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Dear Editor
Concerns have been raised regarding informed consent for pregnant women in Pfizer’s RSV vaccine

trial [1] and questions have been asked as to why one of two similar RSV vaccines was associated
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with adverse outcomes — namely increased preterm birth and neonatal death — while the other was
not [2].

Here, we discuss another concern relating to Pfizer’s RSV vaccine (Abrysvo) trials that may be
related to these issues.

The Abrysvo trials [3-6] were all placebo-controlled randomized-controlled trials (RCTs). This
assumes fair allocation between vaccine and placebo groups.

However, in the phase 3 trial [3-5], there may have been an imbalance in randomization.
Congenital abnormalities would neither increase nor decrease when a pregnant woman receives a
substance that does not cause such abnormalities; rather, they should occur at similar rates in both
groups. Conversely, if a substance inhibits fetal development, an increase in congenital abnormalities
would occur more frequently in the vaccine group than in the placebo group.

However, significantly fewer serious congenital abnormalities were reported in the Abrysvo
group than in the placebo group. In the interim report [3], the proportion was 4.3% (152/3568) in the
vaccine group and 5.3% (189/3558) in the placebo group, with an odds ratio of 0.79 (95% CI: 0.64,
0.99), p=0.038 [6].

Such bias could occur if mothers in the placebo group were more frequently exposed to external
risk factors known to increase congenital anomalies, such as anticonvulsants, benzodiazepines,
antidepressants, alcohol, smoking, other addictive substances, radiation, or certain infectious diseases
(e.g., rubella, but not RSV infection). Therefore, histories of such exposures should be included as
baseline characteristics. According to the protocol [3], maternal substance use and obstetric history
were collected. However, published reports of both the phase 3 trial [3-5] and the phase 2 trial [7]
included only maternal age, gestational age at vaccination, and race as baseline characteristics. In the
phase 2 trial, the proportion of congenital anomalies was non-significantly higher (21.5%=17/79) in
the Abrysvo groups than in the placebo group (11.5%=9/78), with an odds ratio of 2.10 (95% CI: 0.87,
5.06, p=0.093),. The marked discrepancy between the phase 2 and phase 3 results further raises
concerns regarding the adequacy of randomization in the phase 3 trial.

Moreover, the reported congenital anomaly rates —5.7% in the phase 3 placebo group [3], 21.5%
in the phase 2 for Abrysvo group, and 11.5% in the phase 2 placebo group [7]— are considerably
higher than the generally reported prevalence of 3-4% among newborns. Maternal substance use
history, particularly the use of hypnotics, antianxiety medications, antidepressants, anticonvulsants,
and addictive substances, should be disclosed as essential baseline characteristics that can cause
congenital anomalies.

Turning to mortality, gestational age at delivery is one of the major determinants of neonatal
survival and morbidity [8]. In the GSK’s similar vaccine trial, both the risk of preterm births and
neonatal deaths increased [2]. In contrast, in the Abrysvo trial, while preterm birth increased, the

neonatal death decreased. The total number of non-RSV-related death was only about half in the
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placebo group: 5 vs 11 in the interim report [3], and 8 vs 13 in the final report [4]. If imbalances in
maternal substance use existed between groups, such differences could affect not only congenital
anomalies but also mortality, and it could have a significant impact on the incidence of various other
adverse events.

For these reasons, substance use histories should be disclosed for the Abrysvo trials.
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