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Objectives | To discuss:

of the . . . .

session e progress towards licensure and launch of vaccines against non-vaccine
preventable diseases

e lessons learned from development of these vaccines

e the role of value propositions in guiding investment decisions in vaccine research
and development

Main e Value propositions for new vaccines are increasingly important given the limited

outcome resources, competing priorities, and the alternative interventions that may be
available for treatment or prevention. Demonstrating impact beyond the direct
individual level will be important in articulating the benefit of emerging vaccines.

e The first RSV vaccine or extended half-life monoclonal antibody (mAb) may be
available for global deployment in 2-3 years. Operational research is a priority.

e A new prophylactic HCV vaccine is in trials in at-risk subjects, with data due out in
fall of 2018.

e The Human Hookworm Vaccine Initiative has advanced a candidate into a phase 2
study including a controlled human infection model (challenge study) and
undertaken a full public health vaccine proposition for Hookworm vaccines.

Summary Introduction. The Global Observatory on Health R&D, which tracks product

development for 23 infectious diseases® and the WHO Vaccine Pipeline Tracker, which
tracks clinical trials® show a substantial vaccine development pipeline. Two programs
are using objective criteria to prioritize vaccines. WHQO’s Product Development for
Vaccines Advisory Committee (PDVAC) prioritizes vaccines for WHO engagement
according to need, feasibility, and WHQ’s potential role in accelerating development.
PDVAC has prepared pipeline analyses for 32 pathogens.© Gavi, which funds access to




vaccines, is considering new vaccines for funding upon their licensure and
prequalification. In addition, FPHVP are being developed to inform decision-making
and minimize the gap between vaccine licensure and routine use.? FPHVP move
beyond the traditional approach based on individual health benefits to include indirect
health benefits and non-health benefits to societies and economies.

Respiratory Syncytial Virus (RSV). RSV causes ~33 million cases of acute lower
respiratory disease and ~27,300 hospital deaths each year. Two strategies are in
development for protection of neonates and infants: maternal immunization (Ml)
during pregnancy with subunit vaccines and infant immunization shortly after birth
with mAbs. The RSV R&D pipeline is robust.? The most advanced vaccine candidate
(RSV F protein, Novavax) is being administered to pregnant women in a Phase 3 trial
with a primary end point of prevention of RSV lower respiratory tract infection in
infants during the first 90 days of life. A preliminary analysis showed >40% efficacy. An
interim analysis is planned in January 2019 and biological license application is planned
for late 2019/early 2020. The most advanced mAb candidate (MEDI 8897,
Medimmune) is completing a phase 2B study in preterm infants with full analysis
expected late in 2018. As these products approach licensure, policy considerations
such as the minimum efficacy, the effects of seasonality, the impact of morbidities
such as HIV infection on effectiveness of Ml, and the delivery capacity of health
systems must be addressed.

Hepatitis C virus (HCV). HCV prevalence is 71M infections globally, causing significant
mortality from liver disease and cancer. HCV vaccines are needed as part of a
comprehensive strategy of prevention, harm reduction, early diagnosis and treatment.
The leading vaccine approaches target cell-mediated responses using heterologous
prime boost strategies. A Phase1/2 study is underway to evaluate safety, induction of
HCV-specific immune responses, and efficacy in preventing chronic HCV infection, with
data expected in late 2018. Multivalent approaches may be needed to address the
diversity of circulating HCV strains.

Human Hookworm. Hookworm infects more than 470M people globally, causing
anemia, malnutrition, physical and developmental delays and reductions in future
earnings. The Human Hookworm Vaccine Initiative (HHVI) has defined a target product
profile, evaluated 12 vaccine candidates, and prioritized 2 for clinical development.
These have been found to be safe, well tolerated, and immunogenic in Phase 1 trials
and are being evaluated for efficacy in a Phase 2 controlled human hookworm
infection model. As part of a FPHVP, HHVI have analyzed target markets and socio-
economic benefits, and showed positive return on investment starting 3 years after
vaccine introduction. This component of the FPHVP is especially important for vaccines
that lack strong commercial markets.
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