13 December 2024

To:

Dr. Alemnew Dagnew Dr. Alexander Schmidt

Head of Clinical Development Head of Vaccine Development

Bill & Melinda Gates Medical Research Institute Bill & Melinda Gates Medical Research Institute
Cc:

Dr. Patrice Matchaba, Chief Executive Officer, Bill & Melinda Gates Medical Research Institute
Dr. Nina Russell, Director, TB & HIV Research and Development, Bill & Melinda Gates Foundation
Dr. Alexander Pym, Director of Infectious Disease, Wellcome Trust

Dr. Soumya Swaminathan, Co-Chair, M72 International Advisory Group

Prof. Helen Rees, Co-Chair, M72 International Advisory Group

Open letter: Capitalizing on the opportunity to collect timely data on the use of M72/ASO1¢ in
breastfeeding populations

Dear Drs. Dagnew and Schmidt,

We are the tuberculosis (TB) advocates who authored the Washington, D.C. Community Consensus

on the Earlier Inclusion of Pregnant Women and Persons in TB Research. We write to applaud the
initiation and rapidly progressing enrollment of the phase Il trial of M72/AS01¢, but also to express
our grave concern that the current study excludes breastfeeding women." Breastfeeding women
and persons, as well as those in close contact with them, represent a substantive portion of people
atrisk for TB, and there is no medical or ethical reason to exclude them from this research. Doing so
would effectively exclude this population from rollout of the vaccine if the trial is successful, as we
hope it will be. We urge you, as the trial sponsors, to pioneer the inclusion of breastfeeding
populations in TB vaccine research by initiating a sub- or side-study to evaluate the vaccine’s safety
in breastfeeding women and persons.

Our urgent call for closing this vital gap is supported by the following reasons:

First, there are no anticipated risks of M72/AS01 vaccination particular to breastfeeding. As
we wrote in our consensus statement, “there is little justification for excluding breastfeeding
women and persons from TB vaccine studies.”? Indeed, there is significant precedent for the safety
of vaccination during lactation; it is not known to affect the safety of women or their infants, other
than in the case of live attenuated vaccines for smallpox and yellow fever, which carry a small
theoretical risk of transmission to the infant.® And even for these two live attenuated vaccines, the
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World Health Organization still recommends their use in breastfeeding women when the risk of
disease is high (such as in endemic areas or during outbreaks).*

M72/AS01¢ is a recombinant fusion protein vaccine, not a live attenuated vaccine, and therefore, to
our knowledge, carries no risk of transmission to the infant through breastmilk (and may even
confer protective antibodies to the infant, as observed with COVID-19 vaccines®). Similarly, the
saponin-based adjuvant system ASO1¢ also carries little theoretical risk of harm during lactation
and an adjuvant with shared components has been widely used in breastfeeding populations via
the Novavax COVID-19 vaccine with no known safety concerns.®”’

Second, excluding breastfeeding women and persons is inequitable. By definition, rates of TB
incidence in the general population are high in the settings selected for the trial, and for eventual
rollout if successful. As many people as possible in these populations require vaccination for their
protection as well as prevention of onward transmission. In the absence of special risk of adverse
effects of the vaccine, breastfeeding individuals deserve the same right to consent to informed
participation in trials and the same chance of benefitting as the rest of the general population—
especially given that TB predominately affects people in their fertile years®, and women in high TB
burden countries spend a significant portion of their life being either pregnant or postpartum.
Furthermore, as the postpartum period poses challenges for optimal adherence®, and the short-
course TB preventive therapy options are not currently recommended in breastfeeding women'®,
vaccines may be the preferable prevention option, making it even more inequitable if only their
male and non-postpartum counterparts are able to access vaccines.

Third, postpartum is a high-risk period for TB disease. We argue that in addition to being included
as members of the general population as they do not present additional risks, breastfeeding women
and persons meritinclusion in M72/AS01e and other TB vaccine studies as they face significantly
increased risk of developing TB disease. Postpartum women face an incident risk ratio of 1.62-2.3
compared to women outside of the pregnancy/breastfeeding period, and even higher than the risk
during pregnancy.'"'>'3 Exposed infants are at especially high risk of developing life-threatening
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disseminated disease even despite BCG vaccination at birth." The psychological toll of a TB
diagnosis during the postpartum period cannot be overstated. Mothers with TB face incredible
stigma, discrimination from the community, families and healthcare workers, and the threat of
separation from their infants—all of which could likely contribute to poorer outcomes and reduced
health seeking behavior.®

Fourth, the postpartum period offers opportunities for engagement with the healthcare
system. The lack of infrastructure and resources for adult vaccination in low- and middle-incomes
countries will pose a challenge to TB vaccine rollout.’ Successful implementation will depend on
leveraging existing programs and finding ways to meet people where there are already seeking care.
During the postpartum period, while they are breastfeeding, women regularly interface with the
health care system, attending postnatal checkups and visits for maternal and infant
immunizations. Linking vaccination to one (or more) of these time points is a known strategy for
increasing vaccine uptake, such as in the case of postpartum measles, mumps and rubella (MMR)
vaccination to protect future pregnancies against congenital rubella syndrome."’

Fifth, an absence of data for breastfeeding populations leads to conflicting guidelines and
misinformation, which threaten to limit vaccine uptake. We have seen too often in TB and other
fields, that the exclusion of key populations from research, however well-intentioned, results in
inequitable access to novel prevention and treatment options, as World Health Organization and
national guidance are based on available data.'®'® For this reason, a paradigm shift is underway to
prioritize inclusion of breastfeeding (and pregnant) populations in research.’ Indeed, the recent
update to the Declaration of Helsinki noted that even with vulnerable groups (which we actually do
not consider breastfeeding persons to be), “their exclusion from medical research can potentially
perpetuate or exacerbate their disparities.?® Therefore, the harms of exclusion must be considered
and weighed against the harms of inclusion.”

In the case of breastfeeding people at risk for TB, the harms of exclusion undoubtedly outweigh the
harms of inclusion. In principle, we believe that in the absence of a scientifically justified rationale
for their exclusion, breastfeeding individuals (and pregnant individuals, for that matter) should be

included in primary phase lll efficacy trials. While it is unfortunately too late for that for M72/AS01¢,
the next best option is timely initiation of a rigorous sub- or side-study in breastfeeding individuals
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that will enable specific regulatory and policy guidance for this population, ideally at the time of
initial licensure of M72/AS01E.

We call on Gates MRI, the Gates Foundation, and Wellcome Trust to rapidly develop, initiate, fund,
and conduct a study evaluating the safety of M72/AS01¢ in breastfeeding individuals. We strongly
urge you to not miss out on this opportunity to align with global ethical, scientific, and normative
calls and generate timely data for an important population.

Please kindly reply to our letter by 22 January 2025 by contacting Edna Tembo at

ednatembo66@gmail.com, and please let us know if you would like to discuss further.

Sincerely,

Busisiwe Beko (South Africa)
Chanthorn Phorng (Cambodia)

Dimple Chudgar, MD (India)

Edna Tembo (Malawi)

Erin V. McConnell, MPH (United States)
Patricia Asero Ochieng (Kenya)

Oxana Rucsineanu, MPH (Moldova)
Nguyen Thi Kim Dung, MA (Vietnam)

Rosa Herrera, MD (Mexico)


mailto:ednatembo66@gmail.com

