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GMFR 7.958 4.438 4719 3.714
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N1 n (%) n (%) N1 n (%) n (%)
JAETPE (A1K) 437 347 (79.4) 15 (3.4) 351 279 (79.5) 12 (3.4)
IR 437 338 (77.3) 4 (0.9) 351 269 (76.6) 4 (1.1)
HLBE (FIR) 437 30 (6.9) 9 (2.1) 351 13 (13.7) 2 (0.6)
N, TG 437 30 ( 6.9) 5 (1.1 351 23 ( 6.6) 5 (1.4)
Y L SEE @ 437 76 (17.4) 1 (0.2) 351 54 (15.4) 4 (1.1)
2P (2F) 437 307 (70.3) 24 (5.5) 351 232 (66.1) 16 (4.6)
SER 437 192 (43.9) 5 (1.1 350 144 (41.1) 2 (0.6)
9 57 437 240 (54.9) 15 (3.4) 350 180 (51.4) 11 (3.1)
PO 437 173 (39.6) 10 (2.3) 350 135 (38.6) 13 (3.7)
RAER 437 136 (31.1) 4 (0.9) 350 111 (31.7) 3 (0.9)

L - IEM 437 45 (10.3) 1 (0.2) 350 35 (10.0) 0
S 437 104 (23.8) 1 (0.2) 350 74 (21.1) 1 (0.3)

D) 436 19 ( 4.4) 1 (0.2) 351 12 (3.4) 0
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JRPTE () | 347 (79.4) 15 (3.4) 143 (85.6) 8 (4.8) 13,029 (88.7) © | 1,023 ( 7.0) ©
3] 338 (77.3) 4 (0.9) 140 (83.8) 6 (3.6) 12,964 (88.3) © 606 ( 4.1) 9
FLBE - J87R 30 ( 6.9) 9 (2.1) 8 (48) 1 (0.6) 1,274 (18.7) P 287 ( 2.0)
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PET 87 (82.1) 161 (74.5) 89 (78.8)
TR+ ALBE 9 (85) 16 ( 7.4) 5 (44)
N - kS 8 (175) 17 ( 7.9) 5 (44)
U oo SHEY 18 (17.0) 40 (18.5) 18 (15.9)
GV 50 (47.2) 85 (39.4) 56 (49.6)
95 59 (55.7) 119 (55.1) 61 (54.0)
i IR 42 (39.6) 82 (38.0) 49 (43.4)
RAEH 37 (34.9) 64 (29.6) 35 (31.0)
BT A 14 (13.2) 20 ( 9.3) 11 (9.7
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Table 10. Geometric Mean Ratios For Between Vaccine Group Comparison - Cohort
2 - Primary Immunogenicity Subset - Participants Without Evidence of
Infection up to 1 Month After First Study Vaccination - Evaluable
Immunogenicity Population

Vaccine Group (as Randomized)

BNT162b2 OMI (30 pg) BNTI162b2 (30 pg) BNT162b2 OMI (30 pg)/
BNT162b2 (30 pg)

Assay Dose/Sampling  n® GMT n® GMT* GMR!?
Time Point® (95% CI°) (95% CI°) (95% CI%)

SARS-CoV-2 1/1 Month 132 1929.2 141 1099.6 1.75

neutralization assay - (1631.5,2281.1) (932.0, 1297.9) (1.39,2.22)

Omicron BA.1 - NT50

(titer)

Abbreviations: GMT = geometric mean titer; GMR = geometric mean ratio; LLOQ = lower limit of quantitation; N-
binding = SARS-CoV-2 nucleoprotein—binding; NAAT = nucleic acid amplification test; NT50 = 50% neutralizing titer;
SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Primary immunogenicity subset = a random sample of 175 participants in each vaccine group selected from the full
expanded set.

Note: Participants who had no serological or virological evidence (prior to the 1-month post—first study vaccination blood
sample collection) of past SARS-CoV-2 mnfection (1e, N-binding antibody [serum] negative at the first study vaccination
and the 1-month post—first study vaccination visits, negative NAAT [nasal swab] at the first study vaccination visit, and
any unscheduled visit prior to the 1-month post—first study vaccination blood sample collection)

and had no medical history of COVID-19 were included in the analysis.

a. Protocol-specified timing for blood sample collection.

b. n=Number of participants with valid and determinate assay results for the specified assay at the given sampling time
point.

c¢. GMTs and 2-sided 95% CIs were calculated by exponentiating the mean logarithm of the titers and the corresponding
CIs (based on the Student t distribution). Assay results below the LLOQ were set to 0.5 x LLOQ.

d. GMRs and 2-sided 95% CIs were calculated by exponentiating the mean difference of the logarithms of the titers
(BNT162b2 OMI [30 pg] - BNT162b2 [30 pg]) and the corresponding CI (based on the Student t distribution).

PFIZER CONFIDENTIAL SDTM Creation: 06MAY2022 (08:21) Source Data: adva Table Generation: 18MAY2022
(06:47)

(Data Cutoff Date: 11MAR2022, Database Snapshot Date: SAPR2022) Output File:

/nda2 ubd/C4591031 D/adva s001 gmr pr1 inf eval

BNT162b2OMI : 1ffi (43I 27 @ BA.l) U7 F BNTI62b2 : 1ffi (&) V27 F
aIF7 4 RTU fHEE BF1 4 4 8 A 8 AT SUIEARSE AR IH — 04 H7KGE F 35 Rk
CTD 5.3.5.1.2 C4591031 Substudy D- Cohort 2- Interim Full Clinical Study Report (Table10)

Table 11. Difference in Percentages of Participants With Seroresponse - Cohort 2 -
Primary Immunogenicity Subset - Participants Without Evidence of
Infection up to 1 Month After First Study Vaccination - Evaluable
Immunogenicity Population

Vaccine Group (as Randomized)

BNT162b2 OMI (30 pg) BNT162hb2 (30 pg) Difference

Assay Dose/Sampling Na n® (%) N2 n® (%) %4 (95% CI¢)
Time Point (95% CI°) (95% CI%)
SARS-CoV-2 neutralization 1/1 Month 130 81(62.3) 140 55(393) 230 (111,
assay - Omicron BA 1 - NT50 (53.4.70.7) (31.1.47.9) 343)
(titer)
6
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Abbreviations: LLOQ = lower limit of quantitation; N-binding = SARS-CoV-2 mucleoprotein-binding: NAAT = aucleic
acid amplification test; NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.
Note: Seroresponse is defined as achieving a >4-fold rise from baseline (before the first dose of smudy vaccination). If the
baseline measurement is below the LLOQ, the postvaccination measure of >4 x LLOQ is considered seroresponse.

Note: Primary immunogenicity subset = a random sample of 175 participants in each vaccine group selected from the full
expanded set.

Note: Participants who had no serological or virological evidence (prior to the 1-month post-first study vaccination blood
sample collection) of past SARS-CoV-2 mfection (ie. N-bindinz antibody [serum] negative at the first smdy vaccination
and the 1-month post—first study vaccination visits, negative NAAT [nasal swab] at the first smdy vaccination visit, and
any unscheduled visit prior to the 1-month post—first smdy vaccination blood sample collection)

and had no medical history of COVID-19 were included in the analysis

a. N =number of participants with valid and determinate assay results for the specified assay at both the prevaccinaton
time point and the given sampling tme point This value is the denominator for the percentage calculations.

b. n=Number of participants with seroresponse for the given assay at the given sampling time point

c. Exact 2-sided CI based on the Clopper and Pearson method.

d  Difference in proportions, expressed as a percentage (BNT162b2 OMI [30 pue] - BNT162b2 [30 uel).

e. 2-Sided CT based on the Miettinen and Numminen method for the difference in proportions, expressed as a percentage
PFIZER CONFIDENTIAL SDTM Creation: 06MAY2022 (08:21) Source Data: adva Table Generation: 18MAY2022
(06:47)

(Data Cutoff Date: 1 1MAR2022, Database Snapshot Date: SAPR2022) Output File:
J/nda2_ubd/'C4591031_D/adva_s001_diff pri_inf eval

BNT162b2 OMI : 1fli (X7 = BA.1) U2 F o BNTI62b2 : 1fli (&) 727 F
aIF7 4 RTU fHEE BF04 4 8 A 8 AT SUIEARSE AR IH — 04 H7KGE F 35 Rk
CTD 5.3.5.1.2 C4591031 Substudy D- Cohort 2- Interim Full Clinical Study Report (Tablel1)
=t
[R£]

- BEAZEER COREHEER T AR ORFASE, 1 (F3H/02BA1) D
P9F30 pugb 1l GER) 99F230 pug LOMTRBETHY. Grade3 LU
LtDREZRORRIAGLRABETH = (FMA4F9R 7 BHNTHITBUEN BER
mEREFRAHE FHARICRLIBEE] AIF T4 RIUFE). R 15),
FEORERSEROFHRARODRIEFT1~280 (&EE: 1~1980). 251D
HERSEROFGABOFRIEG 1~28 (&EBE: 1~17TH) THoT=,

£15 BEFEFROEIRE (V7#HER D a5k — b 2, ZEMEEITRERN)
BN Grade 3 UL E
1l (&) v 1Ml (A7 vv 1l (&) v 1fli (A7 v
NZ BA.l) V7 F NZ BA.l) V7 F
30 ug 30 g 30 ug 30 g
(N=306) (N=294) (N=306) (N=294)
n (%) n (%) n (%) n (%)
JA | &R 243 (79.4) 231 (78.6) — —
B | BESEAE TR 240 (78.4) 229 (77.9) 3 (1.0) 2 (0.7)
| 3R 13 (42) 21 (7.1) 0 0
IS | AR 27 ( 8.8) 25 ( 8.5) 0 0
2| 2K 223 (72.9) 228 (77.6) — —
5| %y 185 (60.5) 189 (64.3) 8 (2.6) 10 (3.4)
S| GEYE 138 (45.1) 140 (47.6) 6 (2.0) 6 (2.0)
I 30 (26.1) 93 (31.6) 3 (1.0) 4 (1.4)
M- 5 (1.6) 8 (2.7) 0 0
T 36 (11.8) 25 ( 8.5) 2 (0.7) 0
5 P 87 (28.4) 99 (33.7) 3 (1.0) 2 (0.7)
RAFv 46 (15.0) 69 (23.5) 0 3 (1.0)
FHEY 22 (7.2) 25 ( 8.5) 1 (03) 1 (0.3)

N=fRAT S GRAE], n=J8 S5

a) Grade 77

S SN TR,
(FMMAFE9 A7 BHITHIITBUEAN EXEREERSBRE
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BREEE1HDARETICROON-EBTEEESR ColREREER 7 BREICE
(TR EAEEREKRC) RUVBIRIGIE, 11 GER) 799F2 30 ug#T3 1%
(12/325451) B 1.5% (5/32541), 1{fi (A= B >BA 1) DU0F>30 ug#t
T5.7% (18/31541) RV 3.2% (10/3154l) THho1f=. WIThHhDET2HILILE
[CEOON-BEERIE, ) /NEE (1 GEJR) Z2F> 0.9% (3/305 1),
1 (A2 B2UBA1) 99F20.3% (1/30241)). MfE (14 GEIR) 99 F
> 0% (0/305451), 1fi (A=H O >2BA1) DU9F>0.6% (2/302151)) D, 4F
EEEEFRELTHESNIEZEZRTHY .. CNODERDIFLEAENBRBRELDRE
REGRHY LFET SN T,

T—A2Ay kA 7B (2022 £3 8 11 B) £TICROoN-EELEEERIL.
24 (1 GEJR) 79F> 30 ug HOKEEZ 14, 1fi (A, BAT)
D9F230 ugEBEORBERE1G) THo=MN., WTFhEARBRELODRRBERIEIE
EInt-,

2ARELT, TRETICT1E BR) 79 F U THERIATVWSZEETO D7
AILERBTHY . 1EEDEMEEN S EERMRE 3~ 6 D ARBERIZC2ZEED
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Figure 1. Reactogenicity of the Three Booster Vaccines against Covid-19, According to Primary Vaccine Regimen.

Shown are local (injection-site) and systemic reactions that were reported within 7 days after the administration of the mRNA-1273
(Panel A), Ad26.COV2.S (Panel B), and BNT162b2 (Panel C) boosters, according to the primary immunization regimen. Local and sys-
ternic reactions after the booster injection were graded as mild (does not interfere with activity), moderate (interferes with activity), or

severe (prevents daily activity).

Homologous and Heterologous Covid-19 Booster Vaccinations, N Engl J Med 2022; 386: 1046-57 & ¥ 51
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2.2.2. Interval Reports for BNT162b2 Bivalent vaccines

Cumulatively through 15 September 2022, the MAH has received no cases reports following
the administration of the BNT162b2 Bivalent (Original and Omicron BA.1).

Appendix 2(C)'*® provides the interval number of case reports and summary tabulations of
events by PT and SOC reported following the administration of the BNT162b2 Bivalent
(Original and Omicron BA.4/BA.5). These are also the cumulative reports received through
15 September 2022."3

The most frequently reported events are listed or consistent with listed events as per the
current RSI® Adverse event reports warranting discussion follow.

Medication error reports

Forty-eight (48) cases potentially indicative of medication errors pertaining to BNT162b2
Bivalent (Original and Omicron BA.4/BA.5) were reviewed.'* Upon review of these cases, it
was noted that all cases were non-serious and did not co-report clinical adverse events.
Therefore, although human errors occurred (e.g., administration of BNT162b2 Original as a
booster or administration of BNT162b2 Bivalent [Original and Omicron BA.4/BA.5] as a
primary vaccine), no new significant risks were noted. Medication errors with the bivalent
vaccines will be closely monitored.
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APPENDIX 2(C) Interval Number of Case Reports for BNT162B2 Bivalent (Original and Omicron BA.4/BA.5) [(Serious
and Non-Serious, Medically Confirmed and Non-Medically Confirmed) from Post-Marketing Data Sources, Overall,
by Sex, Country, Age Groups and in Special Populations] and Summary Tabulation by Preferred Term and MedDRA

System Organ Class

BNT162B2, BNT162B2 OMI BA.4-5 - ALL

Reporting Period: 16-AUG-2022 Through 15-SEP-2022
Total Number of Cases: 84 (100%) (ALL)/ 84 (OVERALL)

Total Number of Adverse Events (PT): 193 (ALL)

NON CT
Total Number of Cases: 84
Total Number of Adverse Events (PT): 193
| Number of Cases[ Percentage (%)
Sex
FEMALE 28 333 %
MALE 22 26.2 %
NO DATA 34 40.5 %
Age Range
Min = 14.0 Years 12to 17 years 4.8 %
Max = 91.0 Years 18 - 30 years 71 %
31- 50 years 10 11.9 %
Mean =48.7 51 - 64 years 11 13.1%
; Median = 51.0 65 - 74 years 5 6.0 %
;’Standard Deviation = 20.93 Greater than or equal to 75 years 5 6.0 %
In=41 Unknown 43 51.2 %
4Country Where Event Occured
: UNITED STATES | 84| 100.0 %
JSource
I: Spontaneous | 84| 100.0 %
qCase Seriousness
SERIOUS 5 6.0 %
] NONSERIOUS 79 94.0 %
1HP/Medically Confirmed
E Yes 39 46.4 %
No 45 53.6 %
E-Special Populations Pregnant/Breastfeeding Women
] Yes | 1] 12%
] Pediatric Non EIU
Yes | 4| 48 %
3 Elderly
E Yes | 10| 11.9%
Race/Ethnicity
BLACK - NO DATA 2 2.4 %
CAUCASIAN - HISPANIC OR LATINO 1 1.2 %
t CAUCASIAN - NO DATA 6 71 %
] CAUCASIAN - NOT HISPANIC OR LATINO 10 11.9 %
NO DATA - NO DATA 63 75.0 %
NO DATA - NOT HISPANIC OR LATINO 1 1.2%
NO DATA - OTHER 1 1.2%




APPENDIX 2(C) Interval Number of Case Reports for BNT162B2 Bivalent (Original and Omicron BA.4/BA.5) [(Serious
and Non-Serious, Medically Confirmed and Non-Medically Confirmed) from Post-Marketing Data Sources, Overall,
by Sex, Country, Age Groups and in Special Populations] and Summary Tabulation by Preferred Term and MedDRA

System Organ Class

BNT162B2, BNT162B2 OMI BA.4-5 - ALL

Reporting Period: 16-AUG-2022 Through 15-SEP-2022
Total Number of Cases: 84 (100%) (ALL) / 84 (OVERALL)

NON CT

Total Number of Adverse Events (PT): 193 (ALL)

Total Number of Cases: 84
Total Number of Adverse Events (PT): 193

Preferred Term System Organ Class (SOC) Number of Cases
Wrong product administered Injury, poisoning and procedural complications 25 (29.76%)
Product packaging confusion Injury, poisoning and procedural complications 12 (14.29%)
Headache Nervous system disorders 8 (9.52%)
Incorrect dose administered Injury, poisoning and procedural complications 8 (9.52%)
Poor quality product administered Injury, poisoning and procedural complications 8 (9.52%)
Vaccination site pain General disorders and administration site conditions 8 (9.52%)
Fatigue General disorders and administration site conditions 7 (8.33%)
Off label use Injury, poisoning and procedural complications 7 (8.33%)
Pain General disorders and administration site conditions 7 (8.33%)
Chills General disorders and administration site conditions 6 (7.14%)
Pyrexia General disorders and administration site conditions 6 (7.14%)
Pain in extremity Musculoskeletal and connective tissue disorders 5 (5.95%)
Immunisation Surgical and medical procedures 4 (4.76%)
Myalgia Musculoskeletal and connective tissue disorders 4 (4.76%)
Product administration error Injury, poisoning and procedural complications 4 (4.76%)
Expired product administered Injury, poisoning and procedural complications 3 (3.57%)
Product temperature excursion issue Product issues 3 (3.57%)
Arthralgia Musculoskeletal and connective tissue disorders 2 (2.38%)
Burning sensation Nervous system disorders 2 (2.38%)
COVID-19 Infections and infestations 2 (2.38%)
Decreased appetite Metabolism and nutrition disorders 2 (2.38%)
Diarrhoea Gastrointestinal disorders 2 (2.38%)
Dizziness Nervous system disorders 2 (2.38%)
Hypoaesthesia Nervous system disorders 2 (2.38%)
Insomnia Psychiatric disorders 2 (2.38%)
Interchange of vaccine products Surgical and medical procedures 2 (2.38%)
Paraesthesia Nervous system disorders 2 (2.38%)
Product administered at inappropriate site  |Injury, poisoning and procedural complications 2 (2.38%)
Product use issue Injury, poisoning and procedural complications 2 (2.38%)
Rash Skin and subcutaneous tissue disorders 2 (2.38%)
Underdose Injury, poisoning and procedural complications 2 (2.38%)
Asthenia General disorders and administration site conditions 1 (1.19%)
Back pain Musculoskeletal and connective tissue disorders 1 (1.19%)




Preferred Term

System Organ Class (SOC)

Number of Cases

Bone pain

Musculoskeletal and connective tissue disorders

1 (1.19%)

Circumstance or information capable of
leading to medication error

Injury, poisoning and procedural complications

1 (1.19%)

Cold sweat Skin and subcutaneous tissue disorders 1 (1.19%)
Dehydration Metabolism and nutrition disorders 1 (1.19%)
Disturbance in attention Nervous system disorders 1 (1.19%)
Drug ineffective General disorders and administration site conditions 1 (1.19%)
Dry mouth Gastrointestinal disorders 1 (1.19%)
Dyspepsia Gastrointestinal disorders 1 (1.19%)
Ear pain Ear and labyrinth disorders 1 (1.19%)
Feeling cold General disorders and administration site conditions 1 (1.19%)
Feeling hot General disorders and administration site conditions 1 (1.19%)
Feeling of body temperature change General disorders and administration site conditions 1 (1.19%)
Gait inability General disorders and administration site conditions 1 (1.19%)
Heart rate increased Investigations 1 (1.19%)
Hyperhidrosis Skin and subcutaneous tissue disorders 1 (1.19%)
Incorrect product formulation administered |Injury, poisoning and procedural complications 1 (1.19%)
Influenza like illness General disorders and administration site conditions 1 (1.19%)
Injected limb mobility decreased General disorders and administration site conditions 1 (1.19%)
Joint swelling Musculoskeletal and connective tissue disorders 1 (1.19%)
Lymphadenopathy Blood and lymphatic system disorders 1 (1.19%)
Maternal exposure during pregnancy Injury, poisoning and procedural complications 1 (1.19%)
Musculoskeletal stiffness Musculoskeletal and connective tissue disorders 1 (1.19%)
Nausea Gastrointestinal disorders 1 (1.19%)
Near death experience Psychiatric disorders 1 (1.19%)
Neck pain Musculoskeletal and connective tissue disorders 1 (1.19%)
Pain of skin Skin and subcutaneous tissue disorders 1 (1.19%)
Presyncope Nervous system disorders 1 (1.19%)
Product prescribing issue Injury, poisoning and procedural complications 1 (1.19%)
Renal pain Renal and urinary disorders 1 (1.19%)
Swelling General disorders and administration site conditions 1 (1.19%)
Swelling face General disorders and administration site conditions 1 (1.19%)
Thirst General disorders and administration site conditions 1 (1.19%)
Tremor Nervous system disorders 1 (1.19%)
Vaccination failure General disorders and administration site conditions 1 (1.19%)
Vaccination site erythema General disorders and administration site conditions 1 (1.19%)
Vaccination site pruritus General disorders and administration site conditions 1 (1.19%)
Vaccination site rash General disorders and administration site conditions 1 (1.19%)
Vaccination site swelling General disorders and administration site conditions 1 (1.19%)




