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EDITORIAL

Pregnancy and Covid vaccine trials: Gender justice compromised

SAROJINI NADIMPALLY

________________________________________________________________________________________________________
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On June 11, 2021, a pregnant woman approached the Delhi High Court seeking vaccination for pregnant women on a priority 
basis. The petitioner also sought directions to the Union government for setting up of separate vaccination centres for pregnant 
women who are at high risk, and the creation of a registry for monitoring their medical condition post vaccination (1). The case 
was a pivotal point in the history of Covid-19 vaccine rollouts in India, because it demanded a clear communication from the 
Union Government for vaccination of pregnant women. The Union Government’s counsel informed the Court that while the 
Government would consider the May 28 recommendations of the National Technical Advisory Group on Immunisation (NTAGI) 
in favour of vaccinations for all pregnant women based on a risk vs benefit assessment, no timeline was in place for this yet (2). 
Based on this statement, the Court disposed of the petition, passing no further orders. 

The debate on Covid-19 vaccinations for pregnant women in India is not a recent phenomenon. Just before the vaccine rollouts 
started in January, the Ministry of Health and Family Welfare (MoHFW) issued an advisory that pregnant and lactating women 
should not be vaccinated as they had not been part of any Covid-19 vaccine trials, and no data were available that proved 
vaccines to be safe in pregnancy (3). The Delhi Commission for Protection of Child Rights (DCPCR) had moved the Supreme 
Court challenging this advisory as based on unreasonable classification, arbitrary, and violative of the right to life of a class of 
women, and called for the inclusion of pregnant and lactating women in vaccination drives, as also their categorisation as a 
high-risk group. The petition noted that this policy should have changed with “later evidence, medical research and studies all 
demonstrating the need to vaccinate pregnant and lactating women, to protect them from COVID-19” (4). Recently, MoHFW, in 
an Operational Guidance dated July 2, 2021, has recommended Covid-19 vaccination for pregnant women, but is ambiguous 
about the timelines (5), especially amidst the concerns raised by medical experts about its safety if administered during the first 
trimester (6).

Concerns about Covid-19 vaccination for pregnant women and lactating mothers are actually not limited to India alone. In fact, 
the exclusion of pregnant and lactating women from biomedical research, including clinical trials, is a long-standing global 
problem. And, it is a glaring reflection of the gender blindness implicit in clinical research and health policy making.

Covid-19 vaccines and pregnancy: recent global developments

In January, the World Health Organization (WHO) recommended “the use of the mRNA-1273 vaccine in pregnant women when 
the benefits of vaccination to the pregnant woman outweigh the potential risks.” It further said that pregnant women should 
be provided detailed information to help them make this assessment. But, the WHO guidance itself did not quite recommend 
vaccinations for “all” pregnant women, and left it rather open-ended (7).  In April, the UK Joint Committee on Vaccination and 
Immunization (JCVI) advised that pregnant women be offered Covid-19-vaccines along with the rest of the population, in line 
with the age group roll out. JCVI further noted that they should preferably be offered the Pfizer-BioNTech or Moderna vaccines 
(8).  In June, the US Centre for Disease Control and Prevention (CDC) also said that vaccines should be available to pregnant 
people (9). Italy, France, Brazil, Spain, Mexico, and the Netherlands have also issued similar guidelines (10). 

While there was not enough data from vaccine trials for these countries to arrive at this decision, they seem to have relied 
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largely on a risk vs benefit formula then. But now, emerging research is providing better and more reliable data.

Countries are also attempting to track and monitor adverse implications after vaccinating pregnant women, such as the US 
CDC’s v-safe registry for women vaccinated in their periconception period (ie within 30 days from their last menstrual period 
through 14 days after), and who are 18 years of age or older during pregnancy (11).

A safety study, published by Shimabukuro et al in the New England Journal of Medicine (NEJM) in April, relies on several vaccine 
surveillance systems from December 2020 to February 2021, to assess the safety of the mRNA Covid-19 vaccines in over 35,000 
pregnant women. They found no increased risks during pregnancy, or birth complications, or identifiable risks because of the 
vaccine (12). 

Additionally, several studies have demonstrated the effects of Covid-19 on pregnant women. Among these: 

• The  Lancet review of 40 published studies from 17 countries, on collateral impact of the pandemic on pregnancy  
     outcomes, found increased chances of stillbirth and maternal death in those infected (13). 

• A 2021 study by the University of Washington on 2,100 Covid-19-positive pregnant women, found they were 20 times more 
likely to die than those who did not contract the virus (14). 

• A cohort study, by Villar et al, of 2,130 pregnant women in 18 countries had similar findings (15). 

Given the urgent need and demand for such data, some attempts are being made by vaccine manufacturers to initiate clinical 
research on pregnant women. The Pfizer/BioNTech trial in the US hopes to recruit women from 24 to 34 weeks of pregnancy 
(16). Johnson & Johnson, after being mired in reports of its vaccine causing blood clots, also has plans for a trial in pregnant 
women (17).

Available data on Covid-19 effects on pregnant women in India

The harsh national lockdown in India created an upheaval in almost all aspects of people’s lives and livelihoods. Researchers had 
warned that Indian policymakers had no plans whatsoever for the estimated 70,000 women due to give birth each day (18). 
Data shared by the MoHFW also illustrates that the government “failed to keep track of almost 40 lakh pregnant women and 
47.5 lakh new-born children during the nationwide lockdown imposed in late March” (19). 

Several other studies corroborated the vulnerability of pregnant women to the virus: A study by ICMR in June 2021, which 
compared pregnant and postpartum women during the first and second waves of the pandemic, found that symptomatic cases 
were higher during the second wave (28.7 per cent) as compared to 14.2 per cent during the first wave of the pandemic (20). 
The study also found that the case fatality rate among pregnant and postpartum women during the second wave (5.7%) was 
significantly higher than in the first wave (0.7%), with maternal deaths being mainly due to “pneumonia and respiratory 
failure” (21). The ICMR study recommended that pregnant and lactating women should be vaccinated against Covid-19. Further, 
the Federation of Obstetric and Gynaecological Societies of India (FOGSI), in a statement said, “The very real benefits of 
vaccinating pregnant and lactating women seem to far outweigh any theoretical and remote risks of vaccination.” FOGSI clearly 
underlines the vital importance of vaccination of pregnant and breastfeeding women against Covid-19 with preparations to 
manage adverse events (22).

Clinical research and pregnancy: Ethical frameworks

Prescribing of thalidomide for pregnant women in the late 1950s and early 1960s caused deformities in thousands of infants. 
This had raised many concerns and ethical issues. Stringent rules and regulations were put in place post the thalidomide 
tragedy due to potential risks to pregnant women and the developing foetus (23). Macklin notes that the US FDA reversed this 
policy in 1993 on the grounds that the exclusion of the majority of women from most clinical trials had resulted in a lack of 
scientific data on the risks and benefits to women of drugs that had been studied exclusively in men (24).

Ethics guidelines also responded to this unscientific exclusion of pregnant and lactating women. For instance, the Council for 
International Organizations of Medical Sciences (CIOMS) guidelines of 2016 (25) recommended the inclusion of pregnant and 
breastfeeding women “only after careful consideration of the best available data from preclinical research in pregnant animal 
models, research in nonpregnant women, retrospective observational studies, and pregnancy registries.” CIOMs emphasises that 
researchers and research ethics committees “must ensure that potential research participants are adequately informed about 
the risks to breastfeeding women and their infants, and about the risks to pregnant women (including future fertility), their 
pregnancies, their foetuses, and their future offspring”. 

Cautioning about ethical issues in clinical trials on pregnant women, the ICMR revised ethical guidelines of 2017 (26) state that 
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they “must only take place when the object of the research is to obtain new knowledge directly relevant to the foetus, the 
pregnancy or lactation.” Yet, the ICMR National Guidelines of April, 2020 for biomedical research ethics review committees 
during the pandemic fails to mention anything about “pregnant” or “lactating” women leaving a lot of scope for ambiguity (27).

A study of Phase III trials of drugs from the Clinical Trial Registry of India (CTRI) by Sama indicated that there are very few 
pharmaceutical company-sponsored drug intervention studies in areas other than pregnancy-associated conditions; that Phase 
III trials with only women were on breast cancer, cervical cancer, female infertility, post-menopausal osteoporosis, bacterial 
vaginosis, uterine myomas, but alarmingly poor in case of inclusion of pregnant women (28). Another study by Karekar et al, 
which reviewed CTRI registered studies, suggested that less than two per cent of all the studies involved pregnant women and 
only one per cent were testing pharmacological interventions (29). These studies clearly indicate an exclusion or 
underrepresentation of pregnant women in clinical research. 

Pregnant women have also been excluded from vaccine trials. Except for the 2009 H1N1 influenza vaccines, pertussis vaccines, 
and those for maternal immunisation, pregnant women have rarely been considered for trials (30). For instance, the Ebola 
vaccine trials excluded pregnant women in 2015-2016 despite clear data indicating the particularly devastating impact of Ebola 
on this group (31). This exclusion from research and the generation of evidence then leads to exclusion from vaccine delivery 
programmes.

According to Dr Vineeta Bal, a scientist at the Indian Institute of Science Education and Research (IISER), carrying out clinical 
trials for drugs on pregnant women is not easy as it requires prediction of what tissue, organ, or type of cells can be affected as 
an off-target effect of the drug. But, vaccines have fewer, if any, off-target effects. “During pregnancy, there are very focused and 
localised changes in the uterus and the placenta which help in prevention of the foetal rejection. While some spill over from the 
localised effects is expected and seen at the population level, the consequences are not due to a radical systemic [ie outside of 
the uterus in this case] effect. The changes in the immune system of the pregnant woman hardly ever affect her ability to 
respond to and tackle routine, minor infections. Most of them do not even progress to illness or disease. Depending upon 
specific infectious agents, the developing foetus may or may not be affected.” Dr. Bal further points out, “Randomised trials of 
vaccines on pregnant women are very few. However, based on safety concerns, vaccinologists and vaccine developers play safe 
– choose the most healthy population for initial testing [18-45, non-pregnant healthy individuals], then expand the net. For 
Covid-19 vaccines, this is being done. It is important to make a distinction between drug trials and vaccine trials” (32).

Conclusion

Given the scale of the Covid-19 pandemic and to avoid further human costs, a public health obligation exists to include 
pregnant women in therapeutic and vaccine trials for appropriate prevention and care (33). For pharmaceutical companies, 
researching the effect of drugs or vaccines on pregnant women present considerable risks and little reward. It requires extra 
expertise and cost, and poses potential liability problems. However, the exclusion of pregnant and lactating women from clinical 
trials, and subsequently from policymaking is not just a result of logistical limitations, it is indicative of systemic gender 
blindness among the scientific community and inadequate attention paid to ethics and reproductive rights. After all, the 
challenges neither were, nor are, insurmountable.
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