Incidence Rates of Safety Events of Interest in a Post-Approval
Study of Original Pfizer-BioNTech Monovalent COVID-19 Vaccine
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BACKGROUND AND OBJECTIVE RESULTS

* A post-approval safety study (EUPAS43468) is ongoing in the BEFORE MATCHING AFTER MATCHING
United States to assess the safety of the original Pfizer-BioNTech Number of Doses and Matched . .
~14.7 million BNT162b2 doses — ~13.0 million BNT162b2 doses

monovalent COVID-19 vaccine (BNT162b2) using data from Comparator Episodes. Eligible
5 health insurers participating in the FDA's Sentinel System. for the Study Population ~25.5 million comparator index dates - ~24.8 million comparator episodes

* The study will use a matched cohort design to compare the

incidence of 26 safety events of interest in BNT162b2 recipients Figure 1. IR of Safety Events of Interest in the Overall Study Population Without Regard to Exposure Status
to the incidence in concurrent, unexposed comparators. Risk interval Number IR per 100,000 PYs
(days) of events (95% Cl)
* As part of an interim analysis, incidence rates (IRs) of safety Cardiac
events of interest were estimated in a combined population of Myocarditis/pericarditis 1-21 1,150 54.3 (51.2-57.5) e
BNT162b2 vaccinees and unvaccinated comparators. Acute myocardial infarction 1-28 13121 514.5 (505.7-523.4) [
Neurologic
ADEM 1-42 20 0.6 (0.4-0.9) ®
METHODS Bell’s palsy 1-42 4189 126.3 (122.5-130.1) P
Convulsions 1-42 11,574 349.0 (342.7-355.5) ®
Data SOUI’CGS, Setting, and Variables EncephaIom)ielitis/encephalitis 1-42 363 10.9 (9.8-12.) :
Guillain-Barré syndrome 1-42 73 2.2 (1.7-2.8)
Narcolepsy 1-180 3,659 39.7 (38.4-41.0) ®
Data sources Transverse myelitis 1-42 64 1.9 (1.5-2.5) o
Hematologic
Claims data from 5 research partners who participate in the T " 128 13154 515.8 (507.0-524.6) ®
FDA's Sentinel SyStem (4 national insurers [CVS Health/Aetna, Disseminated intravascular coagulation 1-28 537 21.0 (19.2-22.8) o
Carelon Research, Humana, and Optum] and 1 regional insurer Immune hemolytic anemia 1-42 313 9.4 (8.4-10.5) ®
[HealthPartners], supplemented with immunization registry ITP 142 1,693 51.0 (48.6-53.5) e
data (where available). Pulmonary embolism 1-28 9,758 382.2 (374.6-389.9) ()
Study period TEEs associated with TCP 1-28 4,254 166.2 (161.2-171.2) @
. TTP 1-28 42 1.6 (1.2-2.2) ®
First date of EUA Last date of EUA Venous thromboembolism 128 15,275 698.9 (687.8-710.0) P
11 Dec 2020 Vaccine capture period 18 Apr 2023 Hemorrhagic stroke 1-28 2,679 121.9 (117.3-126.6) )
11 Dec 2020 Observation period for outcomes 30 Jun 2023 Ischemic stroke 1-28 7819 357.9 (350.0-366.0) ®
Time > Respiratory
Acute respiratory distress syndrome 1-28 11,449 521.3 (511.8-530.9) [ )
Study POPU|ati0n Vaccine-associated enhanced respiratory disease 1-365 59,974 547.4 (543.0-551.8) ()
Individuals aged > 6 months who received a first, second, Other organ ?VStem
and/or third dose (within 60 days of second dose) of Anaphy'_a)_“_s ot 20 °6.2(41.7:74.0) =
) ) Appendicitis 1-42 3,701 130.0 (125.8-134.3) e
BNT76;b2 in q hqmologous series and concurrent P——— e e 43(3.651)
unvaccinated individuals. Multisystem inflammatory syndrome 1-42 123 43(3.6-51) :
Individuals receiving an eligible dose of BNT162b2 were Myositis 1-365 18,121 165.2 (162.8-167.6) o .
matched to unexposed comparators (in a variable ratio of up to 0 100 200 300 400 500 600 700 800

IR per 100,000 PYs

ADEM = acute disseminated encephalomyelitis; Cl = confidence interval; ITP = immune thrombocytopenia; TEE = thromboembolic event; TCP = thrombocytopenia; TTP = thrombotic thrombocytopenic purpura.

1:2) on age, sex, US state, calendar time, and propensity score.

Exposed group

L 4 L 4 L 4
Dose 1 Dose 2 Dose 3 Figure 2. IR of Safety Events of Interest Among Immunocompromised Individuals and Individuals With a History of COVID-19 Without Regard
/& /& /& to Exposure Status Immunocompromised History of COVID-19
; ; ; Number IR per 100,000 PYs Number IR per 100,000 PYs
: Index date 1 : Index date 2 . Index date 3 of events (95% CI) of events (95% Cl)
Time ® ® ® > Cardiac
Myocarditis/pericarditis 406 115.6 (104.7-127.5) 210 93.6 (81.4-107.2) .’
Concurrent unexposed Acute myocardial infarction 4,863 1,152.3 (1,120.1-1,185.1) 1,649 607.9 (578.9-638.0) ° C
comparator Neurologic
ADEM 9 1.6 (0.7-3.0) 9 25(11-47) 8
Randomly Randomly Randomly Bell's palsy 1333 238.2(225.6-2514) 511 1418 (129.81547) | o ®
?§2X1 thixz ?;2)(3 Convulsions 3,948 705.5 (683.6-727.8) 1,788 496.8 (474.0-520.3) T
Time > Encephalomyelitis/encephalitis 166 29.6 (25.3-34.5) 61 16.9 (12.9-21.7) |®
Guillain-Barré syndrome 26 4.6 (3.0-6.8) 14 3.9 (21-6.5)
Narcolepsy 1,121 70.5 (66.4-74.8) 485 473 (43.2:517) |
= 30-day calendar-time interval Transverse myelitis 28 5.0 (3.3-7.2) 9 2.5(11-4.7)
Hematologic
Eligibility criteria (evaluated at each index date) Deep vein thrombosis 5,431 1,2881(1,254.1-1,322.8) 2,251 829.9 (795.9-864.9) ° ®
. Had at least 12 months of continuous medical and Disseminated intravascular coagulation 263 61.4 (54.2-69.3) 98 35.8(29.0-43.6) |&
prescription drug coverage before the index date Immune hemolytic anemia 170 30.3(25.9-35.2) 64 177 (137-227) &
[or from birth, if <12 months of age] AND ITP 639 1141 (105.5-123.3) 190 52.7(45.5-60.8) |o®
. Were enrolled from the first date they were eligible Pulmonary embolism 4,216 997.3 (967.4-1,027.9) 1,956 721.0 (689.4-753.7) ° ®
to receive the vaccine, based on age AND TEEs associated with TCP 2,092 490.5 (469.7-512.0) 720 263.3 (244.4-283.2) ® °
. . o TTP 16 37(21-61) 6 22(0.8-48) $
» Were within the age-authorized range for vaccination. Venous thromboembolism 6,308 1,790 (1,746.2-1,834.9) 2742 1176.5(1,132.9-1,221.4) ° ®
Hemorrhagic stroke 832 231.5 (216.0-247.8) 333 140.8 (126.0,-156.7) ° O
EUA = emergency use authorization. Ischemic stroke 2,625 741.4 (713.4-770.4) 965 412.1(386.5-439.0) ° e
Respiratory
Acute respiratory distress syndrome 5,092 1,425.5 (1,386.7-1,465.2) 2,096 892.6 (854.8-931.6) R °
* Covariates: Calendar time, demographics on the index date Vaccine-associated enhanced respiratory disease 19,185 1,056.2 (1,041.3-1,071.2) 5,069 410.5 (399.3-422.0) ° °
(age, sex, state), comorbidities, comedications, vaccines targeting Other organ system
infections other than SARS-CoV-2, and healthcare use. Anaphylaxis 20 138.3 (84.5-213.5) 8 84.3(36.4-166.0) | ¢®
+ Subgroups Appendicitis 764 162.1(150.8-174.0) 446 143.4 (130.4-157.3) s
— Immunocompromised (IC) individuals: IC status was Kawésaki dis.ease ® ) 2 87(5.7-12.6) ‘E
T T diagnosis, procedure, S rrec festie Multisystem inflammatory syndrome 32 6.8 (4.6-9.6) 54 17.3 (13.0-22.6) Jo
dispensing codes, based on an adaptation of a Myositis 5,400 293.0 (285.3-301.0) 2,700 211.5 (203.6-219.6) ~

| T T T T T T T T 1
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published algorithm! @® Immunocompromised @ History of COVID-19 IR per 100,000 PYs

CONCLUSIONS

— Individuals with a history of COVID-19: Defined as having
> 1 diagnosis code for COVID-19 in any medical care setting

or > 1 positive test for SARS-CoV-2 any time before the
index date. DISCUSSION

+ Safety events of interest: Safety events of interest were selected * IRs of safety events of interest in this interim analysis are generally The results of this interim analysis support the
based on outcomes included in COVID-19 vaccine safety within the range of background IRs reported by the BEST Initiative, feasibility of evaluating each safety event of
surveillance in the FDA's Biologics Effectiveness and Safety (BEST) which used administrative claims data from Medicare Fee-For-Service, interest in the final comparative analysis, including
System and CDC'’s Vaccine Safety Datalink.?® Safety events of Blue Health Intelligence, CVS Health (Aetna), Carelon Research, . .
interest were assessed in pre-defined risk intervals after the index MarketScan, and Optum in 2019-2020.% in the overall study population and among IC

individuals and individuals with a history of
COVID-19. However, due to the rareness of some
safety events of interest (e.g., ADEM, transverse

myelitis, TTP, and anaphylaxis), HRs for these

* However, because fewer than 20 cases of some events (ADEM, transverse outcomes may be estimated with limited
myelitis, TTP, anaphylaxis) were observed in IC individuals and/or
individuals with a history of COVID-19, hazard ratios (HRs) for these events
will have limited precision in these subgroups in the final analysis.

a1, UElng elEgiesks Coes: + Atleast 20 events of each safety event of interest were observed in the

* Follow-up: Individuals were followed from the index date until overall study population, which suggests the ability to estimate hazards
the earliest of the following: safety event of interest; end of the with adequate precision in the final analysis.
outcome-specific risk interval; receipt of another brand of
COVID-19 vaccine, Pfizer-BioNTech bivalent vaccine, or unknown
brand of COVID-19 vaccine; disenrollment from the health plan,
receipt of a later dose before the recommended dosing spacing,

precision in subgroup analyses.

or death.
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