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1 TITLE PAGE
INTERIM CLINICAL STUDY REPORT - BNT462-01 '
Version: 3.0 Dats of this report: 20 MAR 2021 -
Sponsor: BioNTech SE Date of previous reports 23 SEP 2020 (ver. 1.0)
55131 Mainz, Germany 28 NOV 2020 (ver. 2.0)
Title of study A multi-site, Phase I1I, 2-part, dose-eacalation trial Investigating the safety and

Immunogenicity of four prophylactic SARS-CoV-2 RNA vaccines against
Eﬂovn-wmmumwmm‘yw
munocompromised adulls

Study number BNT162-01

Protocol version Version 8.0 (dated 05 OCT 2020); the version valid at the 23 OCT 2020
reaciogenicity, safety, disposition, and immunogenicily data cut-off

Study design Mufti-site, Phase V/il, dose-escalation and expansion study

Ragulatory identifiers EudraCT no.: 2020-001038-36; ClinicalTrials.gov: NCT04380701; WHO UTN;
U1111-1240-4220

investigstional medicinal BNT162: SARS-CoV-2 - RNA lipid nanoparticie (RNA-LNP) vaccines utilizing

products (IMPs) different RNA formats, Le., BNT162b1 and BNT162b2

indication Protection against COVID-18 caused by the SARS-CoV-2 virus

Phase of development |/l

Sponsor signatories Efizabeth Adams, MD, Senior Medical Director, BloNTech US, Inc.
Stefan Liebscher, Responsible Statistician

Coordinating Or. Dr. med, Armin Schultz, CRS Clinical Research Services
investigator Mannheim GmbH, Germany
Study sites Sltes In Berlin and Mannheim, Germany.
For further detalls of the study sites and site personnel, see Appandix 16.1.4.
Study period Study start / end date: 23 APR 2020 / Ongolng
Early study termination: Not applicable
Type of report Interim report (the BNT162-01 study is clinically ongoing; see the below notes)

This clinical study is still clinically ongolng. This third interim clinical study report (CSR) summarizes reactoganicity and
safely data avallable for BNT162b1 and BNT182b2 callected up unill Visit 8 (the first follow-up visit at ~63 d after the
second dose) for dose-escalation and dose-axpansion cohorts (dose groups) in Part A of this study, therefore this CSR
only describes the study conduct relevent for these dose groups. This CSR differs from the second Interm CSR In that
additional immunity (CMI) data were added for a small number of participants thet received 10, 20, and
30 pg BNT162b2 using research samples collected at Visit 8 (63 d post-Dose 2) and Visil 9 (162 d post-Dose 2).

The respeciive data cul-off dales ere: reactogenicity, safely, disposition, and immunogenicity data (23 OCT 2020); T-
cell response data (ELISpot data) data (02 MAR 2021); intracefiular cylokine staining (ICS) data (17 NOV 2020 for
BNT162b1 and 02 MAR 2021 for BNT162h2).

The data from this study, togsther with data from other sourcas including the study BNT162-02/C4501001, were used
to select the BNT162 vaccine and dose level for further study In the Phase Il evaluation of efficacy.

Data not included here will be providad in later interim reports andlor the final CSR, which will incude data for the ather
iMPs under investigation in this study (.e., BNT162s1 and BNT182c2).

Good Clinical Practics (GCP) etatement: Tho study wes conducled acoording lo GCP guidelines, the applicable local laws, and in
accordanca with the athical principles that have thelr origing in the Declaration of Helsinkd,

Confidentislity statement: The information contsined in this document is the properly snd copyright of BloNTech SE. Tharefore, this
document fs provided in confidence to the racipient, No information contained herein shall ba published, disdlosed or reproducad without
prior written approval of the propriator,

FDA-CBER-2021-5683-0046689
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pressure, pulse rate, body temperature, respiratory rate), and clinical laboratory tests
(blood chemisiry, hematology, and urine chemistry) at Visit 0,

Note: Healthy volunteers with pre-existing stable disease, defined as disease not
requiring significant change in therapy or hospitalization for worsening disease
during the 6 wks before enroliment, can be included.

Women of childbearing potential (WOCBP) must have a negative beta-human
chorionic gonadotropin urine test at Visit 0 and Visit 1. Women that are
posimenopausal or permanently slaﬂllzad will be cansidered as not having
reproductive potential.

WOCBP must agree to practice a highly effective form of contraception during the
siudy, starting after Visit 0 and continuously until 60 d after receiving the last IMP
dose. WOCBP must agree to require their male partners to use condoms during
sexual contact (unless male partners are sterifized or infertile).

WQOCBP must confirm that they practiced at least one highly effective form of
contraception for the 14 d prior to Visit 0.

WOCBP must agree not to donate eggs (ova, cocytes) for the purposes of assisted
reproduction during study, starting after Visit 0 and continuously until 60 d afler
receiving the last IMP dose.

Men who are sexually active with a WOCBP and have not had a vasectomy must
agree to practice a highly effective form of contraception with their female partner of
childbearing potential during the study, starting after Visit 0 and continuously until
60 d after receiving the last IMP dose.

Men must be willing to refrain from sperm donation, starting after Visit 0 and
continuously until 60 d after receiving the last IMP dose.

They must have confirmation of their health insurance coverage prior to Visit 0.

They must agree to not be vaccinated during the study, starting after Visit 0 and
continuously until 28 d after receiving the last IMP dose.

_Exclusion criteria Part A

Volunteers wera excluded from the study if they meet or present any of the following
criteria; .

%

Have had any acute lliness, as determined by the investigator, with or without fever,
within 72 h prior to the first immunization. An acute iliness which is nearly resolved
with only minor residual symptoms remaining is allowable if, in the opinion of the
investigator, the residual symptoms will not compromise their wellbeing if they
participate as study participants in the study, or that could prevent, limit, or confound
the protocol-specified assessments.

Are breastfeading on the day of Visit 0 or who plan to breastfeed during the study,
starting after Visit 0 and continuously until at least 90 d after receiving the last IMP
dose,

FDA-CBER-2021-5683-0046708
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Date: 20 MAR 2021

19, Have a history of Guillain-Barré syndrome within 6 wks following a previous
vaccination.

20. Have a history of narcolepsy.

21. Have history of alcohol abuse or drug addiction within 1 yr before Visit 0.

22. Have a history of or suspected immunosuppressive condition, acquired or
congenital, as determined by medical history and/or physical examination at Visit 0.

. Have any abnormality or permanent body art (e.g., tattoo) that, in the opinion of the
investigator, would obstruct the ability to observe local reactions at the injection site.

. Have had any blood loss >450 mL, e.g., due to donation of blood or blood products
or injury, within the 7 d prior to Visit O or plan to donate blood during the study,
?wmmwommumunﬂammndmmgmehstm

ose.

25. Symptoms of COVID-19, e.g., respiratory symploms, fever, cough, shortness of
breath and breathing difficulties.

. Have had contact with persons diagnosed with COVID-19 or who tested positive for
SARS-CoV-2 by any diagnastic test within the 30 d prior to Visit 1.

27. Are soldiers, are in detention, are CRO or sponsor staff or their family members.
. Regular receipt of inhaled/nebulized corticosteroids,

28} For older adults only: Have a condition known to put them at high risk for severe
~ COVID-19, including those with any of the following risk factors:

23

24

26

28

[ =

Hypertension

Diabetes meliitus

Chronic obstructive pulmonary disease
Asthma

Chronic liver disease

- Known Stage 3 or worse chronic kidney disease (glomerular filtration rate

<60 mL/min/1.73 m?)

Serious heart conditions, such as heart failure, coronary artery disease, or
cardiomyopathles

Sickle cell disease

Cancer

Are immune compromised due to stem cell or organ-transplantation with
significant medical complications such as acute or chronic graft rejection or
graft versus host disease requiring intensive immunosuppressive treatment,
transplant fallure or infectious compiications or other conditions that would be
considered a contraindication for vaccination

FDA-CBER-2021-5883-0048710
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~ Are immune compromised due to HIV infection with a CD4+ count of < 200 x
106 /L at screening or significant medical complications such as opportunistic
infections, malignant complications (e.g., lymphoma, Kaposi sarcoma), other
organ manifestations consistent with advanced AIDS or other conditions that

{ would be considered a contraindication for vaccination

= Resident In a long-term facility
«~ Current vaping or smoking (occasional smoking is acceptable)
= History of chronic smoking within the prior year

9.6 Removal of participants from the study, study assessments or
IMP

Criteria for study participant discontinuation from the study or IMP are listed in Protocol
Seclion 7. The handling of study participant discontinuation from the study or IMP s
described in Protocol Section 7.

9.7 Treatments

9.7.1 Treatments administered
The administration of study treatments Is described in detall in Protocol Section 6.

9.7.2 Investigational medicinal products

Name: BN'L}gz vaccines - Antiviral RNA vaccines for active immunization against
GD “19;

IMP and dose Younger participants aged 18 to 55 yrs:

levels: BNT162b1: 1 pg, 3 pg, 10 pg, 20 pg, 30 pg, 50 ug, and 60 pg.
BNT162b2: 1 pg, 3 pg, 10 pg, 20 pg, 30 pg.
Older participants aged 56 to 85 yrs:

BNT162b1: 10 pg, 20 pg, and 30 pg.
ENT162b2: 10 pg, 20 pg, and 30 pg.

Dosing Two injections ~21 d apart. Injection volumes were up to 0.5 mL.

regimen:

Dosing route: IM; upper arm, musculus deltoideus. Use of the same arm for both doses was
allowed. The non-dominant arm was preferred.

Batch Nr.: BNT162b1: E220195-0001L, E220185-0004L, E220195-0014L.
BNT162b2: E220185-0004L, E220195-0017L., E220185-0018L.

Packaging and labeling of the IMPs are described in the Pharmacy Manual and the
connected appendix provided in Appendix 16.1.1.4.

instructions for delivery, storage, and disposal of IMP are described in the Pharmacy
Manual and the connected appendix provided in Appendix 16.1.1.4.
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APPENDIX 1, LIST OF ADVERSE EVENTS OF SPECIAL INTEREST
77 AP RRLAKEIOF 77 F - 0FRERAES) 0 B FBR R

p o |#EEE B
1|1p36 deletion syndrome 1p36 REFEIRRY
1|2-Hydroxyglutaric aciduria 2-k FOox v 72 VEBRE
1|5'nuclectidase increased 5'R 7 L#&F &~
1|Acoustic neuritis IR 25
1|Acquired C1 inhibitor deficiency BERUCIA v 2—RE%E
1|Acquired epidermolysis bullosa R B ABE
1{Acquired epileptic aphasia BEMETADALRER
1[{Acute cutaneous lupus erythematosus RUERTYT Y F—FTR
1|Acute disseminated encephalomyelitis At M o 7 R 2
1 Ac-ute encephalitis with refractory, repetitive partial Tt
seizures
Acute febrile neutrophilic dermatosis B I b R IR R R I
Acute flaccid myelitis A St e
Acute haemorrhagic leukoencephalitis R Tinbe A=k M
Acute haemorrhagic oedema of infancy {0 VA H ot ek ok i
Acute kidney injury 0
Acute macular outer retinopathy At O B ER S RS E
Acute motor axonal neuropathy B4 A ) ey R e R R
Acute motor-sensory axonal neuropathy A o O o SR R [
Acute myocardial infarction L T AT
Acute respiratory distress syndrome DO 8 i R Y
Acute respiratory failure ek P g o
Addison's disease A% |
Administration site thrombesis 1 5 834l 0 AR 4F
Administration site vasculitis 5 ARt oo M 2
Adrenal thrombosis B M 42 5
Adverse event following immunisation FRiEMEOTHRER
Ageusia FOMNER &
Agranulocytosis SR TR AE
Air embolism DPRERE

Alanine aminotransferase abnormal

PSZVPI/ 522 7x5—-ERE

Alanine aminotransferase Increased

P3P/ b3 27 c5—48MN

Alcoholic seizure

TI 2= REE

Allergic bronchopulmonary mycosis

T L — 5 L B R

et el el S F T8 VN BEE BN S N QUEE FUEE GRS GRS B RS S Sy B QU SRR RS U RS SRS B SRS U PUS FUre Gy R

Allergic oedema T L L& — i il
Alloimmune hepatitis AR tERT 4 (?)
Alopecia areata IR & fiE
Alpers disease T Hes¥— 295
Alveolar proteinosis fmie & o N2 4E
Ammonia abnormal TrE_TREE
Ammonia increased T e T
Amniotic cavity infection R SR
Amygdalohippocampectomy =1 e S o]
1/29 ~—%
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