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Re: Maternal RSV vaccine: What does increased RSV-negative LRTI mean?

Dear Editor

In response to Boytchev H [1], we have previously pointed out potential allocation bias [2] and
unnatural imbalance in primary endpoint data suggesting masking failure [3] in the MATTISSE trial
[4-6]. In this response, we would like to discuss the efficacy of Abrysvo by considering the meaning
of "RSV-negative" medically attended lower respiratory tract infection (MA-LRTT) [7].

If a vaccine has efficacy of suppressing RSV-induced MA-LRTI of infants and if RT-PCR testing is
complete, i.e. without false negative results, there should be fewer cases of RSV-test positive MA-
LRTI in the vaccine group than in the placebo group. In addition, unless there is replacement of the
causative microorganism due to reduced negative viral interference [8], there should be no difference
in RSV test-negative LRTI between both groups.

The proportion of RSV test positive (by RT-PCR) MA-LRTI (RSV-MA-LRTTI) within 180 days
after birth was 3.4% (117/3480) in the placebo group and 1.6% (57/3495) in the Abrysvo group, with
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a risk ratio (RR) of 0.49 and a risk difference (RD) of -1.7%. It was reported that vaccine efficacy
(VE%) = (1-RR) X 100 = 51.3% (99.5% or 97.58% CI: 29.4, 66.8) [4].

On the other hand, according to the Supplementary Appendix Table S8 of the MATTISSE trial [4],
the proportion of all-cause MA-LRTI was 11.6% (402/3480) in the placebo group and 11.2%
(392/3495) in the Abrysvo group within 180 days after birth, with RR of 0.97 (95% CI: 0.85, 1.11),
RD of -0.3%, and VE% of 2.5% (99.17% CI: -17.9, 19.4), which were almost the same.

From these data, the proportion of MA-LRTI with negative RSV testing by RT-PCR can be
calculated as 9.6% (335/3495) in the Abrysvo group compared with 8.2% (285/3480) in the placebo
group, with RR of 1.17 (95% CI: 1.01, 1.36, p=0.0406) and RD of 1.4%, significantly higher in the
Abrysvo group.

Proportion of negative testing in the Abrysvo group (9.6%) exceed that in the placebo group
(8.2 %) by 1.4% (excess RSV test-negatives).

This 1.4% of excess RSV test-negatives may theoretically be derived from two main sources: one
may be from false negative testing and the other from reduced negative viral interference [8].

Palivizumab may interfere with immunological-based RSV diagnostic tests such as some antigen
detection-based assays according to the label of Palivizumab in the United States [9]. It is not reported
that Abrysvo interferes with the RT-PCR testing for RS virus but it is not the exception that the RT-
PCR testing for RSV itself showed false negative testing, especially when nasal swab is used [10] as
applied in the Abrysvo trial [4].

It is virologically established that multiple respiratory viruses can concurrently or sequentially
infect the respiratory tract and lead to virus—virus interactions and infection by a first virus could
enhance or reduce infection and replication of a second virus, resulting in positive (additive or
synergistic) or negative (antagonistic) interaction [8].

We tried to calculate "Severe" RSV negative and "hospitalised" RSV negative MA-LRTI but
failed because all-cause severe MA-LRTI and all-cause hospitalised MA-LRTI were not reported in
the published [4-6] or disclosed materials.

These data need to be disclosed and made publicly available.

Kiyoshi Doi M.D. Haruna Hospital

Rokuro Hama M.D. Japan Institute of Pharmacovigilance (General incorporated association)
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