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• Epidemiological
• migrants 
• cross reactivity
• skin test reactivity 

• Natural history: 
• resistance to reinfection
• asymptomatics
• HIV reactivation

• Experimental 
• rodents
• primates 
• humans (“leishmanization”)

2o Challenge take 

rate

0/11 leishmanized 

vs

5/5 controls

Khamesipour  et al Vaccine  

2005.

A vaccine preventable disease 

Evidence



Challenges: vaccine trials 

Challenges

Multiple disease forms.  

VL incidence requires large Phase III trials

Lack of skin test reagent (in vivo ICP) 

Political instability

Vaccine hesitancy

Solutions

Use of conserved antigens

CL offers more tractable path

cGMP “Leishmanin” in production

CL sites “less” prone to disruption

Extend ECLIPSE program 
 



Challenges: value propositions  

= demand = affordability = public health impact 

Solutions



WHO PDVAC report on stakeholder priority pathogens for new 
vaccines for WHO SAGE on Immunization

Stakeholders view need for a leishmaniasis vaccine as second only to 
malaria amongst parasitic diseases

Challenges: advocacy 

(https://doi.org/10.21955/wellcomeopenres.1115415.1)

Solutions



Parkash et al, Nature Medicine 2024. 30:3150–3162

Estimated Attack Rate
All participants (n=14): 64% [95% CI, 0.39, 0.84] 
Confirmed bite (n=11): 82% [95% CI, 0.52, 0.95]  

Safety
• 1 x grade 1AE, 2 x grade 2 AE, no grade 3 AE or SAE
• No relevant changes in FBC, liver function tests, urea 

and electrolytes, CRP or lymphadenopathy 
• All participants lesion free (>12mth FU post bite)  

Challenges: lack of immune correlates of protection 

Solutions



Vaccine pipeline: circa 2024



ChAd63-KH vaccine 
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1. Development paused for FTO issues and residual safety concerns re Ad vectors

2. Antigens to be repurposed in REPLEISH 

CHAD63-KH was safe and immunogenic but no evidence 
of therapeutic efficacy in hard-to-treat population 



Timeline as of Oct 2025:

1. Three cGMP lots available end of 2025. 

2. FDA has approved Phase I IND for US

3. Phase I INDs in preparation for 
submission to regulatory authorities 
(Kenyan, Brazil)

4. Phase I studies will start in First quarter 
2026

5. Results to be posted end of 2026

L. major Centrin-/- vaccine 



REPLEISH vaccine 

Less reactogenic 

Increased safety

Simplified manufacture, local production

Stable @ 4C

Potent immunogenicity

Authorized for emergency use in India 

KMP-11
HASPB1

TSA
LmSTI1

LeIF
NH

SMT 

1. Proven immunogenicity in 
Phase I or II

2. High species conservation



REPLEISH development* 

1. GMP production completed by end of 
2026 

2. Phase Ia (UK safety) results posted by 
end 2027

3. Phase Ia (UK challenge and ICP) results 
posted by end 2028

4. Phase Ib  (Ethiopia) results posted by 
end 2028

5. Phase IIa (Ethiopia, age de-escalation) 
results posted by  2030  

* Funding dependent 



REPLEISH TPP



“huNEOLEISH” development* 

Monovalent DNA vaccine (pPAL-LACK)

Targeting VL in SSA (Kenya + Ethiopia)

Phase I FIH (Spain), Phase I/II in SSA

Parasite genomic surveillance

 * Funding dependent 

March 2024 
Pedro Alcolea 
Ana Alonso 



Remaining challenges

Low frequency of clinical trials  

➢ limits capacity building, iterative development and entry of new vaccines into the 
pipeline

Lack of long-term vaccine development roadmap

➢ perpetuates ineffective “piecemeal” funding 

Lack of GAVI recognition 

➢ limits stakeholder recognition and investment opportunities 
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