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Re: Maternal RSV vaccine: Concerns Regarding Primary Endpoint
Assessment in Pfizer’s RSV Vaccine Trial
Dear Editor

In addition to the concerns regarding informed consent for pregnant women in Pfizer’s RSV
vaccine trial [1] and questions about the differences in the adverse outcomes in preterm birth and
neonatal death between two similar RSV vaccines [2] we pointed out an unnatural imbalance in the
proportions of the congenital anomalies and neonatal deaths during 24 months after birth which
suggested an imbalance in allocation [3] .

We found another potentially serious bias regarding the outcome assessment in the Pfizer's
maternal RSV vaccine (Abrysvo) [4-6].

Severe RSV-positive medically-attended lower respiratory tract infection (severe RSV-MA-
LRTI) is defined as an MA-RTI with RSV-positive test result and with at least one of the following
signs: fast breathing (RR >70 bpm for <2 months of age [<60 days of age], >60 bpm for 2—<12 months
of age, or >50 bpm for 12-24 months of age), SpO2 <93% or other severer sings [4]. According to the
results of the report [4], severe RSV-MA-LRTI cases appear to include milder cases than hospitalised
RSV-RTI, because there were 81 cases who were classified as the severe RSV-MA-LRTI cases
("severe" or S) and 63 hospitalised RSV-RTI cases ("hospitalised" or H) among both groups during
the 180 days after birth. If allocation in an RCT is fair and masking is complete, the ratio of
"hospitalised (H)"/"severe (S)" should be similar in the Abrysvo group (Ha/Sa) and in the placebo
group (Hp/Sp), and therefore the ratio 1-H/S=(S-H)/S should be similar in both groups.

Up to 90 days after birth, the number of "severe" and "hospitalised" cases were very similar in
both groups (the difference between the two groups was extremely small, even with slightly more

"hospitalised" cases in the Abrysvo group).



In the MATTISSE trial [4-6], "severe" RSV-MA-LRTI by 180 days after birth is considered the
preferential primary outcome. In this time windows, the number of cases classified as "severe" but not
"hospitalised" (Sp-Hp) was 18 (62-44) in the placebo group, while that as "severe" but not
"hospitalised" (Sa-Ha) was 0 (19-19) in the Abrysvo group.

By comparing the proportion 0/19 in the Abrysvo group with the proportion 18/62 in the placebo
group, the odds ratio was calculated as 0, the 95% confidence interval, calculated using Fisher's exact
test was 0 to 0.59, and the p-value was 0.0048, indicating significant difference.

It is highly likely that the severe RSV-MA-LRTI in the phase 3 RCT were not evaluated fairly and
were reported too few as the primary outcome in the Abrysvo group by 180 days after birth, leading
to overestimation of efficacy of Abrysvo. Therefore, the "severe RSV-positive MA-LRTI" is unreliable
as the primary outcome.

In addition to the unnatural imbalance in the proportion of the congenital anomalies and neonatal
mortality during 24 months after birth which suggested allocation imbalance, these data in this
response suggesting masking failure significantly undermines the credibility of the phase 3 trial of the
Pfizer vaccine "Abrysvo".

Verification using original data from the clinical study reports is necessary.

Rokuro Hama M.D. Physician, Japan Institute of Pharmacovigilance
Kiyoshi Doi. MD. Haruna Hospital
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Re: Maternal RSV vaccine: Correction of Concerns Regarding Primary Endpoint Assessment
in Pfizer’s RSV Vaccine Trial

Dear Editor
We would like to correct the first sentence in the third paragraph from the bottom of our second
response:

It is highly likely that the severe RSV-MA-LRTI in the phase 3 RCT were not evaluated fairly
as the primary outcomes.

is corrected as follows *

—

It is highly likely that the severe RSV-MA-LRTI in the phase 3 RCT were not evaluated fairly
and were reported too few as the primary outcome in the Abrysvo group by 180 days after birth,

leading to overestimation of efficacy of Abrysvo.

Rokuro Hama M.D. Japan Institute of Pharmacovigilance (General incorporated association)
Kiyoshi Doi. MD. Haruna Hospital
Competing interests: No competing interests

AT use: None declared



