Pregnancy Research Ethics
for Vaccines, Epidemics,
and New Technologies

PR 1N T

PREGNANT WOMEN &

VACCINES AGAINST
EMERGING EPIDEMIC *
THREATS

Ethics Guidance for Preparedness,
Research, and Response

Presented to WHO SAGE

23 October 2018 - .




Image: Mauricio Lima for The New York Times

THE PROBLEM

* Pregnant women and their
offspring are among those most
severely impacted by outbreaks
and epidemics ‘
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* Epidemic vaccines are rarely developed
with pregnant women in mind, and
pregnant women are often excluded from
trials and denied access to vaccines
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PREVENT: OUR APPROACH

PREVENT Working Group
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THE PRESUMPTION OF EXCLUSION

Exclusion
from research

perpetuated cycle
of exclusion and
evidence gaps

Lack of
Evidence

Exclusion
from delivery




INVERTING THE PRESUMPTION:
INCLUSION OF PREGNANT WOMEN

Include pregnant women
in vaccine R&D and deployment

UNLESS

scientific & ethical justification for exclusion
(e.g., that risks > benefits)

Presumption of inclusion does not mean
automatic or absolute inclusion of pregnant
women in every vaccine study or campaign



LIVEVACCINES IN PREGNANCY:
THEORETICAL RISKS VS. ESTABLISHED HARMS

*Live vaccines are generally contraindicated for routine
administration during pregnancy

o Greatest concern for live vaccines that replicate systemically
and could therefore cross the placenta

* Data for unintended exposures during pregnancy for
rubella, smallpox, YF

* Convincing evidence of harm only for smallpox
vaccine (fetal vaccinia with |5t trimester
administration)



RECOMMENDATIONS

@ Vaccine Delivery



STRENGTHEN SURVEILLANCE

Assess risk and understand risks in pregnancy
(Recommendation |)

e Collect baseline data on maternal, obstetric, and neonatal
health outcomes

* Include and report pregnancy status and obstetric and
neonatal outcomes in infectious disease surveillance

Preparedness



THE VACCINE PIPELINE

Invest in vaccines appropriate for use in pregnancy

* When pregnant women or their offspring are affected,
suitability for use in pregnancy should be a strong
consideration (Recommendation 7)

* When pathogens pose a risk of severe harm, and promising
vaccine candidates are unsuitable for pregnant women,
investments should be made in alternative candidates
(Recommendation 8)

Assess suitability of novel platforms

* Pregnant women should not be left behind as new
technologies are developed (Recommendation 7)




CLINICAL DEVELOPMENT

Enroll pregnant women in clinical studies
(Recommendation | I)

* Studies conducted during outbreaks should include
pregnant women when prospect of benefit>risk for
pregnant women, their offspring, or both.

»Pregnant women as a class
»Pregnant women as individuals




FAIR INCLUSION IN VACCINE DELIVERY

The default presumption should be that pregnant
women are included in vaccine campaigns as part of
an epidemic response

(Recommendation 17)

* Include unless a review of available evidence by relevant
experts concludes that the risks to pregnant women
and their offspring from the vaccine are greater than
the risks of not being vaccinated

Vaccine Delivery 12



GENERATING EVIDENCE

When pregnant women When pregnant women
are included are not included

* Prospective observational * Inadvertent vaccine
studies conducted to exposures during pregnancy
advance the evidence base should be anticipated
for use in pregnancy * Data on relevant indicators
(Recommendation 19) and outcomes should be
systematically captured and
analyzed

(Recommendation 22)

Vaccine Delivery 13



THE PRESUMPTION OF INCLUSION IN
ACTION: DISEASE “X”



DISEASE YES
oy Does the pathogen affect pregnant Pregnancy-suitable candidates in portfolio?

women/offspring? (potentially including novel platforms)

NO

PIPELINE YES ..” Additional investments

Prospective enrollment of

pregnant women with Does participation in the vaccine study offer NO
maternal, obstetric, neonatal greater prospect of benefit over risks?

outcomes of interest

No prospective enrollment;
capture data from inadvertent
exposures

Given context of epidemic & what is known about Include pregnant women in
: : : YES . .
VaCC|ne Safet)’ a.nd efflcaC)’, dO the benef'ts Of IIIIIIIIIIIIIIIIIIIIIIII> vaCC|ne campa'gns
vaccinating in pregnancy outweigh the harms of
infection/being unvaccinated?

Conduct prospective studies
collect systematic pregnancy-

Exclude from campaign; "
specific data; also collect data

systematically capture data from p " d
RESPONSE inadvertent exposures rom inadvertent exposures




THE PRESUMPTION OF INCLUSION

Greater knowledge
about platforms,
adjuvants, and
vaccine
technologies to
inform future
research and use

Appropriate
inclusion in
research

Better evidence
on safety and
immunogenicity

Appropriate
inclusion in
vaccine campaign

Enhanced
evidence for
use in future
outbreaks



ESTABLISHING THE PRESUMPTION OF
INCLUSION

Convene a global consultation of diverse
stakeholders & experts
(Recommendation 6)

* |dentify strategies to ensure the presumption of inclusion in
vaccine research and deployment

* Determine whether a standing body is needed



QUESTIONS &
DISCUSSION




