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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

Be3E - AEEOEE—E

A:G albumin:globulin ratios : 7 /L7 X : /a7 U Lk

ALC-0159 AANZIRM S % PEG JFE

ALC-0315 AFNCEISn L7 I/ FE

ALP alkaline phosphatase : 7/ 7 VR A7 7 X —+F

ALT alanine aminotransferase : 7 7 =27 /) N7 VAT =7 —F

AST aspartate aminotransferase : 7 ANF X U7 I ) T LU AT 2T —F

CBER Center for Biologics Evaluation and Research : A4~ RA IR 9 o & —

CoV coronavirus : 227 A )L A

COVID-19 coronavirus disease 2019 : 1 =1 1 7 A /L A K YuiE

DSPC 1,2-distearoyl-sn-glycero-3-phosphocholine

GGT y-glutamyl transpeptidase : y-7 /L% I )L kT 2V AXRT F L —F

GLP Good Laboratory Practice : [% 385 022 441 B3 2 FERR AR 3SR 0D S fifi D FL e

IgG immunoglobulin G : %7 v 71 G

IL interleukin : £ ' #—w1 A F

LNP lipid nanoparticle : J§'E 7~/ ki 7

modRNA nucleoside-modified mRNA : &ffiX 7 L' 4 K mRNA

mRNA messenger RNA : A >t 2% —RNA

OECD Organisation for Economic Co-operation and Development : #%3% 11 /) B FEFA%

P2S stable prefusion S including two proline substitutions : 2 2D 7' 1 U L E#a % 9 25 A
AT (S) Z 7 BORENRMA FSEAR

RBD receptor binding domain : ZZ KR A KA A >

RNA ribonucleic acid : U RELR

S SARS-CoV-2 spike glycoprotein : SARS-CoV-2 D A/XA 7 fER L /X7 H

SARS Severe Acute Respiratory Syndrome : HEJE 2P IR S (B2 AE

SARS-CoV-2 severe acute respiratory syndrome coronavirus 2 : FJESPEMEN SEGERE 2 7 U A L
A2

TNF tumor necrosis factor : JEEFESLIA 1

V8 variant8 : /XU 7 8

V9 variant9 : /XU 7 9

WHO World Health Organization : Tt F{R a4 B4
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

1.E£E®

BNT162b2 (BioNTech == — K% 5 : BNT162, Pfizer = — N5 : PF-07302048) %, HEJESME:RE
W PREERE T )7 A )L A 2 (SARS-CoV-2) DAL IPER LRI (S X v\ E) 2ERE
a— R 45X 27 LAY R mRNA (modRNA) TH Y, ZHEAHE L L7z SARS-CoV-2 1285
JEYEIZX 95 mRNA U 7 T OB BED 5T\ b, a2— K95 S X /378X 2 fErd
TP Ta Y AZEBRIITEY (P2S) , ZHUTE ST, FURE LTl 22 @A i
[EE S5, BNT162b2 OBIFIKIZ T > Tix, 2 DOMREIRE TH 5 ALC-0159 (PEG JEE) B
JOVALC-0315 (72 /IFE) 72 b NZ 2 >OfEENRE & LT DSPC
(1,2-distearoyl-sn-glycero-3-phosphocholine) L UN=a L A7 v —/L LIEET 5H Z & T BNT162b2
ZEANT HIEE T /K1 (LNP) DE IS,

BNT162b2 DO IEFGERFEIERHM & L C, Wistar Han 7 v~ ~® GLP #4305k 3 3l (KE# 5 #HMER
B2 iR, A AREMERER 1 3RBR) 2L L7 (Table 1) , BHMERBR TITERO T 7 F 5l
DHWHNTWDN, 5 2/3 HHERRRERICE S, SROEREARBFE T2V 7 F U OARETH
% BNT162b2 (V9) &, ZDHEZKD/NY 7> hTh D BNT162b2 (V8) (HEEEGFER/2 L) DfEHR
ZRONCAMEE LTIk 5, 2 DOKEEHEGFHERERO 5 6 1 35 TIlE BNT162b2 (V8) % HV /-
7%, BNT162b2 (V)& DiEWNEa RUKBEILOATHY, a— RS Z "7 H07 I /AL
FlEFE—TdH 5,

G BERBROT A 1%, WHO, EMA BLOARFICK T LU 7 F U IERIKRRRE T A KZ
A INZFESWTERIE LTz, F 72, REEHEROBRIZIE, 2020 42t CBER %A 4 > A [Development
and Licensure of Vaccines to Prevent COVID-19] *B X I a7 4 LA (SARS-CoV-2) U
7 F U OFMCEAT 2B 2] SR U, 3TO GLP @&k X, OECD 7 — ¥ A%
ANHIEIZEED &, KEREFHIHILE (21 CFR Part 58) O EIES D222 BT 2 FERERRER D 52
i D FEHE|ZHE N FE N L 7,
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.6 MR OB T L

Table 1 =R —E
Y RBREE BER RERE IRk BER
(FER  [®5E (ugRNA) P (uL) ©
BEE)
AE ¥ 5 ek
Wistar Han 7 » ;& FH U\ 38166 xR e 200¢ WERER- 1508 2.6.7.7A
72 BNT162b2 (V8)D 5 0)
PN 3 - R R 8 BNT162}] 60 M T4 15 DG
JOU3 T A P R (30)
BN(Tll(gZ. 20 M4 15 1T
BNT16 60 MRS 15 D
(30)
g
Bbiﬁég) 200 HEREAS 15 T
70
Bﬁ;ﬁ' HEREAS 15 T
BNT162b2 (V8) 2008
(100) V¥ MERES 15 T
Wistar Han 7 » k& ) .GR142 PR R 60 WERER- 1508 2.6.7.7B
72 BNT162b2 (V9)D i Y 0)
W E & GRS BNT162b2 (V9) 60 W EA 15 T
JOt3 3 R A R B (B0)
BNT16J 60 M4 15 1T
(30)
AEBE S AR T R
Wistar Han 7 » k& vy 256434 SRRl 60 #E44 T 26712
72 BNT162b2 (VO)Dfi5K  (RN9391 (0)
N2 hRe, feaTEME R58) BNT16 60 Wt 44 T
BLOHAEZDOFEAEIZ (30) .
IR B kR ¢ BNTlgg)Z (V9) 60 it 44 pC
BNT16 60 it 44
(30)

a. TRTORBRIT GLP @A TH Y, OECD F—FMHEZ ANGIEMAE CKkEH, FAYBLUT7 T R)

TEINT,
b.RNA & LT E&

c. FFFLORWERD, 1 ENZ>X 1 T~ 5,

dEREFERE . B 1=, 33 EES (BNT162. DI 1 (A,

(22 |9, F 4 FEES

e. 300 mM E HEE A U o iRl A PRI

f. BNT162b2 U 7 F Uit & KECHAESR LT 5,
g 1ENCD& 2 @EFT (EAHBIZA 100 uL) ~x5-,

h. BE AR (0.9% NaCl)
i. BNTI6] 1%, B #EpciE BNTIo & b Han s,
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

KEH S FERBRIZHBV T, T FIZ BNT162b2 [BNT162b2 (V8) : 100 pg RNA/[F], BNT162b2
(V9) : 30 pg RNA/IE] 08 1 18], 33 B RNICER S L7cBROBAEMIL BRI CTdh 72, BNT162b2
OIS 5 R EEO B L F 713 1T A D ey o 72, BNT162b2 D52 X - TRIE
FOSHHEEEN, 747V 25y, AL o828, Ak ek, GEesk, GFsEk,
RAGEQER 2 Gte) 70 EOMBIR I RIENE N T A — X ORI, BE5EALORIE, —@MEORIE
EHRRB LI, AT, FEERERE I, BEENLER L O B R (E ikt
ﬁ%ﬁﬁﬁ@ﬂ%/%Hlﬁﬁ,%EUVN%%éﬁ)Tﬂfﬁﬁ%ﬂhoﬁf%@m%iwﬁ
JESOSIZRE D "R EE L LC, BNT162b2 (V8)DH% 5-8 H (2 —Ff) 7 R B 73 32 w%mt#
WIE$ G- £ TOWRIZIB T 2 REEINEICRHT 220370 o7, £72, BNT162b2 D5
O — 1P ORPRIR MEREL DA, B2 AR M ERR /ST A — &@ﬁw,%ﬁwmmWﬁwﬁwﬁ%
DOV, PURICRIT 5 1gG PEAR L ORISR T2 TlidZe <, AR Y > G oL oJEkEs
K OVAR FE SIS 2 S, SR RERE LTS Z kw%;éﬂto*r’ﬂﬁéﬁmkb
T, ‘BRGNS K OV REE /M E M TTHED GRS B, R T O MR O IR 72 © ONT i
i (i L OURREE) O¥INZ o Tz,

FFfgel 2B L, BNT162b2 OG5 IZBET 2 HmHEFHEROZ LWELE LT y-Z AV Z IV R T v
AT FH—E (GGT) O EFd LONFHIEZER b7 Hiv7z, BNT162b2 (V8)#& G-Iz
T GGT O LEHABAGINTN, Bt 5 Sl EZIITIEREEZ T T ALY T+ AT 7 X —8
(ALP) Fmidfav U e o bH, Hifk X OYREMELRT AITRO b v hote, 72i,
BNT162b2 (V9)%& W 7= K & 5- 3P BR CTiE, GGT @ LR 1xA LN/ 7-, F7=, BNT162b2
B HREZB W CRI 22 AT P ARSE IR O AT AR 22 fa b 23588 D72 a3,  ZHUTHE S IFHRE D &1L
(7T7=T7 /7 b7 A7x27—8 (ALT) EHIETANRNTXU@RT I ) I A7 27 —F
(AST) O LR E] ITRO 6N o7, MFlaZEfakiE, LNP ORF/id~DH D A7 & B
THEZEZLIDE,

BRI 7 22 BT SRR B Rip o 7o, G HIF T OREGIABIE TH LN TZRIE, —i@tk
®%EﬁT%iU%%Fﬁ@§ﬁ[mﬂﬂmﬁW%%%wtﬁ@&Qﬁ%T®Tm%\ﬁ%®ﬁ
m, 7a7 Vo bERBIUAG EOKT 2R < ] OZALIIMIEIRR T £ TIZmiE Lz, (K38
HIHE TIRFOH R 3 L ORI PO A T, —HOEMICHLNTFTE Y v/ H#iDOIERE X
OB BN OB HBEDJIEZFRE, MAaRE L,

E%%E%ﬁﬁ%m%wTMﬁﬁyFKBNm&mam%ymymN@mﬁifﬁ4E(ﬁm%
(22 A3 L OMHIRHIRIC 2 [|]) fANEE L7z L 24, B CKEGRICEEFANERICZ L
w%m&Lf~@@@%i%i@ﬁﬁ%@ﬁ?ﬁ%@*&5%&?@%r#ﬁ%nto
BNT162b2 (VO 512 & 2 M) OAZIRRER L OV RRE, IR - IR E 7 THAER AT, RER
K OFEA~DOBITRD b le o Tz,

AENCE ENDEMAID 5 5, LNP AT HH5E TH 5 ALC-0159, ALC-0315 35 U DSPC 1%
ARIDEE AT DHRMANGE LT 20D, ZnbD0REMICHOVWTEHME LT, EED
LRI S I S KRR I R Al & Rl — f%é%%%%%%thNn&w@ﬁﬁﬁﬁﬂ@ﬁﬁk;
OVAEIER AT ERBRIZ B WD CERIEITER D 51T, insilico 2 BFMERFEE, &5 &0OE S5 DFF
flids X OSCERAIE S OFE R, 25 OFRINFIOBEEEDBRSITREN R >T-, UbkoZ &
MG, KRFNOEEEME I LY ALC-0159, ALC-0315 8 X X DSPC DZEME~DRENE U 5 Al he
PRITEWEEZ BT,
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

1.1. #¥8H'g

BNT162b2 | SARS-CoV-2 ® P2 S & FAKk% 22— K9°% modRNA T 5, BNT162b2 ORIFILIZH
725 T, 2 D ORERENRE TH 5 ALC-0159 35 L TVALC-0315 72 5 NI 2 > D& EAEE & L CDSPC
BIOarvzaro—L LEAET5HZ L TBNTI62b2 25 A4 25 LNP MR SND, 20D
BNT162b2 & A LNP 1%, WASIREA A & iR RBREbE, Her Y oA, kb Vo,
UUWEKFET N UL ZKFE LR Vi KEH YV U LEEH) ICIIMSREE TG &
b, 728, RENZBHBHNTE TV,

FMERBRIZIH VT EH BNT162b2 £ A LNP Z #BRE & L CEMWICH G- L7, LNP ZH&ERcd 215
B OMBITRLE R AR ERA L F—ChoT-, B, MMEL =KL TI2H583E5675
RNA @ =2— &% ( [BNT162b2 (V9)] %) OHEZHWLZ L& L, MEIZLUTY T HHIC
FBWTLNP (ZBHT 2R Z2 N 72,

2 OOKEF G EMERERO 95 5 1 5B TIE BNT162b2 (V8)%& H 7273, BNT162b2 (V9) & DiFE W
a RUEEDOHRTH Y, a— RINTH PRI EOT X BESIEFE—TH 5,

1.2. BB L O 5-R2H

BNT162b2 OEMERBR OB WY, HHERBRICIFEHSNWE RT — 2 RNEERTWHETH D
Wistar Han 7 » b 238K L 7=, Wistar Han 7 > b BNT162b2 23 2— K95 P2 S HURIZx T 54
EINEE TR Z E PRI TS (M2.622.5TH) , mIERBRICE T 285K IT, BERES
TR Th D ATANBEG- 28R LT,

2. HE# 5 ialEk

BNT162b2 O Hi[a[# 5.3 505R 133206 L TV 720, BNT162b2 (V8)F L T BNT162b2 (V9D S 1 #%
HEMERBROEE G, BEFNEROL 2 EIITRD 5T, OB EIIETN TN
100 ug RNA BB LN 30 ugRNA B E B 2 bz (M2.6.6.3 IH)

3. KE & EHMEAR
3.1. BNT162b2 (V8)?® Wistar Han 7 v t # AW =N K ER 5 FERR
W EE S 38166, MEE : 2.6.7.7A

SARS-CoV-2 D P2 S BRAAE/ZILS ¥ v XV BOZRIERES KA A (RBD) Z=2— R4 % RNA

(BNTI62J], BNT16], BNT162b2 (V8)E 7213 BNTI6H) @ LNP Ak (LNP Z A4 % i
B ORI RIERFEAGRRFERIA L[ —) &2, 7 v M 1 BN S LB O 302 5 L,
3 M ORI 258 T CTIRIEME L MR L7z, 41El, BNT162b2 (V9)Z& BUEIRGEAGEHFE T2 2
EMD, ARFRBRCRHMEIC AWM E D 5 &, ARETIE, BNTI162b2 (VO)DOREZD/NY 72 K
Tod % BNTI162b2 (V8) (2 Rk DA N R Y, a— RT257 I BESNIIFE—) OfERIC
DOWTREH LTz, 72k, BB E & 5RO P RIFERAEL L Tz, BNTI162b2 (V8)LISF D%
HREOFEM R BR R B s Bl s T 5,

Wistar Han 7 ~ b (MERESS 15 PT/EE) (2, BNT162b2 (V8)?D LNP AR (LT TBNT162b2 (V8)J
L) &0 GRHER : 300 mmol/L MR EHES A U R A PR HIR)  F721% 100 pg RNA/FD
MAETEH1E, 3E GER1, 8FBLV15 H) HRANKSE Lz, &EAEIE 1 EIZ-OE 200 uL
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

&L (MIEREBIC T4 100 pL 5 5) , Fofé# 5% 2 B ICHERESS 10 DL/ 2 #ic it L7,
75 % WERERS 5 D/BEIC DTS 3 I A ORI 2 5 1 CIRAENE 2 3 U 72, ARREREE & 135+
T 7A M (MERES 3 DL/RF) ARk, BRERLU7ZMigalbt 29 b A o atricfii L7z,

—fRIREERIZR (1 B 2[]) , REMAE G50 S8 518 L O G2 A, ARIEWIR @ 2 @) ,
BEEEHEIE CA 1R , REMBIE (K&kE% 4, 24 B KO8 IFH], 7272 L5 48 IF#IC
TN LG AIINERT 2 £ T4 M T L ICBIZR) |, RIEHE GRGWIR 5% 5% 48
F O 24 WiRE, IRHERHIRY « &G54 1, 2 BX O3 M) , MmiEHYIA b UA IEE (IFN-y,

TNF-a, IL-1B, IL-6, IL-10) JIE (FEH-A1H L OHEL-1% 6 REfM 7o & QT Ak 5:-1% 48 IEf)
MEFERE, MIRE(LERER L ORI & o7 BHllE (FIEHEE% 3 B 722 5 O 51
BEOREHIM O TR |, BB L OIRAHERE (WIEIE G-Ri172 D ONC B 5 IR J OWRSE
WIR O TR , 72 b ONTIRIRE, MIREEERE, R, 8 EENE, Fifk L 0%
PARAR MR (B G-I L ORI 0 & TRE) % 5206 L 7=,

T ORER, 2FMEOFMNEZ RERT HBITRO 5T, AEMEINREINT, BEEENLTDORIERX
I TFREENZLDOTHo T,

BNT162b2 (V8)4% 5-\Z LK~ 2 R 228 £ 713 BN A S /e o T, BRI X OUREM M
BREICBW AT Dol F7o, —BRIREBBEZICBWT, 178, MR E @R
RB72 SIS O a2 R DT RIT A SR> 72,

AR GAN IR TRGRIS RS Leay (092 4%) , RIEHR5-AiTd J ORI RIH&
THRFE TSI IRBEOMREFTE TRIE Lo, IR, 58505 4 W] 7213 24 Wef] IS e
SR L T—RpIC BF L7e, RIS, REE7ZIIRIE~ORBIIA LR -T2,

BB BIERIC B W T, BEEALDOTIER L ORIBEAZE O BTz, #lal% 5%, BNT162b2 (V8)
BEHEED 23/30 BNZHRPUZR IR REBL L, F AV ALBE & 7 DAL Tz, Fllal$ 544 & ik L C,
2[E HB L3 A ARG %OFT RORSBSEE TN L, SEiEl L (RIE . B~ EEE, fIET
HE) 2, TNTORRIFRIERG-ATE X ORI oK TIRFICEE Lz, 2EIHBL O3 [HH
D HHIZEIE LIRS, B TOEHREREL LR WG & (RES7-0 ok s
& UTHERE T 5 LK 500 pug RNAKe) ICERT 2 EB 2 bl (Zeds, B ML TE L FE
30 ug RNA/EIZ 21 AFIBRCRE 2 IR G- S5, #EEfEH % 50 kg & IE L7256, REY
72001 [EE G &I 0.6 ugRNAKg TH D) , HFHGHIRE TRFOHIR Tid G5O B LW
AEJE 23 16/20 FIZERD B vz, T OFIRRAT I, #5-HIFK TR OFHBEEMR FrIM & T
BNT162b2 (V)& GEED&H| TH LN EN S BEDORKIENEEL EBEET LI LD THo T, &
HEALORIEMEZEL & LT, BRMEE LS HERCRORIEMBRY (w7 v 77—, JERERE X
WY RO BN, BRI KO T~ DRE) |, B b HEOTZIE, 86
FE DFHRRHEZ M (2 < BB 85E) DNRAE L CA DI, F 5L JE BHARME (A8t &
R, RBR-E /R E BHARRE, ATE Y o o]E (Y Vo) 2ETe] THBIS I, MR
T 2 A MmERE [FmEk gk 2.2 % : FexfifE, DUFREER) |, ek ek 7.8 %) , 4Fik
B k6.1 %) , GREER Rk 2544 , KAGEQREER (RK7.76%) 1 BLOEMEH 3
B4V 7 (KKR3165) , 02~27n a7 )y (K2171E) BLO -1 Bt~
PRI (K25 1 oNEEsT-, oMo mERFHIREOEIE LT, SEMKEES
ZoNDTTNT I UDET (g 0871%), a7V o bR K126 BLXOT LTI
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

ru7 )y (AG) O TRALNTZ, b OFTRIE BNT162b2 36 X OEA S 72 HURI %
THMIB R IRIERIE & B 2 DTz, BHMEOBEEMNREIL TELT, MTEERED K
WA DBOONRP -T2 Linh, REMMOPT RITHEFERNZ L E SN,

G TEMAL F 7 1AM RS 3 L O SR O RIEIC K 5 "R E L LT, MIRARIMER D —i
ﬁ@ﬁ@”(%@&m%,ﬁ$4a@ﬁ),ﬁm%%ﬂ7% % GRILER, ~FEZmbErBLO
~< ;7 Uy Ma) OB (D087 1%, Bk 17 HOA) L OM/IMUEEO BRI (x
50.66 12) NRDHLNTZD, WTHHEE Th-o7-, MRBMERE DR E, BEAZRO LNP &
MES 7T RNA (siRNA) BAITHLIA L Ny b zbE LT v hTROLNZMN, B T
IR HALTW WO i/ MEER DA L, RIEICER T 2 l/IMEOFIHITEIC LD D LB 2
Eh,t@ﬁm@%%i%b&ﬂok%

RIS T, Bl L7293 X CTORGENOPT R, BARERAEOZ I K OHBRAT i
B L, JREHRERRA T b G-I O SIEMEZA L ORIE £ 72X RHE B 2580 b7,

B HARE TREOFIFRIZ LV, BNT162b2 (V)D& G5 IZEH# 2 Al U o 7 Ei DB A 11/20 14
TRO LN, ZORFTRIE, FIEY > EiORBERFIET R E U THA DN EN S PEED
RO T SEPERE NS X ORI N &2 £ 9 & O TdH v, BNTI62b2 (V8)IB L UEA S T-
PURICRIT 2 0 SUG & B 2 BTz, REEMAIRE TERE, 4/10 BICRTE U > SHi O O JE IR 23 A2
LIRS, OZB{IXEE LT,

I B 2 2k & LT, SR CHIROIE R AN A B, FAUCfE ) MlsE & GseHEds L Otk
HE) OB (KK 1.61%) 25380 b7, WEMAMRZAME TR SR E o i T FR
DO, BT HEMREMITHENZRD STz, WO FT R S IR & TR 21 mE LT,

e 5 AR TR O SR BRI A 128UV T, BNT162b2 (V8)HG-RED 19/20 #1C, AT R AETE
DO G ORI ZE R L3280 b=, AFsEEmAE D2k (ALT £721% AST © k&
7)) HEDT, REHROK TENZIZEE LT, FHHEEFERITIZ LAk &2
ST,

JFREIE R DA F~—T1— T D GGT>BD EH (K 4.6 fi5) 7%, BNT162b2 (V8)# 5 Tkl
4 BB IO BICRO DN, B 5 oM F 723 IE RS 42 e 3 5 O fFIE R~ —
73— DA, FRE IR B R A B T DB A bR o To, £72, GGT O BRI
RSB T IRFIIEIE L7,

MIFH YA A PRERIER X OPRREICHB VT, BNT162b2 (V8)DF 512 B3~ 2 Z21biLaR
L ORSY AWAS IR

S R £ W, BNT162b2 (V8)73 SARS-CoV-2 S % L /37D S1 3 L O'RBD IZxH7 % 1gG
PEAZFHET L LR ENT, FT2, BEYA RIS T D@ RITEMEDR RO Hiviz, FEA
1% M2.6.2.2.5.1 THIZ/R LTz,

Lk, WERE Wistar Han Z »~ M BNT162b2 (V8)% 100 pg RNA/[BID & T 1 7], & 3 IR
BHLIZEZ A, 2EEO—RIRBZEITA OGN T EEMEZ R L, FR PR RARERIG)
HEI NI, WX OETR Y v EORIENZL, Bl L OMROEnTE, 250N
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

fifa R r@m@ﬁ@mmm&b%nm: Wb TR L E T B RS IC LAk, b L
SERIEIZ L 2 ZIRZEAL &3 2 BTz, IR O A% BB O IR Z=Z b 23788 B i
7=, Tl :t LNP ORFHIIE~D Y ARz RT I EZ 2 DN ED X ST, KRB TR
DONTZETN TN L EEFNERICZ LOLOTH Y, REEIZ X 0 [EEEIN RSz, 728,
Z NS DO IFMO LNP £ A mRNA ‘7 7T ORANE G CHAMIORBLT AT R E &8T5
HLDOTH -T2,

3.2. BNT162b2 (V9)® Wistar Han 7 v b Z W= AN K E R G HERER
Witk EE s Jor142, ML 26778

2 fE¥HD RNA (BNT162b2 (V9) % 7=1% BNT162-) @ LNP B AR (LNP &A% 7 2 NEE O

IFELERR E AR EERIAI L W —) &, T M1 EGHRNES L-BEoEM AL, 3 #iE
0)17&%%%‘% T EIENE 2 HEER L7, A 1a], BNT162b2 (V9) % RS AR e ARG 95 Z L b,
AFRER CRHEIC W BRI E D 5 B, ARIETIEL BNT162b2 (V) D akBifE Bz >\ TRt L7z,
IRE, FRYE A GREOFT RITEAELI L Tz, BT 4% 5-RE 0 R 22 Bk i1 17 B
WEEICRREIA TS

Wistar Han 7 ~ b (HERESS 15 DE/EF) 12 BNT162b2 (V9) @ LNP £ AL (LLF BNT162b2 (V9)]
EFRF) A0 G  AFRAHIR) £7-01X 30 ug RNA/EIOHETHE 1A, #30E GRER1H, 8
BRLIO15 B) MRWNERE Lz, REREIX1EICSE 60l & Lz (EIgEcEs) | &
Kbt 54 2 BICHERER 10 DL/BE 2 SRRt U7z, 7% D MERESS 5 DL/BEIS DU T 3 I [ RS
%Rk CIEE M A BT L7z,

—BRAERIZE (1 B2 £ 310 , (KE GA2ME) , #HE GHE1 /i 2E) , B5HHE
22 (BEHIM - KGR, £F51% 4 B L O24 BEH, 7277 L5 24 BRI OB A OFREN
W 2 BEl - - @I 5% 48 B KON 72 BERIC B BIZE L, & B0 5% 72 B O P B
W & blal - 7= B I3 5-1% 120 35 KON 144 FRRIC HEES, IRSRHART © ik 5% 72 B
RIEHE (BREGRT7 DN E#% 4 BL OV 24 BRRE) , MRS, MikAbFmdas IO

Az 7 ERIE GRBR 4 B 72 b ONTHRG-HI B L ORERIM o0& TE) |, BB 7rofd GL
Sﬁls ait;’cm H) , SR MEREm (B 03 X OMARSEIRI O/ TR |, JRIGA, miiEEE
A, R EENE, ks LV TR A (51 F K OIRIEWIR O/ TR 2 FEli
L7,

BNT162b2 (VO)DH% 5 ’tl?éi‘%ﬁi@%ﬁ‘&imﬁﬁt@uiﬁ LR o T, —MOIRREBIZE, R
A 72 & ONCIRBFM AR I B W TEITERD v o 77,

BNT162b2 (VO 58T, EEHEOHD (I 0.83 £ : LExtBfE, LATREER) 2B 4 BB LW
11 BICRD b, —0, REHIMICRSWCEEE &I U (B : &R 1.356%) . (K&EICD
WL, BEHIMFIZZIEA ST, REEHIRIZ 30 TRE TR (kK 1.06 £5) 23
H BT,

RIEIIHBRE & e L CakBR 1 B, 8 HB XN 15 A 054 24 B TN FH 0.54°C, 0.98°C
BLO1.03°C Ero 7208, 40°C 2 - iRIZ e h > 7,
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

BEIABIEIZI N T, HBEELOVEIER K URLBEAGED S ie, FRG1%, BRI E /2
TREEDVEEN DT, 2B £33 B A& G%, AL 7208, I EEICE
FEAL LTz, 206 Oyt K ONLBE IR B 5-Rili2 13 EIHE L7z,

BNT162b2 (VOO B GHARIFFIZ, MiEFMRAEIZIBV T, AmEkE [FiMmEk (oK 2.64 15 : Hext
PRE, LUFIAEEER) , Bk (oK 6.60 %) , HAER (K 3.30 %) B L OVKAIIEREER (K 13.2
%), GFERER (K 3.171%) B X OMHERER (K 8.00 1) 1 O LR & X7 B DK
T (&2 0901%) b WNCT AT IVDIRT (52 0.854%) BLOr7 U o kA (&K 1.10
%) 1ZFE9 AG DR (D 082 %) A bns-, AHksE LT, 747V /27y (&
K249 %, RER 17T BOR) , a-l BREREY VR0 (lRK396F) BLQa2~rusnrl
(K 71 15) OB (BRMICHETER) NAbT-, —BrEORRIRMERE DR () 0.27
W, R4 H) BNALNE, BRER 17 B CIIMETHE R 1.316%) L7z, £/, RifnEkR/s
T A—% (RIEK, ~EZ7 v rBLU0N~ b7 Uy ME) oD (FREhid 093 %, 0.90
FRLVN0.90 %) NA DIl REEHIFE TRE, ERRFEEERA CIIRMER D AIE ORI (oK
12165 , 7a7Vro bR (K 1.084%) 125 AGHOKT (R 09115 MO LT
DHTH Y [EIEMEIR ST, ARMERDATIEORINE, — @I U=k AR ek o E1iE 1
ERTDHDEEZ B,

BNT162b2 (VOO F¢ 512 B3 2 Ml R & Gt fiE, eSS X O E RE) o (i -
K 1.42 %, K 1.62 1) A B, S CIATE U v ~E8io ek (7 1/10 41, 1 1/10 1) ,
B OB R Bt E il GEa/ mEealb o JE 210 61, 1 3/10 B, mEAk - KE2/10 $1,
ME 4/10 B1) 2N Hiiz, IREREIRTHE THEE, BNT162b2 (VO)D# 5T BE - 5 2B B O kI
ALY, FIRRPT R & UCHTE U /B DRER D 1/5 Bl Bz DHTh O [BIEMI R STz,

JHBA AR AIRA ICI N T, B G I T IR S B 5ER AT C DR EE )N B H A BE O VRS A ME S E
(20/20 f51]) 35 X OMREE S AL OFEIE (1920 #1)  GRFT R CAHA L& B b £ 721X
Al & B, FTJ@ U o SEids OV Y oSBT R B B S 0D JIR TR I I8 SEMERS N (11/20
B, 11/20 1)) s & OMRGM~ & HAEFE O E /AN (16/20 61, 3/20 #1) GHIFFETR COFTE Y v
JREIORE R & BEHE) |, RS C O e ML O (19/20 B) 5 K OV IR A Oyl 72 52
PEEEIN (11720 1) GRIRAT L CA LT IERIbE KOV EE ORI & BhE) 725 NTE#T
O AN O (20/20 B) NI HITZA, 5 DOERIT GRS X ORSE G
EHETHZLOTHY, BHEENEROZLWELEE X DN, ZRODOFTRO 5 HRIEIIR
FETHRRZERO SNT=DIIFTE U v/ Hi OB SR E O R DA FE =M (7/10 #1) B X
ORISR T AN (8/10 f511) 72 & ONC Bl C Ok Ze IR Fh Ol e 2 MR N (3/10 f51)) o> A
ThV, BEHEENREINT,

BNT162b2 (VO)¥ 5-F£ D 1520 11T, AFPAARFEB OB 22 A2 235880 iz s, FHEE
Z RS D TR RERAME DO 2T A H LT, REWIMRE TRICIZEE L Tz, miEFrE
TITZLWELEEZ BT,

S JEPEREAN TIX, BNTI162b2 (V)& 5 THe G-I 3 L ORI O TIRFICHERE & © 1T
SARS-CoV-2 FFIHLIRIGE DO FFE N MR S vz, —F, BNT162b2 (V)& GREDHalEE 5-/i1F X
OKHFREE DB 2> HIXTP PRI S e o 7=, 3T 2.6.22.52 THIZ R LTz,
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

PLE, MEME Wistar Han 7 > R Z BNT162b2 (V9)% 30 ug RNA/[FIO & Tl 1 [a], #f 3 [BIfTA N
HLIEEZA, 2HMHEO—BREOEIITALNT AEEER L, SARS-CoV-2 FFIFULISE N
BRI N, RIEIEMELE T I RIERSITAE O Z b A HavTo s, IREEHIRE TIRFICIEIE £ 721X
EIEMER 2R Lic, £OMOZE(E LT LNP IFEOHFHIE~DOR Y IARIZ LD B2 b DI
IR DZEfA b I S AV, RS TR IS8 Uiz, AGER CRRO b2 LI, fthod LNP
HAmMRNA U7 F U Z2HRNES LIEBEOFTRE —E L 14, & 512 BNT162b2 (V) D AN -
M (M2.6.63.11H) OLD LK THH-T-, LD Z &, KRB CHRO b =2 kidng
Ny EEZENEZROZ LWELEEZ BT,

4. BEERER

BNT162b2 OiEneMEalBriI st L TV 72, AHIIX RNA Th D BNT162b2 L A S vz lBE
ZiRA L72 LNP £ A RNA A TH V , RANIOEAERL D D& a2 R rlgettir rAR S 7
VN, B, FTEINFIOBAGEEERIEIZ OV T M2.6.6.8.3.1.1 TEHIZERE L7-.

5. BAJFRIERER

BNT162b2 D25 AJRIMERERIT S0 L TV 720, AHIIX RNA ThH D BNT162b2 L A S V- lBE
ZIRA L7z LNP £ A RNA BAITH VD, AREIOZAER Y 0323 AR 2~ 9 "l getE i P S s
VW, RS, BYYEICKTT B U 7 F B OB B X OMRGE AR H EE 120N AR MR ER A
HBTRNEEZZ LTINS L3,

6. ZEFETE A MRARR

DL 453 A Tk BR I ) T, BNTI162b2 (VYD N IR G2 X B MEDZ RfE, HIR,
IR« R FE 7T AE R O E~DORBITRO v o7, £72, BNTI62b2 (V8)FB L
BNT162b2 (V9D S AE# G- BR O HIf B L OYREHAR AR EICB W T, WA O 5
PRIZ A DN o T2 (M2.6.6.3.1 THE L TUYM2.6.63.2)

6.1. Wistar Han 7 v k& FiV 7= BNT162b2 (V9)D 5 RN 52 ihhE, BHEHR L OHAB DR
AT 2Rk

Wit EES  eseasd, Wi 26712

370D RNA (BNTI16Q], BNT162b2 (V9)E 721X BNTIJ) o LNP B Ak (LNP %453 2

BEOMBUITRGER AR RERAI L 7 ) &, 7 v MCHNNES L7ZBRO AR A RIS
WTRHET L7z, 4Bl BNT162b2 (V9) & BOEIRGEAGRHGE T 5 2 & 206, ARFBR TR v 2
BERE D 5 6, AT TIL BNT162b2 (VO)DORERFE RAIZHOWTREH LTz, 72k, #HBmE &5
BEOPT R EEL L T 7z, BNT16J 3 £ O BNT16J] % 5- B0 R 7 i BR it Tk B v 5
FICRH SN TN D,

Wistar Han 7 ~ & (ff 44 DE/BE) (2 BNT162b2 (V9)?D LNP £ AR (LLF BNT162b2 (V9)| &3
F0) &0 CoffE : AEFRAHIR) F 7203 30 ug RNA/E O F B CAELRIIZ 2 3] (2B 21 AR X

14 BETD 725 ONTHR 9 BB L OUER 20 H 0F 4 B, NS L, ZIGEE, It BIER
FOMABDOREIZOW T L-, WEEREIT1ENCSOZ 60pul & Lz O i3I
RHIZEE)
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

AECHARTHE T 1%, ME22 PL/BEIC DWW TR 21 RIS EOIB L, IR - lIERAZFHME L. (FE
CIBHY 7 7 v—"") , 50 @ 22 VL/BRIT BRI S, ikt 21 B &£ CREMIORFIREES L O
HAE R OREOHE LN LT (ARSI 7 7 r—7F)

TRTORECONT, ke (13 1EIELE) , KE GE2~3R) , HEH, KERkES
KO IRBEZFF-M L, HIfr % FEhE U7, 7 EUIBHY 7 7 L — 72 OWTHEER 21 BIZH EUIEA L,
PR L OV E N, MR E ESICINZ, BREOAGE, M, KEZRLONCHE, AR
L OB OAE, REBIOERETM L7z, BRSMY7 7 v — 7 OREMW) Cldnth, %36
FOMBEITEN 2 0004 21 B £ TRl L7z, HARICSWTIE, EFER, (KE, FEMREE (5
IR L OURBERZ |, 178Ehd L OV RER i (T d L OV RE M) A 3Hm L, M4k
%21 BICHIMR L7, F£72, BNT162b2 (VODOWEIE G-/, ~ZELERT, K% 21 H (FF EEIBH Y
TIN—T) BLODI#% 21 B (HBRDEY 7 7 v—7) (2B 5 R, 104E 21 B ORI,
BILOGH% 21 HOHERNSZ 20 L, &+ D SARS-CoV-2 O R FIFTIAAM 2 & L
7=

BNT162b2 (VO GATEER T 2B EHlE A B2 Do Tz, BN T, FEGHOKEDS X
CEEFEO —BEDIKT, 7220 QNS GEN O —IREEDOZ L (CEIITIEIR) B L Ol s
PO HALIZ, WIS BNT162b2 O AR G- sl T b o SRIE RS F 72 1300 SOG T
K 5B bNELE L, BEFHERORNELEZZ T,

REIMIZ BT BNT162b2 (VO #5112 L D AW, 2R F ToHIM, KRR, ZhPi L OUER
PO BII D o0z, Fo, IWRBIOTENERT —4, K- BIEOAEFS X OSRE~DRK
B HONTANE, Ak X OVEKROAE, BEBIOERIIALNR)h-T-, AT, HAERD
AR XORE, FRREE (BENERBIOIRBIIZ) | EHERE R X O RAEE
FRES) (%P9 5 BNT162b2 % 5- OB XA LT, FHIRATR LR bR o iz,

BNT162b2 (V)% £ 5% DT X TOREY 72 5 NNCZ DR IER L OHA R DRI 72 iFic s
UNT SARS-CoV-2 (2% 3 5 HFIHLIRIS B 03 B Hivlz, —J5, BNT162b2 (V9 5-EED #E £ 5-qif
B L O BREE TIZ R RPURIS BT O D ivZe o 7=, iRl 2.6.2.2.53 THIZ R LTz,

PLE, HEMEZ > B2 BNT162b2 (V)% K & TH 5 30 ug RNA/EIO & TEE 4 [8] (ZZHECRTIZ 2
A5 L ORI 2 [B]) HAWNERS L& 25, KEERICERER LOEED Bt T
72 5 N B OFIRRAT RSFRD D=, WIN b EEFNEROZ LWL ThoT,
72, BNT162b2 ¢ 5:12 L 2 RFEMW) O ZZBERGAE, SREE/ ST A —42, IRBRB L OFENERT — 4,
L ONIIE « R KO IROATE, lERB XOFZEICHT BT AL N2> Tz, REW)
T SARS-CoV-2 IZxf T 2 FRIFURILE RO i, RIEBIOHAR TR ST,

7. R R AR

BNT162b2 OIS 512 & 5 /AT, KE#R G EMERBRO b cRGE8IEE, SR X
OB ORI L > CTRME L TR Y, /R IIM2.6.6.3.1 THIS L TOYM2.6.6.3.2 THIZFL#H L 7=,
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

8. Z DD H MR
8.1. M RER

< U 2B KO & =20 & AT BRI WO TRIERME A M L. (M2.6.2.2.3 s &
W2.62241H) , T ABLOYIUIZ BNTIO2b2 (V)& H- Liz b 2 A, FHW @G %E
STz, £, 7y MEHAWERER G FEERRE X O A MR T O MR O fE
R, BNT162b2 (V8)F5 & U BNT162b2 (VO) B3 HE A U RIVSRIESOE 2 RS 5 = &A%
Stz (M2.6.22518H) ,

8.2. S B

BNT162b2 O mEakBrid 340 L TV, KER G EERBR ISV CREmtEz med 54
{BIEA BT, BNT162b2 (VD G B #E T 2 1fiEV 1 b A VIREDOENL RO B hho
7= (M2.6.6.3.1 1) ,

8.3. FashnA|
AFNZE EN DRI E L Oy OBLA B B9 % Table 2 127”7,

Table 2 AERNCEENDIRIBLOEASERN

B934 == R0
BNT162b2 Ji3E (F¥F AT V) R %
ALC-0159 L TE A
ALC-0315 L TE A
DSPC 2 TE A
I L AT a—/)b L TE A
18 b L TE A
H/ALF U T A ERLA
b (o BN ELEe:
U UERKFET R Y T LK R A
U —IKFEHY U A TR 1EA
TS K YAl

ALC-0315:[(4-hydroxybutyl)azanediyl]bis(hexane-6,1-diyl)bis(2-hexyldecanoate)
ALC-0159: 2-[(polyethylene glycol)-2000]-N,N-ditetradecylacetamide
DSPC: 1,2-distearoyl-sn-glycero-3-phosphocholine

AHIE, SARS-CoV-2 D S & R EARAREZ 72— 9% modRNA Th 5 BNT162b2 (V)& A'HE
ELTHY, MALLOBMBE CHRERKREIRGT 52 12X, IBEMS 2 BNT162b2 (V9)Z £ A
THNRET kit (LNP) #JERd % (Figure 1) o
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

Figure1  RNA # A LNP OERX

lonizable aminolipid

mBENA

Helper lipid

PEG-Lipid

AFIO LNP 1L, EENRE TH 5 ALC-0159 3 L TN ALC-0315 72 & ONIHEEIRE TdH 5 DSPC B &
Na L AT —LD 4 OOfFE TR SN D, PEGIFE T D ALC-0159 1%, hiFDLENE X
ORI DO%E)— (L DOBEREZ A L, BHEHZROMFEEAE & OMHAIERZ R/IRIZIZ 5720 —if
PEDOSIRARY 7 L THE<, A A4 ALRERT 2V IRE CTH D ALC-0315 1%, KAk, FE
AIRIA~DOIY JAH I L OVRNA O R Y — Afi 2 FRE§ 2 Bk PRt 2 A9 5, AFO
FEAEERS CTh D, DSPCEB LT L AT a—/, WAKEO ML FET B KRB Dl
BTh, #EEE L L TAAICERE SN,

AFNZEHT DAEE R O E % Table 3 1287, AANIEGIRIZIHBNT, 1A% 720 RNA && L
T30ug PRS- ETHRNICER SN, TOLEDOINLIFEOREIL 763 ng £7213 15.3 pg/kg

(50kg Db MIEELIZHA) THD,

Table3  AFIDIEER T DBEE

A =] 1H
oy o — P 4 !
(CAS BE) fe=?4 L E (i) BERE BEE

(ng)  (ng/kg)
ALC-0159 2-[(polyethylene S S . mg/mL 53.4 1.1
(1849616-42-7) glycol)-2000]-N,N-ditet 2 e, mg/mL)
radecylacetamide
ALC-0315 [(4-hydroxybutyl) o C\j”vv mg/mL 430 8.6
(2036272-55-4) azanediyl]bis(hexane-6, 1 Y mg/mL)
1-diyl)bis(2-hexyldecan 1& o
oate) EWQ’L"V\“"

DSPC 1,2-distearoyl-sn-glycer m mg/mL 93.6 1.9
(816-94-4) 0-3-phosphocholine ~1 L mg/mL)
IV AT H—)b cholesterol 186 3.7

(57-88-5)

N mg/mL
\15?/‘[ 1‘ mg/mL)
P00

L

CAS = Chemical Abstracts Service

1 B3G5 (ughkg) (X, 50kg Db MIAAZHG L2l OFIEEMRS OG- &EE277RT
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

AFNZEENDRSD 5B, ALC-0159, ALC-0315 1 LU DSPC NAFRIC I 1T 5 EH L OFEHRM
FNZEE T D enb, Kk OREMEEZFHn L7,

8.3.1. FURANAN D2 SRl

ARAENCEEND D O b, ALC0159 ALC-0315 3 XN DSPC 23 ARHUZ I 1T 2 R 5 O FT s N
BANFEHET DD, Bl DM Z7HME LT,

BFRMANZEZE YS9 5 ALC-0159, ALC-0315 38 L UNDSPC O&FHMET v 7 7 A WIZHOWTIE, 7 v b
%ﬁﬁu\t BNT162b2 O K E# G535 (M2.6.6.3 TH) I L OVER /AR (M2.6.6.6 IE)
BWTEHiS N TW5, T72b5, TREOMB MG IR TE AT FE Al & [F—TH 2 LNP |

iﬂ\ L 72 BNT162b2 (V8)E 721X BNT162b2 (V9) Z Ml Z ~ MZZ 241 100 pg RNA/[BIE 72 :i 30
pg RNA/EIOHET LEMIC 1], 3 EFARNRS L-E 25, HEBIORERGHEER S

(R PTRIEE 2 R T D T ER O H 2 TR D T, MEHEATERR ~DEEITI A b
einole, £io, MEVET > M2 BNT162b2 (V9)% 30 ug RNA/[RIOH & TEE 4 [0 (ZZBLRTIZ 2 B3
F ORI 2 [|B]) fRANEE U7 AR A mERBRIC W T, Mo iame, Hik, M- 7
F AR OREA~DEBITRO SN -oT, ZDOZENE, ZRHRBRICBWT, AFINIC
EHT 5D ALC-0159, ALC-0315 3 KO DSPC ([ZHE[R T 2 ZE2ME~DBRIT R S e o Tz, K
FNTEERIZEB VT 18124720 30 ug RNA OF 5 & THRAWNICER S, £0 L EOIFE ORI
763 ug £7213 153 uglkg (50kg D& MM L7=8E) THDH, —J, BNT162b2 (V8)DKIE &

HRBRIZB T DR E O 1 A% 5-E1% 100 ugRNA TH Y, TD L & DIFE OMREIT 2543 ng
L7025, BNTI162b2 (V8)& H W K B G- 3BRIZ T D & 5-BALARFOIEZ » FEB X OMEZ v b
EERENENZEI 305.63 g 8L UN218.14g ThHo7=Z LIS &, IREDOKREREOR S5 &
XN 8,300 pg/kg B XN 11,700 pghkg TH Y, 50kg Db N EEE LIEARNCE N HIEE
OFeHE (153 pg/kg) DI 500~800 % T 5, ALC-0159, ALC-0315 3 L DSPC Oi#fnit
IZDWTIEM2.6.6.8.3.1.1 HIZIRR D LBV, Z Ol OFE R0 bR EEOREITR IR >
Too AANFERRIZBWTHEICR G ST, BESEHAMICASZ LIFEES RN &b,
DSPC, ALC-0159 3L TN ALC-0315 O AJFMEFHMITME & S7en & & 2 b3,

PLEoZ &ns, ALC-0159, ALC0315:¥5;U“DSPC HEET AL ~OBSIT R EINT, K
FIOBRREE T X0 2 5 FRINEI O EME~DRR &N U5 AR IRV & & 2 b,

8.3.1.1. HIRIAlOBEFZE M
8.3.1.1.1. ALC-0159 ¥ X O ALC-0315

ALC-0159 35 Z OV ALC-0315 O {s MR- & L T, Derek (Derek Nexus 6.0.1, Derek Knowledgebase
2018 Version 1.1) 33 X T¥ Sarah (Sarah Nexus 3.0.0, Sarah Model 2.0 Version 2.0) % H\ 7= in silico
25 RIFMEREMG A2 FEhE U 7=, £ ORER, WiFE & A RFEMEOEEREL A IR\ LRI
7oo F£72, M2.6.4.5 FHIZ/R L7z ALC-0159 35 KX OVALC-0315 mﬁrﬁ% 22U T b, Derek (Derek Nexus
6.1.0, Derek Knowledgebase 2020 Version 1.0) 35 X U Sarah (Sarah Nexus 3.1.0, Sarah Model 2020.1
Version 1.8) % VT inssilico £ RJFMRHMIi 2 Fhi L7z & 2 A, WO & 28 5 M D%
EEEEA IRV LRI,

ICH M7(R1)0>'7T5'5'ﬁ M OF B L OVEFLOE 2 )7 % ALC-0159 3 L OV ALC-0315 1234 Tl
“BA, WIREITARFEMEOEEEGE 2 G &) 72Z L vh, ICH M7(R1) THEMEZAER & D
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.6 MR OB T L

i (TTC) ICXAEEMNMNBBEIN TV IWEDTERIZEZY L, L LR n, WIFE O
HEOBAENO bBIEEEEZENE T R 2 METH 2L & LT,

ALC-0159 @ 1 A K G-E1% 534 ug TH Y, ICHMIRDTHE SN D, TTC GG A9
B AN F 7130 AMEDS R OB O 28 ST B XA IR MR GE) 72 TTC) LA R CHEELT
DR ICESSHREREEZAWTE XD L, BN 1 5 LT OHA O RFM
FINAVE DT REBIRETH S 120 pg/H %= FHl 5,

—J7, ALC-0315 ® 1 Hig KRG &Ei1X 430 ug £ 720, ICHMIR)THE IS, BHHIM 1 »
HHT@%Q@Wﬁﬁﬁ%ﬁA% TOPREIETH S 120 g/ B % EES, LoLann, %

ANVEIT IR X OWRE S O i 7 12 HS VT 5, Figure 2 [ICH M7(R1)DK 1 Z k]
9@%@% , 105 E W TN Y AT YT 2B RO 1 BB S G B E OB
frAERT, ZOFEIL, —AJFEOEGIZXH L CHEA IS TTC L, 37205 1.5 pg/person/day
EWVS LAULIZESWTEYD, LTFTOXREHNTWD

e e 1.5 pex (363 B x— A JET70 £ = 25,550)
— - |— W H Fr —
FEL D EVGEIRO Al= s %

(AT @ FFAEIE)

—7J5, Figure 2 OFEELROEHR Y, ICHM7RD)THLEL7= LBV IC—4EEL VB OREIZ
ELR, EEO 1 AEIREL L ERT, R L7260 LU T —RICETE (105 &
IFENRAY AT YT HERFEMEARMYO 1 BEIE) LVELIRW =D, Zulk->TH
DD L RLRER (SF) 13E G MR EL 25128 RE LD, ERRoRdks LOERKIO T &EHE (21
A FIRR CRE 2 [E8efdE « M1.8.1 1H) (ZES< &, BRFEMRNAMEL 2 AMKET 2560 1 A
FPAEIEIT 19,1625 pg (1.5 pgx365 A X —4JET70 4,2 H) &720, ALC-0315 D 1 A K
HETHDH 430 ug # K& < kRS,

PIEX Y, BNT162b2 DT E SNDHEGIKR TORE « HEIZBWT, R5EEOBA)G ALC-0159
BLWALC-0315 OiEfamtEaER E T2 U A7 TR InNnot,
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Figure2  HREHIRBIOBEE LTHKLRZ1:100,000 & WO ER EOEBRAY A7 ICHYTHE
ELTEHLEEZRRERMYO 1 BEL, ICHMI(R)D 73 THTHE L TV 5FF
BEREL L EOHE [ICHM7(RDDX 1 Z k]

1H
_l 38250 pg
10000 107 L S RAAY A2 RN TS
14 H R A&
:‘; 1000
Z
E SF: 300-10x
i 100 120 ug
EE
4
2
10
k]
H
= X oL S
I 1 - R LEERR 1,5 ug
] SF: [l#c{f80 (SafetyFactor) | (FHA#
LETHEREo® (R B Mgl )
1 10 30 100 365 1000 3650 25500
BHERH

WIZ, ALC-0159 35 L TN ALC-0315 ([ZHAL L 7AbA O BT BT D fFHRIC K-S X, ALC-0159
B I ONALC-0315 OBIEHEMEICHOWTEE LT,

ALC-0315 131 A ALA[RER B A A U MEDOBEIREEIC SN D, 20O X O RIFEBITEEEE A
LNP Oy & LTHEIA L, 20 LA EIZhizo THWHNTEY, FFIZZZ 10 EDHT, 1
A AL ATRE 7R G A A MR E A2 B A T D kk 2 7R ST LNP [ 35 O R FRER 23 s S Av T
5, TOHRTRLEENEITLTCWNDEON, A4 ALRERGA 4 MIRE Th D
DLin-MC3-DMA # &A% siRNA-LNP #HF|D A4 8y b (SF T -LNP) TH V7, A
(2B TIE 2019 AR BLE IR AGR 2 LS L T 518, ALC-0315 <° DLin-MC3-DMA 72 K DA 4
{ERTREZR R A, Wi EWIEEIZ B 59 2 38 oA 2 /9719202022 (Figure 3) . 3772
B, 1 DHOEME LT, ZOIEEEITEANOFEE BB RZSICHES LI m s E ©
bV, ZOBKEREHDIEEOBEEE~DOBEELRER O LTS, 2 OHORHE LT, Bl
KMEDIRE = A A At T 5 pKa OHEIFANIEF TN Z LD, Z OIREFEOHEERIZERME T HIBR
b, ZDOXHIZ, DLin-MC3-DMA & ALC-0315 D& ITEEL L Tn5,
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Figure3  ALC-0315 B X O Z DDA F ALFREZRBBA A L MR E o #i]
(A) ALC-0315

HO\/\/'\N/W\/O\’m/\/
0
oo
0

(B) Sabnis b D@3 YIZ/R &5 Lipid 5 (#38)

0
5

(C) ARy b (XF T LNP) IZHA &5 DLiIn-MC3-DMA
~ o — .

N

T I L T

WA A PR B O EREINE & RIERIC, PEG IEEIC /SN D IRE o & b £ 7= HVITHER
LTW5, vy b (RF 5 -LNP) IT&H &5 PEG HEC%TT%% PEG2000-C-DMG 1%,
RLE R CHEE DY LNP HEEIZ[EE S D DI+ Bk 26 9 % IRFHUC PEG BHEAHE S L
ToH§iE% & D, PEGao0-C-DMG & ALC-0159 13, »EﬁrstMlyk?‘%ﬁa@ﬁé%fﬁizbfﬁv:t%iﬁﬁ’a
IREWERLTWAHDOO (Figure4) , TOMOEEIXIFIFER—THHZ &b, EERNTO

LNP Off) & 2B 213 L OWERIEDO RN 55 alREthi BV s E 2 65 b,
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Figure4  ALC-0159 B XUV F L5 -LNP 288 &5 PEG IEE
(A) ALC-0159

O
2000 WV\W\

B) A Xy hu (XF T T -LNP) IZEH S415 PEG-C-DMG?

{/\/J\/\/H \/OK/
~ O N__O O
) n \([)]/

A3y b a R 2mg/mL OPFIFICEE LT, EORAITH S/ F T -LNP,
DLin-MC3-DMA %5 & UF PEG2000-C-DMG D x s tEakliR 3 F2 i < dv DRI 2 O T 18 IR 229K 28 Bt
BB IO R Y > BRE 2 in vitro YRR EHKER (VXF T 2 -LNP (DWW Tl
2T U AZERHOWIZE IR G E) ], SBREVWThbEETH o7 18,

PEG IEE %, Figure 1 T/RL7Z K 912 LNP OAMEZTERN T 5 Z & THI O E(RIS X ORI FE D
B—{bofkie s A L, B5%OMEERAE L OMAIERZ 5/ NRIZE X 5 720 O—# O N RS
U7 &L THE< (M2.6.6.83 ) , LNP (JERIMIRANIZR AT DEIIZ, 1T& A ED PEG IEE K
DERIH, —F, A A UEREITMIENICEITL, RNA O KV — A Z2FEid 5, B
A FMEREDRNICRIET S E, VY Y —AEMHAEERLZNG Y VY —ha/X— KAV
F~EBATT D 2 L 21252621829 (B U MEREL F 72 1% LNP IR~ —h — NI TR I
BRI £ 5 2 & 2125260 2719 in vitro 38 L OV in vivo iRBRFE NG STV GiigIZ B
@ IAENT LNP BEEICBATE TICEERICH £ 5 2 L 2T EBRERO il L LT, A4

HJEE Cé& % DLin-MC3-DMA X° Lipid 5 %% % A9 % LNP % JHV 7z Sabnis & OF@3C 10 &L 0 X%
yﬂ@ L T Figure 5 (278 L7z, Lipid 5 1ZZ OWETHWONTZA T HIEEDO—2>TH D, ik
[ZOWTIE Figure 3 1R L72, ) o U Y YV —har N—h AV bEMbd 5L, U Y Y —AN

ZJRIE LTRSS S, BEitE N D 2, L7223 -> T, PEG HFER L OBA A MEIRE AN

24T L T DNA 36 K O AR ICEHER T 2 ATRBEIZIRW L B X b, 20 Z & 9vH, ALC-0159
B L VALC-0315 BEENIZEAT LT DNA £ RSO IR B 235583 2 TR th i mme e o
776
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Figure5 A A ALFIRERIGA A HIEEZEH 3 %5 LNP OHMIAN TORTE : ALC-0315 L1
AR Lipid 5 3 X O DLin-MC3-DMA

B LNP uptake (Atto 647) Nuclei (DAPI)

A A AL ATREZ e B A A L MEE'E Td 5 DLin-MC3-DMA (£[H) F7zid Lipid 5 (41X) Z&Te LNP (ATTO 647
THEF) % HeLafildic hT A7 =2 bk L7-, LNP OIREMRILIL, A A ALriE7etA 4 o PENRE : DSPC :
a L A7 ua—/L:PEGEE% 50 :10:385: 15 (molkk) & L7z, F£7=, 0.1%ATTO 647 DOPE % fli&E~—F —
L LTEA LI, ATTO 647 1ZE 7 T, DAPLIZ L DG EITHE CRINTEY, FE~— I —BERNICBTE
PIHEEEICE 5 2 L 0SHER &7z, Sabnis & OFGIL ! B LT,

PUbZFEHBH L, ALC-0159 3 L N ALC-0315 72 5N ZF 4 5 DAEM O in silico 28 F 54 FEAf
It Tho7- 2 LISz, ALC-0159 38 LTV ALC-0315 @ 1 HY /-0 o 581%, #hFh ICH
M7RDDOHESET 2 1 HHFREREB L ON05 LW )N A U A7 TSI 528 RIFPERFY D 1
HEIEZ FES Z Enn, ARFIOERMSHIZB W T, ALC-0159 38 X N ALC-0315 I[ZHEK T 5
BIGFEMEY 27 BT D TREMEITIRV, 12T, ALC-0159 B XY ALC-0315 OREEIZHELL L T
wépmmmCDMGﬁiUWmmMcnmm,:ﬂ%@%%%éﬁ?éﬂ%&ﬁ>ﬂNP@ﬁ%ﬁ
MEaRBR RS I TV TR b A TH -7, & BIZ, ALC-0159 72 & d PEG JEE ¥ L OV ALC-0315 72 &
DA A A RREZR B A A IR E O ~OBATIIRIB I N TV R, 2 b0 Z &k
ALC-0159 35 LTV ALC-0315 DN BIam 2 R IREN VW I L2 I LICXFTHo00LEEZI LN
7

8.3.1.1.2. DSPC

DSPC (HIFFLHHDOMIAEICFAET 2 RIVEIDOIRE CTH v, BinmtEz a7 5 alietE iR, EE,
DSPC # &8 T 5473y b o sl 2mg/mL OBAZEIZEE L CZORHFITH 5 /3F 7 > -LNP
Z o B inmtai G 2 W 7o IR 2e AR Baklids O e RARMIL Y o "Bk Z Iz in
vitro YR BE BRI L O~ U 2 & W2 BB Mg ER) BER I TRY, BRITVWInbia
PETIHh o7 18,
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9. EE K U

BNT162b2 (V8) (100 RNA pg/lal) F7-1% BNT162b2 (V9) (30 RNA pg/lal) %7z 2 SO EHK
L3 MRBRIC T, MERE Wistar Han 7 > MMZM 18], 53 BIHANKEE L& 2 A, WTio
RBRIZB O TH RO RREOZA(LIZ A LN T EAEM A~ LTz, BNT162b2 ORI 512
0 PRSI RIESONIFE O B G OFFIE X OWLEE, —i@Eo MR EH, Ak L O

TMEW & X7 B O KON AG O T3 A B iv7c, BNT162b2 (V8)Z % 5- L7z 38166 7R
Gk%fGGUDLﬂ#ﬁEMh%@@@@WW ENOl 2N WY VR P Y R (KT (AN
D N HFigds & ONMEIE R E 2 mie - 2 B Pt b A b i ino 7o, £z,
BNT162b2 (V9)% #45- L 7= [JGR142 5B T GGT » EF I A b e oz, BGHABIZE TILF
fEds L ONLBEDS A B 4L, 2 [BIH 3 K OV3 [BIE 5% THREBESEM L, FiE( LA, KB
BANZIZERE Uiz, RAERISO ZIRGEE L L TR C— it DR ERD 70 & NSRER IR L EREL,
M/ ds K ORIMERR /N T A —Z O—1\PEDRD R B Te, KRB TRy, BN B A

TITARMERAME DN, 7 a7V O EABINAG O TRRONT-DOHATHY, [AIE
PERR STz,

FIMRATAB LOWEEEOE(LE LT, FiE Y v/ \Hik OO IR K72 & QN s E & o BN
DR B AL, BRI TIE, BEEALE L O O JE 0k COERIER X ORIE, FTg Y v
JNETC OPRFULE AR FE SEME TS L O AR N, BEUE C o & M AR O HE TS L OVR Ly
Fal e SEVERE AN, BHE COEMMIEOEMMN A LT, I HIEWT I SR F 7 I3 RIER
JSZPE D Bk LB 2 bz, FFPNRRIC I T 2 P o2 hafbis, FRMfa G EME 2 g3 2 Rt
ﬁ@%m%ﬁkivﬁ% EfEE 2 R A AR HERAEEOLS b AL N T REIEER L H D Z &
MOFBMEFIERICZ LWALTHY, FHlaicisid % LNP IFE O IAHNEEL TS &
EZ DAV 6 FG WM T RN AR P AR A C A DAL BT RUSIRSE I TS T RpIZ[B1E & 72
EEHEREM A2 R LT, £7o, RERMRFHMTORME, FURICKT 2 F R 0EINE R R ST,

MM >~ M2 BNT162b2 (V9) Z ERIR B TH % 30 ug RNA/[EIO & Tht 4 [B] GZELATIZ 2 [B136 X
ORISR 2 [5]) FAANE G- LTz & 2 A, BEMICB W CRE G- EMRBR A b2t i (%
HEALORSE, —mPEOERER LOEBHEOIRT) 25RO NN, Zhhhe, Mk, - B
FOMARDAELE, MER LOREIH T D2RBILAONRD 2Tz, BNTI62b2 (V)2 &5 L7
TRCTOREY, 726 NZOIERE X OHANL T SARS-CoV-2 12k 2 FRIFURINE A7 H i
72 BNT162b2 (V8)5 L UV BNT162b2 (V9)D 18 £ 5-F 3B O 36 L OV B oM A 1 C
BWT, HEHEARERRO TR D o7,

UEDX ST, 7y bERAWEEERE X OEREBAEFEMERBRICE VT BNTI62b2 #4512 XK 5
BHELITRD Do T, ZOREFRIE, B NI BNTI162b2 % 30 pg RNA O H & TR S
THLEEEXFTH2bDEEx N, £, AFNCERT D HWRNAITH 5 ALC-0159,
ALC-0315 3 X UYDSPC (2K F 2 B~ &ITR ST, AAOERERIZEY 2o
WA DL ME~DENE U D A[REMEIZIRW & B 2 BT,

10. ¥#*&
B3R L OB ER IR L,
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2.6.7.1 TOXICOLOGY: OVERVIEW Test Article: BNT162b2

Type of Study Species/ Method of Duration of Dose Total Volume GLP Testing Study
Strain Administration Dosing (ng RNA/animal) (nL)? Compliance Facility Number
(Sponsor
Reference
Number)

Single-Dose Toxicity

Not conducted
Repeat-Dose Toxicity

17-Day, Rat/ IM Injection 17 Days 0 2001 Yes | R 38166
2- or 3-Dose Wistar Han (Dose days (Control Buffer©) (NA)
(1 Dose/Week) 1,8, 15) 30 60
Toxicity With a or BNT164)
3-Week Recovery 10 Days 10 20
Phase (Dose days (BNT162.)
1, 8)° 30 60
BNT164)
100 200¢
BNT164)
30 70
BNT164
100 200¢
(BNT162b2 [V8])
17-Day, 3-Dose Rat/ IM Injection 17 Days 0 60 Yes PWRDs# .GR142
(1 Dose/Week) Wistar Han (Dose days (Saline)® (NA)
Toxicity With a 1,8, 15) 30 60
3-Week Recovery (BNT162b2 [V9])
Phase 30 60
BNT164)
Genotoxicity
Not conducted
Carcinogenicity

Not conducted
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2.6.7.1 Toxicology: Overview

Test Article: BNT162b2 (continued)

Type of Study Species/ Method of Duration of Dose Total Volume GLP Testing Study
Strain Administration Dosing (ng RNA/animal) (nL)? Compliance Facility Number
(Sponsor
Reference
Number)
Reproductive and Developmental Toxicity
Combined Rat/ IM Injection 21 and 14 days 0 60 Yes .256434
Fertility and Wistar Han prior to mating, (Saline)f (RN9391
Developmental GD 9, GD 20 30 60 R58)
(Including BNT164)
Teratogenicity 30 60
and Postnatal (BNT162b2 [V9]),
Investigations) 30 60
BNT164)

Local Tolerance
Not conducted

Other Toxicity Studies
Not conducted

GD = Gestation day; GLP = Good Laboratory Practice; IM = Intramuscular; -—, NA = Not applicable;

PWRD = Pfizer Worldwide Research & Development; QW = Once weekly.

a. Doses were administered as 1 application at 1 site unless otherwise indicated.

b. QWx3 (Days 1, 8, 15) for BNT16
c. Phosphate buffered saline, 300 mM sucrose.
d. One a
e. , Germany.

f. Sterile saline (0.9% NaCl).
g. Groton, CT, US.
h.

, France.

lication (100 pL) at 2 sites for a total dose volume of 200 puL.
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2.6.7.7A REPEAT-DOSE
TOXICITY

Species/Strain: Rat/Wistar Han

Age at First Dose: 8-9 Weeks
Date of First Dose:

Vehicle/Formulation: Phosphate buffered saline, 300 mM sucrose/Solution

Report Title: Repeat-Dose Toxicity Study
of Three LNP-Formulated RNA
Platforms Encoding for Viral
Proteins by Repeated
Intramuscular Administration to
Wistar Han Rats

BNT16

), or BNT162b2 [V8
QWx2 (Days 1, 8) for BNT16
Duration of Postdose: 3 Weeks

Duration of Dosing: QWx3 (Days 1, 8, 15) for
), BNT162J}

] (modRNA-LNP SP2);
_)

Method of Administration: Intramuscular injection;
20 to 100 puL/administration site/dose®

Special Features: Cytokine analysis (IFN-y, TNF-a, IL-1p, IL-6, IL-10)

Test Article:

BNT162b2

Study Number: 38166*

Lot Numbers: CoVVAC/0903.
CoVVAC/1003
), CoVVAC/160

BNT16

(BNT16

GLP Compliance: Yes

), CoVVAC/1303}
(BNT162b2 [V8])

BNT16.

No Observed Adverse Effect Level: 30 ug (BNT162J]. BNT162J]). 100 ug (BNT16Jll. BNT162b2)
Dose (ug RNA/animal) Control BNT16i BNT16 BNT162. BNT16 BNT16 BNT162b2
0) (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing Day 2 1 1 1 2 1 2
Sex M F M F M F M F M F M F M F
Number of Animals® 15 15 15 15 15 15 15 15 15 15 15 15 15 15
Noteworthy Findings
Died or Euthanized Moribund 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Body Weight (g)
Prior to Initiation of Dosing 257.6 213.8 1.0 1.0 1.0 0.89 1.0 1.0 1.0 0.90 1.0 0.91 1.0 0.90
Day 1 263.5 212.3 0.99 0.99 1.2% 1.0 1.0 1.0 | 1.2% 1.0 1.2% 1.0 1.2% 1.0
Day 2 268.9 215.1 | 0.93% 0.95 1.1+ | 098 | 095 | 1.0 1.0 | 0.95 1.1+ | 0.98 1.0 0.96
Day 8 310.9 231.7 | 0.94% 0.99 1.1} 1.0 0.98 1.0 1.0 1.0 1.0 0.99 1.0 0.98
Day 9 319.8 237.0 | 0.87f | 0.93= 1.0 095 [ 0.93% | 0.99 | 0.93F [0.94% | 0.96 [0.93F| 0.92F | 0.93*
Day 15 356.3 249.8 | 0.88% 0.97 1.0 098 [ 0.95« | 1.0 | 098 [ 0.99 | 0.98 |0.95| 096 | 0.95
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2.6.7 BIERBROBER
2.6.7.7A Repeat-Dose Toxicity Study Number: 38166 (continued)
Dose (ug RNA/animal) Control BNT16 BNTI6J] | BNT16] | BNT16] | BNTI6J] | BNTI62b2
0) (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Body Weight Gain (%)f
Day 9 21.3 11.7 6.3 5.8 2.9 43 13.6 9.5 -3.5 3.6 -0.77 1.5 -4.1 1.2
Day 16 37.1 16.7 15.1 10.0 11.9 11.0 | 252 17.1 6.0 10.3 NA NA 4.8 6.4
Food Consumption? —
Relative
(g/kg of body weight/day)
Week 1 95.0 98.3 0.94x 0.97 | 0.837 | 093« [ 0.96 | 0.98 | 0.77F | 0.87% | 0.817 | 0.90F | 0.78% [ 0.86F
Week 2 89.4 94.3 093+ | 096 | 0901 [ 099 | 0.98 1.0 | 0.88% | 0.98 | 0.861°| 0.98° | 0.891 | 0.98
Clinical Observations - - - - - - - - - - - - - -
Local Tolerance®
Day 1 — Edema
4 Hours Postdose - - - - - - - - - - - - - -
24 Hours Postdose
Edema, very slight 0 0 6 1 9 6 6 5 4 9 11 10 12 11
Edema, slight 0 0 2 0 0 0 2 6 0 0 0 0 0 0
48 Hours Postdose
Edema, very slight 0 0 4 7 13 9 8 6 7 6 10 10 8 2
Edema, slight 0 0 3 5 0 0 2 6 0 0 3 1 0 0
96 Hours Postdose
Edema, very slight 0 0 3 3 0 0 1 0 0 0 0 2 0 0
144 Hours Postdose - - - - - - - - - - - -
Day 8 — Edema
4 Hours Postdose
Edema, very slight 0 0 0 0 0 1 0 0 0 0 0 0 0 0
24 Hours Postdose
Edema, very slight 0 0 3 2 3 11 13 7 6 4 9 7 8
Edema, slight 0 0 7 9 0 1 3 1 0 0 0 0 0 0
Edema, moderate 0 0 4 3 0 0 0 0 0 0 0 0 0 0
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT162. BNT162b2
0) (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
48 Hours Postdose
Edema, very slight 0 0 3 0 0 0 8 9 1 0 0 0 0 3
Edema, slight 0 0 7 7 6 8 2 0 8 5 0 1 6 6
Edema, moderate 1 1 4 7 9 7 2 1 6 10 3 4 9 6
Edema, severe 0 0 0 0 0 0 0 0 0 0 2 0 0 0
96 Hours Postdose
Edema, very slight 0 0 8 9 4 1 4 0 0 0 0 3 0 0
Edema, slight 0 0 1 2 1 0 0 0 0 0 0 0 0 0
144 Hours Postdose
Edema, very slight 0 0 0 0 2 0 0 0 0 0 0 0 0 0
192 Hours Postdose
Edema, slight NA NA NA NA NA NA NA NA NA NA 1 0 NA NA
240 Hours Postdose NA NA NA NA NA NA NA NA NA NA - - NA NA
Day 15 — Edema
4 Hours Postdose - - - - - - - - - - NA NA - -
24 Hours Postdose
Edema, very slight 0 0 3 6 10 8 10 7 0 0 NA NA 0
Edema, slight 0 0 12 9 3 7 5 8 9 12 NA NA 1 2
Edema, moderate 0 0 0 0 0 0 0 0 6 3 NA NA 12 12
Edema, severe 0 0 0 0 0 0 0 0 0 0 NA NA 2 1
48 Hours Postdose
Edema, very slight 0 0 1 1 1 1 2 3 0 0 NA NA 0 1
Edema, slight 0 0 4 2 4 3 2 1 NA NA 1 3
Edema, moderate 0 0 0 0 0 0 0 0 4 1 NA NA 4 1
96 Hours Postdose
Edema, very slight 0 0 1 2 1 0 0 0 3 2 NA NA 3 1
Edema, slight 0 0 2 3 1 0 0 0 0 0 NA NA 2
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT162. BNT162b2
0) (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
144 Hours Postdose
Edema, very slight 0 0 1 0 1 0 0 0 3 2 NA NA 3 2
Edema, slight 0 0 0 0 1 0 0 0 0 0 NA NA 2 2
192 Hours Postdose - - - - - - - - - -
240 Hours Postdose
Edema, very slight 0 0 0 1 2 3 2 2 3 4 NA NA 1 3
Edema, slight 0 0 0 0 0 0 0 0 1 1 NA NA 2
288 Hours Postdose
Edema, very slight 0 0 0 1 2 0 2 1 4 5 NA NA 3
Edema, slight 0 0 0 0 0 0 0 0 0 NA NA 2 1
336 Hours Postdose
Edema, very slight 0 0 0 0 0 0 0 0 2 0 NA NA 0 0
384 Hours Postdose
Edema, very slight 0 0 0 0 0 0 0 0 2 0 NA NA 0 0
432 Hours Postdose
Edema, very slight 0 0 0 0 0 0 0 0 1 0 NA NA 0 0
480 Hours Postdose
Edema, very slight 0 0 0 0 0 0 0 0 1 0 NA NA 0 0
528 Hours Postdose - - - - - - NA NA
Day 1 — Erythema
4 Hours Postdose - - - - - - - - - - - - - -
24 Hours Postdose - - - - - - - - - - - - - -
48 Hours Postdose
Erythema, very slight 0 0 0 0 0 0 0 0 0 3 0 0 0 0
96 Hours Postdose
Erythema, very slight 0 0 9 7 1 0 0 0 0 2 3 4 0 2
144 Hours Postdose - - - - - - - - - -
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT162. BNT162b2
0) (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Day 8 — Erythema
4 Hours Postdose - - - - - - - - - - - - - -
24 Hours Postdose
Erythema, very slight 0 0 6 5 0 0 4 1 0 0 0 0 0 0
48 Hours Postdose
Erythema, very slight 0 0 7 0 0 1 1 0 0 0 0 0 0
Erythema, well defined 0 0 2 1 0 0 0 0 0 0 0 0 0
96 Hours Postdose
Erythema, very slight 0 0 3 1 0 0 0 0 0 0 0 0 0 0
144 Hours Postdose
Erythema, severe 0 0 0 0 5 4 0 0 0 3 4 2 3 5
192 Hours Postdose NA NA NA NA NA NA NA NA NA NA - - NA NA
240 Hours Postdose
Erythema, severe NA NA NA NA NA NA NA NA NA NA 1 0 NA NA
288 Hours Postdose
Erythema, severe NA NA NA NA NA NA NA NA NA NA 1 0 NA NA
336 Hours Postdose
Erythema, severe NA NA NA NA NA NA NA NA NA NA 1 0 NA NA
384 Hours Postdose
Erythema, severe NA NA NA NA NA NA NA NA NA NA 1 0 NA NA
432 Hours Postdose
Erythema, very slight NA NA NA NA NA NA NA NA NA NA 1 0 NA NA
480 Hours Postdose
Erythema, very slight NA NA NA NA NA NA NA NA NA NA 1 0 NA NA
528 Hours Postdose
Erythema, very slight NA NA NA NA NA NA NA NA NA NA 1 0 NA NA
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 BElERBR O R
2.6.7.7A Repeat-Dose Toxicity Study Number: 38166 (continued)
Dose (ug RNA/animal) Control BNT16 BNTI6J] | BNT16] | BNT16] | BNTI6J] | BNTI62b2
(U] (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Day 15 — Erythema
4 Hours Postdose - - - - - - - - - - NA NA - -
24 Hours Postdose
Erythema, very slight 0 0 1 2 1 1 1 2 0 1 NA NA 0 0
48 Hours Postdose
Erythema, very slight 0 0 2 1 3 1 1 0 0 0 NA NA 1 2
96 Hours Postdose
Erythema, severe 0 0 5 5 0 0 0 0 0 0 NA NA 0 0
144 Hours Postdose
Erythema, very slight 0 0 3 1 0 0 0 0 0 0 NA NA 0 0
Erythema, well-defined 0 3 0 0 0 0 0 0 NA NA 0 0
192 Hours Postdose
Erythema, very slight 0 0 0 1 0 0 0 0 0 0 NA NA 0 0
Erythema, severe 2 2 0 0 0 0 0 0 NA NA 0 0
240 Hours Postdose
Erythema, severe 0 0 2 2 0 0 0 0 0 0 NA NA 0 0
288 Hours Postdose
Erythema, severe 0 0 2 2 0 0 0 0 0 0 NA NA 0 0
336 Hours Postdose
Erythema, very slight 0 0 2 0 0 0 0 0 0 0 NA NA 0 0
Erythema, severe 0 0 0 2 0 0 0 0 0 0 NA NA 0 0
384 Hours Postdose
Erythema, very slight 0 0 2 0 0 0 0 0 0 0 NA NA 0 0
Erythema, severe 0 0 0 2 0 0 0 0 0 0 NA NA 0 0
432 Hours Postdose
Erythema, very slight 0 0 2 0 0 0 0 0 0 0 NA NA 0 0
Erythema, well-defined 0 0 0 2 0 0 0 0 0 0 NA NA 0 0
480 Hours Postdose - - - - - - - - - - NA NA
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 BMERBR OB EE
2.6.7.7A Repeat-Dose Toxicity Study Number: 38166 (continued)
Dose (ug RNA/animal) Control BNT16 BNTI6J] | BNT16] | BNT16] | BNTI6J] | BNTI62b2
0) (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Day 1 - I/H" - - - - - - - - - - - - - -
Day 8 — I/'H
4 Hours Postdose - - - - - - - - - - - - - -
24 Hours Postdose - - - - - - - - - - - - - -
48 Hours Postdose - - - - - - - - - - - - - -
96 Hours Postdose - - - - - - - - - - - - - -
144 Hours Postdose
I/H, slight 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Day 15 - I/H" - - - - - - - - - - NA NA
4 Hours Postdose - - - - - - - - - - NA NA - -
24 Hours Postdose - - - - - - - - - - NA NA - -
48 Hours Postdose
I/H, very slight 0 0 0 0 1 0 0 0 0 0 NA NA 0 0
96 Hours Postdose - - - - - - - - - - NA NA - -
144 Hours Postdose - - - - - - - - - - NA NA - -
192 Hours Postdose
I/H, moderate 0 0 0 0 1 0 0 0 0 0 NA NA 0 0
240 Hours Postdose - - - - - - - - - - NA NA
288 Hours Postdose - - - - - - - - - - NA NA - -
336 Hours Postdose
1/H, slight 0 0 0 0 0 0 1 0 0 0 NA NA 0 0
384 Hours Postdose
I/H, very slight 0 0 0 0 0 0 1 0 0 0 NA NA 0 0
432 Hours Postdose
I/H, very slight 0 0 0 0 0 0 1 0 0 0 NA NA 0 0
480 Hours Postdose - - - - - - - - - - NA NA - -
Ophthalmology - - - - - - - - - - - - - -
Auditory - - - - - - - - - - - - - -
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Page 10

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT162. BNT162b2
0) (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Body temperature (°C)
Day 1
4 Hours Postdose 37.4 37.4 37.97 | 3837 | 37.7% | 38.2f | 37.6 37.7 | 38.7% | 38.4%1 | 38.31 | 38.71 | 38.5F | 38.5%
24 Hours Postdose 37.5 38.3 38.5¢ 38.6 37.0 38.4 37.8 38.5 | 36.7f | 38.3 | 36.61 | 38.1 37.5 | 39.1%
Day 8
4 Hours Postdose 37.3 37.6 37.9% | 3841 | 37.6 38.0 37.5 382 | 38.07 | 38.2% | 38.01 | 38.4% | 38.1F | 38.4F
24 Hours Postdose 37.3 38.4 39.0+ 39.0 38.0 38.8 | 38.2% | 38.7 | 39.0f | 39.0 | 39.0f | 39.0 | 38.91 | 39.3%
Day 15
4 Hours Postdose 383 38.9 38.2 38.7 | 37.61 | 389 | 3747 | 37.61 | 38.7« | 39.2 | 38.6° | 38.7° | 38.6 39.1
24 Hours Postdose 38.0 39.0 38.9t% 39.2 38.2 39.1 38.0 39.0 | 39.1% | 394 NA NA | 39.1% | 39.5%
Hematology/Coagulation!
Red Blood Cell (10%/pL)
Day 4 7.270 7.654 7.218 | 7.295 | 7.7547  7.807 | 7.126 | 7.506 |7.784% | 7.589 |7.796% | 7.576 | 7.8487 | 7.578
Day 10 NA NA NA NA NA NA NA NA NA NA | 7.708 | 7.419 | NA NA
Day 17 7.956 7.892 7.723 | 7.546 | 7.844 [7.465% [ 7.751 |7.248% | 7.511 |7.145f| NA NA | 7.670 | 7.115%
Hemoglobin (mmol/L)
Day 4 8.60 8.87 8.43 8.57 | 8.99*% | 9.12 | 821* | 8.70 | 8.93* | 8.62 | 8.95* | 878 | 9.111f | 8.74
Day 10 NA NA NA NA NA NA NA NA NA NA 8.75 8.43 NA NA
Day 17 9.14 9.08 8.67F 8.66 | 8.691 | 8.38% | 8.621 | 8.131 | 8.14f | 7.85f | NA NA | 8311 | 7.93%
Hematocrit (%)
Day 4 4192 | 41.87 40.58 | 40.41 | 42.77 | 42.23 |40.39*% | 41.39 | 42.53 | 40.49 | 42.66 | 40.31 | 42.88 | 40.15
Day 10 NA NA NA NA NA NA NA NA NA NA | 41.46 | 38.86 | NA NA
Day 17 45.03 43.45 | 42431 | 41.74 | 41.10% | 39.24} | 42.66F | 39.50F | 38.791 | 37.067 | NA NA | 39.65%|37.59t
Reticulocytes (103/pL)
Day 4 307.0 | 1957 | 74.9% | 69.8% [116.31 | 94.91 | 171.1F | 143.9% | 112.51 | 112.3F | 77.1% | 79.6F | 85.5F | 101.3
Day 10 NA NA NA NA NA NA NA NA NA NA 192.7 | 1844 | NA NA
Day 17 234.6 | 201.0 174.87 | 199.8 | 190.4% | 225.5 | 188.6% | 209.9 | 2233 | 226.7 | NA NA | 172.91| 198.0
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT162. BNT162b2
(U] (30) (10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Platelets (10°/uL)
Day 10 NA NA NA NA NA NA NA NA NA NA | 708.8 | 570.4 | NA NA
Day 17 1089.2 [ 1068.1 | 804.71 | 622.91 | 805.11 | 698.11 | 930.6 | 876.8% | 817.21 | 702.21 | NA NA | 771.4% | 704.4%
White blood cells (103/uL)
Day 4 9.37 8.42 11.75 | 12.89% | 10.57 | 8.72 | 10.00 | 831 | 1091 [ 9.05 |[12.89%| 10.03 | 12.83F | 10.40
Day 10 NA NA NA NA NA NA NA NA NA NA | 20.12 | 1527 | NA NA
Day 17 9.09 7.11 16.281 | 14.50% | 14.76F | 11.02+ | 14.617 | 12.74F | 16.56F | 14.417 | NA | NA |19.88} | 15.00%
Neutrophils (103/uL)
Day 4 1.50 1.11 3431 | 3.847 | 1.41 1.11 1.46 1.13 1.32 1.73 | 2.52% | 2.28% | 2.00 [ 2.52%
Day 10 NA NA NA NA NA NA NA NA NA NA 8.79 6.55 NA NA
Day 17 1.46 0.95 7.741 | 6.527 | 5357 | 4.14% | 5.897 | 5.54% | 7.98% | 6.961 | NA NA | 10.29%| 7.37%
Monocytes (103/pL)
Day 4 0.29 0.19 0.41 0.441 | 0.30 0.23 0.26 0.18 0.21 0.20 0.41 | 0371 | 0.27 0.22
Day 10 NA NA NA NA NA NA NA NA NA NA 0.63 0.39 NA NA
Day 17 0.31 0.19 0.57+ | 0.37* | 0.631 | 0.44% | 0.621 | 0.44% | 0.55*% | 0.401 | NA NA 0.50 0.31
Eosinophils (103/uL)
Day 4 0.121 0.134 0.121 | 0.175 | 0.119 | 0.104 | 0.124 | 0.158 | 0.119 | 0.107 | 0.097 | 0.137 | 0.110 | 0.162
Day 10 NA NA NA NA NA NA NA NA NA NA | 0.094 | 0.092 | NA NA
Day 17 0.109 | 0.094 0.101 | 0.099 | 0.106 [0.152* [ 0.231% [ 0.308% | 0.360% | 0.508F | NA NA |0.566F | 0.573F
Basophils (103/uL)
Day 4 0.026 | 0.026 0.038 |[0.0571 | 0.047* [ 0.036 | 0.035 | 0.030 | 0.042 | 0.033 [ 0.060% | 0.0477 | 0.0657 | 0.043*
Day 10 NA NA NA NA NA NA NA NA NA NA | 0.102 | 0.055 | NA NA
Day 17 0.030 | 0.019 | 0.0631 | 0.0607 | 0.069F | 0.039* | 0.0607F | 0.042F | 0.063F | 0.0437 | NA NA |0.074} | 0.039*
Large unstained cells
(10%/uL)
Day 4 0.09 0.09 0.661 | 0.59% | 0.22% | 0.19% | 0.15 0.11 | 0.227 | 0.31F | 0.41F | 0.33% | 0.35f | 0.37%
Day 10 NA NA NA NA NA NA NA NA NA NA 1.38 0.87 NA NA
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT162. BNT162b2
(U] (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 2 1 2
Day
Sex M F M F M F M F M F M F M F
Day 17 0.09 0.08 1.17+ | 0.861 | 0.49% | 0.48% [ 0.24% | 0.43% | 0.59% | 0.637 | NA NA | 0.691 | 0.54%
Fibrinogen (mg/dL)
Day 10 NA NA NA NA NA NA NA NA NA NA | 298.2 | 2673 | NA NA
Day 17 106.1 | 114.4 | 309.1F |314.01 [ 271.0% | 279.8% | 271.41 | 281.8+F [ 310.017 | 299.11 | NA | NA |323.97|297.8%
Clinical Chemistry!
Albumin (g/L)
Day 4 29.48 31.61 26.70% | 27.15% | 27.48+ | 28.031 | 28.27+ | 28.97+ | 27.41+ | 28.211 | 27.22 | 27.921 | 26.79% | 27.62F
Day 10 NA NA NA NA NA NA NA NA NA NA | 2732 | 2735 | NA NA
Day 17 28.34 30.36 | 26.78% | 27.68F [ 26.671 | 27.697 | 27.231 | 27.38% | 27.267 | 27.17F | NA NA |26.68%|27.03F
Globulin (g/L)
Day 4 27.12 | 27.69 | 29.707 | 28.95 | 27.62 | 25.67 | 31.431|30.33* | 29.59% | 29.89 | 28.88* | 27.28 | 29.11* | 28.68
Day 10 NA NA NA NA NA NA NA NA NA NA | 28.08 | 26.15 | NA NA
Day 17 25.36 | 25.54 | 27.82% |29.02% | 27.03 | 25.81 |30.07F | 30.12% | 32.04% | 29.231 | NA NA | 31.22%]30.07F
Albumin/Globulin Ratio
Day 4 1.087 1.144 | 09011 | 0.938% | 0.9967 | 1.095 | 0.902F | 0.958% | 0.929% | 0.9507 | 0.944% | 1.028% | 0.923F | 0.964+
Day 10 NA NA NA NA NA NA NA NA NA NA | 0975 | 1.049 | NA NA
Day 17 1.119 1.192 | 0.963%1 | 0.9621 | 0.988% | 1.076 | 0.908F | 0.910% | 0.853% | 0.9331 | NA NA |0.8561|0.901F
Gamma glutamyl
transferase (U/L)
Day 4 0.95 0.88 4.21% | 3.67F | 2.93F | 2.75% | 2.52F | 2.32 | 3.32% | 3.72%1 | 3.601 | 3.77F | 3.25F | 4.01%
Day 10 NA NA NA NA NA NA NA NA NA NA 3.98 4.26 NA NA
Day 17 1.62 1.21 4431 [ 3971 [ 3.041 | 3.32% | 3.59% | 3.94% [ 4.18%1 | 4401 [ NA NA | 4831 | 5.05¢%
Acute Phase Proteins
al-Acid Glycoprotein
(ng/mL)
Day 4 64.7 79.8 465.01 | 401.41 | 304.71 | 323.61 | 381.91 | 378.91 | 454.91 | 445.01 | 431.11 | 390.61 | 446.81 | 445.67
Day 10 NA NA NA NA NA NA NA NA NA NA | 4163 | 409.7 | NA NA
Day 17 50.3 52.0 429.61 | 467.71 | 737.01 | 649.41 [ 437.61 | 463.01 | 970.91 | 980.91 | NA NA |1043.61 | 826.1F
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT162. BNT162b2
(U] (30) (10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
a2-Macroglobulin
(ng/mL)
Day 4 39.8 18.1 727.07 | 126.27 | 223.07 | 57.17 | 1434.61| 330.47 |2143.17 [ 1639.41 | 685.5F | 169.61 | 2159.0 | 1362.6
i i
Day 17 21.2 16.1 551.7% [269.37 [ 394.37 | 102.57 | 930.4F | 724.07 [ 5927.3 | 2692.2 | NA NA |4604.5|1937.5
T i i T
Urinalysis (Day 17) - - - - - - - - - - - - - -
Immunogenicity Neg Neg Pos Pos Pos Pos Pos Pos Pos Pos Pos Pos Pos Pos
Cytokines! - - - - - - - - - - - - - -
Organ Weights?
Spleen
Absolute (g) 0.838 0.595 1.2 1.6F 1.3} 1.2 1.1 1.3 1.2% 1.6F 1.2 1.3 1.3F 1.6F
Relative 2.568 2.701 1.4} 1.7 1.3F 1.3 1.2F 1.2 1.3% 1.5F 1.5 1.4 1.4} 1.6F
(g/1000 g body weight)
Gross Pathology
Number Examined 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Injection site
Indurated® 0 0 10 10 7 7 7 6 6 6 10 10 7 9
Incrusted 0 0 2 2 1 0 0 0 0 0 1 1 0 0
Lymph node, iliac
Enlarged 0 0 1 1 4 3 6 4 7 8 1 2 5 6
Spleen
Enlarged 0 0 2 4 5 2 1 1 5 7 5 1 2 7
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT1 62. BNT162b2
(0) (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Histopathology (Day 17")
Number Examined 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Injection site®
Fibrosis intramuscular/
Interstitial
Minimal 0 0 1 0 0 0 0 0 1 1 0 0 0 0
Mild 0 0 10 10 10 9 10 8 10 10 10
Moderate 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Fibrosis inter-
/perimuscular
Mild 0 0 10 10 10 10 9 10 10 10 10 10 10
Moderate 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Inflammation, mixed,
subcutis (Injection
site 1)
Mild 0 0 0 0 0 0 1 0 2 0 0 0 0 0
Moderate 0 0 9 10 10 10 10 8 10 9 10 9 10
Marked 0 0 0 0 0 0 2 0 0 0 0 0 1 0
Inflammation, mixed,
intramuscular/interstitial
(Injection site 1)
Minimal 0 0 1 0 0 0 0 0 1 0 0 0 0 0
Mild 0 0 4 8 8 4 1 4 8 4 3 4 9
Moderate 0 0 4 2 2 6 9 5 1 0 0 0 1 0
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity Study Number: 38166 (continued)

Dose (ng RNA/animal) Control BNT16 BNTI16J] | BNTi1c] | BNT16] | BNT162 BNT162b2
(0) (30) (10) (30) (100) (30) (V8)
(100)

Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3

Administration Sites/Dosing 2 1 1 1 2 1 2
Day

Sex M F M F M F M F M F M F M F

Inflammation, mixed,
intramuscular/interstitial,
multifocal (Injection

site 1)

Moderate 0 0 0 0 0 0 0 1 4 2 5 7 5 1
Inflammation, mixed,
inter-/perimuscular
(Injection site 1)

Minimal

Mild

Moderate

Marked
Inflammation, mixed,
subcutis (Injection
site 2)

Mild o™ o™

Moderate 0 0 3m o™ 0 0 0 0 9 9 0 0 10 8
Inflammation, mixed,

intramuscular/interstitial
(Injection site 2)

Mild 2m om

Moderate 0 0 m o™ 0 0 0 0 0 0 0 0
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Page 16

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT1 62. BNT162b2
(0) (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Inflammation, mixed,
intramuscular/interstitial,
multifocal (Injection
site 2)
Minimal 0 0 m o™ 0 0 0 0 0 0 0 0 0 0
Moderate 0 0 o™ o™ 0 0 0 0 5 4 0 0 6 1
Inflammation, mixed,
inter-/perimuscular
(Injection site 2)
Minimal 0 0 m om 0 0 0 0 0 0 0 0 0 0
Moderate 0 0 2m o™ 0 0 0 0 10 10 0 0 10 10
Myofiber degeneration
Minimal 0 0 2 0 0 0 1 2 1 2 0 0 0 0
Mild 0 0 7 9 9 9 8 8 8 7 4 10 10
Moderate 0 0 0 0 0 0 0 0 0 0 1 5 0 0
Edema, subcutis
Mild 0 0 1 0 1 1 4 4 1 2 0 0 1 2
Moderate 0 0 5 10 9 6 4 6 8 6 5 7 7
Marked 0 0 0 0 0 2 1 0 0 0 3 5 2 1
Oedema
intramuscular/
Interstitial
Minimal 0 0 1 8 6 1 2 2 1 1 1 1 0 0
Mild 0 0 1 2 1 6 7 7 8 9 10 10
Oedema inter-/
perimuscular
Minimal 0 0 0 0 0 1 0 0 0 0 0 0 0 0
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Page 17

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT1 62. BNT162b2
0 (30) (10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Mild 0 0 2 1 5 0 3 1 0 2 2 1 0 0
Moderate 0 0 4 9 5 8 6 8 8 6 6 8 6 6
Marked 0 0 1 0 0 1 1 1 0 2 2 1 4 5
Hyperplasia,
epidermis, widespread
Mild 0 0 0 0 2 3 5 7 3 1 0 0 2 1
Moderate 0 0 4 9 7 4 4 1 7 9 9 10 7 9
Sciatic nerve, perineural
Inflammation
Minimal 0 0 0 0 0 1 0 1 3 1 0 0 1 1
Mild 0 0 0 0 0 0 0 3 2 2 0 0 2 3
Moderate 0 0 2 0 0 0 1 0 2 7 0 0 5 5
Marked 0 0 1 0 0 0 0 0 0 0 0 0 2 1
Bone femur
Inflammation
Minimal 0 0 0 1 0 1 0 0 1 2 0 0 0 0
Mild 0 0 0 0 0 0 0 0 2 3 0 0 2 7
Moderate 0 0 0 0 0 0 0 0 1 1 0 0 0 2
Mammary gland
Inflammation, mixed;
interstitium; focal
Mild 0 0 0 0 0 2 0 0 1 0 2 1 0 0
Moderate 0 0 0 0 0 0 0 0 1 0 1 2 0 0
Lymph node iliac
Plasmacytosis
Minimal 0 0 2 1 1 0 0 1 0 1 0 0
Mild 0 0 3 1 6 6 2 1 4 4 1 6 9 2
Moderate 0 0 0 0 0 0 7 7 2 5 1 0 1 8
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Page 18

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT1 62. BNT162b2
(0) (30) 10) (30) (100) (30) (V8)
(100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Marked 0 0 0 0 0 0 0 0 1 0 0 0 0 0
Inflammation
Minimal 0 0 4 1 0 1 0 0 0 2 1 2 1 1
Mild 0 0 1 0 2 0 0 3 3 1 3 5
Moderate 0 0 0 0 0 0 0 0 2 2 2 1 0
Increased cellularity,
germinal center
Minimal 4 3 3 1 0 1 1 2 1 0 0 0 0 0
Mild 4 0 5 6 6 7 9 4 7 6 8 10 8 6
Moderate 0 0 1 1 3 2 0 2 2 3 2 0 2 4
Skeletal muscle
Infiltration, mixed
(focal, multifocal)
Minimal 0 0 0 1 0 0 0 0 1 2 0 0 5 0
Spleen
Increased
haematopoiesis
Minimal 0 0 0 0 3 2 0 0 0 4 0 0 2 6
Mild 0 0 0 0 0 0 0 0 2 3 0 0 0 2
Liver
Vacuolation,
hepatocellular,
periportal
Minimal 0 0 1 4 1 0 2 5 1 1 6 5 2
Mild 0 0 0 6 0 1 0 8 3 9 4 4 8
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 T BR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Dose (ug RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT162. BNT162b2 (V8)
0) (30) (100) (30) (100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 2 1 2
Day
Sex M F M F M F M F M F M F M F
Recovery Evaluation
Number Evaluated 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Body Temperature (°C)
Day 36 36.8 38.3 37.4 38.8 37.6 38.8 38.2* | 38.7 37.5 39.1 NA NA 37.0 39.2
Histopathology"
Number Examined 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Injection site
Fibrosis intramuscular/
interstitial
Minimal 0 0 1 3 3 1 4 4 4 1 0 0 4 4
Fibrosis
inter-/perimuscular
Minimal 0 0 1 1 1 4 0 1 2 4 1 4 1 0
Mild 0 0 4 4 4 1 5 4 3 0 0 0 4
Inflammation, inter-/
perimuscular
Minimal 0 0 3 2 4 3 1 1 3 2 1 3 1 0
Mild 0 0 2 2 0 0 4 4 2 2 0 0 4
Lymph node iliac
Plasmacytosis
Minimal 0 0 0 2 0 2 2 3 2 2 0 1 1 1
Mild 0 0 0 1 0 1 0 0 1 3 0 0
Increased cellularity,
germinal center
Minimal 1 2 3 2 1 1 3 1 1 0 4 3 1 0
Mild 4 2 1 3 4 3 1 4 4 3 1 1 4 3
Moderate 0 0 1 0 0 1 1 0 0 2 0 0 0 1
Skeletal muscle
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 TR OB

2.6.7.7A Repeat-Dose Toxicity

Study Number: 38166 (continued)

Dose (ng RNA/animal) Control BNT16 BNT16 BNT16 BNT16 BNT162. BNT162b2 (V8)
) 30) 10) 30) (100) 30) (100)
Dosing Frequency QWx3 QWx3 QWx3 QWx3 QWx3 QWx2 QWx3
Administration Sites/Dosing 2 1 1 1 2 1 2
Day
Sex M F M F M F M F M F M F M F
Infiltration,
lymphocytic
Minimal 0 0 0 0 0 0 0 0 0 0 0 0 0 1
Liver
Vacuolation,
hepatocellular,
periportal
Minimal 1 0 0 0 0 0 0 0 0 0 0 1 0 0

* p<0.05; T p <0.01, significantly different from control based on appropriate trend or pairwise comparison. A full description of the statistical decision tree

can be found in the final report for this study.

= No noteworthy findings; F = Female; GLP = Good Laboratory Practice; IFN = Interferon; I/H = Induration/Hardening; IL = Interleukin; LNP = Lipid

Nanoiartlcle M = Male; modRNA Nucleoside-modified mRNA; NA = Not applicable, Not available; Neg = Negative; Pos = Posi

; SP2 = Spike protein P2 mutant; TNF = Tumor necrosis factor;

a. Final, audited study report.

itive; iiW = Once Weeklr;

b. Groups 1, 5, and 7 each received 100 pL/administration site at 2 sites for a total dose volume of 200 pL. The remaining groups each received an
administration at only 1 site for a total dose volume of 60 uL. (Groups 2 and 4), 20 pL (Group 3), and 70 uL (Group 6).
c. Ten (10) animals/sex/group for the dosing phase (main study animals), and 5 animals/sex/group for the recovery phase. Additional satellite animals

(3/sex/group) were used only for blood sampling for cytokine analysis.

d. Group means are shown for controls. Changes from controls, expressed as multiples, are shown for groups administered test article. Statistical significance

is based on actual data and not on the multiples.

e. Values represent data obtained from recovery animals (5/sex).

f. Percent differences from Day 1 are shown.

g. For local tolerance, when animals received the test article over 2 injection sites (Groups 1, 5, and 7), only the highest severity score from either injection site

was used to calculate incidence.

h. No noteworthy findings were observed at all time points on Day 1 (4, 24, 48, 96, and 144 hours postdose) and Day 15 (4 and 24 hours post dose).
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.7 MR O EE

2.6.7.7A Repeat-Dose Toxicity Study Number: 38166 (continued)

i. Day 4 values represent data obtained from the first 5 main study animals/sex/group and all recovery animals (5/sex/group). Day 10 and 17 values represent
data obtained at the end of the dosing phase from the main study animals only (10/sex/group).

j- Data obtained from all satellites animals (3/sex/group). Cytokine parameters evaluated were IFN-y, TNF-a, IL-1-§, IL-6, and IL-10.

k. Observation of “indurated” includes of observations of thickened injection site and/or muscle.

1. Day 10 for Group 6.

m. On Day 15, 6 animals (males 32, 34, 37, 39 and 42; female 60) were administered their third dose of BNT162. (Group 2) in the contralateral limb (Site II)
due to local tolerance findings at the original injection site (Site I).

n. Day 31 for group 6; Day 38 for all other groups.
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 TR OB

2.6.7.7B REPEAT-DOSE
TOXICITY

Species/Strain: Rat/Wistar Han
Age at First Dose: 9 Weeks

Date of First Dose: _

Report Title: 17-Day Intramuscular
Toxicity Study of BNT162b2

(V9) and BNT16 in Wistar
Han Rats With a 3-Week
Recovery

Duration of Dosing: 17 Days (Dose days 1, 8, 15)
Duration of Postdose: 3 Weeks

Method of Administration: Intramuscular injection,
QD, 60 pL/injection®

Vehicle/Formulation: 0.9% sterile saline/Suspension

Special Features: None
No Observed Adverse Effect Level: NA

Test Articlec BNT162b2

Study Number: .GR142

Lot Numbers: COVVAC/270 (BNT162b2
[vo1), BCv/o40qf] BNT16JJD

GLP Compliance: Yes

Dose (ng RNA) Saline Control BNT162b2 (V9) BNT16
0 (30) (30)
Sex M F M F M F
Number of Animals® 15 15 15 15 15 15
Noteworthy Findings
Died or Euthanized Moribund 0 0 0 0 0 0
Body Weight (g)°
Prior to Initiation of Dosing (Day 6) 225.28 - - - 1.0 -
Day 11 295.83 - - - 0.93+ -
Day 15 311.47 - - - 0.94* -
Body Weight Change (g)
Days 1-4 -12.64 -11.61 -19.57% -14.21 -20.92% -15.75
Days 4-8 +28.44 +23.34 +36.01 +25.19 +33.75 +21.98
Days 8-11 +15.23 +3.71 +0.10F +1.37 -1.71% +3.92
Days 11-15 +15.64 +4.06 +18.82%* +10.147 +18.71 +11.097
Days 1-15 +46.67 +19.50 +35.35¢% +22.49 +29.837 +21.25
Food Consumption (g)°
Days 1-4 50.88 37.79 0.847 0.8771 0.76t 0.92+
Days 4-8 90.87 74.46 1.06 0.95 1.01 0.96
Days 8-11 64.77 48.27 0.837 0.8771 0.78+ 0.84+
Days 11-15 89.35 65.27 1.03 1.02 0.99 1.05
Days 1-15 295.87 225.80 0.97 0.94 0.91* 0.95
Clinical Observations - - - - - -
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.7 T BR OB

2.6.7.7B Repeat-Dose Toxicity

Study Number: lGR142 (continued)

Dose (ug RNA) Saline Control BNT162b2 (V9) BNT16
(0) (30) (30)
Sex M F M F M F
Local Tolerance!
Day 1 — Edema
Predose - - - - - -
4 Hours Postdose
Edema, very slight 0 0 0 0 0 1
24 Hours Postdose
Edema, very slight 0 0 5 5 7 8
Edema, slight 0 0 6 10 6 7
48 Hours Postdose
Edema, very slight NA NA 1 (6) 0(10) 0(6) 0(7)
Edema, slight NA NA 5(6) 10 (10) 6 (6) 7(7)
72 Hours Postdose
Edema, very slight NA NA 5(6) 0(10) 2 (6) 0(7)
Edema, slight NA NA 0 (6) 10 (10) 4(6) 7(7)
120 Hours Postdose
Edema, slight NA NA NA 10 (10) 4(4) 7(7)
144 Hours Postdose
Edema, very slight NA NA NA 0(10) 44 0(7)
Edema, slight NA NA NA 10 (10) 0(4) 7(7)
Day 8 — Edema
Predose - - - - - -
4 Hours Postdose - - - - - -
24 Hours Postdose
Edema, slight 0 0 6 6 4 6
Edema, moderate 0 0 7 9 11 9
48 Hours Postdose
Edema, slight NA NA 6 (13) 6 3 4
Edema, moderate NA NA 7(13) 9 12 11
72 Hours Postdose
Edema, very slight NA NA 2(13) 1 2 0
Edema, slight NA NA 11(13) 13 8
Edema, moderate NA NA 0(13) 6 0 7
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.7 T BR OB

2.6.7.7B Repeat-Dose Toxicity

Study Number: .GR142 (continued)

Page 24

Dose (ug RNA) Saline Control BNT162b2 (V9) BNT16
0) 30) (30)
Sex M F M F M F
120 Hours Postdose
Edema, very slight NA NA 11(11) 14 (14) 13 (13) 8
Edema, slight NA NA 0(11) 0(14) 0(13) 3
144 Hours Postdose
Edema, very slight NA NA 1(11) 0(14) 0(13) 1
Day 15 — Edema
Predose
4 Hours Postdose - - - - - -
Edema, very slight 0 0 2 0 5 0
24 Hours Postdose
Edema, very slight 0 0 1 0 1 0
Edema, slight 0 0 11 6 11 4
Edema, moderate 0 0 2 9 3 11
48 Hours Postdose
Edema, very slight NA NA 0(13) 1 0(14) 0
Edema, slight NA NA 11(13) 8 10 (14) 6
Edema, moderate NA NA 2 (13) 6 4 (14) 9
72 Hours Postdose
Edema, very slight NA NA 2(4) 0(5 1(5) 0(5)
Edema, slight NA NA 2(4) 3(5) 4(5) 2(5)
Edema, moderate NA NA 04) 2(5) 0(5) 3(5)
Day 1 — Erythema
Predose - - - - - -
4 Hours Postdose - - - - - -
24 Hours Postdose
Erythema, very slight 0 0 1 11 1 15
48 Hours Postdose
Erythema, very slight NA NA 0 (6) 10 (10) 1(6) 7(7)
72 Hours Postdose
Erythema, very slight NA NA 0 (6) 9 (10) 0(6) 7(7)
120 Hours Postdose
Erythema, very slight NA NA NA 9(10) 04 7()
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.7 T BR OB

2.6.7.7B Repeat-Dose Toxicity Study Number: .GR142 (continued)

Dose (ug RNA) Saline Control BNT162b2 (V9) BNT16
0) 30) (30)
Sex M F M F M F
144 Hours Postdose
Erythema, very slight NA NA NA 9 (10) 04) 7(7)
Day 8 — Erythema
Predose - - - - - -
4 Hours Postdose - - - - - -
24 Hours Postdose
Erythema, very slight 0 0 7 15 12 15
48 Hours Postdose
Erythema, very slight NA NA 7(3) 15 14 15
72 Hours Postdose
Erythema, very slight NA NA 5(13) 12 10 14
120 Hours Postdose
Erythema, very slight NA NA 2(11) 2 (14) 0(13) 8
144 Hours Postdose NA NA -(11) -(14) -(13) -
Day 15 — Erythema
Predose - - - - - -
4 Hours Postdose
Erythema, very slight 0 0 0 0 1 0
24 Hours Postdose
Erythema, very slight 0 0 0 12 0 15
48 Hours Postdose
Erythema, very slight NA NA 0(13) 3 3(14) 12
72 Hours Postdose
Erythema, very slight NA NA 04 2(5) 0(5) 4(5)
Ophthalmology - - - - - -
Body temperature (°C)°
Day 1 38.31 38.08 38.85+ 38.50% 39.02+ 38.58+
Day 8 37.07 37.81 38.05+ 38.47+ 38.33% 38.73%
Day 15 37.34 38.02 38.37% 38.15 38.43% 38.35
Hematology/Coagulation
Red Blood Cells (10%uL)
Day 4 8.117 7.903 7.774% 7.381* 7.596% 7.470%*
Day 17 7.584 7.423 7.169 6.872% 7.113 6.836%
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 wPERABR OB R
2.6.7.7B Repeat-Dose Toxicity Study Number: .GR142 (continued)
Dose (ug RNA) Saline Control BNT162b2 (V9) BNT16
0) 30) 30)
Sex M F M F M F
Hemoglobin (g/dL)
Day 4 15.01 14.53 14.16* 13.56* 14.01% 13.56*
Day 17 13.82 13.83 12.53% 12.38F 12.81% 12.24%
Hematocrit (%)
Day 4 48.04 4491 43.37% 41.79% 43.79% 41.81*
Day 17 42.61 41.67 38.407 38.097 39.29% 37.21%
Mean Cell Hemoglobin (pg)
Day 4 18.51 18.37 18.20 18.39 18.50 18.16
Day 17 18.27 18.62 17.48% 17.99% 18.01 17.89%
Mean Cell Hemoglobin Concentration (g/dL)
Day 4 31.24 32.34 32.64% 32.49 32.04% 32.41
Day 17 32.46 33.18 32.65 32.50% 32.61 32.84
Red Cell Distribution Width (%)
Day 4 12.27 11.11 12.83 11.39 12.44 11.97%
Day 17 11.63 11.33 14.12% 13.34F 13.73% 13.38%
Reticulocytes (103/pL)
Day 4 392.1 301.7 107.4% 129.7% 104.67% 133.67
Day 17 178.8 168.9 185.4 222.1% 194.0 203.3
White Blood Cells (103/uL)
Day 4 7.60 6.01 10.70* 7.84 9.70 8.57*
Day 17 3.84 2.16 8.837 5.70% 8.607 6.377
Neutrophils (103/uL)
Day 4 1.083 0.920 2.470% 2.306 2.161% 2.879%
Day 17 0.674 0.409 4.449% 2.469F 4.351F 2.879%
Monocytes (103/uL)
Day 4 0.109 0.093 0.199% 0.176 0.214% 0.234%
Day 17 0.071 0.056 0.234% 0.154% 0.254% 0.1767
Eosinophils (10%/uL)
Day 4 0.081 0.057 0.086 0.087* 0.091 0.123%
Day 17 0.056 0.029 0.141% 0.092% 0.122% 0.097%
Basophils (103/uL)
Day 4 0.016 0.009 0.030%* 0.017 0.037% 0.024%
Day 17 0.003 0.001 0.017% 0.008t 0.019% 0.010%
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 BIERBROBER
2.6.7.7B Repeat-Dose Toxicity Study Number: .GR142 (continued)
Dose (ug RNA) Saline Control BNT162b2 (V9) BNT16
0) 30) (30)
Sex M F M F M F
Large Unstained Cells (103/uL)
Day 4 0.046 0.030 0.187% 0.126F 0.183% 0.133%
Day 17 0.026 0.010 0.2097 0.132} 0.323% 0.1907
Fibrinogen (mg/dL)
Day 17 253.1 217.2 596.7t 541.9% 606.11 563.1%
Clinical Chemistry®
Albumin/Globulin Ratio
Day 4 1.88 1.98 1.70+ 1.71% 1.69% 1.69%
Day 17 1.85 1.96 1.65+ 1.61% 1.65+ 1.66+
Total Protein (g/dL)
Day 4 6.10 6.26 5.90 5.65% 5.85 5.94
Day 17 5.39 5.44 5.51 4.98F 5.41 4.967
Albumin (g/dL)
Day 4 3.98 4.16 3.71% 3.567 3.687 3.73%
Day 17 3.50 3.60 3.43 3.07% 3.38 3.09%
Globulin (g/dL)
Day 4 2.13 2.10 2.19 2.09 2.18 2.21
Day 17 1.89 1.84 2.08* 1.91 2.03 1.88
Acute Phase Proteins®
a2-Macroglobulin (pg/mL)
Day 4 113.4 212.1 2318.1F 703.8+ 3911.67 887.1F
Day 17 14.0 33.1 990.6+ 521.0% 1794.2% 592.0%
al-Acid Glycoprotein (pg/mL)
Day 4 174.358 239.774 1642.265% 1906.314+ 2351.791% 1677.103F
Day 17 47.672 95.959 1835.986+ 1491.849% 2021.0837 1651.071¢
Urinalysis (Day 17) - - - - - -
Immunogenicity (Day 17) NA NA NA NA NA NA
Organ Weights (Day 17)°
Spleen
Absolute (g) 0.5951 0.4382 1.29% 1.55% 1.34% 1.417
Relative (g/100 g body weight) 0.2008 0.2202 1.42% 1.59% 1.52% 1.47%
Relative (g/g brain weight) 0.3120 0.2353 1.29% 1.621 1.34% 1.43%
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 mtERBR OB R
2.6.7.7B Repeat-Dose Toxicity Study Number: .GR142 (continued)
Dose (ug RNA) Saline Control BNT162b2 (V9) BNT16
0) 30) 30)
Sex M F M F M F
Gross Pathology (Day 17)
Number Examined 10 10 10 10 10 10
Injection site
Abnormal color, pale/dark 0 1 2 3 1 0
Abnormal consistency, firm 0 0 2 4 2 7
Lymph node, draining
Abnormal size, enlarged 0 0 1 1 0 4
Spleen
Abnormal size, enlarged 0 0 0 0 0 1
Histopathology (Day 17)
Number Examined" 10 10 10 10 10 10
Injection site
Inflammation
Minimal 4 5 0 0 0 0
Mild 0 0 7 7 5
Moderate 0 0 3 3 5 1
Edema
Mild 0 0 9
Moderate 0 0 1 1 1 1
Lymph Node Iliac, Draining
Increased cellularity, Plasma cell
Minimal 0 0 1(9) 1 4 1
Mild 0 0 49 1 3
Moderate 0 0 2(9) 7 1 1
Increased cellularity, Germinal center
Minimal 1 1 209) 3 2 4
Mild 1 1 49 2 6 2
Lymph Node, Inguinal
Increased cellularity, Plasma cell
Minimal 009 0 1 2 1 4
Increased cellularity, Germinal center
Minimal 009 1 1 3 1 6
Mild 19 0 4 3 5 3
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)
2.6.7 T BR OB

2.6.7.7B Repeat-Dose Toxicity

Study Number: .GR142 (continued)

Dose (ug RNA) Saline Control BNT162b2 (V9) BNT16
0) 30) (30)
Sex M F M F M F
Liver
Vacuolation, Hepatocyte; Periportal
Minimal 0 0 5 10 7 7
Spleen
Increased cellularity, hematopoietic cell
Minimal 0 0 10 9 10 10
Increased cellularity, Germinal center
Minimal 0 0 5 6 5 5
Bone marrow, Sternum
Increased cellularity, hematopoietic cell
Minimal 0 0 10 10 10 10
Postdose Evaluation
Number of Animals 5 5 5 5 5 5
Body Weight (g)°
Day 11 330.74 - 1.05 - 1.00 -
Day 15 333.60 - 1.06 - 1.00 -
Day 18 341.42 - 1.05 - 1.01 -
Day 21 347.88 - 1.06 - 1.02 -
Food Consumption (g)°
Days 1-21 383.66 - 1.15 - 1.08 -
Hematology/Coagulation
Red Cell Distribution Width (%)
Day 22 11.93 10.80 13.48+ 13.04 13.33% 13.32%
Clinical Chemistry
Albumin/Globulin Ratio
Day 22 1.76 1.90 1.72 1.72* 1.70 1.80
Globulin (g/dL)
Day 22 2.10 2.26 2.26F 2.40 2.18 242
Local Tolerance
Recovery Day 1 — Edema
72 Hours Postdose
Edema, slight NA NA 2 3 4 2
Edema, moderate NA NA 0 2 0 3
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SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 mtERBR OB R

2.6.7.7B Repeat-Dose Toxicity Study Number: .GR142 (continued)

Dose (ug RNA) Saline Control BNT162b2 (V9) BNT16

0) 30) 30)

Sex M F M F M F
Immunogenicity Negative Negative Positive Positive Positive Positive
Gross Pathology (Day 22)

Number Examined 5 5 5 5 5 5
Lymph Node, Draining
Abnormal size, enlarged 0 0 1 0 0 1
Lymph Node, Inguinal
Abnormal size, enlarged 0 0 0 0 0 1
Histopathology (Day 22)
Number Examined! 5 5 5 5 5 5
Injection site
Inflammation
Minimal 0 0 5 5 5 5
Lymph Node, Draining
Increased cellularity, Plasma cell
Minimal 04) 0 4 4 5 3
Increased cellularity, Germinal center
Minimal 04 1 2
Mild 04 0 1 1 2 1
Infiltration, Macrophage
Minimal 04 0 1 2 1
Mild 04) 0 1 2
Lymph Node, Inguinal
Increased cellularity, Plasma cell
Minimal 0 0 0 0 0 1
Increased cellularity, Germinal center
Minimal 2 2 3 1 2 3
Infiltration, Macrophage
Minimal 0 0 0 0 1 1
Spleen
Increased cellularity, Germinal center
Minimal 0 0 1 2 1 2
PFIZER CONFIDENTIAL

Page 30




SARS-CoV-2 mRNA Vaccine (BNT162, PF-07302048)

2.6.7 BElERBR O R
2.6.7.7B Repeat-Dose Toxicity Study Number: .GR142 (continued)
Dose (ug RNA) Saline Control BNT162b2 (V9) BNT16
0 (30) (30)
Sex M | F M | F M | F

* p <0.05; 1 p <0.01, significantly different from control based on appropriate trend or pairwise comparison. A full description of the statistical decision tree can
be found in the final report for this study.
- = No noteworthy findings; F = Female; GLP = Good Laboratory Practice; M = Male; NA = Not applicable, results not yet available; QD = Once daily.

a. Each animal received a single intramuscular injection on each dose day.

b. Ten (10) animals/sex/group for the dosing phase (main study animals), and 5 animals/sex/group for the recovery phase.

c. Group means are shown for controls. Changes from controls, expressed as multiples, are shown for groups administered test article. Statistical significance is
based on actual data and not on the multiples.

d. Fifteen (15) animals/sex/group examined unless otherwise indicated in ().

e. Values represent the highest group mean postdose body temperature after each dose.

f. Day 4 mean values for 7 animals/sex/group.; Day 17 mean values for 9 or 10 animals/sex/group.

g. Day 4 mean values for 8§ animals/sex/group.; Day 17 mean values for 8, 9 or 10 animals/sex/group.

h. Ten (10) animals/sex/group examined unless otherwise indicated in ().

i. Five (5) animals/sex/group examined unless otherwise indicated in ( ).
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2.6.7.12 REPRODUCTIVE AND
DEVELOPMENTAL TOXICITY -
FERTILITY AND DEVELOPMENT

Design Similar to ICH 4.1.1, 4.1.2 and 4.1.3: Yes
Species/Strain: Rat/Wistar Han

Age at First Dose (F): 11 weeks
Date of First Dose:
Special Features: None

No Observed Adverse Effect Level: Not reported

Report Title: A Combined Fertility and
Developmental Study (Including
Teratogenicity and Postnatal
Investigations) of BNT16288,
BNT162b2 and BNT16 by
Intramuscular Administration in the
Wistar Rat

Duration of Dosing (F): 4 Days (21 and 14 days
prior to mating, GD 9, GD 20)

Day of Mating (F): GD 0

Day of Cesarean Section: GD 21

Day of Dams and Pups Necropsy: PND 21

Method of Administration: Intramuscular injection,

0.06 mL/injection

Test Article: BNT162b2

Study Number: [JJ256434
Sponsor Reference Number:
RN9391R58

Lot Numbers: CoVVAC/100
(BNT16). CovVVAC/270
(BNT162b2), BCV/040d] (BNT1624f))
GLP Compliance: Yes

Vehicle/Formulation: 0.9% sterile saline/Suspension
Control Article: Sterile physiological saline (0.9 % NaCl)

Dose (ng mRNA)? Saline Control BNT162. BNT162b2 BNT162.
(U] 30 30) 30)
Dams
Number of Females
Caesarean Subgroup 22 22 22 22
Littering Subgroup 22 22 22 22
Clinical Observations
Injection site
Premating swelling® 0 43 44 43
Gestation swelling® 5 10 20
Lactation swelling® 1 0 3 2
Premating Body Weight ()
Prior to Initiation of Dosing (Day 1) 216.49 1.00 1.01 1.02
Prior to Initiation of Mating (Day 22) 240.13 0.99 1.00 1.01
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2.6.7.12 Reproductive and Developmental Study Number: .256434 (continued)
Toxicity — Fertility and Development
Dose (ng mRNA)? Saline Control BNT162J] BNT162b2 BNT162J]
0 (30) (30) (30)
Premating Body Weight Change (g)
Days 1-4 4.85 -0.55§ -0.64§ -0.17§
Days 1-22 23.64 20.00 20.39 20.94
Gestation Body Weight (g)°
End of Gestation (GD 21) 365.98 0.98 0.96* 0.96*
Gestation Body Weight Change (g)
GD 9-12 13.55 7.48§ 5.708 5.73§
GD 18-21 34.10 29.33§ 24.82§ 29.24§
Lactation Body Weight - - - -
Premating Food Consumption (g)°
Days 1-8 18.49 0.90§ 0.91§ 091§
Days 1-22 18.43 0.97§ 0.98 0.98
Gestation Food Consumption (g)°
GD 9-12 22.95 0.87§ 0.84§ 0.83§
GD 18-21 23.41 0.98 0.97 0.99
Lactation Food Consumption - - - -
Number of Females Paired 44 44 44 44
Number of Females Failed to Mate 0 1 0 0
Number of Females Inseminated 44 43 44 44
Number of Pregnant Females 43 41 42 44
Number of Mistimed Pregnancy Females 0 0 0 1
Number of Not Pregnant Females 1 2 2
Number Euthanized Moribund Post-partum 0 0 0 14
(Littering subgroup)
Number Total Litter Death Post-partum 0 1 0 1
(Littering subgroup)
Necropsy Observations (Macroscopic)
Injection site
Firm area 0 7 9 14
Enlarged 0 7 8 14
Oedematous area 0 0 1 0
Pale 0 2 4 10
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2.6.7.12 Reproductive and Developmental
Toxicity — Fertility and Development

Study Number: .256434 (continued)

Dose (ng mRNA)? Saline Control BNT162J] BNT162b2 BNT162J]
0) (30 (30) (30)
Cesarean Subgroup
Cesarean Section Observations
Number Evaluated 21 20 21 22
Mean Number Corpora Lutea 14.7 153 15.5 15.0
Mean Number Implantations 14.1 14.6 14.0 13.8
Mean % Preimplantation Loss 4.09 4.77 9.77x 7.96
Mean % Postimplantation Loss 6.10 3.36 5.85 8.64
Mean Number Early Resorptions 0.8 0.5 0.7 1.0
Mean Number Late Resorptions 0.1 0.0 0.2 0.2
Fetuses
Number Fetuses /Litters Evaluated 277/21 282/20 276/21 275/22
Mean Number Live Fetuses 13.2 14.1 13.1 12.5
Mean Number Dead Fetuses 0 0 0 0
Mean Fetal Body Weight (both sex) (g) 4.89 4.86 4.90 4.84
Sex Ratios (% males) 46.96 48.09 50.66 49.84
Fetal Observations
External Malformations - - - -
External Variations/Abnormalities - - - -
Number Fetuses/Litters Evaluated 277/21 282/20 276/21 275/22
Visceral Malformations - - - -
Visceral Variations/Abnormalities - - - -
Number Fetuses/Litters Evaluated 133/21 135/20 132/21 132/22
Skeletal Malformations - - - -
Skeletal Variations/Abnormalities - - - -
Number Fetuses/Litters Evaluated 144/21 147/20 144/21 143/22
Littering Subgroup
Number with Mistimed Pregnancy 0 0 0 1
Number with Total Litter Death 0 1 0 1
No. of Natural Deliveries 22 21 21 20
Number Euthanized Moribund Post-Partum 0 0 0 14
No. of Litters with Stillborn Pups 3 4 2 2
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2.6.7.12 Reproductive and Developmental
Toxicity — Fertility and Development

Study Number: .256434 (continued)

Dose (ng mRNA)? Saline Control BNT162J] BNT162b2 BNT162J]
0 (30) (30) (30)
No. of litters with All Stillborn Pups 0 0 0 1
Mean No. Pups/Litter 13.3 11.9 13.1 11.4%
Mean No. Liveborn Pups 13.0 11.0 13.0 11.3x
No. of Total Litters Losses 0 1 0 1
Pre-Birth Loss (%) 6.80 12.22 8.22 13.76%
No. of viable litters at Weaning (PND 21) 22 20 21 19
Gestation Index (%) 100 100 100 95
Live Birth Index (%) 98.0 93.2 99.3 94.7
Postnatal Survival to Day 4 (%) 99.0 98.3 98.9 99.1
Postnatal Survival to Weaning (No. of pups) 175 154 163 152
Lactation Index (PND 4-PND 21) (%) 99.4 100.0 100.0 100.0
Sex ratio at Weaning (PND 21) (Males %) 49.7 50.6 47.6 49.3
Change in Pup Body Weight (g) - - - -
Pup Clinical Signs - - - -
Pup Necropsy Observations - - - -
Immunogenicity
Dams Neg Pos Pos Pos
Fetuses Neg Pos Pos Pos
Pups Neg Pos Pos Pos

* p<0.05, § p<0.001; Dunnett Non-Parametric 2-Sided. A full description of the statistical decision tree can be found in the final report for this study.
- = No noteworthy findings; F = female; GD = gestation day; GLP = Good Laboratory Practice; ICH = International Conference on Harmonisation;
mRNA = messenger RNA; Neg = negative; PND = postnatal day; Pos = positive.

a. Each dose consisted of a 0.06 mL intramuscular injection in alternating quadriceps muscles.

b. Complete recovery was noted between each of the dose administrations. Swelling (associated or not with limping and/or piloerection for 1 or 2 days after the
second dose only) was noted at the injection site.

c. Group means are shown for controls. Changes from controls, expressed as multiples, are shown for groups administered test article. Statistical significance is
based on actual data and not on the multiples.

d. Difficulties during parturition.
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