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1 TITLE PAGE

INTERIM CLINICAL STUDY REPORT - BNT162-01

Version: a.0
Sponsor;  BioNTech SE

55131 Mainz, Germany

Title of study

Study number
Protocol version

Study design
Ragulatory identifiers

Investigetional medicinal
products (IMPs)

Indication
Phase of davelopmeant
Sponsor signatories

Coordinating
imvestigator
Study sites
Study period

Type of report

Date of this report:
Date of previous reparts 23 SEP 2020 (ver. 1.0)
28 NOV 2020 (ver. 2.0}

A multi-site, Phage Wil, 2-part, dose-eacatation tial Investigating the safety and
Immunogenicity of four prophylactic SARS-CoV-2 RNA vaccines against
COVID-19 using different dosing regimens in heaithy and
immunocompromised adults

BNT162-01

Version 8.0 {dated 05 OCT 2020); the version valid at (ha 23 OCT 2020
reaclogenicity, safety, disposition, end immunogenlcity data cut-off

Multi-site, Phase Ull, dose-sscalation and expansion study

EudraCT no.: 2020-001038-36; ClinicalTrials.gov: NCT04380701; WHO UTN;
U1114-1249-4220

BNT162: SARS-CoV-2 - RNA tipid nanoparticle (RNA-LNP) vaccines utilizing
differant RNA formats, Le,, BNT162b1 and BNT162b2

Protaction against COVID-18 caused by the SARS-CoV-2 virus
T

EHzabeth Adams, MD, Senlor Medicat DBiractor, BloNTech US, Inc.
Stefan Liebscher, Responsible Statisticlan

Or. Dr. med, Armin Schutiz, GRS Clinical Research Services
Mannheim GmbH, Germany

Sites in Berlin and Mannhaim, Germany.

For further detalls of the study sites and slte personnel, ses Appandix 16.1.4.
Study start / and date: 23 APR 2020 ! Ongolng

Eanty study termination: Not applicabts

Imerim raport (the BINT 162-01 siudy {8 clinically ongoing; see the bekow notos)

This cinical sfudy is stil ciinically ongoing. This third intsrim cinical shidy report {CSR) summarizas reactoganiciy and
safsty data avaljable for BNT162b1 and BNT 18202 collected up unill Visit 8 (the first Tollow-up visit at ~63 d alter the
second dess) for dose-escalaion and dose-sxpansion cohorts (dooe groups) in Part A of tis study, therefore this CSR
only describes dre study conduct relevant for theee dose groups. This CSR difters from the second IRarm CSR In that
additionsl cell-medisted immunity {CMI) data were added for a small nunber of participants that veceived 10, 20, and
30 pg BNY¥162b2 using regaarch sampine cofiected at Visit 8 (63 d post-Dese 2) and Visl 8 (162 ¢ post-Dose 2).

The respective data cut-off dales are: reaciogenicity, safsly, disposition, and immunogenlcity data {23 OCT 20205, T-
cell response data (ELISpot data) data (02 MAR 2021}, intraceiular cytokine staining (ICS) data (17 NOV 2020 for
BNT162b1 snd 02 MAR 2021 for BNT182h2).

The data from this sludy, logether with data from ather sources including the study BNT162-02/C4591001, were usad
lo select the BNT162 vaccing and doge levet (or further study in the Phase I/ evalustion of efficacy.

Data nol included here wiil be provided in later intarim reports andfor the final CSR, which will mcuds deta for the ather
MPs under Investigation in this study {i.0., BNT 16281 end BNT 182c2).

Good Clndcal Practies (GCP) atatemeot: Tho study ves vonducied agoording o GOP guidelnes, the applicable local laws, and in
aceordans with tha shical principles that heve thair onigins in the Declarbion of Helsinkd.

Confiderdislity ststement: Tho informalion comained in Lhis documert s the property and copyright of BioNTech SE. Tharefors, this
documant fs provided In confidenca (o the rasipient, No information contained herein shall be published, dimdosed or reoroducad withot
prior wriltan 2pproval of the propdlator.

FRA-CBER-2021-5683-0046689
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11.

12.
13.

9.5

Fage 20 of 144
Intesim Clinicat Study Report - BWT162-01 Verssion: 3.0
Dats: 20 MAR 2021

BloNTech SE
Confidantial

pressure, pulse rate, body temperature, resplratary rate), and clinicat Iaboratory tests
{blocd chemistry, hamatology. and urine chemistry) at Visit D,

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

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

WOCBP must agree to practice a highly effactive form of contraception during the
sludy, 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 (unlass male partners are sterilized or Infertile),

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

WOCBP must agrea not to donate eggs (ova, cocytes) for the purposes of assistad
repraduction during study, starting after Visit 0 and continuousiy until 60 d after
receiving the last IMP dose.

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

Msn must be willing to refrain from spenn donation, starting after Visit 0 and
continuousily 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

Voluntsers were axcluded from the study if they meet or present any of the following
criteria: |

1.

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

Are breastieading on the day of Visit 0 or wha plan to breastfeed during the study,
starting after Visit O and continuously untif at least 90 d after receiving the last IMP
dose.

FDA-CBER-2021-5882-0048708

Pagc 20
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Page 22 of 144
Interim Clindcal Study Report - BNT162-01 Version: 3.0
DOnta: 20 MAR 2021

BiohTech SE
Confidentis

Havs a history of Guillain-Barré syndroma within 6 wks following a previous
vaccination.

Have a history of narcolepsy.

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

Have a histary of or suspected immunosuppressive conditlon, acquired or
congenital, as determined by medical history and/or physical examination at Visit 9,

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

Have had any blood loss >450 mL, e.g., due to donation of bicod or blood products
or injury, within the ¥ d prior to Visit 0 or plan to donste blood during the study,
starting after Visit 0 and continugusly until at least 7 d after receiving the last IMP
dose.

Symptoms of COVID-19, e.g., respiratory symptoms, fever, cough, shoriness of
breath and breathing difficutties.

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 pror 1o Visit 1.

Are soldiers, are in detention, are CRO or sponsor staff or their family members.,
Regular receipt of inhaledinebulized corticostarids.

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

i = Hypertension
—~ Diabetes maliitus
-~ Chronic obstructive puimonary disease
~ Asthma
~ Chronic liver disease

~ Known Stage 3 or worse chironic kidney disease (glomerular filtration rate
<60 mL/imin/1.73 m?)

| = Barious heart conditions, such as heart failure, coronary artery disease, or
cardlomyopathles

| ~ Sickle cell disease

‘ — Cancer

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

FDA-CBER-2021-5682-004871D
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Paga 23 of 144
Interim Clinical Study Report - BNT162-01 Version: 3.0
Date: 20 MAR 2021

BioMTech SE
Corfidentiat

~ Are immune compromised due to HIV infection with 2 CD4+ count of < 200 x
106 /L at screening or significant medical compications such as apporstunistic
infections, malignant complications {e.g., lymphoma, Kapasi sarcoma), other

; orgah manifestations consistent with advanced AIDS or other conditions that

i would be considered a contraindication for vaccination

- Resident In a long-term facility
~  Current vaping or smoking {occasional smoking Is acceptable)
1 =~ History of chronlc 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
Section 7. The handling of study participant discontinuation from the study or iMP is
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: BNT182 vaccines - Antiviral RNA vaccines for active immunization against
COVID-19.

IMP and dose Younger participants aged 18 to 55 yrs:

levels: BNT16201: 1 pg. 3 pg, 10 pg, 20 pg, 30 ug. 50 ug, and 80 pg.

BNT162b2: 1 pg, 3 ug, 10 pg, 20 pg, 30 ug.
Older participants aged 56 to 85 yrs:
BNT16201: 10 ug, 20 g, and 30 pq.
BNT162b2: 10 pg, 20 ug, and 30 pg.
Dosing Two injections ~21 d apant. Injection volurmes were up to 0.5 mL.
regimean:
Dosing route: IM; upper arm, musculus deltoideus. Use of the same arm for both doses was
allowed. The non-dominant arm was preferrad,

Batch Nr.: 8NT162b1: E220195-0001L, E220185-0004L, E220195-0014L..
8NT162b2: £220195-0004L, E220195-0017L, E220185-0018L.

Packaging and labeling of the IMPs are described in the Pharmacy Manual and ths
connacted 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,

FOA-CEER-2021-5683-0048711
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APPENDIX 1. LIST OF ADVERSE EVENTS OF SPECIAL INTEREST
FrAY—HPARLEFE 002 F L 0FERKAES) OB RFERITER

Acute cutaneous lupus erythematosus

BHERTYF Y R~FR

p o {EE B #55 7
1 1p36 (!elétion syrlr'ldrmﬂe 1p36 TR
1|2-Hydroxyglutaric aciduria 2-b F O L 2 LEERIE
1[5'nucleotidase increased 5 R LA F & A7
1|Acoustic neuritis it - 7 )
1 Acduiredﬁ ¢1 inhibitor deficiency EFRMCIA v EY-RERE
1|Acquired epidermolysis bullosa e R B
1jAcquired epileptic aphasia BEHTADARBR
1
1

Acute disseminated encephalomyelitis

P TR A

—

Acute encephalitis with refractory, repetitive partial

sejzures

A IS o ST RS FE£R 9T S lagt

Acute {ebrile neutrophilic dermatosis

St B4 o BRI R

Acute flaccid myelitis 7 SR A

Acute haemorrhagic leukoencephalitis ER D=k i
Acute haemorrhagic cedema of infancy Bt MHh R ok
Acute kidney injury B SRR

A(:uie macular outer retinopathy Sk I B SR T
Acute motor axonal neuropathy @.f&ﬁﬁ@mmaﬁmm&é
Acute motor-sensory axonal neuropathy B0 TR AR BB SRR
Acute myncardial Infarclion M T W

Acute respiratory distress syndrome o ML 0 TS A 4R BY
Acute respiratory failure Koot g 4

Addison's disease TR
Administration site thrombesis Y45 8844 O il 4R
Administration site vasculitis WA AL M
Adrenal thrombosis BB a2 5w 7

| Adverse event following immunisation FRiEEEOARES
Ageusia HO MRS

L Agranulocytosis SEERFOIRE

Air embolism TRIARST

Alanine aminatransferase abnormal

P3IvTI/ b3 vA727HRE

Alanine aminotransferase increased

TIowTI/ b5y X7 78N

Alcohalic seizure

T — AR

Allergic bronchopuimonary mycosis

7L - R B LE

Allergic cedems

T L B X 4 A BRE

Altoimmune hepatitis

B BT (7)

Alopecia areata MR E fE
Alpers disease TS — 2
Alveolar proteinosis iR R v N OE

Ammonia abnormal

TPorEITRE

Ammonia increased

FE TN

JE (U RS NS [TV IS DU [ DU [V VU S DN DU SRR IS U (P UV U U I U (N TP RN (U IO (Y N O |

Amniotic cavity infection e §ud et
Amygdalahippocampectomy RABL A BRI iR
1/29 e
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GJ5751 2268 EW0207 150 FK05385 15 ER7449 2
GJ7140 2080 FJ7489 142 FA2453 14 EW0201 2
FA5765 1687 FGO978 133 FJ1763 14 EY 0573 2
EY5420 1388 EY3860 121 3004734 13 FEB206 2
FPo647 987 FHO151 113 FM7534 13 FF9944 2
000005A 973 HH1299 107 ERS480 12 FR4768 2
000218A 950 400082A 101 NP001 12 GD9568 2
3005694 234 FK6302 99 000236A 11 GDa574 2
HG2346 850 400083A 94 GJ7139 11 GJ9258 2
GJ2675 849 FP8795 85 VPADOSA 10 NPOOS 2
FM3289 799 EY0779 84 3004226 8 3003658 1
HG2251 745 HG2273 82 3005788 8 3005236 1
FK8562 691 GK1329 79 000277A 8 3005691 1
400185A 684 EY0573 76 EY 0572 8 3005891 1
FC5295 658 FF2018 75 EY4834 8 000013A 1
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GJ1836 315 EY5423 26 FC8736 4 FL1116 1
FJ5829 270 200041A 25 HDY868 4 FN2726 1
000012A 261 3005240 24 3006279 3 FT8584 1
FN2723 250 3005693 24 ER2659 3 GDo572 1
710004A 247 FL1839 23 FA5829 3 GE0905 1
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000248A 228 G1.8592 17 FF9942 3 GJ7141 1
FD1945 202 EY0572 16 FL7646 3 GK1328 1
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FWO0547 190 3005288 15 000049A 2 HJ3098 1
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