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ADVERTISMENT

The Multi-Stage Malaria Vaccine Consortium (MMVC) offers
3 PhD Fellowships in Malaria Research

The Multi-Stage Malaria Vaccine Consortium (MMVC) seeks applications for three four-year PhD fellowships supported by the European & Developing Countries Clinical Trials Partnership (EDCTP).  MMVC offers training and excellent research opportunities for outstanding African PhD students in a vibrant and stimulating scientific environment.  Fellowships are open to all African scientists wishing to pursue a career in malaria research and vaccinology.  MMVC Fellowships may be held at one of the MMVC African partner institutions in Burkina Faso, Kenya, Sierra Leone, Tanzania, The Gambia but applications are open to others who meet the required eligibility criteria working outside these institutions.
Applicants must be African nationals, and have an intention to pursue a long-term career in malaria research and/or vaccinology.  Candidates must have a first or upper second class first degree in a relevant area that would allow the applicant to enter a PhD program.  This may be a Masters, Licentiate or Diploma or equivalent.
Details of the application procedure can be found on the University of Oxford website (https://www.ndm.ox.ac.uk/the-multi-stage-malaria-vaccine-consortium-mmvc-offers-3-phd-fellowships-in-malaria-research). If you have any difficulty in accessing this website please contact Dr. Nicola Viebig (nicola.viebig(at)euvaccine.eu). 
The call will be open from 15 January 2019 to 15 March 2019, 17:00 GMT. Only applications submitted by email to Dr. Nicola Viebig (nicola.viebig(at)euvaccine.eu) by 15 March 2019, 17:00 GMT using the application form will be considered.


About the MMVC project
A high-efficacy malaria vaccine is urgently required to reduce the unacceptable burden of malaria mortality and morbidity in Africa and to assist efforts towards malaria elimination. An ideal malaria vaccine would target all stages of the parasite’s life-cycle but no such vaccine has reached clinical trials in Africa.
Within MMVC, we propose to develop a multi-stage vaccine which will progress to a large phase IIb efficacy trial in West and East African 5-9 month olds. All four potential components of the vaccine have strong validation. The anti-sporozoite vaccine component, R21, is a next-generation RTS,S vaccine with a simpler but equally potent adjuvant, matrix-M. This recently showed 82% sterile efficacy in a UK phase II sporozoite challenge trial using just 10µg of R21 per dose (one fifth of the standard RTS,S dose). The liver-stage vaccine employs adenoviral and MVA vectors that showed good safety and high efficacy in EDCTP-supported African trials. The blood-stage component is the leading conserved PfRH5 antigen that induces high-titre cross-strain neutralising antibodies in phase I trials. The sexual-stage antigen is the conserved Pfs25, multimerised as a nanoparticle thereby enhancing antibody immunogenicity.
We will undertake a tightly co-ordinated series of lead-in trials in 2018-2020 building towards a phase IIb efficacy trial in 5-9 month olds from late 2020 to2023. We will first evaluate in East Africa the efficacy of the vaccine and selected components in controlled human malaria infection trials, availing of this new capacity in Kenya and Tanzania. We will undertake age de-escalation trials of both the R21 component and the combination vaccine documenting safety and immunogenicity, and identifying a preferred deployable immunisation regime, at likely 6, 7 and 9 months of age with a delayed booster. This will lead to a phase IIb trial in infants at sites of differing malaria endemicity in Kenya, Sierra Leone and Burkina Faso. We will measure primarily impact on malaria clinical episodes aiming to meet or exceed the WHO Roadmap target of 75% efficacy.
In parallel we will build new capacity to test the ability of the combination vaccine and/or its transmission-blocking component to block human-to-mosquito transmission in African adults, foreseeing the potential use of the combination vaccine in elimination campaigns.
This consortium, comprising very experienced and new African trial sites with leading northern institutions and companies, offers an unprecedented opportunity for rapid development of a deployable high-efficacy multi-stage malaria vaccine.


Potential Projects: develop CHMI, malaria vaccinology, immunology and clinical trial capacity in East and West African centres
1) Project 1: Evaluation of the transmission blocking activities of malaria vaccine candidates 
2) Project 2: Controlled human malaria infections (CHMI) – identification of biomarkers of vaccine efficacy and evaluation of the protective efficacy of a multi-stage malaria vaccine
3) Project 3: Immunological response to single component and multicomponent malaria vaccine candidates 
4) Project 4: In addition, applicants can apply with their own project that is co-developed by the applicant and one of the MMVC senior principle investigators



Project 1
Project Title: Evaluation of the transmission blocking activities of malaria vaccine candidates

Hosting Institution(s): IRSS, UOXF, KEMRI

Start of PhD project: April – October 2019

Project Description: The PhD project will be focused on the evaluation of transmission blocking activities of malaria vaccine candidates, either single component transmission blocking or multicomponent vaccines. While single component transmission blocking vaccines only target the sexual stages of the parasite, the multi-stage vaccine has significant potential to interrupt malaria transmission both by producing humoral immunity to its Pfs25 sexual-stage antigen and also by reducing gametocyte production through immunity to the three earlier life-cycle stages.  Transmission blocking activity can be markedly enhanced by combining partially effective pre-erythrocytic vaccines with sexual stage vaccines, a concept now recognised by the use of the term VIMTs, ‘vaccines that interrupt malaria transmission’.  Inclusion of antigens from multiple stages should therefore lead to reduction in the force of infection in the vaccinated community particularly with an included transmission-blocking component. 
The PhD candidate will be involved in the various MMVC clinical trial activities and will amongst others, evaluate the transmission blocking activities of malaria vaccine candidates.

Methods that will be used: KEMRI has the capacity to measure human-to-mosquito transmission using direct skin feeding and has recently obtained ethical permission in Kenya for direct skin feeding studies. Within MMVC, we will develop further capacity to measure human-to-mosquito transmission using direct membrane feeding assays and undertake a trial to measure the impact of the Pfs25/matrix-M component on transmission rates to mosquitoes. 
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Additional Collaborating Partners: The PhD fellowship is supported by the MMVC project that receives funding from the European and Developing Countries Clinical Trials Partnership (grant number: RIA2016V-1649 – MMVC).  The University of Oxford is the coordinator of the MMVC project, and clinical trial sponsor and vaccine inventor and the fellowship will be co-supervised by the host institution and the University of Oxford. IRD is collaborating closely on MMVC’s transmission blocking vaccine activities.  The European Vaccine Initiative is overseeing MMVC’s capacity strengthening and networking activities. 

Profile of candidate’s qualification: We are looking for a highly motivated African PhD student (m/f) with a keen interest in malaria research and vaccinology. Expertise in malaria research and/or vaccinology and previous entomological experience that will be required to assess vaccine impact on human to mosquito transmission would be an advantage. The candidate should be comfortable to work in international teams. Due to the collaborative nature of the project, excellent communication skills and working efficiently both independently and as part of a team are required.

Project 2
Project Title: Controlled human malaria infections (CHMI) – identification of biomarkers of vaccine efficacy and evaluation of the protective efficacy of a multi-stage malaria vaccine

Hosting Institution(s): KEMRI/IHI/MRCG/UOXF

Start of PhD project: April – October 2019

Project Description:
The PhD project will be focused on the identification of biomarkers of vaccine efficacy and the evaluation of the protective efficacy of the multi-stage vaccine and its components in African CHMI trials. Some malaria vaccines have shown quite different efficacy in Africa than in northern countries, relating in part to differential degrees of previous malaria exposure and immunosuppression, and different levels of naturally acquired immunity. MMVC will undertake two CHMI studies. These will evaluate the safety immunogenicity and efficacy of components of and also the complete multistage vaccine against CHMI in coastal Kenya adults. At the same time immunoassays will be utilised to assess biomarkers of vaccine efficacy that will be of value later in the clinical development programme.
The PhD candidate will be involved in the various MMVC clinical trial activities and will amongst others, work on the identification of biomarkers of vaccine efficacy and the evaluation of the protective efficacy of malaria vaccine candidates. Statistical analysis of the interaction between different biomarkers will be assessed using mathematical modelling.
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Methods that will be used:
Standardised immunoasssays will be used across the centres to evaluate immunological responses to the vaccine candidates. Methods include ELISA, functional assays (e.g. GIA), and evaluation of cellular immune responses by cytometry, etc. A novel PCR-based approach to distinguish efficacy of the pre-erythrocytic and blood-stage vaccine components will be used.

Collaborating Partners:
The PhD fellowship is supported by the MMVC project that receives funding from the European and Developing Countries Clinical Trials Partnership (grant number: RIA2016V-1649 – MMVC).  The University of Oxford is the coordinator of the MMVC project, and clinical trial sponsor and vaccine inventor and the fellowship will be co-supervised by the host institution and the University of Oxford. The supervisors will be senior researchers working on the MMVC project.  The European Vaccine Initiative is overseeing MMVC’s capacity strengthening and networking activities. 

Profile of candidate’s qualification:
We are looking for a highly motivated African PhD student (m/f) with a keen interest in malaria research and vaccinology. Previous experience in malaria research, immunology, qPCR and/or vaccinology that will be required to assess the response to controlled human malaria infection as well as of single component and multicomponent malaria vaccine candidates would be an advantage. The candidate should be comfortable to work in international teams. Due to the collaborative nature of the project, excellent communication skills and working efficiently both independently and as part of a team are required.



Project 3
Project Title: Immunological response to malaria vaccine candidates in phase I trials and phase IIb vaccine efficacy trials 

Hosting Institution(s): IRSS-CRUN/MRCG/KEMRI/UOXF

Start of PhD project: April – October 2019

Project Description:
The PhD project will be focused on the assessment of the immunological responses to malaria vaccine candidates in a series of clinical trials that will be undertaken by MMVC. MMVC will conduct age de-escalation phase I trials and phase IIb vaccine efficacy trials in infants to evaluate the safety and the immunogenicity of selected single component malaria vaccine candidates and multicomponent, multi-stage malaria vaccines. Vaccine safety will be documented by standard means. Humoral immunogenicity will be measured by ELISA assays to CSP, PfRH5 and Pfs25. Functional antibodies will be quantified in growth inhibition assays and standardized membrane feeding assays. Cellular immunogenicity, focused on the ME-TRAP insert antigen, will be measured by ex vivo ELISpot assays and by flow cytometry. Other populations of immune cells relevant to the development of anti-malarial immunity may also be studied such as regulatory T cells, memory and T follicular helper cells. B cell and plasmablast populations and repertoire may also be assessed for antibody-inducing vaccines. 
The PhD candidate will be involved in the various MMVC clinical trial activities and will amongst others, evaluate the immunological responses to malaria vaccine candidates in various age groups.
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Methods that will be used:
Standardised immunoasssays will be used across the centres to evaluate immunological responses to the vaccine candidates. Methods include ELISA, functional assays (e.g. GIA), and evaluation of cellular immune responses by cytometry, etc. 

Collaborating Partners: 
The PhD fellowship is supported by the MMVC project that receives funding from the European and Developing Countries Clinical Trials Partnership (grant number: RIA2016V-1649 – MMVC).  The University of Oxford is the coordinator of the MMVC project, and clinical trial sponsor and vaccine inventor and the fellowship will be co-supervised by the host institution and the University of Oxford. Janssen, LSTMH and KEMRI are collaborating closely with COMHAS on the capacity strengthening activities.  The European Vaccine Initiative is overseeing MMVC’s capacity strengthening and networking activities. 

Profile of candidate’s qualification:
We are looking for a highly motivated African PhD student (m/f) with a keen interest in malaria research and vaccinology. Previous experience in malaria research, immunology and/or vaccinology that will be required to assess the immunological response to single component and multicomponent malaria vaccine candidates would be an advantage. The candidate should be comfortable to work in international teams. Due to the collaborative nature of the project, excellent communication skills and working efficiently both independently and as part of a team are required.
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