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BNT162b2
2.7.3 Summary of Clinical Efficacy

Table 5. Immunogenicity Populations — Subjects 12 Through 15 and 16 Through 25
Years of Age (Immunogenicity Subset)

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo

12-15 Years 16-25 Years 12-15 Years 16-25 Years

n? (%) n? (%) n* (%) n? (%)
Randomized® 280 (100.0) 280 (100.0) 50 (100.0) 50 (100.0)
Dose 2 all-available immunogenicity population 210 (75.0) 191 (68.2) 36 (72.0) 34 (68.0)

Subjects excluded from Dose 2 all-available immunogenicity 70 (25.0) 89 (31.8) 14 (28.0) 16 (32.0)
population

Reason for exclusion

Did not receive Dose 2 1(0.4) 0 0 0
Did not have at least 1 valid and determinate 69 (24.6) 89 (31.8) 14 (28.0) 16 (32.0)
immunogenicity result after Dose 2
Dose 2 evaluable immunogenicity population 209 (74.6) 186 (66.4) 36 (72.0) 32 (64.0)

Subjects excluded from Dose 2 evaluable immunogenicity 71 (25.4) 94 (33.6) 14 (28.0) 18 (36.0)
population
Reason for exclusion®

Did not receive 2 doses of the vaccine to which they 1(0.4) 0 0 0
were randomly assigned

Did not receive Dose 2 within 19-42 days after Dose 1 1(0.4) 2 (0.7) 0 2 (4.0)

Did not have at least 1 valid and determinate 69 (24.6) 89 (31.8) 14 (28.0) 16 (32.0)
immunogenicity result after Dose 2

Did not have blood collection within 28-42 days after 3(1.) 16 (5.7) 0 3 (6.0)
Dose 2

Had important protocol deviation(s) as determined by 0 0 0 1(2.0)

the clinician

a. n=Number of subjects with the specified characteristic.

b. These values are the denominators for the percentage calculations.

c.  Subjects may have been excluded for more than 1 reason.
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Demographic Characteristics

In the adolescent (12 to 15 years of age) BNT162b2 group (Dose 2 evaluable
immunogenicity population, Table 6), 50.7% of participants were male; 88.0% were White,
7.7% were Black or African American, and 2.4% were Asian; 10.5% were Hispanic/Latino;
and the median age was 14 years. Baseline SARS-CoV-2 status was positive for 4.8% of
adolescent participants in the BNT162b2 group. Demographics were generally similar
between the BNT162b2 and placebo groups, and between adolescents and young adults 16 to
25 years of age.
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BNT162b2
2.7.3 Summary of Clinical Efficacy

Table 6. Demographic Characteristics — Subjects 12 Through 15 and 16 Through 25
Years of Age (Immunogenicity Subset) — Dose 2 Evaluable Inmunogenicity

Population
Vaccine Group (as Randomized)
BNT162b2 (30 pg) Placebo
12-15 Years 16-25 Years 12-15 Years 16-25 Years
(N2=209) (N*=186) (N*=36) (\N"=32)
n® (%) n® (%) n® (%) n® (%)
Sex
Male 106 (50.7) 92 (49.5) 21 (58.3) 14 (43.8)
Female 103 (49.3) 94 (50.5) 15 (41.7) 18 (56.3)
Race
White 184 (88.0) 147 (79.0) 31(86.1) 28 (87.5)
Black or African American 16 (7.7) 15 (8.1) 3(8.3) 2(6.3)
American Indian or Alaska Native 1(0.5) 3(1.6) 0 1(3.1)
Asian 524 10 (5.4) 1(2.8) 13.1)
Native Hawaiian or other Pacific Islander 0 3(1.6) 0 0
Multiracial 3(1.4) 6(3.2) 1(2.8) 0
Not reported 0 2 (L. 0 0
Racial designation
Japanese 1(0.5) 0 0 0
Ethnicity
Hispanic/Latino 22 (10.5) 31(16.7) 2 (5.6) 7(21.9)
Non-Hispanic/non-Latino 187 (89.5) 154 (82.8) 34 (94.4) 25(78.1)
Not reported 0 1(0.5) 0 0
Country
USA 209 (100.0) 186 (100.0) 36 (100.0) 32 (100.0)
Age at vaccination (years)
Mean (SD) 13.5(1.12) 20.6 (3.09) 13.4 (1.17) 20.3 (3.05)
Median 14.0 21.0 13.0 19.5
Min, max 12, 15) (16, 25) (12, 15) (16, 25)
Baseline SARS-CoV-2 status
Positive® 10 (4.8) 8(4.3) 2 (5.6) 1(3.1)
Negatived 194 (92.8) 178 (95.7) 33 (91.7) 31(96.9)
Missing 5(24) 0 1(2.8) 0
Body mass index (BMI) Obese®
Yes 24 (11.5) 43 (23.1) 3(8.3) 4 (12.5)
No 185 (88.5) 143 (76.9) 33 (91.7) 28 (87.5)
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Table 6. Demographic Characteristics — Subjects 12 Through 15 and 16 Through 25
Years of Age (Immunogenicity Subset) — Dose 2 Evaluable Inmunogenicity
Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
12-15 Years 16-25 Years 12-15 Years 16-25 Years
(N2=209) (N?=186) (N*=36) (N2=32)
n® (%) n® (%) n® (%) n® (%)

Abbreviation: SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Human immunodeficiency virus (HIV)-positive subjects are included in this summary but analyzed and reported
separately.

a. N =number of subjects in the specified group, or the total sample. This value is the denominator for the percentage
calculations.

b. n=Number of subjects with the specified characteristic.

c. Positive N-binding antibody result at Visit 1, positive NAAT result at Visit 1, or medical history of COVID-19.

d. Negative N-binding antibody result at Visit 1, negative NAAT result at Visit 1, and no medical history of COVID-19.
e. For 12 through 15 years age group, obesity is defined as a BMI at or above the 95th percentile. Refer to the CDC
growth charts at https://www.cdc.gov/growthcharts/html _charts/bmiagerev htm. For 16 through 25 years age group,
obesity is defined as BMI>30.0 kg/m?.

PFIZER CONFIDENTIAL SDTM Creation: 25MAR2021 (23:24) Source Data: adsl Table Generation: 02APR2021
(00:07)

(Cutoff Date: 13MAR2021, Snapshot Date: 25MAR2021) Output File:
/nda2_unblinded/C4591001_BLA1/ads]_s005_demo_ped_d2_ei

2.7.3.2.2.2. Immunogenicity Results
2.7.3.2.2.2.1. Noninferiority Analyses

Noninferiority of the immune response was evaluated in participants with no serological or
virological evidence of past SARS-CoV-2 infection up to 1 month after receipt of the second
dose.

Geometric Mean Ratio

The immune response to BNT162b2 in adolescents 12 to 15 years of age was noninferior to
that observed in young adults 16 to 25 years of age, based on SARS-CoV-2 50% neutralizing
titers at 1 month after Dose 2. The geometric mean ratio (GMR) (GMT in adolescents/GMT
in young adults) was 1.76 (2-sided 95% CI: 1.47, 2.10), meeting the 1.5-fold noninferiority
criterion (ie, lower bound of the 2-sided 95% CI for GMR >0.67) (Table 7). Of note, the
lower bound of the 2-sided 95% CI for the GMR was >1, which indicates that the GMT in
adolescents is statistically significantly higher than in young adults.

Seroresponse Rate

High proportions of participants (97.9% of adolescents and 100.0% of young adults) had a
>4-fold rise in SARS-CoV-2 50% neutralizing titers from before vaccination to 1 month after
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Dose 2 (seroresponse). The difference in the proportions (adolescents — young adults)
was -2.1% (2-sided 95% CI: -6.0%, 0.9%) (Table 8).
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BNT162b2
2.7.3 Summary of Clinical Efficacy

Table 7. Summary of Geometric Mean Ratio — NT50 — Comparison of Subjects 12 Through 15 Years of Age to Subjects 16
Through 25 Years of Age (Immunogenicity Subset) — Subjects Without Evidence of Infection up to 1 Month After
Dose 2 — Dose 2 Evaluable Inmunogenicity Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg)
12-15 Years 16-25 Years 12-15 Years/16-25 Years
Assay Dose/ n® GMT* n® GMT* GMR! Met Noninferiority Objective®
Sampling (95% CI9) (95% CI9) (95% CI) (Y/N)
Time Point?
SARS-CoV-2 neutralization assay - NT50  2/1 Month 190 1239.5 170 705.1 1.76 '
(titer) (1095.5, 1402.5) (621.4, 800.2) (1.47,2.10)

Abbreviations: GMR = geometric mean ratio; GMT = geometric mean titer; LLOQ = lower limit of quantitation;

NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Subjects who had no serological or virological evidence (up to 1 month after receipt of the last dose) of past SARS-CoV-2 infection (ie, N-binding antibody [serum]
negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab] at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit up to 1 month after
Dose 2 were included in the analysis.

a. Protocol-specified timing for blood sample collection.

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

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

d.  GMRs and 2-sided 95% Cls were calculated by exponentiating the mean difference of the logarithms of the titers (Group 1 [12-15 years] — Group 2 [16-25 years]) and the
corresponding CI (based on the Student t distribution).

e. Noninferiority is declared if the lower bound of the 2-sided 95% CI for the GMR is greater than 0.67.
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Table 8. Number (%) of Subjects Achieving a >4-Fold Rise From Before Vaccination to Each Subsequent Time Point 1
Month After Dose 2 — NT50 — Comparison of Subjects 12 Through 15 Years of Age to Subjects 16 Through 25
Years of Age (Immunogenicity Subset) — Subjects Without Evidence of Infection up to 1 Month After Dose 2 —
Dose 2 Evaluable Immunogenicity Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg)
12-15 Years 16-25 Years Difference
Assay Dose/ Nb n (%) NP n® (%) %® (95% CIf)
Sampling (95% CI%) (95% CI1Y)
Time Point*
SARS-CoV-2 neutralization assay - NT50 (titer) 2/1 Month 143 140 (97.9) 124 124 (100.0) 2.1 (-6.0,0.9)
(94.0, 99.6) (97.1, 100.0)

Abbreviations: LLOQ = lower limit of quantitation; NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Subjects who had no serological or virological evidence (up to 1 month after receipt of the last dose) of past SARS-CoV-2 infection (ie, N-binding antibody [serum]
negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab] at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit up to 1 month after
Dose 2 were included in the analysis.

Note: Baseline assay results below the LLOQ were set to LLOQ in the analysis.

a. Protocol-specified timing for blood sample collection.

b. N =number of subjects with valid and determinate assay results for the specified assay both before vaccination and at the given dose/sampling time point. These values are
the denominators for the percentage calculations.

¢. n=Number of subjects with >4-fold rise from before vaccination for the given assay at the given dose/sampling time point.

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

e. Difference in proportions, expressed as a percentage (12-15 years — 16-25 years).

f.  2-Sided CI, based on the Miettinen and Nurminen method for the difference in proportions, expressed as a percentage.
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2.7.3.2.2.2.2. SARS-CoV-2 Neutralizing Titers

Immunogenicity results were summarized for all participants with or without serological or
virological evidence of SARS-CoV-2 infection before vaccination, and results were also
summarized by baseline SARS-CoV-2 status. Positive baseline SARS-CoV-2 status was
defined as positive N-binding antibody or positive NAAT at Visit 1, or a medical history of
COVID-19; negative baseline SARS-CoV-2 status was defined as negative N-binding
antibody and negative NAAT at Visit 1 and no medical history of COVID-19.

Geometric Mean Titers (GMTs)

At 1 month after Dose 2 of BNT162b2, SARS-CoV-2 50% neutralizing GMTs were
substantially increased from baseline in both age groups, but were higher among adolescents
than among young adults (GMT 95% Cls were not overlapping) (Table 9). The neutralizing
GMT in adolescents at 1 month after Dose 2 was approximately 1.76-fold that of the young
adult group.

At 1 month after Dose 2 of BNT162b2, adolescents who had been seropositive at baseline
had SARS-CoV-2 50% neutralizing GMTs approximately 1.89-fold that of adolescents who
had been seronegative at baseline (Table 9). A similar pattern was observed for baseline
SARS-CoV-2 positive versus negative young adults.

Geometric Mean Fold-Rise (GMFR) in Titers

GMFRs in SARS-CoV-2 50% serum neutralizing titers from before vaccination to 1 month
after Dose 2 of BNT162b2 were robust, with a greater magnitude of rise in the adolescent group
(118.3) compared with the young adult group (71.2) (Table 10).

In both age groups, GMFRs were numerically higher in individuals who had been seronegative
at baseline than in those who had been seropositive at baseline.

Seroresponse Rate
The proportions of participants with a >4-fold rise in SARS-CoV-2 50% neutralizing titers
from before vaccination to 1 month after Dose 2 of BNT162b2 (seroresponse rate) were

similar in adolescents (98.1%) and young adults (99.3%) (Table 11).

Seroresponse rates were similar in adolescents who had been seropositive at baseline
(100.0%) and in those who had been seronegative (97.9%) (Table 11).
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Table 9. Summary of Geometric Mean Titers, by Baseline SARS-CoV-2 Status — NT50 — Subjects 12 Through 15 and 16
Through 25 Years of Age (Immunogenicity Subset) — Dose 2 Evaluable Immunogenicity Population
Vaccine Group (as Randomized)
BNT162b2 (30 pg) Placebo
12-15 Years 16-25 Years 12-15 Years 16-25 Years
Assay Dose/ Baseline n¢ GMT! ne GMT! n¢ GMT! ne GMT!
Sampling ~ SARS-CoV-2 (95% CI9) (95% CI%) (95% CI%) (95% CI%)
Time Point®  Status®
SARS-CoV-2 neutralization assay -  1/Prevax ALL 155 11.2 136 10.5 29 11.2 24 10.0
NTS50 (titer) (10.3,12.3) (9.9, 11.2) (8.9, 14.0) (10.0, 10.0)
POS 8 54.1 5 38.6 1 251.0 0 NE
(19.7, 148.7) (6.4,232.9) (NE, NE) (NE, NE)
NEG 146 10.3 131 10.0 27 10.0 24 10.0
(9.7, 10.9) (10.0, 10.0) (10.0, 10.0) (10.0, 10.0)
2/1 Month ALL 207 1283.0 185 730.8 36 15.1 32 10.7
(1139.6, 1444.5) (646.7, 825.8) (10.7, 21.4) (9.3, 12.4)
POS 10 2342.2 8 1439.2 2 191.0 1 10.0
(1308.7, 4191.8) (727.1, 2848.7) (1.2, 30873.6) (NE, NE)
NEG 192 1239.2 177 708.7 33 13.1 31 10.8
(1096.6, 1400.5) (626.4, 802.0) 9.7,17.7) (9.3,12.5)
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Table 9. Summary of Geometric Mean Titers, by Baseline SARS-CoV-2 Status — NT50 — Subjects 12 Through 15 and 16
Through 25 Years of Age (Immunogenicity Subset) — Dose 2 Evaluable Inmunogenicity Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
12-15 Years 16-25 Years 12-15 Years 16-25 Years
Assay Dose/ Baseline ne GMT? n GMT!? ne GMT? n¢ GMT!
Sampling  SARS-CoV-2 (95% CI?) (95% CI) (95% CI (95% CI%)

Time Point® Status®

Abbreviations: COVID-19 = coronavirus disease 2019; GMT = geometric mean titer; LLOQ = lower limit of quantitation;

NAAT = nucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein—binding; NE = not estimable; NEG = negative;

NTS50 = 50% neutralizing titer; POS = positive; Prevax = before vaccination; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

a. Protocol-specified timing for blood sample collection.

b. POS = positive N-binding antibody result at Visit 1, positive NAAT result at Visit 1, or medical history of COVID-19. NEG = negative N-binding antibody result at Visit 1,
negative NAAT result at Visit 1, and no medical history of COVID-19. ALL = irrespective of baseline SARS-CoV-2 status, including missing baseline status.

¢. n=Number of subjects with valid and determinate assay results for the specified assay at the given dose/sampling time point.

d.  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.
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Table 10. Summary of Geometric Mean Fold Rise From Before Vaccination to Each Subsequent Time Point, by Baseline
SARS-CoV-2 Status — NTS50 — Subjects 12 Through 15 and 16 Through 25 Years of Age (Immunogenicity Subset)
— Dose 2 Evaluable Immunogenicity Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
12-15 Years 16-25 Years 12-15 Years 16-25 Years
Assay Dose/ Baseline n¢ GMFR! n® GMFR! n°® GMFR! n°® GMFR?
Sampling SARS-CoV-2 (95% C1Y) (95% CI9) (95% CI9) (95% C19)
Time Status®
Point?
SARS-CoV-2 neutralization assay - NT50 (titer) 2/1Month ALL 154 118.3 135 71.2 29 14 24 1.1
(101.4,137.9) (61.3, 82.7) (1.0, 1.9) 0.9, 1.3)
POS 8 47.6 5 47.1 1 1.1 0 NE
(26.4, 86.0) (3.1,721.4) (NE, NE) (NE, NE)
NEG 145 125.0 130 72.3 27 1.4 24 1.1
(106.9, 146.2) (62.9, 83.2) (1.0, 2.0) 0.9,1.3)

Abbreviations: COVID-19 = coronavirus disease 2019; GMFR = geometric mean fold rise; LLOQ = lower limit of quantitation;

NAAT = nucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein-binding; NE = not estimable; NEG = negative;

NT50 = 50% neutralizing titer, POS = positive; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

a. Protocol-specified timing for blood sample collection.

b. POS =positive N-binding antibody result at Visit 1, positive NAAT result at Visit 1, or medical history of COVID-19. NEG = negative N-binding antibody result at Visit
1, negative NAAT result at Visit 1, and no medical history of COVID-19. ALL = irrespective of baseline SARS-CoV-2 status, including missing baseline status.

c. n=Number of subjects with valid and determinate assay results for the specified assay both prevaccination time points and at the given dose/sampling time point.

d. GMFRs and 2-sided 95% Cls were calculated by exponentiating the mean logarithm of fold rises and the corresponding CIs (based on the Student t distribution). Assay
results below the LLOQ were set to 0.5 x LLOQ in the analysis.
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Table 11. Number (%) of Subjects Achieving a >4-Fold Rise From Before Vaccination to Each Subsequent Time Point, by
Baseline SARS-CoV-2 Status — NTS50 — Subjects 12 Through 15 and 16 Through 25 Years of Age
(Immunogenicity Subset) — Dose 2 Evaluable Imnmunogenicity Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo

12-15 Years 16-25 Years 12-15 Years 16-25 Years

Assay Dose/ Baseline N¢ n! (%) N¢ n! (%) Ne¢ n? (%) Ne nd (%)
Sampling  SARS-CoV-2 (95% CI¢) (95% CI*) (95% CI°) (95% CI¢)

Time Point* Status®

SARS-CoV-2 neutralization assay - NT50 (titer) ~ 2/1 Month ~ ALL 154  151(98.1) 135  134(99.3) 29  1(34) 24 1(4.2)
(94.4, 99.6) (95.9, 100.0) (0.1,17.8) (0.1,21.1)

POS 8 8(1000) 5 4 (80.0) 1 0000) 0 0 (NE)
(63.1, 100.0) (28.4, 99.5) (0.0, 97.5) (NE, NE)

NEG 145 142(97.9) 130  130(100.0) 27 137 24 1(4.2)
(94.1, 99.6) (972, 100.0) (0.1, 19.0) (0.1,21.1)

Abbreviations: LLOQ = lower limit of quantitation; NE = not estimable; NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.
Note: Baseline assay results below the LLOQ were set to LLOQ in the analysis.

a. Protocol-specified timing for blood sample collection.

b. POS =positive N-binding antibody result at Visit 1, positive NAAT result at Visit 1, or medical history of COVID-19. NEG = negative N-binding antibody result at Visit
1, negative NAAT result at Visit 1, and no medical history of COVID-19. ALL = irrespective of baseline SARS-CoV-2 status, including missing baseline status

c. N =number of subjects with valid and determinate assay results for the specified assay both before vaccination and at the given dose/sampling time point. These values are
the denominators for the percentage calculations.

d. n=Number of subjects with >4-fold rise from before vaccination for the given assay at the given dose/sampling time point.

e. Exact 2-sided CI based on the Clopper and Pearson method.
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2.7.3.2.2.3. Immunogenicity Conclusions

The immune response to BNT162b2 in adolescents 12 to 15 years of age was noninferior to
the immune response in young adults 16 to 25 years of age, as measured by SARS-CoV-2
50% neutralizing titers at 1 month after Dose 2. In both age groups, substantial increases over
baseline in neutralizing GMTs and high seroresponse rates were observed, both in
individuals who had been seronegative and in those who had been seropositive at baseline.

2.7.3.3. Comparison and Analyses of Results Across Studies

Not applicable.

2.7.3.4. Analysis of Clinical Information Relevant to Dosing Recommendations

Not applicable. The dose regimen (2 doses of 30 pg BNT162b2, administered 21 days apart),
was determined in Phase 1 studies, which were conducted in individuals >18 years of age.

2.7.3.5. Persistence of Efficacy and/or Tolerance Effects

In Study C4591001, participants will be followed for occurrences of COVID-19 through
24 months after Dose 2, and these data will be reported at study completion. The study also
includes evaluations of functional neutralizing antibody titers at 6, 12, and 24 months after
Dose 2 of study vaccine. These data will be provided in future submissions.
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