Africa through infectious disease modelling training

The KWTRP projectis strengthening capacity forinfectious disease
modellingtoenhancedisease controlinsub-Saharan Africa.

The challenge

Countriesinsub-SaharanAfricaface the ongoing challenge of
minimisingtheimpact of infectious diseases, usingarange of
toolsattheirdisposal. Withresourceslimited, itis vital that they
focusonpriority areas and optimiseresponsesto ensure the
greatestimpactondisease control.

Infectious disease modellingisbecoming central to disease
controlanddecision-making. Modelling can provide
policymakerswith tools forexploringawiderange of potential
scenarios,includinghowinfectious diseases might spread, what
impacts they might have, and how differentinterventions could
reducetheseimpacts. Thiscanenable policymakerstofocus
effortsonthe strategies most likely to be effective.

Theuseof infectious disease modellinginsub-Saharan Africa
iscurrentlyheldbackbyalack of technical expertise. Itisalso
importanttoraise awarenessamongpolicymakers on the potential
powerof modellingandtostrengthenlinks betweenresearchers
andpolicymakerssothatmodelling effortsare directed at priority
public healthchallengesanddeliverpolicy-relevantanalyses.

The project

The projectisstrengthening capacity forinfectious disease
modellingamongresearchersand policymakers by providing

trainingforEnglish-, French-,and Portuguese-speaking participants.

The programmeincludesshort coursesforresearchers,
focusingonepidemiology, statisticalmodelling,and advanced
mathematicalmodelling, appliedto the dynamics of infectious
disease outbreaks and evaluation of intervention strategies. Five
intensive two-week courses willbe offered, two eachin English
andFrenchandoneinPortuguese, focusing on foundational
epidemiology, statisticalmodelling, and mathematical
modelling techniques, whichwill provide training for125
researchersduringthe course of the project.

Forpolicymakers, three one-week courses are being organised,
focusingonpracticalmodellingapplicationsand case studies.
Uptol5participantswilltake partineach course.

Researcherswillalsohave the opportunityto apply forresearch
fellowplacements. These willbe embeddedinprojectsaddressing
priorityinfectious disease challenges, enabling fellows tolearn by
doing. Tensuchfellowships willbe awardedfollowing acompetitive
process, with projects duetolastnine months.

Inaddition, the projectis organising a quarterly seminar series to
promote continuouslearning and exchange. Seminars will cover
practicalusesof modellinginareassuchasvaccine assessment
and control of antimicrobial resistance (AMR). Targetedregional
workshopswillalsobe arrangedto demonstrate theimpact of
modelling activities.

The projectconsortiumhasastrongbackgroundin capacity
buildingandtraining. To facilitate the use of real-world datain
training exercises, the project will utilise Epiverse, a trustworthy
dataanalysis software suite and platform established by
Europeanpartners.

The impact

The projectwill significantly expand the poolofinfectious
disease modellersinsub-Saharan Africa. [t will:

e Provide high-quality technicaltrainingininfectious disease
modellingtoanew cohortof researchers.

e Ensurethattrainingiscloselyintegrated with public health
needsandpolicymakerdecision-making.

e Raiseawarenessof modellingamongpolicymakersand
strengthenlinkswithacademic expertswithmodellingexperience.

Ultimately, greatermodelling expertise willenable policymakers
todrawonlocalspecialistsand make more use of localdatato
enhance disease controlefforts and the use of resources.

Projectataglance

Project duration 1Sep2026-31Aug2029
Total project cost €1572283,18

GlobalHealthEDCTP3 €1278338,08

funding
Disease area Cross-disease ordisease unspecific

Surveillance tools, Cross-intervention or
interventionunspecific

Interventiontype

Overarching topic Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Scientific projectleader HEALTHRESEARCHOPERATIONS KENYA
LIMITED

Project coordinator

Participating countries Netherlands, Kenya, Mozambique, United
Kingdom, France
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SPHERE-Africa
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Strengthening public health educationinresearch & epidemiology in Africa (SPHERE-Africa)

The SPHERE-AFRICA projectis developingatraining
programme to build capacity fordatause to enhance epidemic
preparednessandresponse activitiesinsub-Saharan Africa.

The challenge

Overrecentdecades, sub-SaharanAfricahas experienced
many infectious disease outbreaks. Multiple pathogens have the
potentialto cause new outbreaks that could growinto national,
regional, orevenglobal publichealthemergencies.

Keytooutbreak controlis early detection, so that control
measurescanbeputinplace beforeaninfectionhasachance
totakerootinhuman populations. Thisdepends on strong
surveillance systemsto detectemerging pathogensand clusters
of casesthathavethe potentialto growinto a full outbreak.
However, surveillance systems are patchyin many sub-Saharan
African countries, which also typically havelimited numbers of
epidemiologists - particularly those with skillsinmodelling to
maximise the use of surveillance and other data.

The project

The SPHERE-AFRICA projectis establishinganew Master’s
andshort-course training programme to build capacityin
epidemiology, datause,and modelling to enhance outbreak
detection, prevention,andresponse.

Master’s training willbe provided for atleast 15 fellows, with
priority giventoresearchers fromministries of health or affiliated
institutions. Trainees willregister foraMaster’s course in Mali
(epidemiology) or South Africa (biostatistics), undertaking a mix
of coursework, aplacement, and aresearch project. Fellows will
alsotake partintraining offered at otherconsortiumsites.

This combinationwillensure astrong focus on‘learning by doing’.

Duringyearone, traineeswillcomplete foundationalmodulesin
SouthAfricaorMaliandrotate throughvarious field placements to
gainpracticalexperienceindifferentsettings. Duringyeartwo, they
willtake partinvirtuallearning activitiesand complete alonger-
termplacement. Placementswillbe organisedinpartnership with
national publichealthinstitutesinparticipating countries, witheach
traineehavinganappointed supervisorto oversee theirwork.

The programme alsoincorporatesastrongcommitment to
mentoring. Each trainee willhave a primary mentor, who will help
tocreateapersonaliseddevelopment programme, aswellas
additional secondary mentors, one from Europe and one from
sub-SaharanAfrica. Trainees willalso complete modules on
generalresearchskillsandresearchwriting.

Inaddition, the programme willsupport the assimilation of
traineesintoacademic andpublic healthnetworks. Withinthe
programme, trainees will work collaboratively on projects and
make use of ashared dataplatform. Annual dissemination events
willbe heldwithregional stakeholders, includingrepresentatives
fromministries of healthand national public healthinstitutes.
Effortswillalsobe made to promote trainees’ contactand

collaborationwith othernetworks and organisations. Trainees will
alsobeintegratedinto the Africa Centre for Disease Controland
Prevention (Africa CDC)rapidrespondernetwork.

Training forupto 50 early-tomid-careerresearcherswillbe
providedinarange of key areas, including the development

of systematicreviews andmeta-analyses, outbreakresponse
mechanisms, genomic surveillance of pathogens, mathematical
modelling, and bioinformatics/data science, including the use
of Al/machinelearningtechnologies. Training willbe offered at
sitesinmultiple countries, including Ethiopia, Mali, Mozambique,
Senegaland South Africa, aswellas at AfricaCDCandinthe UK.

The impact

The SPHERE-AFRICA projectwill strengthen epidemiological
anddata-use capacityinsub-Saharan Africa. [t will:

e Trainacohortof promisingresearchersinkey skillsrequired to
make use of surveillance and other data

e Provide opportunitiesforthe practicalapplication of data
science skillstoaddress public health challenges

e Strengthenconnectionsbetweentrainees, public health
organisations and key professionalnetworks.

Throughthese activities, the SPHERE-AFRICA project will expand
and strengthenworkforce expertise, ensuring that surveillance
andotherdataareusedtoidentify areasat highrisk of outbreaks,
torapidly detectemerging outbreaks, and to ensure that
responsesarebasedonthebestavailable evidence.

Projectataglance

Project duration 1Sep2026-31Aug2030
Total project cost €1713646,18

GlobalHealthEDCTP3 €1240334,18
funding

Disease area Emerging orre-emerginginfectious

diseases, HIV/AIDS, Tuberculosis
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resistance, Climate crisis or climate
adaptation, Environmentand biodiversity,
Co-morbiditiesand non-communicable

diseases, Women's health, Health security

EUROPEAN & DEVELOPING COUNTRIES
CLINICALTRIALS PARTNERSHIP

Project coordinator

Scientific projectleader STELLENBOSCHUNIVERSITY

Participating countries Netherlands, South Africa, Italy, Senegal,
Ethiopia, Mali, Mozambique, United
Kingdom
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BREEDIME

Buildingresilientresearch ethics, Diagnostics and medicines regulatory capacity during routine and public health

emergency periods

The BREEDIMEisbuilding onprevious EDCTP efforts to
strengthenregulatory capacityin Tanzania, enabling the country
tosupportregulatorydevelopmentinRwanda.

The challenge

Multiple countriesinsub-Saharan Africa have made significant
upgradestotheirregulatory systemsover the past two decades.
However, the capabilities of regulatory systems vary markedly
between countries,andremainunderdevelopedinmany. Thisisa
significant barrierto hostingadditional clinical studies.

Multiple EDCTP2-funded projects, including ASCEND,
PAVIA,PROFORMA, and SMERT, have helpedbuildregulatory,
pharmacovigilance, andresearch ethics capacity in Tanzania.
These projects have made animportant contributionto the
progression of the Tanzanian nationalregulatory authority to the
WHO maturity level 3.1tisalsorecognised as a Regional Centre
of Regulatory Excellence (RCORE).

However, the COVID-19 pandemicrevealed significant capacity
gaps, particularlyinthe approval and oversight of clinical
research during healthemergencies. Inaddition, medical
interventions are becomingincreasingly complex, specialist
knowledgeisneededtoassessinvitrodiagnostics, andclinical
trialdesignis constantly evolving. Such developments present

new challengestothoseinvolvedinoversight of clinicalresearch.

The project

The BREEDIME project focuses onregulatory capacity
developmentinkey areas of clinicalresearchinTanzaniaand
onleveragingthese effortstostrengthenregulatory systemsin
Rwanda, which only established anationalmedicinesregulatory
authorityin2018.

Training courses are being organised onkey aspects of clinical
research during healthemergencies. The projectwillalso focus
onbuildingnationalexpertiseinareas suchas post-market
evaluation, enablingregulatory staff toconduct product
informationreviews andensure that manufacturers’ descriptions
of medical productsare accurate.

The projectwillalsodevelop anethics framework for the sharing
of materials and health data during healthemergencies, drawing
onestablished Europeanstandards.

Thisadditionalexpertisein Tanzaniawill provide a basisforstronger
South-South capacity building, with Tanzania providing support to
Rwanda’s newly establishednationalregulatory authority.

The impact

The BREEDIME projectwill furtherenhanceregulatory capacityin
Tanzania. It will:

e Helptoclosekeygapsinexpertise, particularly relating
toregulatory oversight of clinicalresearch duringhealth
emergencies.

e EnableTanzaniatosupportregulatory capacity development
inneighbouring countries, particularly Rwanda.

e Createnewpartnershipstosupportongoingsharing of
expertise and experience.

These projectactivitieswillfurtherconsolidate Tanzania's statusasa
favouredsite forclinicalresearchinsub-Saharan Africaand enable
ittobetterfulfilitsrole asaregional centre of regulatory excellence.

Projectataglance
Project duration 1Jun2023 - 31May 2026
€599637,50

€599637,50

Total project cost

GlobalHealthEDCTP3
funding

Disease area Cross-disease ordisease unspecific,
Emerging orre-emerginginfectious

diseases

Cross-interventionorintervention
unspecific

Intervention type

Overarching topic Digitaltechnologies, Health security
KAROLINSKAINSTITUTET

TANZANIAMEDICINES AND MEDICAL
DEVICESAUTHOURITY

Project coordinator

Scientific projectleader

Participating countries Sweden, Tanzania, Rwanda, United Kingdom
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ECOWAS-RegECs
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Practical strengthening of regulatory and ethics oversight on clinical trials in West Africa using Lassa Fever vaccine
development projects andincrease regulatory maturity level in targeted countries

The ECOWAS-RegECs projectis helping to build regulatory
and ethics capacity by simulating scientificadvice andreview
of Lassafevervaccineclinicaltrialapplications. It uses multi-
countryreview procedurestoincrease the regulatory maturity
levelintargeted countries.

The challenge

Lassafeverisanepidemic-pronezoonotic disease endemic
inparts of West Africa, including Benin, Ghana, Guinea, Liberia,
Mali,Nigeriaand Sierra Leone. Clinical development of Lassa
fevervaccinesraises complexregulatory and ethical questions,
particularly during outbreaks when trial designs may need to be
adaptedandreviewedunderurgenttimelines.

National regulatory authorities (NRAs) and ethics committees
thereforeneed practicalexperience withvaccine development
pathways, jointreview procedures,and emergency-use
considerations to protect participants while enabling timely
clinical trialreview.

The project

ECOWAS-RegECsstrengthensregulatory and ethics oversight
of clinicaltrialsin West Africaby using Lassa fevervaccine
developmentasapracticallearning platform. The projectis
coordinated by CEPlandimplemented with Ghana FDA, WAHO
andthe Paul-Ehrlich-Institut, with collaboration from AVAREF,
vaccine developers, AMRH, WHQO, the Gates Foundation, and
regulatoryandethics partnersintheregion.

The projectactivitiesincluded:

e Hands-onsimulationsand observationopportunitiestoexpose
ECOWAS regulatorsand ethicscommittee members to scientific
advice andclinicaltrialreview through the AVAREF platform of
previous submissions from developers of Lassafevervaccines.

e Jointreview processestosupport more coordinated,
consistentandrapid decision-making across countries,
including approachesrelevantto public healthemergencies.

e Targetedbenchmarkingandinstitutional development
support forselectedNRAs, including Liberiaand Senegal, to
help strengthenclinicaltrial oversightand progress towards
higherWHO GBT maturity levels.

The impact

ECOWAS-RegECshasstrengthenedregulatoryandethics
readiness forlLassafevervaccine trialsand other outbreak-
related studies. Ithasbuilt practical expertise,improved
familiarity with AVAREF procedures and supported more
predictable, harmonisedreview pathways across West Africa.

e Regulatorsandethicsreviewers gaineddirect experience of
scientificadvice andclinicaltrial review underemergency-
relevanttimelines.

o SelectedNRAsreceivedsupporttoaddressoversightgaps
and advanceinstitutionaldevelopment plans.

e Theprojectcreatedapracticalmodelforregional cooperation
thatcanbeappliedtootherepidemic-prone pathogensand
futurevaccine development programmes.

The projecthasledtothe furtherfine-tuning of the AVAREF
procedures,improving transparency, harmonisation, and
reliability of the multi-country procedures forclinical trial
applicationreviewin West Africa. FromaEuropean perspective,
these advancementsare particularly advantageousfor European
vaccine developers, asstandardisedreview timelinesandparallel
regulatory andethics processes minimise uncertainty and
administrative hurdles forsponsors. Theimproved predictability
encouragesgreaterinvestmentand collaborationintheregion.

With higherregulatory maturity and the use of the AVAREF platform
forjointreviews, Europeandevelopers canexpectclearer,
fasterpathwaysforvaccine approvaland marketaccess. This
facilitatesearlierentryinto Africanmarkets and promotes stronger
partnershipsbetweenEuropeanandAfricanregulatorybodies.

Overall, thisproject hasresulted inimproving the experience of
theregulators and ethicists withissuance of scientific advice
andreview of clinical trial applications, which provides mutual
benefits: Europeanpharmaceuticalandvaccine companies
gainamore predictable environment forresearch, whilethe
regionisbetterequippedtoevaluate and deployvaccines for
emerging diseases. The project’sachievements contribute
directly to globalhealth security by supporting timely and
effectiveresponsestoepidemicsandwill provide ablueprint
forcoordinatedwork onothervaccine development projects
against epidemic-prone pathogens, such asRift Valley fever.

Projectataglance
1Jun2023-31Jul2025
Total project cost €514 961,25

GlobalHealthEDCTP3 €514961,25
funding

Project duration

Disease area Emerging orre-emerginginfectious
diseases, Cross-disease ordisease

unspecific

Intervention type Vaccines, Cross-intervention or

interventionunspecific
Overarching topic Health security

COALITION FOREPIDEMIC PREPAREDNESS
INNOVATIONS

Project coordinator

Participating countries Norway, Germany, Burkina Faso, Ghana
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SCALE-IT
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Scaling up capacity to support conduct of clinical trials in the East African community

The SCALE-IT projectisusingacoordinatedapproachto
strengthenethicsreviewandregulatory capacity across multiple
EastAfricancountries.

The challenge

EastAfricancountriesare hostinganincreasingnumber of
clinicaltrials, many of which are adoptinginnovative designs
suchasadaptive platform-basedtrials. At the sametime, there
areincreasing pressurestoincrease the speed of review of
clinicaltrialapplications.

Thesetrendsare posingagrowing challenge to nationalregulatory
authoritiesandethicsreview committees,includinganincreasing
workload. Itiscriticalthat thereisasufficientlylarge pool of trained
scientistsintheregionwho canreview clinicaltrialapplications,
includingcomplexstudydesigns. Thereisalsoaneedtoenhance
oversighttoensure the safety of trial participants.

The project

Ugandahashosted multiple EDCTP capacity-building projects.
Onesuchprojecthelpedtodevelop anationalaccreditation
systemforresearch ethicscommitteesinUganda, whichwas
usedtoaccreditall 29 suchcommitteesinthe country.

The EDCTP-funded CREDU project developedthe capacity

of Uganda’snationalregulatory authority through Ethicsand
regulatory capacities training, mentorships and placements of
staffin

more matureregulatory bodies.

However, thereremains aneedto strengthentrialmonitoring
furtherandtoextend good practicestoadditionalcountries,
guaranteeinginternational standardsandattainment of Sustainable
Development Goal 3.AswellasUganda, the SCALE-IT project
connectsBurundi,Kenya, Rwanda, South SudanandTanzania.

Toachieve these goals, the SCALE-IT projectisundertakinga
range of activities, including:

e Training of regulatory authority staff, ethics review committee
members,researchersand clinicians on scientific and ethics
review, with a particularfocus on adaptive platform-based
trials. The project willmake use of a training curriculum
developedthroughaprojectfundedby the US National
Institutes of Health (NIH).

e Training of regulatory authority staff, ethics review committee
members, andclinical trials monitors on oversight, monitoring
and pharmacovigilance of clinical trials. Toimprove
accessibility, training will be delivered throughamore
convenientblendedlearningapproach.

e Trainingof regulatory authority staff, ethicsreview committee
membersandresearchadministrators onpersonal effectiveness
andleadership skills,againbased onblendedlearning.

The East African Health Research Commission (EAHRC)is acting
asthefocalpoint of the project. The EAHRC was established by
the heads of state of East African Community (EAC) countries,
with the main objective to promote, facilitate and coordinate the
conductandapplicationof healthresearchinthe EAC.

The impact

The SCALE-IT projectwillcontinue pastwork to strengthen
regulatoryandethicsreview capacityinUganda,and connect
multiple countriesin East Africa. It will:

e Improve the performance of regulatory andethicsreview
bodies, particularly theirhandling of trialapplications for
adaptive platform-based trials.

e Leadtomorerapidassessmentof clinical trial applications.

e Ensurehigh-quality feedbackis providedtoclinical
trialapplicants.

e Facilitateenhanced monitoring of approved clinicaltrials.

Collectively, the project activities willmake theregiona

more attractive location forclinicaltrialsto accelerate the
development, delivery and uptake of new andimproved safe
healthtechnologiesandrapidresponsetoemerging epidemics
forpeople of allageslivingin East African Community countries.

Projectataglance
Project duration 1Jun2023 - 31May 2026
Total project cost €600 312,50

GlobalHealthEDCTP3 €600000,00

funding
Disease area Cross-disease ordisease unspecific

Cross-interventionorintervention
unspecific

Interventiontype

Overarching topic Health security

Project coordinator EPICENTRE

Participating countries France,Uganda, Kenya
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ACCESSAFRICA2

) &)

Strengthening Clinical Trial Regulatory and Ethical review Oversightin East Africa

The ACCESSAFRICAZ projectis strengthening ethicsreview and
regulatory capacityin Ethiopiaand Uganda.

The challenge

Althoughsstillrelatively low, anincreasing number of clinical trials
arebeingconductedinsub-SaharanAfricancountries. There
are stillseveralbarriers thatlimit further expansion,including
thetypicallylengthy time taken forregulatory review andlimited
infrastructure formonitoring safety during clinical trials.

The first ACCESSAFRICA project, funded by the EDCTP2
programme, soughttobuild ethicsreview andregulatory capacity
inEthiopiaand Uganda, witha particularfocusonensuring
thatparticipantsinclinicalresearch gained accesstonew
interventions atthe end of trials. The project wasundertakenwithin
the framework of the EDCTPregional Network of Excellence, the
East African Consortium for Clinical Research (EACCR).

The project

Buildingonthe partnershipsestablishedinthefirst project, the
EDCTP3 GlobalHealth-funded ACCESSAFRICA2 projectis working
tofurtherdevelop ethicsreviewandregulatory capacityinEthiopia
andUganda. The projecthasaparticularfocusonpharmacovigilance
forclinicaltrials,improving operational efficiency and coordination,
andresearchduringoutbreaksand epidemics.

Needsassessmentsare beingcarriedoutineach country
toidentify capacity gapsandtoinformnational capacity-
developmentplans. Forpharmacovigilance, the projectis
developingupdated guidelines and providing training, drawing on
theresources of the African Vaccine Regulatory Forum (AVAREF).
Thiswill support coordinatedreporting of adverse eventstoboth
ethicsreviewandregulatorybodies. The project will also draw
ontheexpertise of the Kenyan Pharmacy and Poisons Board, a
regional centre of regulatory excellence (RCORE).

Effortsare alsobeingmade to strengthen collaborations
betweennationalregulatory agencies, national ethics
committeesandinstitutionalreviewboards. Thiswill create
opportunities forcoordinated activities, suchasjoint reviews of
applicationsand site visits, reducing duplication of efforts.

Inaddition, short-course training willalso be provided to at

least 30 early- and mid-careerresearchers to buildresearch
leadership capacity. Training willalso be provided toinstitutional
reviewboard members, leveraging the EACCRnetwork.

The projectwillalso provide anopportunity torollout the
guidance onpost-trialaccess that was developed during

the first ACCESSAFRICAproject.

The impact

The ACCESSAFRICAZ2 projectwill further strengthen ethics
review andregulatory capacityin Ethiopiaand Uganda. [t will:

e Buildcapacityinpharmacovigilance, providing a stronger
foundation for safety monitoring during clinical studies.

e Strengthencollaborationsbetweenethicsreviewand
regulatory bodies,improving efficiencies andreducing
applicationassessmenttimes.

e Enablenationalregulatory authoritiesto enhance their
maturity level.

Overthelongerterm, the projectwillcreate asustainable
subregionalnetwork throughwhich furthercapacity buildingcanbe
embedded, enablingmoreclinicalstudies tobe conducted safely
andefficientlyinthe two countriesandelsewhereinEast Africa.

Projectataglance

1Jul2023-30Jun2026
€600000,00

Global HealthEDCTP3 €600000,00
funding

Project duration

Total project cost

Disease area Cross-disease ordisease unspecific

Cross-interventionorintervention
unspecific

Interventiontype

Overarching topic Digitaltechnologies, Health security

Project coordinator UNIVERSITETETIOSLO

Participating countries Norway, Ethiopia, Uganda, Thailand
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SERCEA
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Strengthening Ethics and Responsible conduct of Clinical Trials in East and Sub-Saharan Africa

The SERCEA projectaims to strengthenmechanismsthat promote
andensure theintegrity of scientificresearchinEast Africa.

The challenge

Anincreasingnumber of clinicaltrials are being carried out
insub-SaharanAfrica,andin East Africain particular.

The complexity of these trialsisalsoincreasing, withnew
andinnovative trial designs being adopted.

Governance of clinical studiesis the shared responsibility of
ethicsreview committeesandregulatory authorities.

Many efforts are beingmade, including through Global Health
EDCTP3-fundedprojects, tobuild the capacity of these
bodiestoaddressnewchallenges.

However,itisalsoimportant that clinicalresearchersand members
of ethicsreview committeesandregulatory authoritieshave a
sharedunderstanding of what constitutes ethicaland appropriate
practiceinclinicalresearch,and of the general principlesthat
shouldunderpinthe designof clinical studiesandresearcher
practice. Currently, thereisalack of nationalandregionalguidelines
andcodesof conduct covering scientificintegrity.

The project

The SERCEA projectisaddressing thisgap andalso carrying out

arange of activitiesto strengthen theinfrastructure forensuring

commitmenttoand compliance with such codes of conductand
ethicalframeworks.

Ithasaspecific focuson:

e Developingaregionalresearch ethics andintegrity
framework, basedonalandscaping exercise and consultation.
Key siteswillbe supportedto developresearchintegrity
liaison offices.

e Establishinganopendataaccessframeworkandtrial data
platform,to encourage andfacilitate the sharing of data from
clinicaltrials.

e Creatingane-learningplatformfocusedongoodresearch
regulatory practice, basedonacourse developedbythe
EDCTP2-funded CREDU project, whichisbeingusedin
multiple countriesintheregion.

o Establishingresearchethicscommitteesatregionalhospitals,
to strengthen ethicsreview capacity across the country,
ensure alignment with the nationalresearch ethics committee,
and, inparticular, toenhance safety monitoring of clinical trials.

Topromote consistencyinapproach, the project teamwillliaise
with keyregionalbodies, including the AfricanRegulatory Forum
(AVAREF)andthe East African HealthResearch Commission
(EAHRC), acoordinating structure forhealth-relatedresearch
issuesacrossmultiple East African countries.

The impact

The SERCEA projectiscreatingafoundationforfurther
strengthening of ethicsreview andregulatory practice in East
Africa. ltwill:

e Raiseawarenessof theimportance of scientificintegrityand
create asharedunderstanding of the obligations of clinical
researchers.

e Strengthenmechanismsformonitoringadherencetocore
principles of scientificintegrity and ethicalconduct of research.

e Ensureconsistentstandardsare appliedacross multiple East
Africancountries.

e Promote andfacilitate opendatapracticesandtransparency.

Throughthese efforts, the project willhelptoembeda culture
of commitment to scientificintegrity, enhance ethicsreview
andregulatory capacity, and strengthen safeguards protecting
researchparticipants, allof whichwillact to sustain public trustin
clinicalresearch.

Projectataglance
1Jul2023-30Jun2026
Total project cost €599000,00

GlobalHealthEDCTP3 €599000,00
funding

Project duration

Disease area Cross-disease ordisease unspecific

Cross-interventionorintervention
unspecific

UNIVERSITEITMAASTRICHT

Interventiontype

Project coordinator

Participating countries Netherlands, Tanzania, Malawi, Uganda,
Kenya
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SEARCH II
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Strengthening Regulatory Capacities for Clinical Trials Oversight in Southern Africa: South-South and South-North

Collaboration|nitiative for Regulatory Bodies

The SEARCH Il projectis strengthening and harmonising
regulatory structuresin Southernand Eastern African countries.

The challenge

Effectiveregulatory systemsare essentialtoprotect participants
takingpartinclinical studiesandto safeguard the quality of licensed
medicalproducts. The efficiency of suchsystemsisalsoimportant
toavoiddelaysintheintroductionof newinterventionsandtoensure
thatcountriesare anattractivelocationforclinicalresearch.

The EDCTP2-funded SEARCH projectbroughttogether
ministries of health from Botswana, Eswatini, Lesotho, and
Mozambique and a Europeaninstitutionto strengthenthe
capacity of nationalregulatory authoritiesand national ethics
committees, to promote South-Southnetworking, andto
harmonise processesacrosscountries.

The project

Inthe follow-up SEARCH I project, activitiesare being extended
tonew countries, Namibiaand Zambia,and an additional
Europeaninstitution hasjoined the SEARCH consortium.

Theaimistobuild the capacity of national clinical trial oversight
systems, national pharmacovigilance capabilities, and quality
assurance processes forlicensed products. Existing systemsin
participating countries willberigorously assessed andtailored
development planswillbe putinplace foreach country.

Althoughbasedonindividualcountries' needs, these development
planswillinclude afocusonharmonising, streamlining approaches,
andintroducingnew processesandtechnologiestoimprove
efficiency. Thiswillmake use of the guidance and materials
developedbythe AfricanVaccine Regulatory Forum (AVAREF) on
harmonisation of regulatory procedures.

Anextensive training programme will be organised to build
human capacity,includingatleast10 short courses. Atleast five
regulatory professionals willhave the opportunity toundertake
placements withinmore advancedregulatory systemsin
Botswanaand South Africa.

The projecthasastrongfocusonnetworking, facilitating the
diffusionof expertise, newideas andtechnologies throughthe
network. Aswellas AVAREF, links will be built withthe Southern

AfricanEDCTPregional Network of Excellence, Trials of Excellence
inSouthernAfrica(TESA), andwiththe SouthernAfrica Development
Community, both of whichhave key centresinBotswana.

The impact

The SEARCH Il projectwillsupport further strengthening of
regulatory systemsincountriesin Southernand Eastern Africa.
It will:

e Promoteharmonisedapproachesacrossdifferent countries,
reducingthe administrative burden onsponsors organising
multicentre trials.

e Encourage sharing of experience, expertise and tools, helping
countriestolearnfromeachother.

e Improve efficienciesandreduce turnaroundtimes for clinical
trial applications.

e Leadtoimprovementsinthe maturity level of national
regulatoryauthorities.

Theseimpactswillhelp toprotectthe safety andinterests of
researchparticipants duringtrials, betterensure the safety of
medical products, and make the countries more attractive sites
inwhichto carry outclinicalresearch.

Projectataglance

1Jul2023 - 31Dec 2026
Total project cost €599947,50

Global HealthEDCTP3 €599947,50
funding

Project duration

Disease area Cross-disease ordisease unspecific

Cross-interventionorintervention
unspecific

Interventiontype

Overarching topic Digitaltechnologies, Health security

KEYIMPACTE - CONSULTANTS FOR
DEV,SOCIEDADE UNIPESSOAL LIMITADA

Scientific projectleader FUNDACAO MANHICA

Project coordinator

Participating countries Portugal, Mozambique, Botswana, Zambia,
Lesotho,Namibia, United Kingdom, Eswatini
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CAPACITY 2023

® (@)

Consortium for developing regulatory capacity for clinical trials using gene therapy products and strengthening
pharmacovigilance inthe conduct of clinical trialsin East Africa

The CAPACITY 2023 projectis strengthening capacity for ethics
review andregulatory oversight of clinicalresearch projects
involving gene therapy and othernew molecularand cellular
technologies.

The challenge

Globally, rapidprogressisbeingmadeinthe development

of molecularand cellular treatments, including forinfectious
diseases. Conventional pharmaceutical development focuses
onsmallchemicals, butnewer generationtreatmentsaimto
manipulate gene activity orare based onthe use of cellsas
therapeuticagents.

Although often expensive to develop, molecularand cellular
treatments have advantages, insome casesincluding the
potentialtobe curative, avoiding the need forlong-term
treatment.Inthelongrun, they could therefore be cost-saving.

Despite theirpotential, molecularand cellularapproacheshave
madelittleinroadsinto sub-SaharanAfrica. Increasingclinical
researchactivityinthisareawillrequire arange of actions,
includingraising awareness, developing safety-monitoring
systemsappropriate forthese new technologies, and building
knowledge and capacity withinthe Africanresearch community.
They alsoraise specific ethicalissues, which willrequire capacity
pbuildinginregulatory and ethicalreview capacity.

The project

ResearchersinUgandaandTanzaniaare beginningto explore the
potentialapplicationof molecularand cellulartherapies todiseases
thathaveasignificantregionalimpact. FocusingonUganda, the
CAPACITY 2023 projectiscarryingoutarange of activities to
createanenvironmentwhere clinical studiesinvolving these new
technologiescanbesafelyandethically carried out. Thelessons
learned willbe transferable to othersub-Saharan countries.

Key activitiesinclude:

o Workingwitharange of stakeholdersto developregulatory
frameworks for clinical studiesinvolving gene therapy or other
molecularand cellulartechnologies.

e Strengtheningthe capacity of regulatory agencies to oversee
suchstudies, forexample, through short-term training of
regulatory staff and placementsinbodies with experiencein
theseareas.

o Building the capacity of researchers and cliniciansin the use of
genetherapiesandothermolecularandcellulartechnologies,
leveraging the experience already gainedinpioneer countries.

e Developingguidance andorganisingtrainingto strengthen
pharmacovigilance systems specific tothesenew
technologies.

The impact

The CAPACITY 2023 projectishelping to establishafoundation
foranincreasedfocusongenetherapyandothermolecularand
cellularmedicaltechnologiesinsub-Saharan Africa. It will:

e Enhancetechnicalskillsinthese emergingareasof research.

e Buildinstitutionalcapacityingene therapyandother
molecularandcellulartechnologies.

e Providearobustregulatoryframeworkto ensure effective
oversight of clinical studiesinvolving such novel technologies.

e Enableadditional countriestolearnfromUganda’s experience.

Insummary, the project’'swork will provide amajorimpetus to
researchonmolecularandcellulartechnologiesinsub-Saharan
Africa, whichhold enormous promise buthave sofarnotreceived
the same level of attentionasin otherparts of the world.

Projectataglance
Project duration 1Apr2024 - 31Mar2027
€9993]5/35

Global HealthEDCTP3 €999 315,35
funding

Total project cost

Disease area Cross-disease ordisease unspecific
Interventiontype Therapies

Project coordinator UNIVERSIDADE DE COIMBRA
Scientific projectleader THENATIONALDRUGAUTHORITY

Participating countries Portugal,Uganda, Tanzania
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CECABIII

Cote d’lvoire Ethics Capacity Building Initiative (CECaBlI I1)

The CECABI Il projectisdevelopingthe capacity of research
ethicsbodiesin Cote d'lvoire and enhancing coordination with
itsnationalregulatory authority.

The challenge

Although Cote d'lvoire has amoderately developedhealth
researchsystem,ithasambitionstoincrease the numberof
clinicalresearch projectsconductedinthe country(Phasellto
PhaselV).Toachieve thisgoal,the countryneedsto strengthen
itsresearch ethicsreview andregulatory systemsto ensure that
studies are conductedto the highest ethical standards.

The CECABIIproject, funded throughthe EDCTP2 programme,
helpedtobuildresearchoversight capacityin Cote d’lvoire, for
example, by supporting the creation of two newinstitutional
reviewboards,tocomplement the nationalresearch ethics
committee, the Comité National d'Ethique des Sciences de la Vie
etdelaSanté(CNESVS, National Ethics Committee of Life and
Health Sciences). However, capacity remainslimited, with little
follow-up onprojects afterapproval, and the work of CNESVS and
Coted’lvoire’s nationalregulatory authority, I'Autorité Ivoirienne
deRégulationPharmaceutique (AIRP), is poorly coordinated.

The project

The activities of the CECABI I project, and therelationships
developedduringthe project, have provided a springboard for
furtherstrengthening of the Céte d'lvoire research oversight
systemthroughthe CECABI Il project.

Additional training will be organised to extend and expand

the skillsbasein Cote d’'lvoire. The projectis developing a
clinicalresearchmanagement and oversight framework for
Cote d’lvoire, whichwill guide the training of research ethics
committee membersandatleast12% of the1,000researchersin
the countrywho conductclinicalresearch.

Toassurehighstandardsinethicalreview, Senegal’'snational
research ethicscommittee (Comité National d'Ethique pour
laRechercheenSanté, CNERS)willengage withthe CNESVS,
rigorously assessits quality assurance and controlmanagement

systems, andhelptodevelop apathway towardsISO certification.

To support monitoring of approved projects, CECABI Il will
facilitate the adoption by boththe CNESVS andthe AIRP of the
clinicaltrialsinspection guide and checklist for Good Clinical
Practice (GCP)inspections developedbythe AfricanVaccine
Regulatory Forum (AVAREF).

Additionally, the projectwillsupport at least five more
institutions to establishresearch ethics committees. This will
beanopportunityto testanewregistration and accreditation
framework developedinthe CECABIIproject.

) &)

These new committeeswillbe providedwiththe RHInnO Ethics
digital platform, ensuring aconsistentapproachisadopted
acrossallof Cote d'lvoire’sresearch ethics committees.
Furthermore,anewRHINNO Ethicsmoduleis being developed
that willcreate aseamlessintegration betweentheresearch
Ethicsandregulatory capacities approvalsystems, forexample,
enabling proposals submittedtoresearch ethics committeesto
be automatically shared with the nationalregulatory agency.

Theintegration of RHINnO Ethicswillalso enable Cote d’lvoire to
shareinformationwithHRWeb Africa, so thatit can contribute to
animportantdatabase onregionalclinicalresearch activities.

The impact

The CECABIIIproject will significantly strengthentheresearch
oversight systemin Cote d'lvoire. It will:

e Expandthenumberofresearchethicscommitteesinthe country.

e Ensurethatmoreclinicalresearchersin Céte d’'lvoire are aware
of andtrainedinthe essentials of ethicsreview.

e Strengthencoordinationbetweenthe CNESVS andthe AIRP,
reducing duplicationandimproving efficiency.

e Improve the quality of clinicaltrials managementand enhance
researchparticipants’ protection.

e Establishsystemsformonitoring clinicalresearch projects
following approval.

Collectively, these advanceswillcreate stronger systems for
clinicalresearchgovernancein Cote d’lvoire, ensuring better
protectionforresearch participants, helpingto build trust
inclinicalresearch activities,and providing afoundation for
expandingits portfolio of clinicalresearch studies.

Projectataglance

Projectduration 1Jun2024 - 31May 2027
Total project cost €1000000,00

Global HealthEDCTP3 €1000000,00

funding
Disease area Cross-disease ordisease unspecific

Cross-intervention orintervention
unspecific

Intervention type

Overarching topic Digitaltechnologies

Project coordinator ETHIXPERTNPC

Scientific projectleader MINISTEREDELA SANTEDEL'HYGIENE
PUBLIQUEETDELA COUVERTUREMALADIE
UNIVERSELLE

Participating countries South Africa, Cote d’Ivoire, France, Senegal
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SECRET

)2

Supporting Research Ethics Committees for efficient functionality and national accreditation to REview clinical

Trialsin Uganda and Ethiopia

The SECRET projectaddressesacriticalgapinAfrica’sclinical
researchecosystem: thelimited capacity of nationalresearchethics
review systemsto provide quality ethicalreview and oversight to

the ever-growingvolume of clinical trials conducted across the
region. WorkinginUgandaandEthiopia, SECRET bringstogether
aconsortiumof partnerscommitted to building arobust, efficient,
andinternationallyrecognisedresearchethicsinfrastructure that will
protecttrialparticipants, attract qualityresearch,and strengthen
healthresearchsystemsacross EastAfrica.

The challenge

Clinicaltrialactivityinsub-Saharan Africahasincreased
substantiallyinrecentyears, yettheregulatory and ethical
oversightinfrastructure hasnotkeptpace. Thekeygapsin
clinicaltrialreview and oversightintheregioninclude:

e Limited clinicaltrials ethicsreview capacity: Fewresearch
ethicscommittees(RECs)have the capacity toreview and
provide oversight forclinical trialsintheregion.

e Absentaccreditationsystems: Nationalaccreditation
frameworks that guarantee the quality of ethicalreview are
largely absent, raising questions about the protection of
researchparticipants.

o Low trialregistration: Many clinicaltrials, particularly
single-country studies, remainunregistered, undermining
transparency andaccountabilityinresearch.

e Paper-based protocolsubmissionsystems: Nearly half of RECs
acrosstheregionstillrely on paper-based protocolsubmission
systems, limiting efficiency and datamanagement capacity.

o« Emergencyresponse gaps: Slow ethicalreview turnaround
during outbreaksandepidemics constrains Africa’s ability to
generate timelyresearchevidence whenitismostneeded.

The project

SECRET takesasystems-strengthening approachacross four
interlinked objectives:

1. National accreditation systems. Establishing formal
accreditation frameworks forresearch ethicscommittees
(RECs)inEthiopia, ensuring that ethical review meets national
andinternational quality standards andisrecognised by
funders, regulators,andthe globalresearch community.

2. Capacity building for REC review of clinical trials. Providing
targetedtrainingandsupportto RECsto strengthentheir
ability toreview complexclinicaltrials, including those
conductedduring outbreaks and epidemics.

3. Nationalclinicaltrial registries. Establishing a national clinical
trialregistryinUganda, linked to the Pan-African Clinical Trials
Registryand alignedwiththe WHO international registration
standards, toincrease transparency and accountability in
researchconductedintheregion.

4. Digital protocol submission systems. Developingand
implementing electronic protocol submission systems
tomodernise REC operations, reduce administrative
burden,improve turnaroundtimes, and enable better data
managementandreporting.

The impact

Bythe endof the project, SECRET willhave created astronger,
more efficient,andinternationally recognised research ethics
environmentinUgandaand Ethiopia. Specifically, the project will:

e Increase participationof Ugandaand Ethiopiain high-qguality
clinicaltrials by ensuring their ethicsreview systems meet
international standards.

e Improve the protectionof research participants through
rigorous, well-resourced, andindependently accredited
ethicsreview.

e Provideareplicable modelfornationalethicssystem
strengthening that canbe adaptedandscaledacross East
Africaandbeyond.

e StrengthenAfrica’s capacity to conduct timely, well-regulated
researchduring healthemergenciesandoutbreaks.

e Contributeto Sustainable Development Goal3ongoodhealth
andwell-being by enablingmore andbetterclinicalresearchon
poverty-relatedandneglectedinfectiousdiseasesintheregion.

Projectataglance
1Jul2024-30Jun2027
Total project cost €1148180,00

Global HealthEDCTP3 €1148180,00
funding

Project duration

Disease area Cross-disease ordisease unspecific

Interventiontype Cross-interventionorinterventionunspecific
Overarching topic Digitaltechnologies, Health security

INSTITUUTVOORTROPISCHE
GENEESKUNDE

Scientific projectleader UGANDANATIONALHEALTHRESEARCH
ORGANISATION

Project coordinator

Participating countries Belgium, Uganda, South Africa, Ethiopia
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STRATEGIC
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Sustainable eThics Reviews of digital heAlth Technology dEsiGn In sub saharan afriCa

The STRATEGIC projectis developing the capacity of sub-
SaharanAfrican countriestoregulate the use of digital toolsin
researchandclinical practice.

The challenge

Digitaltoolsarebecomingincreasingly centraltobothresearch
andclinical practice. They have awiderange of applications,
spanningdiagnosis, support forclinical decision-making,
storage of healthdatainelectronic patientrecords, through
todatacollection, storage and analysisinresearch. Agrowing
numberof these toolsnow have integrated artificial intelligence
(Al)functionalities.

Thesetools have great potentialto enhance the quality and
efficiency of care delivery, aswellas facilitate the use of clinical
dataforresearchpurposes. However, they also create or
exacerbate existing ethicalandregulatoryissues. Keyissues
include privacy and data security,informed consent, safety,
equity and accessibility, algorithmic bias and discrimination,
accountability andliability,and ethical use of big data.

ltistherefore essential that furtherdevelopmentand deployment
of suchtoolstake place withinarobust governance environment
tailoredtolocalcontextualrealitiesin sub-Saharan Africa.

The project

The STRATEGIC projectis bringingtogetherawiderange of
stakeholdersfromacross sub-Saharan Africato supportthe
collaborative development of arobust, evidence-basedand
contextually appropriate approachto the oversight of research
andinnovationinvolving digitalhealthtools.

ltwill systematically map the existing ethicaland legal
infrastructure covering digital toolsin sub-Saharan Africa,
highlightinggaps andneeds. It willalsoidentify emerging
applications andstudy five digitaltechnology use casesto
explorekeyissues.

The projectteamwillthen collaborate withabroadrange

of stakeholders fromdifferent sectorsto co-develop
acomprehensive new oversight framework for digital
technologiesinhealthcare. The project willdevelop training
materials, which willbe disseminated through existing training
infrastructure andnetworks. It willalso develop and pilot
culturally sensitive, flexible and adaptive review processes.

Keyoutputswillinclude ahandbook onstakeholderinclusionand
responsible design of digitalhealthtechnologies. The project’s
activities willcreate a sustainable e-community, supporting
longer-termsharing of knowledge and best practices.

The STRATEGIC consortiumincludes the hostingbody of anational
ethicscommittee,aswellasaEuropeanumbrellaassociation
(EUREC)thatlinks multiple national research ethicscommittees,
andfouruniversities. The Africanpartnersrepresent English-,
French-andPortuguese-speaking countriesinsub-SaharanAfrica,
ensuring thatits outputs willhave wide applicability.

The impact

The STRATEGIC project will strengthenthe capacity of countries
insub-SaharanAfricato oversee the use of digital health
technologiesinresearchandclinicalpractice. It will:

e Strengthenestablishedethicsreview processesthatdonotyet
considerthe ethicalissuesraised by digital healthtechnologies.

e Facilitate greateruse of digitalhealthtechnologiesinclinical
trialsinAfrica.

The development of arigorously developed, consistent,and
culturally sensitive framework willhelp ensure that the great potential
of digitalhealthtechnologies canberealised while maintaining
respectforkeyindividualrightsand garnering public support.

Projectataglance

Project duration 1Apr2024-31Mar2027
Total project cost €769 496,25

Global HealthEDCTP3 €769 496,25

funding

Disease area Cross-disease ordisease unspecific
Intervention type Cross-intervention orinterventionunspecific
Overarching topic Digitaltechnologies

RHEINISCHE FRIEDRICH-WILHELMS-
UNIVERSITATBONN

Scientific projectleader GHANAHEALTHSERVICE

Project coordinator

Participating countries Germany, Ghana, Cameroon, Mozambique,
Italy, United Kingdom
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RER-CTO
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Reinforce the Ethical and Regulatory Ecosystem for the Transformation of Clinical Trials Oversight in Ethiopia,

Tanzaniaand beyond

The RER-CTO projectis strengthening clinical trial oversight
capacityandharmonisingregulatory processesinEthiopiaand
Tanzania.

The challenge

Itisessentialthat clinicaltrialsin sub-Saharan Africaare
conductedsafely and ethically. Responsibility forensuring such
conduct generally lies with national regulatory authorities and
research ethics committees (nationaland institutional).

Despite much progress overthe pasttwo decades(including
multiple capacity-building projects supportedby EDCTP
programmes), the capacity to oversee clinical trials varies
significantly between countriesinsub-Saharan Africa.

Althoughthe safe and ethicalconduct of clinical trialsisa

top priority,itisalsoimportant that the review of clinical trial
applicationsandthe monitoring of ongoing studies are carried
outexpertly andefficiently to avoid unnecessary delays and
toensure thatcountries are favouredlocations forconducting
research.Inmultiple countries, thereremains considerable scope
tostrengthenthe capacity of individualmembers of research
ethicscommitteesandtoenhance the efficiency of regulatory
andethicsreviewsystems, aswellas theircoordination.

The project

The RER-CTO projectis strengthening capacity,improving
efficiency andenhancing coordinationacross clinicaltrial
oversight structuresin Ethiopiaand Tanzania, two countries at
differentlevels of maturity but with a shared desire to attract
more clinical trial activity.

The projectisundertakingarange of activities, including:

¢ Mappingthelegaland policy frameworksinthe two countries,
making comparisons withinternational standards, and
supportingthe development of updatedlegaland policy
documentswhennecessary.

e Supportingtheintroduction of digital clinical trial application
and monitoring systemsin Ethiopia, which currently relies
onmanual submissions, and the enhancement of existing
electronic systemsin Tanzania.

e Mappingtrainingneedsinthe two countries forresearchethics
committee membersandnationalregulatory authority staff,
followed by the development of short coursesin clinicaltrial
monitoring andresearchethics; onetothree courseswillbe
deliveredtoaround 100 individuals.

o Developingjointclinical trial review guidelines fornational
regulatory authority and national ethics committeesto ensure
coordinated post-approvalmonitoring, drawing onguidance
developedbythe African Vaccine Regulatory Forum (AVAREF).

Inaddition, the projectisworking to strengthen collaboration
andmutualsupportacrossthe two countries.

The impact

The RER-CTO projectwillhelp to significantly strengthenand
harmoniseregulatory and ethicsreview capacityin Ethiopiaand
Tanzania: Itwill:

e Facilitate theintroductionand optimisation of new digital
systemstoaccelerateregulatory andreview processes.

e Supportharmonisedapproachesacrossregulatoryand
ethicsreview bodiestoimprove the efficiency of clinicaltrial
applicationassessmentand monitoring.

e Buildexpertiseinkeyissuesinresearchethicsand clinicaltrial
oversightinthe two countries.

e Generate comprehensive training materials that willbe made
available to other countries.

Collectively, these activities willmake both Ethiopia and Tanzania
more attractive placesinwhichto conductclinicalresearch,
increasing clinical trialactivity and accelerating the evaluation of
new medicalinterventions.

Projectataglance
1Jul2024-30Jun2027
Total project cost €926152,50

GlobalHealthEDCTP3 €926152,50
funding

Project duration

Disease area Cross-disease ordisease unspecific

Cross-interventionorintervention
unspecific

Interventiontype

Overarching topic Digitaltechnologies
Project coordinator UNIVERSITETETIOSLO
Scientific projectleader ARMAUERHANSENRESEARCH INSTITUTE

Participating countries Norway, Ethiopia, Tanzania, Sweden
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CT-Luso
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Ethics andregulatory capacities Capacity Building Partnership for Clinical Trials in Portuguese-speaking African

Countries

The CT-Luso projectisdeveloping ethicalreview andregulatory
capacity specificallyin Portuguese-speaking countriesinsub-
Saharan Africa.

The challenge

Strengthening ethicalreview andregulatory capacity hasbeen
apriority formultiple countriesin sub-Saharan Africa. Aswell

as protecting theinterests of research participants, capacity
buildingwillalso ensure that countries can offeranattractive
environment forconducting clinicalresearch.

Portuguese-speaking countriesin sub-SaharanAfrica, however,
havelongbeenatadisadvantage,because mosttraining
materials have beendevelopedin English (oroccasionally
French). Only limited resources have beenproducedinor
translatedinto Portuguese. Although stakeholders fromthese
countries have been part of multiple EDCTP capacity-building
projects,language barriers prevent them from fully benefiting
fromsuchactivities.

The EDCTP2-funded BERC-Luso project made a significant
contributionto developing the capacity of Portuguese-
speaking countriesinsub-Saharan Africa. All five such countries
now have nationalresearch ethics committees and national
regulatory agencies, although theirmaturity varies significantly.

The project

The CT-Luso projectis correcting thisimbalance, working with
allfive Portuguese-speaking countriesinsub-SaharanAfrica -
Angola, Cabo Verde, Guinea-Bissau, Mozambique,and Sdo Tomé
andPrincipe -tostrengthenethicalreview andregulatory capacity,
andto create opportunities fornetworking formutualbenefit.

Bringingtogetherléinstitutions across the five countries (plus
partners from Europe), the projectisundertaking alandscaping
analysistoassessdeviations from gold-standard practices
andthe functional maturity of nationalregulatory agencies
(NRAs)andnationalresearch ethicscommittees. Based on
these assessments, advancedtraining willbe providedto close
knowledge gapsandpromote best practices.

Nationaldevelopmentroadmapswillbe developedforeachcountry,
focusingonareassuchasstrengtheningnationallegislationwhen
necessary,andbuildingthe capacity of nationalregulatoryagencies,
researchethicscommitteesandindividualresearchers.

The projectis working with stakeholdersineach country to
co-developtherequiredlegislation,development plansand
training opportunities. Atotal of 28 representatives fromthe

five countries, appointedbyeach countryaccordingto their
professional specialities, willreceive certified post-graduate
educationandtraining. Afurther100researcherswillreceive less
intensive training.

Overthe mediumterm, the project teamaims to establish

the foundationforacross-country community of practice,
connectedtoregionalandglobalnetworks. Online discussion
forums will supportinteractions between stakeholdersin
different countries.

Inthelongterm, the projectaimsto establishacluster of
countriesadoptingcommon practicesto attract additional
clinicalresearchprojects. The projecthasbeenengaging
politicalleaders,includingambassadors, from the outset to
promote collaborationand capacity-building.

The impact

The CT-Luso projectwill provide amajorboosttoclinical
researchinPortuguese-speaking countriesinsub-Saharan
Africa. ltwill:

o Strengthenthelegislative basis forclinicalresearch governance
ineachcountry.

e Createacadre of highly trained professionals with expertisein
clinicalresearch governance.

e Establishawiderpoolof professionalsandresearchers with
knowledge of research oversight and ethicalgood practice.

e Strengthenandharmonise processesacrossall five countries.

Collectively, these activities willmake Portuguese-speaking
countriesinsub-Saharan Africaamore attractive location for
clinical studies, ultimatelyincreasingthe number of studies
conductedinthese countries.

Projectataglance

Project duration 1Sep 2024 -31Dec 2027

Total project cost €997513,75

GlobalHealthEDCTP3 €997513,75

funding

Disease area Cross-disease ordisease unspecific

Cross-interventionorintervention
unspecific

Project coordinator ORDEMDOS FARMACEUTICOS
Scientific projectleader MINISTERIO DASAUDE

Interventiontype

Participating countries Portugal, Mozambique, Guinea-Bissau,
Cabo Verde, Angola, Sdo Tomé and Principe
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NGS4PublicHealth
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Leveraging African genomic sequencing platforms for public healthimpact

The NGS4PublicHealthprojectis helping to coordinate and
provide additional supporttoagroup of projects funded
throughthe GlobalHealthEDCTP3 programme’s genomic
surveillanceinitiative.

The challenge

During the COVID-19 pandemic, genome sequencing provided
akeytoolforunderstanding the epidemiology of COVID-19 and
tracking the evolution of SARS-CoV-2,including the emergence
and spread of new variants.

The pandemicledtoasignificantinvestmentinsequencing
capacityinsub-Saharan Africa. However, there are significant
opportunitiesto extend the use of genome sequencingto other
pathogensandto strengthenthelinkage betweengenomic
surveillance activitiesand disease control, so that data analysis
informs policy and practicalaction.

The GlobalHealthEDCTP3 programme andthe Billand Melinda
Gates Foundation collaborated onajoint call forproposals to
strengthenthe use of pathogengenomic surveillanceinsub-
SaharanAfrica. Thisinitiativeis providing funding to five projects

- EpiGen Ethiopia, GenPath Africa, GREATLIFE, ODIN and
PANGenS - whichare applyinggenomic surveillance approaches
toarange of pathogensacrossdifferent geographic areas.

The project

The NGS4PublicHealth projectis carrying out a coordinatingrole
forthe othergenomic surveillance projects and providing them
withaccesstoadditional expertise andresources.

ltbringstogethertwokeybodies:

e The African Pathogen Genomics Initiative (Africa PGI),
established by the Africa Centres for Disease Controland
Protection (Africa CDC), to promote the use of genomics
technologiesindisease controlinsub-Saharan Africa.

e The GlobalHealth Network (TGHN), an open-accessportal
providingaccessto capacity-developmentresourcesanda
virtual spaceforcollaboration.

Project funding will primarily support a project coordinator,
basedinSouth Africa, who willliaise with the Africa CDC,
coordinate supporttothe otherprojects, and promote cross-
project collaborations.

AfricaPGland TGHN have beenworkingtogetherto strengthen
capacityingenomicsandbioinformaticsinsub-SaharanAfrica, and
topromote theiruseinpublic health, mostly working throughNational
PublicHealthInstitutes. Keyaimsinclude sustainingand growing
sequencing capacityinAfricaand promotinglinkagetoclinicaland
epidemiologicaldatatoaddresskey publichealthquestions.

AfricaPGlwill provide projects withaccess to additional expertise
inpathogensequencing, the experience of itslaboratory network,
encompassing 20 African National Public Health Institutes, its
existingdigitalarchitecture,andtechnical trainingopportunities
(forexample, throughits Next Generation Sequencing Academy).

Acoordinated approachacross projects willhelp to establish
consensusstandards, enable projectstodocumentand share
bestpractices,and supportthe development of communities of
practicelinkedtopathogensorapplications of sequencing.

The impact

The NGS4PublicHealthprojectwillensure that the othergenomic
surveillance projectsare betterable tomeet theirobjectivesand
achieve greater public healthimpact. It will:

e Increasetheliteracy of genomicsexpertsinthe principlesand
methods of epidemiology, and of epidemiologistsinthe use
of genomic data.

e Establishcommunities of practicelinkedto particular
pathogensorapplications of sequencing.

o Facilitate sharing of expertise and experience betweenprojects.

e Ensurealignmentindatastandardsandadoption of
standardised methodologies.

Bylinkingand coordinating other projectsand providingaccess
toadditionalexpertise andresources, the project willmagnify
theimpact of theindividual projects, maximisingimpacts
onpublic healthand providing examples of how genomic
surveillance canbe applied withinnational public health systems.

Projectataglance

Project duration 8Sep2022-7Jul2026
Total project cost €19507 092,65

Global HealthEDCTP3 €50000,00
funding

Disease area Emerging orre-emerginginfectious

diseases
Interventiontype Surveillance tools
Overarching topic Health security, Digitaltechnologies
Project coordinator UNIVERSITY OF THEWESTERN CAPE

Participating countries South Africa, United Kingdom, Ethiopia
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EDCTP Africa Office
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Strengthening global cooperation andinstitutional capacitiesin sub-Saharan Africa to facilitate implementation of

the GHEDCTP3 programme

Additional support forthe EDCTP Africa Officeis ensuring that
the programme has astrongpresenceinsub-SaharanAfrica,
helpingtostrengthenregionalpartnershipsandsupportlocal
capacity building.

The challenge

EDCTP programmeshave always operated as ‘partnerships

of equals’between EuropeanandAfricanmember states.
EDCTP programmes have long had an Africa Office, locatedin
Cape Town, South Africa, hosted by the South African Medical
Research Council,whichtogetherwith a European Officeispart
of thevirtual secretariat of the EDCTP Associationandactsasa
focalpointforEDCTP activitiesin the Africanregion.

The GlobalHealthEDCTP3is a partnership betweenthe
European Union (represented by the European Commission)
andthe EDCTP Association, whichrepresents the interests

of Africanand European memberstates participatinginthe
initiative. The Africa Officeis a key component of the activities
of the EDCTP Association.

Withanincreasingnumber of Africancountriesjoiningthe EDCTP

Association, participatinginthe GlobalHealthEDCTP3 programme,

andthescale of funding continuing to grow, itis essential that
the Africa Office hasthe capacity to strengthenandexpandits
activitiesintheregionforeffectiveimpact of the programme.

The project

Additional funding to the EDCTP Associationwillenableit to
maintainastrengthened Africa Office andincrease the profile of
the GlobalHealthEDCTP3 programme withinthe Africanregion.

The fundingwillsupportarange of activities, including:

e Strengtheningcollaborations with key stakeholdersinthe
Africanregion,includinglike-minded organisations, other
funders,industry and otherbodiesworkinginthe field with
similaraims.

e Facilitatingtherenewal ordevelopment of new memoranda
of understanding with key regional partners, including
the Africa Centresfor Disease Control(Africa CDC), Africa
Union DevelopmentAgency/New Partnership for Africa
Development (AUDA-NEPAD), and the WHO AfricanRegional
Office.

e Facilitating greaterexchange and collaborationacross
the five Regional Networks of Excellence and Pandemic
Preparedness.

e Supportingdesignandimplementation of GlobalHealth
EDCTP3 funded capacity-building activities.

e Organisingworkshops onproposal developmentand grants
management.

e Organisingannual scientific meetings of EDCTP Fellows from
Africanregion.

e Maintaining and promoting use of the EDCTP Alumni Platform.

e Contributingto GlobalHealthEDCTP3 communicationand
outreach activities.

e Contributingtothe organisation of EDCTP Forums.

e« Promoting openscience practicestoensure thatnew
knowledge generated through GlobalHealthEDCTP3 funding
deliversthe most public benefit globally.

The impact

Fundingto the Africa Office willensure that the Global
HealthEDCTP3 programme has a strong, visible presence
insub-SaharanAfrica. It will:

e BuildEDCTP visibilityinsub-Saharan Africaand strengthen
relationships withkeyregional stakeholders.

e Supportmultiple aspectsof capacity buildingintheregion.

e Promotelinkagesandbuilding of South-South, South-North
collaborationsaswellas public-private partnerships.

e Improve the quality of grant applications and efficiency of
grantsmanagementwithin Africaninstitutions.

Throughthese activities, the Africa Office will play akeyrole
inensuring that sub-Saharan African countries continue tobe
equalpartnersinthe EDCTP partnership andinstrengthening the
region’'sresearchandinnovationecosystem.

Projectataglance
1Jan2023-31Dec 2025
Total project cost €2.953.000,00

GlobalHealthEDCTP3 €2953000,00
funding

Project duration

Disease area Cross-disease ordisease unspecific

Cross-interventionorintervention
unspecific

Intervention type

Overarching topic Health security, Digitaltechnologies

Project coordinator EDCTPASSOCIATION

Participating countries Netherlands
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CTCAN

Clinical Trials Community Africa Network

The CTCAN projectiscreatinganumbrellanetwork connecting
existing clinicaltrialnetworksin sub-Saharan Africa to provide a

comprehensive entry pointinto the African clinical trial ecosystem.

The challenge

Althoughthe number of clinical trials being conductedinsub-
SaharanAfricaisincreasing, itremainslow giventhe size of the
region’s populationandits burden of disease. Multiple barriers
exist,including the low visibility of clinicalresearch sites, the
fragmentedclinicaltriallandscape, and the limited capacity of
many sites. Slow and disjointed regulatory processes may also
deterclinicaltrial sponsors, as may thelack of epidemiological
dataontargetdiseasesattrial sites.

Severalclinical trialnetworks have beenestablishedin sub-
SaharanAfrica, butnone provides a holisticand comprehensive
view of clinicaltrial capacityintheregion.

The project

The CTCAN projectis creatinganoverarchingumbrellaclinical trial
network thatwilllink togetherand extend existing trial networks,
providingasingle point of entry to awealth of information about
clinicaltrial sitesandlaboratories, clinicalresearch expertise, and
localepidemiologicaldataoninfectious diseases.

ltwillbe foundedonthe Clinical Trials Community platform, an
African-ledinitiative launchedin 2020 to provide anaccessible
web portaltoclinicaltrial sitesinsub-Saharan Africa.

Thisportal providesaccesstomorethan2,000 clinical trial
sitesandlaboratories, plusregulatoryinformationformore than
40 African countries. It provideslinkage to clinical trial registries
andincorporates epidemiologicaldatafromthe Global Burden
of Disease project.

The CTCAN projectisbuilding additional functionalities and
integratinginformation from multiple otherclinical trial networks.
ltwillincorporate additionaldata ontrial sites, laboratories and
researchers, local disease epidemiology, and materialsrelevant
tolocalregulatory processes.

ltisalso creating astandardisedpreparedness framework that
will allow sites to undertake self-assessments and establish
capacity-development plans, drawingon CTCAN’s guidance
materials, training resources, templates and standard operating
procedures (SOPs) relating to quality management systems.

The project will also provide access to training onregulatory
processes, make available clinical trial application software,
and explore the potential to provide detailed sitereports.

Inaddition, the projectis working with multiple partner
networks to develop aregion-wide pandemicresponse planto
expedite clinicalresearch during an emerging outbreak. It will
also develop aroadmap outlining the stepsrequired to create a
region-wide data-sharing network.

The CTCAN projectencompasses a cross-sectoralteam, including
product development partnerships and major pharmaceutical
companies, which are providing tools and resources to support the
development of sites’ clinical trial capacity.

The impact

The CTCAN projectwilllink togetherand extend existing clinical
trialnetworksinsub-SaharanAfrica. It will:

o Raisethe profile of clinicalresearchinsub-SaharanAfricaand
provide clinicaltrial sponsors with a single point of entryinto
theregion’sclinicaltrialecosystem.

e Enabletrialsitestobenchmarktheircapacity, generate
capacity-developmentplans, and strengthencapacity through
theuse of guidance andtoolsavailable through CTCAN.

e Createanetworkforsharingexpertise and experience across
trial sites.

e Facilitate majormulticentre studies, includinginresponse to
pandemics.

Inaworldwhere countries are competingtohostclinicaltrials,
CTCANwillhelp to make sub-Saharan Africaamore attractive
locationforclinicalresearch,increase the number of trials
conductedintheregion,andtherebyensure that African
populations gainmorerapid accesstonewmedicalinterventions.

Projectataglance

Project duration 1May 2023 -310ct2025

Total project cost €2544887,38

GlobalHealthEDCTP3 €1155462,50

funding

Disease area Cross-disease ordisease unspecific

Interventiontype Cross-interventionorintervention
unspecific

Overarching topic Digitaltechnologies, Health security

Project coordinator NUVOTEQ (PTY)LTD

Participating countries South Africa, France, United States,
Belgium, Spain, United Kingdom
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EDCTP Association AO

Strengthening global cooperation andinstitutional capacitiesin sub-Saharan Africa to facilitate implementation of

the GHEDCTP3 programme

Atwo-yearrenewal of funding tothe EDCTP Africa Officeis
enablingittosupportandcoordinate GlobalHealthEDCTP3-
funded capacity-buildinginitiatives, promote partnerships and
collaborations, andfurtherraise the profile of the Global Health
EDCTP3 programmeinsub-SaharanAfrica.

The challenge

Asofmid-2026, 34 countriesinAfricaare part of the EDCTP
Association, the structure thatrepresentstheinterests of the
member states participatingin the Joint Undertaking (JU)initiative.
The EDCTP Associationismanagedby a secretariat thatincludesa
presenceinsub-SaharanAfrica-knownas the Africa Office.

Hosted by the South AfricanMedicalResearch Centre (SAMRC)
in Cape Town, South Africa, the Africa Office playsakeyrole
inEDCTP operations, liaisingwith awide range of regional
stakeholders, raising the profile of the GlobalHealthEDCTP3
programme, and strengthening coordinationand collaboration
across GlobalHealthEDCTP3-fundedinitiatives.

The operations of the Africa Office are supported through the
GlobalHealthEDCTP3 programme through two-year grants,
the mostrecent of which coversthe period 2026-2028.

The project

Thelatestround of fundingwillenable the Africa Office to
continue and extenditswork. Priorities include:

o Proposaldevelopmentand grants management: Organising
workshopsto provide guidance ongrant proposal
developmentand grantsmanagement. Inaddition, five
Regional Finance and Operations Contact Pointshave beenset
up at well-established academic centresto supportapplication
developmentandbuild capacity ingrants management.

o Strengtheningregional collaborations: EngagingwithEDCTP
Networks of Excellence and Pandemic Preparedness networks
tofacilitate closerworkingand promote new collaborations.

e Regional partnerships: Contributing to theimplementation
memorandums of understanding of MoU) with key regional
stakeholders,including the Africa Centres for Disease Control
and Prevention(Africa CDC)and the WHO Regional Office for
Africaincluding openingdiscussions forpotentialMoU with
otherlike-minded organisationsworkinginthe sub-Saharan
Africanregion.

e Nationalalignment: EngagingwithmemberstatesinAfricato
fostercloseralignment of nationalresearchprogrammesand
facilitating the joining of the EDCTP Association frcountries
thatare notyetmembers.

o Networking and knowledge exchange: Organisinganannual
scientific meeting for EDCTP fellows from Africa, EDCTP
Networks of Excellence and Pandemic Preparedness and
contributingtothe development of EDCTP Forums.

e Linkingalumni: Promoting the EDCTP AlumniPlatformand
tracking careerdevelopment,including by enhancing the
EDCTP Fellows AlumniPlatform and extendinglinkages to
otherdatasources, suchas the Pan-Africa Clinical Trials
Registry (PACTR)whichisalso enhancedand optimised for
easyaccesstoitsdata.

o Awareness-raising: Contributingto GlobalHealthEDCTP3
communications activities andraising the profile of its aims,
objectivesandactivitieswithinthe Africanresearch ecosystem.

The impact

The2026-2028 Africa Office project willmake a major contribution
tocapacity strengtheninginsub-SaharanAfricaandtopromoting
closeralignment of stakeholdersactivein Africanhealthresearch.
Itwill:

e Strengthenthe capacity of institutionsand scientists to
prepare competitive grant proposalsand manage grants
effectivelyinAfrica.

e StrengthenEDCTP partnershipswitharange of key
stakeholders, includingnationalgovernments, funders,
industry andregional public healthbodies workingin African
clinicalresearchecosystem.

e Raiseawarenessof EDCTP objectives, activitiesandimpacts
insub-SaharanAfrica.

e Strengthencollaborationsacross EDCTP-fundedresearch
programmes andnetworksintheregion.

Collectively, the activities of the Africa Office willhelp to
coordinate and alignthe activities of multiple bodies, and
thereby maximise theimpact of the GlobalHealthEDCTP3
programmeinAfrica.

Projectataglance

Project duration 1Feb2026-31Jan2028

Total project cost €2984055,73

GlobalHealthEDCTP3 €2984055,73

funding

Disease area Cross-disease ordisease unspecific

Intervention type Cross-interventionorintervention
unspecific

Project coordinator EDCTPASSOCIATION

Participating countries Netherlands
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EDCTP3KHUB

Expansion and consolidation of the EDCTP Knowledge Hub

The KHUB projectis expandingandenhancingthe EDCTP
Knowledge Hub, anonlineresource offering multiple tools to
strengthen capacity-building, improve access toinformation
and facilitateinternational networking.

The challenge

Theability toconduct high-quality clinicalresearchrequires
extensive knowledge and expertise. Many researchersand
institutionsinsub-Saharan African countries without a strong track
recordinresearchlackthisfoundation, whichisamajorbarrierto
participationin-andleadership of - clinicalresearch studies.

The EDCTP Knowledge Hub, part of The GlobalHealth Network
(TGHN)-anonlineresource centre focusingonresearch capacity-
building, knowledge exchange andrelationship-buildingin
low-resource settings - offers awide range of training materials
andotherresourcesto support capacity-buildinginsub-Saharan
Africa. The TGHN secretariatwasrecentlyintegratedintothe
United Nations Office forProject Services (UNOPS).

The Project

The KHUB projectis building onthe foundation provided by
the existing EDCTP Knowledge Hub, extending the range of
capacity-buildingresourcesavailable, organising additional
activitiesto strengthenconnections betweenresearchersand
institutionsinsub-Saharan Africa, and creatingnew ways to
promote the diffusionand dissemination of knowledge across
regionalnetworks. The projectisfocusing onfive priority areas:

o Equity, accessandinclusion: Activitiesare focusingon
strengtheningresearchcompetenciesinmarginalised
settingsandaddressing barriersfaced by women and early-
careerresearchers. Plansinclude development of French
andPortuguese translation of training materials, mapping of
researchcompetency gapsand provisionof targeted training,
anddevelopmentof an EDCTP mentorship strategy. The project
isengaging with existing training programmesin sub-Saharan
Africafocusingonwomenresearchersandwillensure that
the perspectives of womenand early-careerresearchersare
embeddedacrossallprojectactivities.

e Researchstudy sponsorship: Clinical studiesrequire a
sponsororganisationwithlegalresponsibility forallaspects
of atrial. The obligations of trial sponsors are not always
wellunderstood, inhibiting the ability of institutionsin sub-
Saharan Africatotake onthiskeyleadershiprole. To build
awarenessandthe capacity of institutionstoactas sponsors,
the KHUB projectis developingworkshops, guidance and
online support, aswellas apractical ‘how-to’ guide to trial
sponsorship. Acommunity of practiceisbeing developed,
withaforumcommunity platform providing opportunities for
peerexchange, while case studiesand podcasts will provide
institutions with additionalmaterials to draw upon.

o Community engagement: Community engagementis
increasingly centralto clinicalresearch, across the entire study

life cycle fromplanningand design through toimplementation
anddissemination of results. The KHUB projectis developing
acommunity engagementresource centre to showcase
goodcommunity engagement practice, including guidance
materialsand case studies. Acommunity engagement toolkit
isbeingdevelopedforEDCTP3 projects. Inaddition, the
projectis organisingwebinars,identifyingregionalcommunity
engagement ‘champions’,andpromotinguse of the forum
community platform to encourage peerexchange andlearning.

e GoodClinical Practice (GCP): Conductinginternational
quality trialsrequires adherence to International Council for
Harmonisation (ICH) GCP standards. The KHUB projectis
developingtrainingandimplementation supportinthisarea,
includingworkshops, online training modules, case studies
and peerlearning through the forum community platform.
A‘study build’ appisbeing developedtowalkresearchers
throughthe stepsrequiredto designahigh-qualityand GCP-
compliantclinical study.

o Knowledge mobilisation: The KHUB projectis organising
arange of activities to strengthen collaborationacross
EDCTP3-supported programmes and networks. Regional
knowledge coordinators and digital specialists are
developingastrategy to promote regional networking and
informationexchange andto enhance the discoverability and
accessibility of EDCTP3 project outputs.

The impact

The KHUB project willhelp to strengthen the capacity of
researchersandinstitutionsinsub-Saharan Africato carry out
andlead high-quality clinicalresearch. It will:

e Buildcapacity ofresearchersandinstitutionsincountries with
under-developedhealthresearchsystems.

e Enhancetheability of institutionsinsub-SaharanAfricatoact
asclinicaltrialsponsors.

o Helptoembedcommunity engagement withinEDCTP3-
fundedstudies.

e Raiseawarenessofandenhance compliancewiththelatest
ICHGCP standards.

e Strengthenconnectionsbetweenresearchers, research
programmes andnetworks in sub-Saharan Africa.

Projectataglance

Project duration 24 months

Total project cost €1.000.000

GlobalHealthEDCTP3 €1.000.000

funding

Disease area Cross-disease ordisease unspecific

Interventiontype Cross-intervention orinterventionunspecific

Project coordinator UNITED NATIONS OFFICEFORPROJECT
SERVICES

Participating countries Switzerland
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