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vaccinated with study intervention produced by manufacturing “Process 17 will be selected
for this descriptive analysis.

Participants are expected to participate for up to a maximum of approximately 26 months.
The duration of study follow-up may be shorter among participants enrolled in Phase 1
dosing arms that are not evaluated in Phase 2/3.

4.2. Scientific Rationale for Study Design

Additional surveillance for COVID-19 will be conducted as part of the study, given the
potential risk of disease enhancement. If a participant experiences symptoms, as detailed in
Section 8.13, a COVID-19 illness and subsequent convalescent visit will occur. As part of
these visits, samples (nasal [midturbinate] swab and blood) will be taken for antigen and
antibody assessment as well as recording of COVID-19—related clinical and laboratory
information (including local diagnosis).

Human reproductive safety data are not available for BNT162 RNA-based COVID-19
vaccines, but there is no suspicion of human teratogenicity based on the intended mechanism
of action of the compound. Therefore, the use of a highly effective method of contraception
is required (see Appendix 4).

4.3. Justification for Dose

Because of the requirement for a rapid response to the newly emerged COVID-19 pandemic,
sufficient data were not available to experimentally validate the dose selection and initial
starting dose. Therefore, the original planned starting dose of 10 pg (for both BNT162b1 and
BNT162b2) in this study was based on nonclinical experience with the same RNAs encoding
other viral antigens (such as influenza and HIV antigens). The general safety and
effectiveness of uRNA and modRNA platforms have been demonstrated in oncological
clinical trials with different administration routes (NCT02410733, NCT03871348). Doses of
up to 400 ng total uRNA have been administered IV as RNA lipoplex (RNA-LPX) and doses
of up to 1000 ng total naked modRINA have been administered intratumorally, both without
signs of unpredictable overstimulation of the immune system.

Based on nonclinical data of the RNA components, with other liposomes or in conjunction
with the lipid nanoparticles as will be tested clinically in this study, it was expected that
doses in the 1- to 5-ug range would be immunogenic and induce neutralizing antibodies;
however, it was anticipated that 3- to 10-fold higher doses would likely be required to elicit a
stronger antibody response. Based on previous clinical and nonclinical experience, it was
expected that doses of up to 100 ug would be well tolerated.

Update as part of protocol amendment 2: preliminary experience in this study and the
BioNTech study conducted in Germany (BNT162-01) suggests that, for vaccine candidates
based on the modRNA platform, a dose level between 30 pg and 100 pg warrants
consideration. Therefore, a 50-ug dose level is formally included for BNT162b1 and
BNT162b2.
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10.4.3. Woman of Childbearing Potential

A woman is considered fertile following menarche and until becoming postmenopausal
unless permanently sterile (see below).

If fertility 1s unclear (eg, amenorrhea in adolescents or athletes) and a menstrual cycle cannot
be confirmed before the first dose of study intervention, additional evaluation should be
considered.

Women in the following categories are not considered WOCBP:
1. Premenarchal.
2. Premenopausal female with 1 of the following:

e Documented hysterectomy;

e Documented bilateral salpingectomy;

e Documented bilateral oophorectomy.

For individuals with permanent infertility due to an alternate medical cause other than the
above, (eg, mullerian agenesis, androgen insensitivity), investigator discretion should be
applied to determining study entry.

Note: Documentation for any of the above categories can come from the site personnel’s
review of the participant’s medical records, medical examination, or medical history
interview. The method of documentation should be recorded in the participant’s medical
record for the study.

3. Postmenopausal female:

e A postmenopausal state is defined as no menses for 12 months without an alternative
medical cause. In addition, a

e high FSH level in the postmenopausal range must be used to confirm a
postmenopausal state in women under 60 years of age and not using hormonal
contraception or HRT.

e Female on HRT and whose menopausal status is in doubt will be required to use
one of the nonestrogen hormonal highly effective contraception methods if they
wish to continue their HRT during the study. Otherwise, they must discontinue
HRT to allow confirmation of postmenopausal status before study enrollment.

Page 133



PF-07302048 (BNT162 RNA-Based COVID-19 Vaccines)
Protocol C4591001

10.4.4. Contraception Methods

Contraceptive use by men or women should be consistent with local availability/regulations
regarding the use of contraceptive methods for those participating in clinical trials.

1.

Implantable progestogen-only hormone contraception associated with inhibition of
ovulation.

Intrauterine device.

Intrauterine hormone-releasing system.
Bilateral tubal occlusion.
Vasectomized partner:

e Vasectomized partner is a highly effective contraceptive method provided that the
partner is the sole sexual partner of the woman of childbearing potential and the
absence of sperm has been confirmed. If not, an additional highly effective method
of contraception should be used. The spermatogenesis cycle 1s approximately
90 days.

Combined (estrogen- and progestogen-containing) hormonal contraception associated
with inhibition of ovulation:

¢ Oral;

e Intravaginal;

e Transdermal;

e Injectable.

Progestogen-only hormone contraception associated with inhibition of ovulation:

¢ Oral;

e Injectable.

Sexual abstinence:

e Sexual abstinence is considered a highly effective method only if defined as
refraining from heterosexual intercourse during the entire period of risk associated
with the study intervention. The reliability of sexual abstinence needs to be evaluated

in relation to the duration of the study and the preferred and usual lifestyle of the
participant.
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