INR U F A 2EFRE 200 mg
ICEH9 5 &H

KREEHI G S N AFRICR DR R OB ORET AV B — ) Rlls
HIFET 20D TH Y Haklh iz @ e LS O R BRI EH+ 2 2
EIITEEREA,

AL to—/ ket
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# 15-2 mMCC BF TOEREIMEDFERD 2L+D T ~ )L~ 7 L BIEMIE R OSTER O L
IRVIZ L DD IR oottt ettt ettt ettt 10
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TS 1.5 BRI IEFE RO R UBRSEORE
Bes—&

[ 352 JEGE BN
1L first line —RIRE
2L second line TR
2L+ second line or later CRPRIELIRE
CI confidence interval fEHE X
CR complete response SERZERN
DLT dose limiting toxicity JH Al R A
DOR duration of response ZE0 I
DRR durable response rate FrioeZe2h =R
irAE immune-related adverse event S PO A HEHG
IRR infusion-related reaction HEAIZHE D BUG
ITT intent-to-treat
MCC Merkel cell carcinoma A L SV
MCPyV (MCV) | Merkel cell polyoma virus AT VIR Y A —~ T A L A
mMCC metastatic Merkel cell carcinoma BEREIE D A L LRI
MTD maximum tolerated dose I K &
N/A not applicable T
NCCN National Comprehensive Cancer Network | KERRENAIERR Y NV —7
ORR objective response rate g2 NE SRS
oS overall survival AT
PD-1 programmed death 1 PASE AN ) DA
PD-L1 programmed death ligand 1 a7 T LAHIRSEY TR 1
PFS progression-free survival S AR A I
PP per-protocol
PR partial response e )
RECIST 1.1 Response Evaluation Criteria in Solid

Tumors Version 1.1

TEAE treatment emergent adverse event RBIRE T ORI LA EESL
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1 ERXIIEROER

7'va 77 AESE Y J7 K1 (programmed death ligand 1; PD-L1) 1%, HC%ZEZ M L, GEE
BEMRT 2BEL AT PRV ESNIZEBEY VXV ETh D (Fife &' Pauken
2011), MEEMUINEREECIEL, PD-L1 I ZEEMALIC R CHELL . &ML T Mifa Lo 7w 77 A
Jat 1 (programmed death 1; PD-1) &K EFEET 52 & TT MEEZRNELT D, Z OREEIIIELS
DEEINEEZMGTH-OOEEREBETCHLEZ X OND, ATV (Merkel cell
carcinoma; MCC) O JEIZ R e K OVE PHIZ IR 9~ 2 5 MR 13 PD-L1 235881 L Tu % (Lipson 2013,
Afanasiev 2013), & 512, PD-L1 & TN PD-1 525K Dl 5 OFEBTHEIZ LN, AT VHIRLAR U A —
~ 74 LA (Merkel cell polyoma virus; MCPyV X% MCV) D¥E % /37 B TR B 72 FESHEHE CDS
o OY CD4 Btk T Alifa s MCC JEZ N CHIINT % (Afanasiev 2013, Iyer 2011), Sy #ifi| B~ — 4
—DINBDOIRBL S — NI MCC I T B RET = v 7 KA v MAEFEROIBHR ATREME 2 R 2
FRYL & 72> TN 5,

TV (B Z) (LLF, 7oULb<7) Xk b PD-L1 ZAEHE T 58 E B
a7 Y Gl B/ 7a—FTAHETH DL, TN TIETF v A =— AN LA X I &
HAWTHEEE S, 450 [HO 7 X /BRI O 2 EH 2 KR 216 B DT X/ BRIEIED & 72 D84 2
AR THRINDWES X 7E (5T 1470000 Th b,

7 L= 7L PD-L1 IZHEA L, PD-L1 & ZDZFERTH % PD-1 LN B7-1 & O ANER %l
%o ZOVERERFIZ L Y PD-L1IC X BHUEE CD8 Bt T ARBO4MHIVEH 2Nl S v, flais
T MR DISEREE T 5 Z L B3 HIff S D,

FEERET LTI, 7L~ 71X PD-L1 BELEREDNmW 2 & BNRHEIY 72~ 7 A5 e MC38 g IC
xt L CHUBREEME 2R L7z, In vivo T CD8 B T Ml DFEIZ & W 7~ L~ 7 OHUEFHEM: D
SERICIHA L2 LD in vivo TOPHUEESEMEIZ I CDS 5k TRl A2 42 2 &R &hiz,
F7o. b MEGMIKZ AV in vitro 5B, FEsatET 7 7 A 2 b (fragment, crystalline; Fo) B
IR E DR BT D7D ) av b LT b~ 7 Z W in vivo BBREK O F 2
T VF T — IO R H AL T T1T 5 72 in vivo 3R T, FUARRAEMERIARE & AN BUIE BTG E O 1F R
BT RN r a7 (7272 L, MB49 EEMEBHE~ 7 XA 2 W -foRER T, -7
2 T 0F T — DR AE T CORIMEDETRD bR >72),

T MRS O 5 PD-L1 OEEIOEENE L | PD-L1 & OSEM & OF AAEH &8k
DT X T ONERBEFT DD, 7L~ T3k 2RI AR E L CHER TH L,

2 ATILiERaRE

AV ViiBRgE  (Merkel cell carcinoma; MCC) 1348 C A/ 7 B & EMEEEE TH 0 . AN
JEFGIZ SN D, KETIE, FH O MCC AT 100000 AH7=h 0.6 4 EHEINTND
(Albores-Saavedra 2010) , BKM TOFREEZRIT 100000 AH7-0 0.1~04 4 L HESN TN D,
HARTO MCC ORBEBIZET 2 IEMERFEHIGONTE LT, Z0OEFT — X ITIEFICRD
LT D, 1995 FATREAR K F-D/NEF & DT o T2 PRl E DR ER L OCIRBHHE ik 2 x5 & LT
V— FREORER, BEBIILER 146 4. IREF 2844, 1744 Th o7 (UNEF2005), HARK
JEEMEIEE R TR AEZ BSIC L2 2EFEIC LAE, 1997~2001 FFI28 ek S 4172 MCC &
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B OB 97 figk T 107 4 & SN TW5, 2L, [\ UHIRI R G, S 07 M 7 R IE 5 BB
21670 4 DI L% 0.5%2F124 5 (Ishihara 2008), 2014 4FEDJEAFEE IZ K 5 BEFHAE T,
A A C O B8 MRS O BE 303K 15000 A THh - 7= (FAETEE 2014),

MCC . @V RT3 R, NIRIEE R L O CRE2H T H2EMER AR TH 5 (Becker 2010, Boccara
2012), IWEED HYEMEREREE X MCC OFEE/ Y AV R ThHDH, ANOERE (65%LLLE) X MCC
DY AT REN, 1FEAED MCC T A CREETEISICHEBL L, 36% 0 Bzl S D, 54
BB ORISR EVHITIE S, MCC ORBEERNEL 2> TS (Agelli &Y Clegg 2003, Miller
1999),

MCC BEOLZITEFRGERREL AT 50, wEMH S MCC U X 7R+ Thd (Asgari
2014), MCC @ U A 7 [Z[E BRI 10 5 EA- U (Penn MO First 1999), b M@ Raw
ANV ARGHEBE TR 13 £5 B L (Engels 2002) | 18V Y 3 fR BFH TH 12 5 EH-3 % (Kaae
2010), MCC & Szl oA I —E L T, MCC OIFER~D 7 A )L ZA DRI G-UTER 5 2MNZ -
TETW5, XETIE MCV & MCC DORICIKRRERNH D Z LAREN TS (Spurgeon KT
Lambert 2013), MCV [ DNA VA /LA TH Y, MCC BH DK 80% THH &5 (Feng 2008),
R T, REREEDREIERIC MCC DIEEM/NNBO NI ENRESNTND

(Burack & OY Altschuler 2003, Muirhead 2007, Bhatia 2011), 7272 L. U A )L AaMEE Tl
BHPEREBOBHENRE N 0D, JHERA~O BEETIC X 2BEOB G 230RE I TV %  (Harms
2015),

American Joint Committee on Cancer (AJCC) (ZLL T D X 9 72 MCC O fEH2RIR I A RE L C
BO . AOBEFTEEREMHICKE —IhTWa,

A7 =0 FERNRE

AT =V 1T RO : frgV o Hifisf e L

AT — Mlla : MRS EERZ K QYRS A O R 2

A7 — b : JFFE BRER O ER PRI S V72 R T s e 22

AT —V IV : FiE Y > Eia Bz 7 R e A

AL TIE, AT — VIV M1 XXEREERE 2 £ 9 MCC Z 858 % D A V7 ViEdE (metastatic Merkel
cell carcinoma; mMCC) & EFKT 5, mMCC O TZIIAETHY | ERIEELRZE S Trb o4t
FHIMOFIAEIL 9.6 » A TH S (lyer2016),

AFTIL, 1985~2013 40D 28 F[#] D MCC HAIEB| DALty 512 X o THENE S 4v, i3]
L CWZBE 454 4T 21 AT —V IV (5%) THH (552015, 27—V IV O BEEMIT
HICHDVLTHDZ ENRINT,

3 AIL7IVHREREER R D IIK

e, MCC B 2R & LI IER LB, AL R O =7 2D H Hinktik Ml O MCC
(2% T % BEARR OTERIEIL 2V (Cassler 2016) . KEREDAERE Y NI =0 DA RT74
(National Comprehensive Cancer Network Clinical Practice Guidelines in Oncology, Merkel cell carcinoma,
Version 1, 2016; NCCN A K74 ») ROBKM DI A RZ A > (Lebbe 2015) Tli&, mMCC EH D
—RIBROBRI & L THRKRBR~OZ FIHTE 256) PNEYTHL LB L TWD, k%
LS mMCC A DIRHRIEIRE & L TR ATRE TdH 203, MCC TR DAk RiE 0O Sk 2 SCR 4
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DEKTENTH D, (WFRIELZFERT 255, BRTA R4 TIE AT T7F I NVRT
7 F L OHEI I MR Y R EOGFH G L OVINBEITE OIEHRICHW B D Do bRk %
HELEL T o, L L AEFEIRIECTEDINRRO b6 TH, TG (overall survival; OS)
OFRAEIT 9 » A &<, milnEE TEENRV) L ST D (Lebbe 2015), [AEEIZ, NCCN
TA BT A 2 Tld MCC 1T HLFRRIEICOW T, T3 Ly LtfiEnTuns,

AR THEMTERELET D HLDIIFEYT, VAT T7F, T hRU R, IARTTF o7l
PEHAENTHLONRFEFETHD (KIfE 2014),

mMCC BE D PRI OV TR Z A L7ofE R, 5 3B CIIF I —RIEE (first line; 1L) OB
JERIESE % D BB 7252 (objective response rate; ORR) 14 52%~61%C & - 7273, Z=h 4] (duration
of response; DOR) D HAEIX 3~9 » H & Fh > 7= (Iyer 2016, Tai 2000, Voog 1999, Sharma 1991)
MRM DA A FZ 4> (Lebbe 2015) TiL, mMCC EH TOILFIIEDFZNRITI K T1% & 72 5 Al HE
PERHE SN2, ZNDDOREROMR L 2o BEEMAIT—E T o7, — . AT —V IV
D MCC BE DI Z %G & LTz Iyer 12 X DT OWFFETIX, 1L OALFRIEFEfERF D ORR 1X 53%.
DOR OH X 3 » A, MEEEALFHIN (progression-free survival; PFS) O RAEIZ3 » HTH Y |
TR (second line; 2L) DOALSEHREENiFF D ORR 13 23%, DOR OHYL{EIL 4 » A, PFS O
fEiX2 » A THo7= (Iyer2016),

HERAE LT, MCC BBFE DL  THEn T, (bFRIESOEFIEMEN T | 1ERIEZTIRT 2
BRIZITZ mMCC OVERICHW O D — i b P HEITER 2wt C BERH L Z L 2B ET D4
TR %, T MCC BE TO(LFRIEOFM L BLEN S 231 ORBLEIL 3.4%~7.7%TH Y |
65 i a B A DEBHE TOHRTHRIL16% TH -7 (Voog 1999, Tai 2000),
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4 FAFEOERE
B ORFEX 2 1.5-1 1257,

B 1.5-1 FFDRER

anE (CLEVERR)

FEE RS H R
W17 % BT DRk
FIMEGEE SN
PRI B
B REAER

e ERR

A e - mp R
i A2 22 SO PERRBR

&

o)

FiR R R

H A

4.1 BRERT—3 Ny Tr—DHE

BUE, BRkx elEZ et R e L7~~~ 7 D% 1, 1, WFARBRAEwRF ThH D, ZiboRERIC
X, EEATPEETGEE R E AR & U R R - iR 2 R BR (VEshaRER 1 EABR. [ENERBR
1 #BR) . mMCC & Z %G & U725 1 AHRRER 1 SBRI ONC B, FE/Nmiatms, BoMiars,. nE
I M ORI RO BT & PRI T L~ 7 OBA U PERRE E AT o 7o MR O 11 FHERERS &
ETNb, T~ 7 ORA% I Merck KGaA/EMD Serono £ & Pfizer #1012 & » TEfp ST\ 5,

mMCC D% R 2 72D DO FE R AINE, MR OEYENET — 2 2T 57~ v~ 7
O HAIREE O BRI SR 3 505k & OVEBRKIES 23 FEht U 7o B RIS L DR T — % Xy r— U % &
1.5 - LT, BRT — % /% v 75— (213, mMCC B % b8 — RIFRE L O kLI (second
line or later; 2L+) D7~ )L~ 7 DA IE R OVLZ M2 3195 £ 2258 1 HRER (EMR100070-003
AR Part A X8 Part B), mMCC OBEDERKRBLSG CORRZFHET 2 L hr A7 T ¢ 77 @ls
F5E (BLZAFSE 100070-0bs001) J2 OV 1500 44 2 2 A AT HEEI R B IS T <L~ T 2 &5 L2
BT — & M 558 THER 2 35k (EMR100070-001 & T EMR100070-002 5X5#%) 735
Fihod,
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TRV 1.5 BRI 3T R ORE & OB 5 OfkiE
= 15-1 BEERT—32 1\ ir—o
Hidak R A R TRERAEIRE S BHERIrY 2—)v By
7y hATH (T vATHE/
w5 E DR FIETRD)
HA | EMR100070-002 I | HEWEE S— b 0 | HEEE =N | 7L~ 72 2 8RR T | 22tk
RSO RPTHE | 174 BR 184 | BRIRNES: SR B HE
By AT - TTPER A BERS— b 1344 | RS- b
2015/11/20 S HK 40 4 AL~ 1 ;3 mgke
ifgjf/\og L s HE L~V 2 : 10 mg/kg
FEAT Ak ik - &LVl 3 : 20 mg/kg
PR/ N— B e
* 10 mg/kg
EFE | EMR100070-003 11 | PartA: 1L Ofb% | PartA: 884 (AAR | 7b~7 10mgkg % 2 | o
K@ |y hdoH - FEGICRBENT | A34) /844 | RN CHHIRAEE 5. el
Part A: 2016/3/3 PR BT Part B: 29 4 /112 SEME
Part B: mMCC 4
2016/12/30 Part B: 'ft?ﬁ(i
S IR mMCC
#ESL | EMR100070-001 | 1 FEWE = . | ARWHE -1 | T~ T & 2R T | etk
AT RPTE | 534 /K 604 | BHIRAIES: S B RE
By h AT TTPER T g Prhos— b PR < — |
2015/11/20 14374 /5 KRKD | L L~V 1 1 mglke
PR S— ] 1610 4 - AEL-UL 2 3mgkg
S, FE/ RN, - R L ~UL 310 mg/k
AP R O e e
TR SRR, - HE L~V 4020 mgkg
FERRE RS, BE PER = b
PP AT ST IR - 10 /k
RIS MO ETHE, R mere
S2NTE SN
AR BRI
W ERE, B
JEE, e
#ESL | 100070-Obs001 NA | B/EDERES T | PartAIL : Part A : 1L OfLZERE At
GGk Rl 67 4 (SufiEH#
Part A— K[E mMCC 514)
Part B — M| Part A2L+: Part A : 2L+ DAL E
204 (i EHE
BEGH 144

Part B :
344 (RBEIEHE
29 4)

Part B : 2L+D{b 2k

1L —WRE, 2L+« ZWEIELIE, mMCC : B8P0 A L4 VAl

NA : %487
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EMR100070-001 #5R

WL ClE, BB U R TEO BB EE 2 5 & L TT b~ 7 ORaM, AR, Y
e, A EROTE M R ORE R B2 RETT 28 1A, FEE M. &g (EMR100070-001 #5r)
Z 2013 4 1 AIZBHAR L7,

ARBROTFEBHIL, BN IRPTEITEOBREEE 2R & LTT X~ 7 OZRMER
PR ZFTHET 5 Z & SO K& (maximum tolerated dose; MTD) ZiRET 5 Z &I ONTHER
N— N TOREBBREDIREMNT L2 L ThoTe,

ARBITIE 1, FEEMH, AEFHERE L, ZThckE EROEREE 5 & L2 T 95K
N— NEFE LTe, HEEE S— T, BN 3 + 371V EHWT, 70~ 7 ZBtEH
& 1 mg/kg, B HE 20 mg/kg T2 HEIZ 1 EHERE LT,

AFAEROH&WH N— N TlE, WINoOHEaAR— MCb 2 40 EOHERIR#EM: (dose limiting
toxicity; DLT) 13788 G407, MTD IZIFEE L2 o7, Iem & (20 mgkg) TiX, 142240
DLT (/' L— F3DMH 7 L7 F LR ARFTF—E RN L— K 3 0HCHRERE) NGB bz,
10 mg/kg £ TOHET DLT 23580 LN Nn-72Z &b, TUb~7 10 mgkg DZLEENEK OHRE
PIXRFEBZ DI, AHENILRK S— N TORFHHER L LGRS L,

ARFREROPER N — MMITIBHIatE, B &k Ol B, BB, SBEmE, £
BMRPUMERII S, BAME, JPSE, FESER T B, RIE R, R, BRI ONT R
W LR SRR E 2R E Lz 16 bR — MG END, T—F B v bATEA (2015 4
11 H20 B) TARERO B S— FTO DLT FIEE T L TRV | JLRK/S— K TOPBRE B
EFERFTTH D,

EMR100070-002 #5R

ARFTIE, MM U /P TIE O B 2 A3 2 A AR AYERE 2555 & L7z MSB0010718C ™
BN - BV - EENRE - AW FRE X OERRIOTEEOMG, BLOYES— N CHEZ AT D
T VT N A kPG &3 55 THIERBR ) (EMR100070-002 #8B%) 2 A /L7 & o — 7 B8 2013
9 AIZBRMA LT,

ARBOFEEHNIL, Bl EOBEEETHHRNBEEZRGE LTT N~ T OREML
OREMEZFTNT 2 2 & RO E#E S— N TO T~ b~ 7 ¥lalfk 5% 3l O DLT 2§42 =
LI, HARRLELE LTRELIEGAO MTD 2 ETHZ L Thol,

ARBUIE [HH, FFEHR. AEWERBRCTHY | BmEF XIS E LR S— IR EEhT,
FEWE S— FCTlE, EAERNR 3+3 T A 2 HWT, 7L~ 7 2B AR 3 mgkg, & A&
20 mg/kg T2 EMIZ 1 [EIFE Lz,

AGRER O &l N— R CIX DLT 138O b2 hotz, Lo T, TN~ 7 O RO
BMEILRAF & B 2 AL, 10 mgkg BYER/S— R TOMRFHE S L TRIRE T,

T Iy NA TR (2015 4 11 A 20 A) TARBRO & — N TO DLT §MHiE#& T L
THO ., JERA— F TOWREBEKITE M Th 5,
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EMR100070-003 #5R

ERSILERBR & LT, MCC BEEZ MR E L TT N~ T DERE N O 22 et 28 1
M. FFEER. ZhiskkERBR (EMR100070-003 35k) 723 2014 4F 7 AIKE TRt Sz, AART
AR BR o EEREE R 2 20l R s,

ARRBRL, 1 VYA Ll EOFHRIERED & % mMCC B4 K OB FHERE O 720y mMCC 3 %
R E LT, 7~ T ORNER V2R EFHET 5 2 sk, [EERILE, BEE, FFER, F 1M
R ThoT,

Part A TlX, 88 4 DOHHRE (HARAN3 4 %fé.\atr) 27 L= 10 mgkg % 2 B MRIRE T 1 R
T CEIRNE G- LTz, ZhaHET 72012 6 BEICEEZ5HA L, FEEHME/NhH % Response
Evaluation Criteria in Solid Tumors Version 1.1 (RECIST 1.1) 1Z& 0 FHi L7,

FEMTOT=ODT — % T v A7 BITE% OWRE ~DOIRRER 5t 6 » A Th o7z,
ORR L, BB AL LY 1 BEEG L= ToORE %2 %5 & L7 intent-to-treat (ITT) D
T BB RN 724755 (complete response; CR) XL 57 78%h (partial response; PR) T~ 7=
PelrFE OFIG LEFE L=, CR T PR OfEEITIFAIE LT 6 i ORBEE OIESRIIOBRICAT S 2 &
&L, RANS CR XUE PR BEifk SN T B0 b SERICIT 2L & Lt Ao
TREIREHfHE A 1%, DOR QENZ T ~b~ 7 GG 6 » A B O 12 » A B OZE50IRER) | PFS
JONOS Th -7z, BIREHEEH ¢ DOR 13, ¥IEIFEBIIF A B B OMEIT UISE L £ TOHIH & L
2o FEERHT D72 O 4T OFEAMIEL RECIST 1.1 IZHEIL L THNZFEIZR B3I X 0 i Sz,

Part B OFKERT 1 1 d Part A & [AERTdH 2 23 R GREM ZALFFIEED IR W AT — P IV O MCC
BE L LTV D RBER > TWD SRR 2 B U TR+ 5 720, ZEFHIEE H 1L DRR (i
SR ZE B 2345 RECIST 1.1 (2 & W HIE L7256 4872840 [complete response; CR] XL #8453 75%) [partial
response; PR] 7% 6 % H LA BFfE L 72 oFIG) & Lz,

42 AIEOBME

EMR100070-003 75 Ti%, ORR % 31.8% [95.9% {5 #H[X.fi] (confidence interval; CI) : 21.9~43.1]
ThHO, CRAM 8884 (9.1%). PR 725 20/88 44 (22.7%) \ZiRDH HLZ, FRIZ, ZivH OFRhITFHE
IZER® HAv, Kaplan-Meier {512 X % 6 » A OZE50FEHEEEIT 92% (95% CI : 7o~98) THO, 6%
A @ﬁf;bﬁﬁﬁfﬁ4 (durable response rate; DRR) 1% 29.1% (95% CI : 19.5~38.8) T —>7=, DOR |Z
HREICRE L e o 7228, 95% CL (8.3 » A~KEE#E) 7°H mMCC TOT L~ 72X DHFEMIE
853 1] F'aﬁ%ﬁrm“é ZEDRIE S LT,

TRV TR DR ORI, BIOBKRET R TH I FFshiz, 7 70— 7fighr Tk
Kaplan-Meier {512 £ W RO FHe DS FEM AT E/2 2T OY 7 V)V — T TR OFHENBO HIL, 6 #
H D250 RIE 84%~100% T > 7=, £7-. PFS ® Kaplan-Meier Hifi31% 4D S THREUIT WV & 72
0., ZHEFIZEDORRIZL Db D EE X BT,

MCC TOT )b~ T2 X DZNTERIICE®ROH 5 D Th 72, mMCC TDT /L= 7T
LT RINCRO DN AN H Y . B L & HIZ PR 205 CR ICHWET DR800, RFEF I
BOLFHET 2 RNFEO BTz, B8 (CR & PR 2 ETe) XV VA HREDHREFT HEBETTT
1372, NIBREZ AT 5BETHLRD LN, I, JEET A X0 AL 25%1C 5 F4L 5 EE T
H IO BT,

CONFIDENTIAL

Document No. 0900babe80d52a76v3.0 INFORMATION
Object No. 0900babe80dc24b2

9/15



vaa %% 1.5 BRI ROBBER OB ORE

AT = IV O 2AA+DEFIT b~ 7 e Uiz EE 7235 (EMR100070-003 #bR) OfERIC
ONWT, ALFHREERF OB 2 R BT —H L O, WBRENDO T ~ )L~ 75RO PFS &
AMERRF O OLEIC LY . T~ T OF AP RS NI, 7T~ 7T RERFORER
ZBIEFSE 100070-0bs001 K& O Tyer O 3CHk (Tyer 2016) & i+ 2 & W oA 6 % H D DRR,
6 # A PFS N CR ZERKRIL, 7T~ T ERERFO SN E -7, S HIZ, per-protocol (PP) £
M (Iyer O SCEROXFGE & D) Zxfge & LI EREMAT T, DRRIZT ~b~ T 5RO )53 &)
Mole (£ 1.5-2), F#%IZ, EMR100070-003 FER DT ~ /L~ 7 $ 5RO PFS % il 7 IERF O
FEHEAR & i L 72BN — REEIE 070 (95% CI: 0.50~1.00) TH Y. HEERBRTH 5 AR
DRFEFT, 7NV TIC LD+ RERIEDF LN 2 E PR E Nz,

& 15-2 MMCC BETODELHUNMEDHERD 2L+DT7RILT T EHERRR VXD 1L
FREEDHR

100070-Obs001

EMR100070-003 Part A Part B Iyer Study
2L+ immunocompetent immunocompetent 2L
(N=88) 2L+ 2L+ (N=30)
Efficacy parameter (N=14) (N=29)
DRR by ITT, % 29.1 0 0 6.7
(95% CI) (19.5, 38.8) (0.0,23.2) (0.0, 11.9) (0.8, 22.1)
DRR by PP, % 36.9 N/A N/A 6.7
(95% CI)® (24.8, 48.9) (0.8, 22.1)
6-month PFS by ITT, % 40 0 34 13
(95% CI) (29, 50) (0.3, 14.9) (4, 28)
6-month OS by ITT, % 69 26.8 27.5 N/A
(95% CI) (58, 78) (7.3,51.5) (13.0, 44.2)
CR rate, % 9.1 0 0 33

a  Of'the 30 patients, 4 (13.3%) had systemic immune suppression. Results are from all subjects.

b PP Analysis set (N=64) represents the subjects with measurable Baseline disease and at least 1 tumor evaluation assessment,
since all subjects met the disease specific requirements of M1 status, correct MCC histology, and had progressed after prior line
of chemotherapy in the metastatic setting.

2L = second line, 2L+ = second line or later, CR = complete response, DRR = durable response rate, ITT = intent to treat, N/A
= not applicable, OS = overall survival, PFS = progression-free survival, and PP = per protocol
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&1 . Kaplan-Meier {EIZHS S FFID 6 # HEFREERN B EHEINTZZ LD b, BEOFHE
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2 XREOHRIXE

2.1 [RXX

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Metastatic Merkel Cell Carcinoma

BAVENCIO (avelumab) is indicated for the treatment of adults and pediatric patients 12 years and older with

metastatic Merkel cell carcinoma (MCC).

This indication is approved under accelerated approval based on tumor response rate and duration of response.
Continued approval for this indication may be contingent upon verification and description of clinical benefit in

confirmatory trials [see Clinical Studies (14.1)].

1.2 Locally Advanced or Metastatic Urothelial Carcinoma
BAVENCIO is indicated for the treatment of patients with locally advanced or metastatic urothelial carcinoma
(UC) who:

Have disease progression during or following platinum-containing chemotherapy

Have disease progression within 12 months of neoadjuvant or adjuvant treatment with platinum-containing

chemotherapy

This indication is approved under accelerated approval based on tumor response rate and duration of response.
Continued approval for this indication may be contingent upon verification and description of clinical benefit in

confirmatory trials [see Clinical Studies (14.2)].

2 DOSAGE AND ADMINISTRATION

2.1 Premedication

Premedicate patients with an antihistamine and with acetaminophen prior to the first 4 infusions of BAVENCIO.
Premedication should be administered for subsequent BAVENCIO doses based upon clinical judgment and

presence/severity of prior infusion reactions [see Dosage and Administration (2.3) and Warnings and Precautions

(5.7)].

2.2 Recommended Dosage
The recommended dose of BAVENCIO is 10 mg/kg administered as an intravenous infusion over 60 minutes

every 2 weeks until disease progression or unacceptable toxicity.

23 Dose Modifications
Recommended dose modifications of BAVENCIO for adverse reactions are provided in Table 1. Detailed

information regarding clinical and laboratory monitoring guidelines for early detection of adverse reactions of

CONFIDENTIAL

Document No. 0900babe80c0ef4bv2.0 INFORMATION
Object No. 0900babe80da7794

3/46



TS

1.6 AECRTIERARIFCET L8R

BAVENCIO and recommended management (immunosuppressant treatment guidelines) are described in

Warnings and Precautions (5).

Table 1: Recommended Dose Modifications of BAVENCIO for Adverse Reactions

Treatment-Related Adverse Reaction

Severity of Adverse
Reactions*

Dose Modification

Pneumonitis /see Warnings and
Precautions (3.1)]

Grade 2 pneumonitis

Withhold BAVENCIO.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of pneumonitis after
corticosteroid taper.

Grade 3 or 4 pneumonitis
or recurrent Grade 2
pneumonitis

Permanently discontinue.

Hepatitis [see Warnings and
Precautions (5.2)]

Aspartate aminotransferase
(AST)/or alanine
aminotransferase (ALT) more
than 3 and up to 5 times the
upper limit of normal or total
bilirubin more than 1.5 and up
to 3 times the upper limit of
normal

Withhold BAVENCIO.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of hepatitis after
corticosteroid taper.

AST or ALT more than 5 times
the upper limit of normal or
total bilirubin more than

3 times the upper limit of
normal

Permanently discontinue.

Colitis [see Warnings and
Precautions (3.3)]

Grade 2 or 3 diarrhea or
colitis

Withhold BAVENCIO.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of colitis or diarrhea
after corticosteroid taper.

Grade 4 diarrhea or colitis
or recurrent Grade 3
diarrhea or colitis

Permanently discontinue.
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Treatment-Related Adverse Reaction

Severity of Adverse

Dose Modification

Reactions*
Endocrinopathies (including but | Grade 3 or 4 Withhold BAVENCIO.
not limited to hypothyroidism,
hyperthyroidism, adrenal Resume BAVENCIO in

insufficiency, hyperglycemia)
[see Warnings and Precautions

(.4)]

patients with complete or
partial resolution (Grade 0

to 1) of endocrinopathies after

corticosteroid taper.

Nephritis and Renal Dysfunction
[see Warnings and Precautions (5.5)]

Serum creatinine more than
1.5 and up to 6 times the upper
limit of normal

Withhold BAVENCIO.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of nephritis and renal
dysfunction after
corticosteroid taper.

Serum creatinine more than
6 times the upper limit of
normal

Permanently discontinue.

Other immune-mediated adverse
reactions (including but not
limited to myocarditis, myositis,
psoriasis, arthritis, exfoliative
dermatitis, erythema
multiforme, pemphigoid,
hypopituitarism, uveitis,
Guillain-Barré syndrome,
bullous dermatitis, Stevens

For any of the following:

Moderate or severe clinical
signs or symptoms of an
immune-mediated adverse
reaction not described above

Grade 3 or 4 endocrinopathies

Withhold BAVENCIO
pending clinical evaluation.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of other immune-
mediated adverse reactions
after corticosteroid taper.
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Treatment-Related Adverse Reaction

Severity of Adverse
Reactions*

Dose Modification

Johnson Syndrome (SJS)/toxic
epidermal necrolysis (TEN),
pancreatitis, rhabdomyolysis,
myasthenia gravis, histiocytic
necrotizing lymphadenitis,
demyelination, vasculitis,
hemolytic anemia, hypophysitis,
iritis, and encephalitis)** [see
Warnings and Precautions (5.6)]

For any of the following:

Life-threatening adverse
reaction (excluding
endocrinopathies)

Recurrent severe immune-
mediated adverse reaction

Requirement for 10 mg per
day or greater prednisone or
equivalent for more than

12 weeks

Persistent Grade 2 or 3
immune-mediate adverse
reactions lasting 12 weeks or

Permanently discontinue.

longer
Infusion-related reaction /see Grade 1 or 2 Interrupt or slow the rate of
Warnings and Precautions (5.7)] infusion.

Grade 3 or 4 Permanently discontinue.

* Toxicity was graded per National Cancer Institute Common Terminology Criteria for Adverse Events. Version 4.0 (NCI

CTCAE v4)

** Observed with BAVENCIO or with other anti-PD-1/PD-L1 monoclonal antibodies

24

Preparation
Visually inspect vial for particulate matter and discoloration. BAVENCIO is a clear, colorless to slightly

Preparation and Administration

yellow solution. Discard vial if the solution is cloudy, discolored, or contains particulate matter.

Withdraw the required volume of BAVENCIO from the vial(s) and inject it into a 250 mL infusion bag
containing either 0.9% Sodium Chloride Injection or 0.45% Sodium Chloride Injection.

Gently invert the bag to mix the diluted solution and avoid foaming or excessive shearing.

Inspect the solution to ensure it is clear, colorless, and free of visible particles.

Discard any partially used or empty vials.

Storage of diluted BAVENCIO solution
Protect from light.

Store diluted BAVENCIO solution:
At room temperature up to 77°F (25°C) for no more than 4 hours from the time of dilution.
Or
Under refrigeration at 36°F to 46°F (2°C to 8°C) for no more than 24 hours from the time of dilution. If

refrigerated, allow the diluted solution to come to room temperature prior to administration.
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Do not freeze or shake diluted solution.

Administration
Administer the diluted solution over 60 minutes through an intravenous line containing a sterile, non-
pyrogenic, low protein binding in-line filter (pore size of 0.2 micron).

Do not co-administer other drugs through the same intravenous line.

3 DOSAGE FORMS AND STRENGTHS

Injection: 200 mg/10 mL (20 mg/mL), clear, colorless to slightly yellow solution in a single-dose vial.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Immune-Mediated Pneumonitis

BAVENCIO can cause immune-mediated pneumonitis, including fatal cases [see Adverse Reactions (6.1)].
Monitor patients for signs and symptoms of pneumonitis and evaluate patients with suspected pneumonitis with
radiographic imaging. Administer corticosteroids (initial dose of 1 to 2 mg/kg/day prednisone or equivalent,
followed by a corticosteroid taper) for Grade 2 or greater pneumonitis. Withhold BAVENCIO for moderate
(Grade 2) pneumonitis, and permanently discontinue for severe (Grade 3), life-threatening (Grade 4), or recurrent

moderate (Grade 2) pneumonitis [see Dosage and Administration (2.3)].

Pneumonitis occurred in 1.2% (21/1738) of patients receiving BAVENCIO including one (0.1%) patient with
Grade 5, one (0.1%) with Grade 4, and five (0.3%) with Grade 3 pneumonitis. Immune-mediated pneumonitis
led to permanent discontinuation of BAVENCIO in 0.3% (6/1738) of patients. Among the 21 patients with
immune-mediated pneumonitis, the median time to onset was 2.5 months (range: 3 days to 11 months) and the
median duration of pneumonitis was 7 weeks (range: 4 days to 4+ months). All 21 patients were treated with
systemic corticosteroids; 17 (81%) of the 21 patients received high-dose corticosteroids for a median of 8 days
(range: 1 day to 2.3 months). Resolution of pneumonitis occurred in 12 (57%) of the 21 patients at the time of
data cut-off.

5.2 Immune-Mediated Hepatitis

BAVENCIO can cause immune-mediated hepatitis including fatal cases [see Adverse Reactions (6.1)]. Monitor
patients for abnormal liver tests prior to and periodically during treatment. Administer corticosteroids (initial
dose of 1 to 2 mg/kg/day prednisone or equivalent, followed by a corticosteroid taper) for Grade 2 or greater
hepatitis. Withhold BAVENCIO for moderate (Grade 2) immune mediated hepatitis until resolution and
permanently discontinue for severe (Grade 3) or life-threatening (Grade 4) immune mediated hepatitis [see

Dosage and Administration (2.3)].
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Immune-mediated hepatitis occurred in 0.9% (16/1738) of patients receiving BAVENCIO including two (0.1%)
patients with Grade 5 and 11 (0.6 %) patients with Grade 3 immune-mediated hepatitis. Immune-mediated
hepatitis led to permanent discontinuation of BAVENCIO in 0.5% (9/1738) of patients. Among the 16 patients
with immune-mediated hepatitis, the median time to onset was 3.2 months (range: 1 week to 15 months), and
the median duration of hepatitis was 2.5 months (range: 1 day to 7.4+ months). All 16 patients were treated with
corticosteroids; 15 (94%) of the 16 patients received high-dose corticosteroids for a median of 14 days (range:
1 day to 2.5 months). Resolution of hepatitis occurred in nine (56%) of the 16 patients at the time of data cut-
off.

53 Immune-Mediated Colitis

BAVENCIO can cause immune-mediated colitis [see Adverse Reactions (6.1)]. Monitor patients for signs and
symptoms of colitis. Administer corticosteroids (initial dose of 1 to 2 mg/kg/day prednisone or equivalent
followed by a corticosteroid taper) for Grade 2 or greater colitis. Withhold BAVENCIO for moderate or severe
(Grade 2 or 3) colitis until resolution. Permanently discontinue BAVENCIO for life-threatening (Grade 4) or for
recurrent (Grade 3) colitis upon re-initiation of BAVENCIO [see Dosage and Administration (2.3)].

Immune-mediated colitis occurred in 1.5% (26/1738) of patients receiving BAVENCIO including seven (0.4%)
patients with Grade 3 colitis. Immune-mediated colitis led to permanent discontinuation of BAVENCIO in 0.5%
(9/1738) of patients. Among the 26 patients with immune-mediated colitis, the median time to onset was 2.1
months (range: 2 days to 11 months) and the median duration of colitis was 6 weeks (range: 1 day to 14+ months).
All 26 patients were treated with corticosteroids; 15 (58%) of the 26 patients received high-dose corticosteroids
for a median of 19 days (range: 1 day to 2.3 months). Resolution of colitis occurred in 18 (70%) of the patients

at the time of data cut-off.

54 Immune-Mediated Endocrinopathies

BAVENCIO can cause immune-mediated endocrinopathies [see Adverse Reactions (6.1)].

Adrenal Insufficiency

Monitor patients for signs and symptoms of adrenal insufficiency during and after treatment. Administer
corticosteroids as appropriate for adrenal insufficiency. Withhold BAVENCIO for severe (Grade 3) or life-

threatening (Grade 4) adrenal insufficiency [see Dosage and Administration (2.3)].

Adrenal insufficiency occurred in 0.5% (8/1738) of patients receiving BAVENCIO including one patient (0.1%)
with Grade 3 adrenal insufficiency. Immune-mediated adrenal insufficiency led to permanent discontinuation of
BAVENCIO in 0.1% (2/1738) of patients. Among the 8 patients with immune-mediated adrenal insufficiency,
the median time to onset was 2.5 months (range: 1 day to 8 months). All eight patients were treated with
corticosteroids; four (50%) of the eight patients received high-dose corticosteroids for a median of 1 day (range:
1 day to 24 days).
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Thyroid Disorders (Hypothyroidism/Hyperthyroidism)

BAVENCIO can cause immune-mediated thyroid disorders. Thyroid disorders can occur at any time during

treatment. Monitor patients for changes in thyroid function at the start of treatment, periodically during treatment,
and as indicated based on clinical evaluation. Manage hypothyroidism with hormone-replacement therapy.
Initiate medical management for control of hyperthyroidism. Withhold BAVENCIO for severe (Grade 3) or life-
threatening (Grade 4) thyroid disorders [see Dosage and Administration (2.3)].

Immune-mediated thyroid disorders occurred in 6% (98/1738) of patients receiving BAVENCIO including 3
(0.2%) Grade 3 immune-mediated thyroid disorders. Immune-mediated thyroid disorders led to discontinuation
of BAVENCIO in 0.1% (2/1738) of patients. Hypothyroidism occurred in 90 (5%) patients; hyperthyroidism in
seven (0.4%) patients; and thyroiditis in four (0.2%) patients treated with BAVENCIO. Among the 98 patients
with immune-mediated thyroid disorders, the median time to onset was 2.8 months (range: 2 weeks to 13 months)
and the median duration was not estimable (range: 6 days to more than 26 months). Immune-mediated thyroid

disorders resolved in seven (7%) of the 98 patients.

Type 1 Diabetes Mellitus
BAVENCIO can cause type 1 diabetes mellitus, including diabetic ketoacidosis. Monitor patients for

hyperglycemia or other signs and symptoms of diabetes. Withhold BAVENCIO and administer anti-
hyperglycemics or insulin in patients with severe or life-threatening (Grade > 3) hyperglycemia. Resume
treatment with BAVENCIO when metabolic control is achieved on insulin replacement or anti-hyperglycemics

[see Dosage and Administration (2.3)].

Type 1 diabetes mellitus without an alternative etiology occurred in 0.1% (2/1738) of patients including two
cases of Grade 3 hyperglycemia that led to permanent discontinuation of BAVENCIO.

5.5 Immune-Mediated Nephritis and Renal Dysfunction

BAVENCIO can cause immune-mediated nephritis [see Adverse Reactions (6.1)]. Monitor patients for elevated
serum creatinine prior to and periodically during treatment. Administer corticosteroids (initial dose of 1 to 2
mg/kg/day prednisone or equivalent followed by a corticosteroid taper) for Grade 2 or greater nephritis. Withhold
BAVENCIO for moderate (Grade 2) or severe (Grade 3) nephritis until resolution to < Grade 1. Permanently
discontinue BAVENCIO for life-threatening (Grade 4) nephritis [see Dosage and Administration (2.3)].

Immune-mediated nephritis occurred in 0.1% (1/1738) of patients receiving BAVENCIO; BAVENCIO was

permanently discontinued in this patient.

5.6 Other Immune-Mediated Adverse Reactions

BAVENCIO can result in severe and fatal immune-mediated adverse reactions [see Adverse Reactions (6.1)].
These immune-mediated reactions may involve any organ system. Most immune-mediated reactions initially
manifest during treatment with BAVENCIO; however, immune-mediated adverse reactions can occur after
discontinuation of BAVENCIO.
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For suspected immune-mediated adverse reactions, evaluate to confirm or rule out an immune-mediated adverse
reaction and to exclude other causes. Depending upon the severity of the adverse reaction, withhold or
permanently discontinue BAVENCIO, administer high dose corticosteroids, and if appropriate, initiate hormone
replacement therapy. Upon improvement to Grade 1 or less, initiate corticosteroid taper. Resume BAVENCIO
when the immune-mediated adverse reaction remains at Grade 1 or less following corticosteroid taper.
Permanently discontinue BAVENCIO for any severe (Grade 3) immune-mediated adverse reaction that recurs

and for any life-threatening immune-mediated adverse reaction [see Dosage and Administration (2.3)].

The following clinically significant, immune-mediated adverse reactions occurred at an incidence of less than
1% of 1738 patients treated with BAVENCIO for each of the following adverse reactions: immune-mediated
myocarditis including fatal cases, immune-mediated myositis, psoriasis, arthritis, exfoliative dermatitis,
erythema multiforme, pemphigoid, hypopituitarism, uveitis, Guillain-Barré syndrome, and systemic
inflammatory response. The following clinically significant, immune-mediated adverse reactions have been
reported with other products in this class: bullous dermatitis, Stevens Johnson Syndrome (SJS)/toxic epidermal
necrolysis (TEN), pancreatitis, rthabdomyolysis, myasthenia gravis, histiocytic necrotizing lymphadenitis,

demyelination, vasculitis, hemolytic anemia, hypophysitis, iritis, and encephalitis.

5.7 Infusion-Related Reactions

BAVENCIO can cause severe or life-threatening infusion-related reactions [see Adverse Reactions (6.1)].
Premedicate with antihistamine and acetaminophen prior to the first 4 infusions. Monitor patients for signs and
symptoms of infusion-related reactions including pyrexia, chills, flushing, hypotension, dyspnea, wheezing, back
pain, abdominal pain, and urticaria. Interrupt or slow the rate of infusion for mild or moderate infusion-related
reactions. Stop the infusion and permanently discontinue BAVENCIO for severe (Grade 3) or life-threatening

(Grade 4) infusion-related reactions [see Dosage and Administration (2.3) and Adverse Reactions (6.1)].

Infusion-related reactions occurred in 25% (439/1738) of patients treated with BAVENCIO including three
(0.2%) Grade 4 and nine (0.5%) Grade 3 infusion-related reactions. Ninety-three percent (1615/1738) of patients
received premedication with antihistamine and acetaminophen. Eleven (92%) of the 12 patients with Grade > 3
reactions were treated with intravenous corticosteroids. Fourteen percent of patients (252/1738) had infusion-

related reactions that occurred after the BAVENCIO infusion was completed.

5.8 Embryo-Fetal Toxicity

Based on its mechanism of action, BAVENCIO can cause fetal harm when administered to a pregnant woman.
Animal studies have demonstrated that inhibition of the PD-1/PD-L1 pathway can lead to increased risk of
immune-mediated rejection of the developing fetus resulting in fetal death. If this drug is used during pregnancy,
or if the patient becomes pregnant while taking BAVENCIO, inform the patient of the potential risk to a fetus.
Advise females of childbearing potential to use effective contraception during treatment with BAVENCIO and
for at least one month after the last dose of BAVENCIO [see Use in Specific Populations (8.1, 8.3)].
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6 ADVERSE REACTIONS

The following adverse reactions are described elsewhere in the label:
Immune-mediated pneumonitis [see Warnings and Precautions (5.1)]
Immune-mediated hepatitis [see Warnings and Precautions (5.2)]
Immune-mediated colitis [see Warnings and Precautions (5.3)]
Immune-mediated endocrinopathies [see Warnings and Precautions (5.4)]
Immune-mediated nephritis and renal dysfunction [see Warnings and Precautions (5.5)]
Other immune-mediated adverse reactions [see Warnings and Precautions (5.6)]

Infusion-related reactions [see Warnings and Precautions (5.7)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not

reflect the rates observed in practice.

The data described in the WARNINGS AND PRECAUTIONS section are based on two trials, in which 1738
patients received BAVENCIO at doses of 10 mg/kg intravenously every two weeks. This included 88 patients
with metastatic MCC (JAVELIN Merkel 200 trial) and 242 patients with locally advanced and metastatic UC
within the JAVELIN Solid Tumor trial. In the JAVELIN Solid Tumor trial, 1650 patients were treated with
BAVENCIO at doses of 10 mg/kg.

The following criteria were used to classify an adverse reaction as immune-mediated: onset within 90 days after
last dose of BAVENCIO, no spontaneous resolution within 7 days of onset, treatment with corticosteroids or
other immunosuppressant or hormone replacement therapy, biopsy consistent with immune-mediated reaction,

and no other clear etiology.

The study population characteristics of the 1738 patients were median age of 64 years (range: 19 to 91 years);
52% male; 78% White, 9% Asian, 5% Black or African American, and 8% other ethnic groups; ECOG
performance score of 0 (38%), 1 (62%), or > 1 (0.4%); and the underlying malignancies were non-small cell
lung cancer (20%), gastric and gastroesophageal cancer (15%), urothelial cancer (14%), ovarian cancer (13%),
metastatic breast cancer (10%), head and neck cancer (9%), metastatic MCC (5%), mesothelioma, renal cell
carcinoma, melanoma, adrenocortical carcinoma (3% each), colorectal cancer, castrate-resistant prostate cancer,
and unknown (1% each). In this population, 24% of patients were exposed to BAVENCIO for > 6 months and
7% were exposed to BAVENCIO for > 12 months.

Metastatic Merkel Cell Carcinoma

The data described below reflect exposure to BAVENCIO 10 mg/kg intravenously every 2 weeks in 88 patients
with metastatic MCC enrolled in the JAVELIN Merkel 200 trial. Patients with any of the following were
excluded: autoimmune disease; medical conditions requiring systemic immunosuppression; prior organ or

allogeneic stem cell transplantation; prior treatment with anti-PD-1, anti-PD-L1, or anti-CTLA-4 antibodies;
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central nervous system (CNS) metastases; infection with HIV, hepatitis B, or hepatitis C; or ECOG performance

score > 2.

The median duration of exposure to BAVENCIO was 4 months (range: 2 weeks to 21 months). Forty percent of
patients received BAVENCIO for more than 6 months and 14% were treated for more than one year [see Clinical
Studies (14.1)]. The study population characteristics were: median age of 73 years (range: 33 to 88), 74% male,
92% White, ECOG performance score of 0 (56%) or 1 (44%), and 65% of patients had one prior anti-cancer

therapy for metastatic MCC and 35% had two or more prior therapies.

BAVENCIO was permanently discontinued for adverse reactions in six (7%) patients; adverse reactions resulting
in permanent discontinuation were ileus, Grade 3 transaminitis, Grade 3 creatine kinase elevation,
tubulointerstitial nephritis, and Grade 3 pericardial effusion. BAVENCIO was temporarily discontinued in 21
(24%) patients for adverse events, excluding temporary dose interruption for infusion-related reactions where
infusion was restarted the same day. The most common adverse reaction requiring dose interruption was anemia.
Serious adverse reactions that occurred in more than one patient were acute kidney injury, anemia, abdominal
pain, ileus, asthenia, and cellulitis. The most common adverse reactions (> 20%) were fatigue, musculoskeletal

pain, diarrhea, nausea, infusion related reaction, rash, decreased appetite, and peripheral edema.

Table 2 and Table 3 summarize the incidence of adverse reactions and laboratory abnormalities, respectively,

that occurred in patients receiving BAVENCIO.

Table 2: Adverse Reactions in > 10% of Patients Receiving BAVENCIO in the JAVELIN Merkel 200 Trial
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Adverse Reactions BAVENCIO
(N=88)
All Grades Grade 3-4
% %

General Disorders

Fatigue® 50 2

Infusion-related reaction® 22 0

Peripheral edema® 20 0
Musculoskeletal and Connective Tissue Disorders

Musculoskeletal pain? 32 2

Arthralgia 16 1
Gastrointestinal Disorders

Diarrhea 23 0

Nausea 22 0

Constipation 17 1

Abdominal pain® 16 2

Vomiting 13 0
Skin and Subcutaneous Tissue Disorders

Rash’ 22 0

Pruritus® 10 0
Metabolism and Nutrition Disorders

Decreased appetite 20 2

Decreased weight 15 0
Respiratory, Thoracic and Mediastinal Disorders

Cough 18 0

Dyspnea” 11 1
Nervous System Disorders

Dizziness 14 0

Headache 10 0
\Vascular Disorders

Hypertension 13 6
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a Fatigue is a composite term that includes fatigue and asthenia

b Infusion-related reaction is a composite term that includes drug hypersensitivity, hypersensitivity, chills, pyrexia, back pain, and
hypotension

¢ Peripheral edema is a composite term that includes peripheral edema and peripheral swelling

d Musculoskeletal pain is a composite term that includes back pain, myalgia, neck pain, pain in extremity

e Abdominal pain is a composite term that includes abdominal pain and abdominal pain upper

f Rash is a composite term that includes rash maculo-papular, erythema, and dermatitis bullous

g Pruritus is a composite term that includes pruritus and pruritus generalized

h Dyspnea is a composite term that includes dyspnea and dyspnea exertional

Table 3: Selected Treatment-Emergent* Laboratory Abnormalities in Patients Receiving BAVENCIO in the
JAVELIN Merkel 200 Trial

Laboratory Tests Any Grade Grade 3-4
(N=88) (N=88)
% %

Chemistry

Increased aspartate aminotransferase (AST) 34 1

Increased alanine aminotransferase (ALT) 20

Increased lipase 14 4

Increased amylase 8 1

Increased bilirubin 6 1

Hyperglycemia** - 7
Hematology

Anemia 35 9

Lymphopenia 49 19

Thrombocytopenia 27 1

Neutropenia 6 1

*Treatment emergent consists of new onset of laboratory abnormality or worsening of baseline laboratory abnormality
** Hyperglycemia limited to Grade > 3 events since fasting measurements were not obtained routinely

Locally Advanced or Metastatic Urothelial Carcinoma

Table 4 describes adverse reactions reported in 242 patients with locally advanced or metastatic UC receiving
BAVENCIO at 10 mg/kg every 2 weeks in the UC cohorts of the JAVELIN Solid Tumor trial. Patients received
pre-medication with an anti-histamine and acetaminophen prior to each infusion. The median duration of
exposure to BAVENCIO was 12 weeks (range: 2 weeks to 92 weeks) [see Clinical Studies (14.2)].
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Fourteen patients (6%) who were treated with BAVENCIO experienced either pneumonitis, respiratory failure,

sepsis/urosepsis, cerebrovascular accident, or gastrointestinal adverse events, which led to death.

BAVENCIO was permanently discontinued for Grade 1-4 adverse reactions in 30 (12%) patients. The adverse
reaction that resulted in permanent discontinuation in > 1% of patients was fatigue. BAVENCIO was temporarily
discontinued in 29% of patients for adverse reactions, excluding temporary dose interruption for infusion-related
reactions where infusion was restarted the same day. The adverse reactions that resulted in temporary

discontinuation in > 1% of patients were diarrhea, fatigue, dyspnea, urinary tract infection, and rash.

Grade 1-4 serious adverse reactions were reported in 41% of patients. The most frequent serious adverse
reactions reported in > 2% of patients were urinary tract infection/urosepsis, abdominal pain, musculoskeletal
pain, creatinine increased/renal failure, dehydration, hematuria/urinary tract hemorrhage, intestinal

obstruction/small intestine obstruction, and pyrexia.

The most common Grade 3 and 4 adverse reactions (= 3%) were anemia, fatigue, hyponatremia, hypertension

urinary tract infection, and musculoskeletal pain.

The most common adverse reactions (= 20%) were fatigue, infusion-related reaction, musculoskeletal pain,

nausea, decreased appetite, and urinary tract infection.

Eleven (4.5%) patients received an oral prednisone dose equivalent to > 40 mg daily for an immune-mediated

adverse reaction [see Warnings and Precautions (5)].

Table 4 summarizes the adverse reactions that occurred in at least 10% of patients with locally advanced or
metastatic UC receiving BAVENCIO while Table 5 summarizes selected Grade 3-4 laboratory abnormalities
that occurred in > 1% of patients treated with BAVENCIO.

Table 4: All Grade Adverse Reactions in > 10% of Patients with Locally Advanced or Metastatic UC in the
JAVELIN Solid Tumor Trial

Adverse Reactions BAVENCIO
(N=242)
All Grades Grade 3-4
(%) (%0)

Any 98 59
Gastrointestinal Disorders

Nausea 24 1

Abdominal pain® 19 2
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Adverse Reactions BAVENCIO
(N=242)
All Grades Grade 3-4
(%) (%)

Diarrhea 18 2

Constipation 18 1

Vomiting/Retching 14 1
General Disorders and Administration Site Conditions

Fatigue® 41 7

Infusion-related reaction® 30 0.4

Peripheral edema 17 0.4

Pyrexia/Temperature increased 16 1
Infections

Urinary tract infection® 21 5
Investigations

Weight decreased 19 0
Metabolism and Nutrition Disorders

Decreased appetite/Hypophagia 21 2
Musculoskeletal and Connective Tissue Disorders

Musculoskeletal pain® 25 3
Renal Disorders

Creatinine increased/Renal failure® 16 3
Respiratory, Thoracic and Mediastinal Disorders

Dyspnea/Exertional dyspnea 17 2

Cough/Productive cough 14 0
Skin and Subcutaneous Tissue Disorders

Rash" 15 0.4

Pruritus/Generalized pruritus 10 0.4
\Vascular Disorders

Hypertension/Hypertensive crisis 10 S

a Includes abdominal discomfort, abdominal pain upper and lower, and gastrointestinal pain

b Includes asthenia and malaise

¢ Infusion-related reaction is a composite term that includes chills, pyrexia, back pain, flushing, dyspnea, and hypotension
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d Includes edema, generalized edema, and peripheral swelling

e Includes urosepsis, cystitis, kidney infection, pyuria, and urinary tract infection due to fungus, bacterial, and enterococcus

f Includes back pain, myalgia, neck pain, and pain in extremity

g Includes acute kidney injury and glomerular filtration rate decreased

h Includes dermatitis acneiform, eczema, erythema, erythema multiforme, erythematous, macular, maculo-papular, papular, and

pruritic rash

Table 5: Selected Laboratory Abnormalities* (Grade 3-4) in > 1% of Patients with Locally Advanced or
Metastatic UC Receiving BAVENCIO in the JAVELIN Solid Tumor Trial

Laboratory Tests Grade 3-4
(N=242)**
%
Chemistry
Hyponatremia 16
GGT increased 12
Hyperglycemia 9
Increased alkaline phosphatase 7
Increased lipase 6
Hyperkalemia 3
Increased aspartate aminotransferase (AST)*** 3
Increased creatinine 2
Increased amylase 2
Increased bilirubin 1
Hematology
Lymphopenia 11
Anemia 6

* Including Grade 3 and 4 lab abnormalities worsening from and unchanged since baseline.

** The number of patients with on study available laboratories varies between 188 and 235.

*** Increased alanine aminotransferase (ALT) was reported in 0.9% (Grade 3-4) of platinum-pretreated patients with locally
advanced or metastatic UC.

6.2 Immunogenicity

As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody formation is
highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody
(including neutralizing antibody) positivity in an assay may be influenced by several factors including assay
methodology, sample handling, timing of sample collection, concomitant medications, and underlying disease.
For these reasons, comparison of the incidence of antibodies to avelumab in the studies described below with

the incidence of antibodies in other studies or to other products may be misleading.
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Of the 1738 patients treated with BAVENCIO 10 mg/kg as an intravenous infusion every 2 weeks, 1558 were
evaluable for treatment-emergent anti-drug antibodies (ADA) and 64 (4.1%) tested positive. The development
of treatment-emergent ADA against avelumab did not appear to alter the pharmacokinetic profile or risk of

infusion-related reactions.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on its mechanism of action, BAVENCIO can cause fetal harm when administered to a pregnant woman.
There are no available data on the use of BAVENCIO in pregnant women [see Clinical Pharmacology (12.1)].
Animal studies have demonstrated that inhibition of the PD 1/PD-L1 pathway can lead to increased risk of
immune-mediated rejection of the developing fetus resulting in fetal death [see Data]. Human IgGl
immunoglobulins (IgG1) are known to cross the placenta. Therefore, BAVENCIO has the potential to be
transmitted from the mother to the developing fetus. If this drug is used during pregnancy, or if the patient

becomes pregnant while taking this drug, advise the patient of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically

recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Animal Data

Animal reproduction studies have not been conducted with BAVENCIO to evaluate its effect on reproduction
and fetal development. A central function of the PD-1/PD-L1 pathway is to preserve pregnancy by maintaining
maternal immune tolerance to the fetus. In murine models of pregnancy, blockade of PD-L1 signaling has been
shown to disrupt tolerance to the fetus and to result in an increase in fetal loss; therefore, potential risks of
administering BAVENCIO during pregnancy include increased rates of abortion or stillbirth. As reported in the
literature, there were no malformations related to the blockade of PD-1/PD-L1 signaling in the offspring of these
animals; however, immune-mediated disorders occurred in PD-1 and PD-L1 knockout mice. Based on its
mechanism of action, fetal exposure to BAVENCIO may increase the risk of developing immune-related

disorders or altering the normal immune response.

8.2 Lactation

Risk Summary

There is no information regarding the presence of avelumab in human milk, the effects on the breastfed infant,
or the effects on milk production. Since many drugs including antibodies are excreted in human milk, advise a
lactating woman not to breastfeed during treatment and for at least one month after the last dose of BAVENCIO

due to the potential for serious adverse reactions in breastfed infants.

8.3 Females and Males of Reproductive Potential
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Contraception
Based on its mechanism of action, BAVENCIO can cause fetal harm when administered to a pregnant woman

[see Use in Specific Populations (8.1)]. Advise females of reproductive potential to use effective contraception
during treatment with BAVENCIO and for at least 1 month after the last dose of BAVENCIO.

8.4 Pediatric Use

The safety and effectiveness of BAVENCIO have been established in pediatric patients aged 12 years and older
for metastatic MCC. Use of BAVENCIO in this age group is supported by evidence from adequate and well-
controlled studies of BAVENCIO in adults with additional population pharmacokinetic data demonstrating that
age and body weight had no clinically meaningful effect on the steady state exposure of avelumab, that drug
exposure is generally similar between adults and pediatric patients age 12 years and older for monoclonal
antibodies, and that the course of MCC is sufficiently similar in adult and pediatric patients to allow extrapolation
of data in adults to pediatric patients. The recommended dose in pediatric patients 12 years of age or greater is
the same as that in adults [see Dosage and Administration (2.2), Clinical Pharmacology (12.3), and Clinical
Studies (14)].

Safety and effectiveness of BAVENCIO have not been established in pediatric patients less than 12 years of age.

8.5 Geriatric Use
Metastatic Merkel Cell Carcinoma
Clinical studies of BAVENCIO in MCC did not include sufficient numbers of patients aged 65 and over to

determine whether they respond differently from younger patients.

Locally Advanced or Metastatic Urothelial Carcinoma

Of the 226 patients with locally advanced or metastatic UC treated with BAVENCIO, 68% were 65 years or over
and 29% were 75 years or over. Among patients 65 years or over who were followed for at least 13 weeks, 14%
(22/153) responded to BAVENCIO and 58% (89/153) developed a Grade 3-4 adverse reaction. No overall

differences in safety or efficacy were reported between elderly patients and younger patients.

10 OVERDOSAGE
No information on BAVENCIO overdosage is available.

11 DESCRIPTION
Avelumab is a programmed death ligand 1 (PD-L1) blocking antibody. Avelumab is a human IgG1 lambda

monoclonal antibody that has a molecular weight of approximately 147 kDa.

BAVENCIO (avelumab) Injection for intravenous use is a sterile, preservative-free, non-pyrogenic, clear,
colorless to slightly yellow solution. Each single-dose vial contains 200 mg avelumab in 10 mL (20 mg/mL).
Each mL contains 20 mg avelumab, D-mannitol (51 mg), glacial acetic acid (0.6 mg), polysorbate 20 (0.5 mg),
sodium hydroxide (0.3 mg), and Water for Injection. The pH range of the solution is 5.0 — 5.6.
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

PD-L1 may be expressed on tumor cells and tumor-infiltrating immune cells and can contribute to the inhibition
of the anti-tumor immune response in the tumor microenvironment. Binding of PD-L1 to the PD-1 and B7.1
receptors found on T cells and antigen presenting cells suppresses cytotoxic T-cell activity, T-cell proliferation,
and cytokine production. Avelumab binds PD L1 and blocks the interaction between PD L1 and its receptors PD
1 and B7.1. This interaction releases the inhibitory effects of PD L1 on the immune response resulting in the
restoration of immune responses, including anti-tumor immune responses. Avelumab has also been shown to
induce antibody-dependent cell-mediated cytotoxicity (ADCC) in vitro. In syngeneic mouse tumor models,

blocking PD-L1 activity resulted in decreased tumor growth.

12.3 Pharmacokinetics

The pharmacokinetics of avelumab was studied in 1629 patients who received doses ranging from 1 to 20 mg/kg
every 2 weeks. The data showed that the exposure of avelumab increased dose-proportionally in the dose range
of 10 to 20 mg/kg every 2 weeks. Steady-state concentrations of avelumab were reached after approximately 4

to 6 weeks (2 to 3 cycles) of repeated dosing, and the systemic accumulation was approximately 1.25-fold.

Distribution

The geometric mean volume of distribution at steady state for a subject receiving 10 mg/kg was 4.72 L.

Elimination

The primary elimination mechanism of avelumab is proteolytic degradation. Based on population
pharmacokinetic analyses in patients with solid tumors, the total systemic clearance was 0.59 L/day and the
terminal half-life was 6.1 days in patients receiving 10 mg/kg. In a post hoc analysis, avelumab clearance was
found to decrease over time in patients with MCC, with a mean maximal reduction (% coefficient of variation
[CV%]) from baseline value of approximately 41.7% (40.0%), which is not considered clinically important.

There was no evidence to suggest a change of avelumab clearance over time in patients with UC.

Specific Populations

Body weight was positively correlated with total systemic clearance in population pharmacokinetic analyses. No
clinically meaningful differences in pharmacokinetics were observed in the clearance of avelumab based on age;
sex; race; PD-L1 status; tumor burden; mild [calculated creatinine clearance (CLcr) 60 to 89 mL/min, n=623 as
estimated by the Cockcroft-Gault formula], moderate [CLcr 30 to 59 mL/min, n=320], or severe [CLcr 15 to 29
mL/min, n=4] renal impairment; and mild [bilirubin less than or equal to ULN and AST greater than ULN or
bilirubin between 1 and 1.5 times ULN, n=217] or moderate [bilirubin between 1.5 and 3 times ULN, n=4]
hepatic impairment. There are limited data from patients with severe hepatic impairment [bilirubin greater than

3 times ULN, n=1], and the effect of severe hepatic impairment on the pharmacokinetics of avelumab is unknown.
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No studies have been conducted to assess the potential of avelumab for genotoxicity or carcinogenicity.

Fertility studies have not been conducted with avelumab; however, an assessment of male and female
reproductive organs was included in 3-month repeat-dose toxicity study in Cynomolgus monkeys. Weekly

administration of avelumab did not result in any notable effects in the male and female reproductive organs.

13.2 Animal Toxicology and/or Pharmacology

In animal models, inhibition of PD-L1/PD-1 signaling increased the severity of some infections and enhanced
inflammatory responses. M. tuberculosis-infected PD-1 knockout mice exhibit markedly decreased survival
compared with wild-type controls, which correlated with increased bacterial proliferation and inflammatory
responses in these animals. PD-L1 and PD-1 knockout mice and mice receiving PD-L1 blocking antibody have

also shown decreased survival following infection with lymphocytic choriomeningitis virus.

14 CLINICAL STUDIES

14.1 Metastatic Merkel Cell Carcinoma

The efficacy and safety of BAVENCIO was demonstrated in the JAVELIN Merkel 200 trial (NCT02155647),
an open-label, single arm, multi-center study conducted in patients with histologically confirmed metastatic
MCC whose disease had progressed on or after chemotherapy administered for distant metastatic disease. The
trial excluded patients with autoimmune disease; medical conditions requiring systemic immunosuppression;
prior organ or allogeneic stem cell transplantation; prior treatment with anti-PD-1, anti-PD-L1, or anti-CTLA-4

antibodies; CNS metastases; infection with HIV, hepatitis B, or hepatitis C; or ECOG performance score > 2.

Patients received BAVENCIO 10 mg/kg as an intravenous infusion over 60 minutes every 2 weeks until disease
progression or unacceptable toxicity. Patients with radiological disease progression not associated with
significant clinical deterioration, defined as no new or worsening symptoms, no change in performance status
for greater than 2 weeks, and no need for salvage therapy, could continue treatment. Tumor response assessments
were performed every 6 weeks. The major efficacy outcome measures were confirmed overall response rate
(ORR) according to Response Evaluation Criteria in Solid Tumors (RECIST) vl1.1 as assessed by a blinded
independent central review committee (IRC) and IRC-assessed duration of response. The efficacy analysis was

conducted when the last patient enrolled had completed 12 months of follow-up.

A total of 88 patients were enrolled. Baseline patient characteristics were a median age of 73 years (range: 33 to
88), 74% of patients were male, 92% were White, and the ECOG performance score was 0 (56%) or 1 (44%).
Seventy-five percent of patients were 65 years or older, 35% were 75 or older, and 3% were 85 or older. Sixty-
five percent of patients were reported to have had one prior anti-cancer therapy for metastatic MCC and 35%
had two or more prior therapies. Fifty-three percent of patients had visceral metastases. All patients had tumor

samples evaluated for PD-L1 expression; of these, 66% were PD-L1-positive (> 1% of tumor cells), 18% were
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PD-L1 negative, and 16% had non-evaluable results by an investigational immunohistochemistry assay. Archival
tumor samples were evaluated for Merkel cell polyomavirus (MCV) using an investigational assay; of the 77

patients with evaluable results, 52% had evidence of MCV.

Efficacy results are presented in Table 6. Responses were observed in patients regardless of tumor PD-L1

expression or presence of MCV.

Table 6: Efficacy Results of the JAVELIN Merkel 200 Trial

Efficacy Endpoints Results
(N=88)
Overall Response Rate (ORR)
Overall response rate, (95% CI) 33.0% (23.3%, 43.8%)
Complete response (CR) rate, (95% CI) 11.4% (6.6%, 19.9%)
Partial response (PR) rate, (95% CI) 21.6% (13.5%, 31.7%)
Duration of Response (DOR) N=29

Range in months 2.8 t0 23.3+
Patients with DOR > 6 months, n (%) 25 (86%)
Patients with DOR > 12 months, n (%) 13 (45%)

CI: Confidence interval

14.2 Locally Advanced or Metastatic Urothelial Carcinoma

The efficacy and safety of BAVENCIO was demonstrated in the UC cohorts of the JAVELIN Solid Tumor trial,
an open-label, single arm, multi-center study that included 242 patients with locally advanced or metastatic
urothelial carcinoma (UC) with disease progression on or after platinum-containing chemotherapy or who had
disease progression within 12 months of treatment with a platinum-containing neoadjuvant or adjuvant
chemotherapy regimen. Patients with active or history of central nervous system metastasis; other malignancies
within the last 5 years; organ transplant; conditions requiring therapeutic immune suppression; or active infection
with HIV, hepatitis B, or hepatitis C were excluded. Patients with autoimmune disease, other than type 1 diabetes,
vitiligo, psoriasis, or thyroid disease that did not require immunosuppressive treatment, were excluded. Patients
were included regardless of their PD-L1 status.

Patients received BAVENCIO at a dose of 10 mg/kg intravenously every 2 weeks until radiographic or clinical
progression or unacceptable toxicity. Tumor response assessments were performed every 6 weeks. Efficacy
outcome measures included confirmed overall response rate (ORR), as assessed by an Independent Endpoint
Review Committee (IERC) using Response Evaluation Criteria in Solid Tumors (RECIST) v1.1, and duration
of response (DOR). Efficacy was evaluated in patients who were followed for a minimum of both 13 weeks and

6 months at the time of data cut-off.
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Baseline demographic and disease characteristics for the 226 patients with a minimum of 13 weeks of follow-
up were median age 68 years (range: 30 to 89), 72% male, 80% White, and 34% and 66% of patients had an
ECOG performance status 0 and 1, respectively. Forty-four percent of patients had non-bladder urothelial
carcinoma including 23% of patients with upper tract disease, and 83% of patients had visceral metastases
(baseline target and/or non-target lesions present outside of the lymph nodes). Nine (4%) patients had disease
progression following prior platinum-containing neoadjuvant or adjuvant therapy only. Forty-seven percent of
patients only received prior cisplatin-based regimens, 32% received only prior carboplatin-based regimens, and
20% received both cisplatin and carboplatin-based regimens. At baseline, 17% of patients had a hemoglobin <

10 g/dL and 34% of patients had liver metastases.

Efficacy results are presented in Table 7. The median time to response was 2.0 months (range: 1.3 to 11.0) among
patients followed for either > 13 weeks or > 6 months. Using a clinical trial assay to assess PD-L1 staining, with
16% of patients not evaluable, there were no clear differences in response rates based on PD-L1 tumor expression.
Among the total 30 responding patients followed for > 13 weeks, 22 patients (73%) had an ongoing response of
6 months or longer and 4 patients (13%) had ongoing responses of 12 months or longer. Among the total 26
responding patients followed for > 6 months, 22 patients (85%) had ongoing responses of 6 months or longer

and 4 patients (15%) had ongoing responses of 12 months or longer.

Table 7: Efficacy Results of the UC Cohorts in the JAVELIN Solid Tumor Trial

Efficacy Endpoints

> 13 Weeks Follow-Up
(N=226)

> 6 Months Follow-Up
(N=161)

Confirmed Overall Response Rate (ORR)

Overall Response Rate n (%)
(95% CI)

Complete Response (CR) n (%)

Partial Response (PR) n (%)

30 (13.3%)
(9.1, 18.4)
9 (4.0%)
21 (9.3%)

26 (16.1%)
(10.8,22.8)
9 (5.6%)

17 (10.6%)

Duration of Response (DOR)

Median, months (range)

NE (1.4+to 17.4+)

NE (1.4+ to 17.4+)

CI: Confidence interval; NE: Not estimable; + denotes a censored value

16 HOW SUPPLIED/STORAGE AND HANDLING

BAVENCIO (avelumab) Injection is a sterile, preservative-free, and clear, colorless to slightly yellow solution
for intravenous infusion supplied as a single-dose vial of 200 mg/10 mL (20 mg/mL), individually packed into
a carton (NDC 44087-3535-1).

Store refrigerated at 36°F to 46°F (2°C to 8°C) in original package to protect from light.
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Do not freeze or shake the vial.

The vial stopper is not made with natural rubber latex.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Immune-Mediated Adverse Reactions
Inform patients of the risk of immune-mediated adverse reactions requiring corticosteroids or hormone
replacement therapy, including, but not limited to:
Pneumonitis: Advise patients to contact their healthcare provider immediately for new or worsening cough,
chest pain, or shortness of breath [see Warnings and Precautions (5.1)].
Hepatitis: Advise patients to contact their healthcare provider immediately for jaundice, severe nausea or
vomiting, pain on the right side of abdomen, lethargy, or easy bruising or bleeding [see Warnings and
Precautions (5.2)].
Colitis: Advise patients to contact their healthcare provider immediately for diarrhea or severe abdominal
pain [see Warnings and Precautions (5.3)].
Endocrinopathies: Advise patients to contact their healthcare provider immediately for signs or symptoms
of adrenal insufficiency, hypothyroidism, hyperthyroidism, and diabetes mellitus [see Warnings and
Precautions (5.4)].
Nephritis and Renal Dysfunction: Advise patients to contact their healthcare provider immediately for signs
or symptoms of nephritis including decreased urine output, blood in urine, swelling in ankles, loss of

appetite, and any other symptoms of renal dysfunction [see Warnings and Precautions (5.5)].

Infusion-Related Reactions

Advise patients to contact their healthcare provider immediately for signs or symptoms of potential infusion-

related reactions [see Warnings and Precautions (5.7)].

Embryo-Fetal Toxicity

Advise females of reproductive potential that BAVENCIO can cause fetal harm. Instruct females of reproductive
potential to use highly effective contraception during and for at least one month after the last dose of BAVENCIO
[see Warnings and Precautions (5.8) and Use in Specific Populations (8.1, 8.3)].

Lactation
Advise nursing mothers not to breastfeed while taking BAVENCIO and for at least one month after the final
dose [see Use in Specific Populations (8.2)].

Manufacturer: Marketed by:
EMD Serono, Inc. EMD Serono, Inc. and Pfizer Inc., NY, NY 10017
Rockland, MA 02370
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US.A.

US License No: 1773 BAVENCIO is a trademark of Merck KGaA,
Darmstadt, Germany

Product of Switzerland

CONFIDENTIAL 25/46

Document No. 0900babe80c0ef4bv2.0 INFORMATION
Object No. 0900babe80da7794



TYLes 1.6 SAECBT2EARNECET S8R

3 {Ed#%T—42>— (Company Core Data Sheet; CCDS) ()

Company Core Data Sheet
INN Avelumab
I I
I | D I
I
I I I
-For internal use only-
CCDS version Date Details on changes and | CCSI version
CC No update
H I I
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* : Grade |% NCI-CTCAE (Common Terminology Sc}rf:ﬁl lf/;;ia
Criteria for Adverse Events) v4.0 [ZH#EU 5, A ,1 >
BT, AHE
FikdT 5,
Grade 3 LA LD A A 2w ik
Be %,
Wi |« Grade2 LAE | Grade 1 BAFIC
iz O FHERLR mfE4 5 E T,
o FEEMEDON A AR
oYU el
(IR R 12 A2
HEAR T iE & HIRHESL S
Fr<) Grade 1 LA &
¢ Grade3 L[ | CHEELZWE
O R R Bz, AH o
i -
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HefmsE %o
e Grade3 Uk
O b
o 1 BUBEIRE
Infusion | Grade2 DGA KNIk SR g =N
reaction (CHET S,
1 R LA TR
"I HELAIC
X, FHE A
50% JHoE LT
EA3 2,
Grade 3 LA ko A EHICH
Ya, X | kL, BiESL
M Grade 2 D 20N,
Be
EFELL | ¢ Grade4 OF| | AFE k4
DRI EH %o
el miEmon
BwELTo
e BB R
VT A A
T Rk=>
v T
10mg/ B #4324
BUTET
12 LA
IR T
RS
o RAEIOFeks
BhH#% 128
MLANIC
FIWER 23
Grade 1 LA'F
FCHEEL
RS
Grade |3 NCI-CTCAE (Common Terminology
Criteria for Adverse Events) v4.0 [ZHEU 5
3 L AKFNL, BERRIC OIS TE AFNT, BARZHOXIGTE | (1) KA, BEARCHSXIGTE
BDIEFHRIZBWT, DAL DEEMZRIZBWT, DA BHIEFGZRICBWNT, DAL
SRSy T ik - AR A BB Ay T ek - R A FF BB Ay T ik - BB A FF O
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ERID S & T ARFI O A
) & S A IEFIZ DV T D
HEHFT DL, Fim, IR
RIS G R UL DOFER
WA M M OB 2+ 40 i A
L., A28 TH6EETEZ
L,

M MERR B D b, 1
IZESTEFHME SN TS
DT, PIHEER (B8, Rk
RIS, mZmRes) O &L ONaES
X MRAE DO ERSE, BlEE 0
WZATH 2 &, £, BEIR
SN EIIIAR| DR 5%
1L, BRI ARLE H DR
B Y) LB A2 1T D 2 &
(TR - FEICBET A4 F
OFEE ), MEERE ), [HEEL
FEARER]. TRIEH) oIS
R

ERIOE & T, AFIOREH D
) &l S D IERNZ OV T O
HBEET Db, Fio, IR
WIS D BE UTE DOFE
(2 M R OME g &+ 43 A
L., AEEZHTHOEREGTEZ
i

W PERE RN S S b, B
IZESTEFMbHE SN TN D
DT, FIEEER (BYliv, HEk
RIS, nxmik, 9% 9755) ORER

OVEs X SR 0 sk, #5
AT b, Fo. B
DB BTG EIIIARAF ] O
HadgikL, BIBRERLVE S
F O 52 O Y) 22 AL 21T
&, (MEERSL), TEERKL
AEEE), TEXRREIEH] ©
HEM)

2

ERID & & T, AF| O H 3
G &l S D IERNZ OV T O
HEHT DL, £, 1RIER
BRI R XX E DF R
(CARFN DA B R OE gtk % -+
Il FEEZETHLEE
THI L,

W MERE RN S S b, B
IZESTIER b S SN TN D
DT, FIHPER (B8, MR
PRIBE, WZWRAE) DR M O
X MRA DL, BlEE -+
WZATO 2k, Fe, BENE
SN EIIIAR| O 5 %
1EL., BB ARLE O
HAEOEY)LE AT D 2k
(TR - AECBEET 4 H
DR MEfE&ks) TEEREL
APEE] KO TRIER ] o®E
ZH)

AFN D RS R Ui BOE O BEAE I D

B

ARFN O B A3 56 L BUE DO REEE 0
oo BAE

(0

2

AHKND A3 L s BEUE O BEfE
JED & % B

T d SUTIERR LT 5 AT REME D
boEN (s, PEhw, =HIm
HEADRE ) OHESMR)

Ve %o
2.
AR =
7N N
H 5
HHEFEOEE|1.
(1)

EEELE ROBFIITEEREIC
KETHZ L)

H C5E R B O & P ST ERY
L <UEHFMED B SR A
DOEEERED & % B (S B
DOEIWERRREBSUIIEES 5%

(D

HERE ROBEICITEEIC
BHEF L)

B OS5 B OA P UTIEMER
2L ITEZRMEO A ORER A
DOPEEREDO H 5 B (B Cak
EENEEST L BZWDNH D, ]

(D

HERE ROBEICITEEIC
BHEF L)

B OS5 B OA P UTIEMER
2L ITERMEO A ORER A
DOEEERED & 5 B (B
DEWERAFBL U EST 55
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FN0RD D) Q) MBI O & % BE X TZ FNnb 5, )

) BIEMERERD B 5 B L7 DOEERED & 2 B (MEVER | ) mErmizERoH 5 BE 37
DOEERED & 2 B (MR BEDEEST 28NN H D, DOEAEED & % B (BN
PEFBANRIR TR B B 2 (Mg, TREe AR FEERNREE T 5 3520
W (Mg THE - HE . TERARRWER 0Es N5, (MG THE - A&
BE 2 b on) . [EE H) ) BT B EorE) TEEs
Fp AR, TRIMER) o BRI RO TEWER] o
HHR)) HEHHR))

2. EERHEARMES 2. EEARHARMES 2. EEAREARNES

(1) AFIO T MIIEMEALER I X (1) AFIO T MBTEMEALERC X (1) AFIO T MBTEMEALERC X
D, BEOGIER IS ERET 2 V| BEOGRERISICERT 2 V| BEOGRERISICERT 2
LEZ BN DEEA IR BN E LE 2 B DHEEA TR RN R LE 2 B DHEEA IR RN R
NbbbhbZENb b, B N bbhbZ ENbs, B N bbhbZ ENbs, B
AT, BRESED LR AT, BE/RD LN ATV, BERED BN
T25AITIE, B O RGN T2 EIZIE, B OGP R T2 EIZIE, B OGRS
L 2EWER OB AZZE L, i LBEWER ORI EZEE L, LBREWERORBREZEE L,
BRI AT S 2 L, R IR AT S 2 L, IR AT S 2 L,
DRFERIIC X  RIVER 235 DRI L 5 BIER G D DRFERRIC L 5 BIVER 25D
NAHLEIZIE, BIRREFRLVE NAHLGEIIE, BIRKEFRLVE NAHLGEIIE, BIRKREFRLVE
VRO G T S D L, VHIDR G A TS D, CRIOB AT DL,
Fio. ARG T HRICEER F70. AHIRGE T RICEER F70. AHIBRGE T RICEER
FIERRN S s 2 L ivd 5 BIERRN S oD 2 Eid D BIERRN S oD 2 Eid D
DT, KA G T % bBIES DT, AFIBEHET % bBIES DT, AFIBEGHET % bR
Foc Ty L, (THEE - AR F40cATH 2 b, (TEKRARENE +ATY ke, (M) TH
BT A EorkiE) . T ) OEBR) e R BT S Eor:
G, TRITER ) OEZM) Q) FVEMEMIEERS Hbhs 2 b B MEERS] KO TRIER

Q) FVEMMEERD bbD = & BdBHOT, KROETIZH - DS
W2 DT, AROBEIZHT- ST, BRPRAESR (R R Q) FVEMERRBR S bbb = &
ST, IR (B8h, pr W, FEEAE) O RERR K O WD DT, FGER (B8]
R PR, ) ORERR K O X MR D FEf%, B E 5y Fu, PRORIREE, WERSE) ORERR
X B O E N, Bles 1+ IATH 2k, Eo, BEIST R OV X Bk s o0 s, 48
FATH 2k, Fie, LEIDL THOE CT, i~ —F —H DM BE+3AT1Ho 2k, F2, &
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€)

4)

)

(6)

CCHgEs CT, g~ —Hh —%%0
BEE LT D &, (M)
THYE - HECBE 3 26H E
DOEE ), MEERE ), TRIE
1 OmEEH)

JHFA4, AST (GOT). ALT
(GPT). y-GPT, B U /L E %
D E5F-Z O ITFHEREREE . TR
NHLONDZ ENHDHDT,
EHPC I RERE 21TV, A
FOREE+ITBIETDH
Lo (THE - AHEICBEES 56
M EoER). TRIVEH] oS
i)

FOR BRI RE R 5 . BB e Re e
NHLONDZENHHDT,
TE I HUR R R AR

(TSH., fElfE T3, bl T4 20
HE) 2170, BEORELZ+
BT AL, F-, SEE
({2 UC ACTH, I = L5
—VEDERARRA, EGMRAD
FEibEETLZ L, (T -
HEICBEES M H EoER .
TRIER) OHZH)
DR R R MR R
LOBEEND LDND Z EMN
HDHDOT, THIMIZBHERERE
ATV, BEOWREE 5108
Z3562 L, (IREM omE
FR)

T T4 TR, BN

€)

4)

BEImTHZ &, (5],
MEfE®&S ), TERZRIVEM]
DIEZH)
FORIREREE N S bbb Z
LD DH DT, KFlOEEFLG
Al M O 5401 H s I L
Wb neta A (TSH. W T3,
EHE T4 S OWE) 2 EhiT 2 Z
& ARHE G- A BRI RERE
ENRO LNTGEIL, WY
WiEZ4TH 2 &, ([BERARENE
M1 OESHR)

Infusion reaction & L T, Z&ZA,
I ZOEE, BB, mi
e, RME, FER KD B 5
PNDZENBDHDT, AAHID
¥ 51X # & @ Infusion reaction (T
i 2 CTREFRFIZH 072 x5Hs D T
XL EIT o T2 TR T 5
Z &, Fio. 28 HUBEOAA B
5. T Infusion reaction 73 5
nNoZ&bdbd0T, REIEE
R ORFIF A& T #1331 &
N A EMET DR E, B
DOIRREZE 3BT HZ &,
7235, Infusion reaction & FEHL L
AT, AT OME L OYE
W ERIZEET 2 ThREL
+oERT s L, (TEKRZE
EH 1 OEZH)

G)

4

)

FUZS U TR CT, g~ —7
—EHOREYETHZ L,
(Mg ) TR - HElcBhEd
LM EoFEE) MaERE ) &
W TEIWEH] omsi)
FORIRBERERE . T IR BERERE
R OFRIBHEBEREND S b
HZEMBHHDT, EHHICH
RAREERERR A (TSH, B2 T3,
W5 T4 HEORE) 217V, B
DORREE +ICBIET D L,
Fo, MBS L THF LT
V' —)L. ACTH 2 DGR,
EBRREFEOEMSBETH 2
Lo (THYE - AHEICES#ET 268
AEoEE] KO TRIER] @
HZ M)

AST (GOT), ALT (GPT). y-
GTP, Al-P, BY LVE V5D EH
2O I ReEEE R H S il b
ZENRBHDHDT, EHHITHTHE
REMRAEZITV, BEOREEZ+
FCBET L, (THE - H
BICHET A H EoEE] &
O TEWEH) oHEZH)
SEIER (MR K O
FRIER & B te) HOEE IR
ENHLDNAZENHDHD
T, EHIICIR O B oA 4
BT 52 &, £z, IROEF
DO LN, HWRH
WCEIFEE 22T 5 L o B
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TESE PR IR AR 2 5 ¢ infusion
reaction N HONDL T LB D
DT, AEIOPF G ILEE D
infusion reaction (2 X CBX /G
(253 72 kb D T & 5 Wi 21T
ST ETRWGT A2 &, £z, 2
8] B DARE O AA 156 5-FEIZ infusion
reaction NHHONLHT EHH D
DT, BEDOREZ+/3ICBIE
95 Z &, 723F. infusion reaction
DD LT HEITI, WYl
WiEEATH & &b, SERME
B 5 FE TCREDOKREEL 71
BT, (THIE - HER
B 26 EorE), TRIE
M1 DHEEM)

(6)

ERETH L,
IHZ )

N

Infusion reaction 23 & 5O D =
E NS 5, Infusion reaction 2332
O HNTHEAITIE, Y7 ALE
2179 & bz, ERAEIE T
% FE CREDIRIEL 0Bl
52 &, (THIE - HEICBEE
TAHEH EOFERE] KO TEIE
M1 DHEZH)

(FEIfEA) @

3. HHAEEH
PEREE (BFRICEET 22 &)
4 B SER - Wy - falR
HEE7i ik
tUsF WRE LD AHID T
Fo BT IERAS Iz L5t
. GRS | EofER
;5“77 ES Rk | B %
- WREEL LT BENARD
WA %,
G s %
1TH52 &,
3. EIEH 4.  EIEH 3. EIEH

<FRIBUIBRASEE R A VA7 LA >
[EIR [ 25 1 AHFER  (EMR100070-
003 FAER) (2B T, AFIDEE S

(RRIBUIBRARRE Zp L B0 i)
EINF OB (ONO-4538-02 KON
08 FABR) DZZ MR x5 59 i

RIBUIBRARE 72 M LA )

1)

[T P B PR Rk
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7= 1176 (BARAN3FIEETe) H 85
Bl (72.6%) IZEHWEH D FR0 Hiviz,
F7RBIERIE, 97 29 Bl (24.8%) .
infusion reaction 17 #5] (14.5%). T/
1161 (9.4%) . HE0 10 1] (8.5%) .
395 8 5l (6.8%) . MEIVIENK ONZ 9 5
FEAS 761 (6.0%) . BRI IR Z K
OVEBBRIBGRA 6 61 (5.1%) Tho
7o (KGREE)

H, 48 il (81.4%) IZRIEA (ERIR
MRAEMERY 28T DNRD LN,
FE2RRIER (10%2L E) 132 9 e
16 51 (27.1%). HEE 11 i
(18.6%) . FUIRBRBEREAR TIE 11 1)
(18.6%) ., WEHERY 3 — RFa="
P 8 4l (13.6%) . M MnERE D 8
Bl (13.6%) . 1A TSH #3007 451
(11.9%) . B A v P 6
B (10.2%). CRP H#&/0 6 i
(10.2%) . 57 6 il (10.2%) KO
Bk 6 Bl (102%) Thot-, UK
FAIF)

(VIBRASBEZRHEST « T3 DI/ INAe
i)

EINEE L AHER (ONO-4538-05 & O
06 #klR) DZZEMEFHmRSR 111 5
. 8851 (79.3%) IZEIWEH (ERR
MRAEMBE 25T BNEDLNT,
F2RRIEH (10%LL ) 135628 16 4

(14.4%) . BRI 16 ] (14.4%) .
BEHOR 16 B (14.4%) KOS 16
Bl (144%) Thol-, KEE)

IR A S IR O AR
#)

[EI B L [R] 26 IAH SR (ONO-4538-
03/CA209025 7RER) 0% APER A
4406 5l (HARN 37 BilETe) H,
319 i (78.6%) \CRIWER (BFERMEE

2)

ENE T AER (KEYNOTE-041
ABR) T, AHAl 2 mgkg & 3
MR T 5 S = 2 B VEfRNT
%I G451 42 1T 34 B (81.0%) |2
RIWER 80 Hivtz, E2REIE
A (10%LLE) 1%, £ HFEIE6
B (14.3%) . BER EZBIREZ 6
Bl (14.3%) K OMEERE S B
(11.9%) Th-oT=, (KREE)
TS R AR
AN MARRER  (KEYNOTE-002
AR T, AH 2 mgkg & 3 H
MRIFE T 5 S = 2 R VEfRT
x5 178 B 121 4l
(68.0%) . M OVAHAN 10 mg/kg %
3 EMRIRE TR G S T 2 e fR
et 45 179 511 133 41
(74.3%) ICREIWER RO i
Too EZREWEH (10%LL 1)
%, AHI 2 mg/kg O 3 FEEE R
B 5 CHTT 40 51l (22.5%) . € 9
FESE 37 151 (20.8%) M O35 21
B (11.8%) . AHl 10 mg/kg D 3
T R FR % 5T 57 52 ]
(29.1%) . % 9 FEIE 42 f31)
(23.5%) . T4 19 1 (10.6%)
K OFEZ 18 4 (10.1%) T -
7=
EANVREIARRER (KEYNOTE-006
RER) T, AH 10mgkg & 28
FIRIE T 5 S 7= 22 e VEfRT
X545 278 i 221 4l

Document No. 0900babe80bdd6edv3.0

CONFIDENTIAL
INFORMATION

Object No. 0900babe80da923¢c

11/26




TS

17 RERZ&E—RER

(D
1)

ER7Z2RIVEA

RVED I e R [V MR R
(0.9%) BHLLNDZ END
HDT, BlELE+SITATVD, R
WD LTS AEIZIE. KA
D57 W 1T 2 % O Y] 2 AL
BEEiTHoZ &, (&), TH
% - HEICBEET 26 H Lo
B, MESERE ), THEERELR
MTER ] DOIEBM)

R E2ETe) PREOLNT, EiR
BIVER (10%LL 1) 13957 134 4
(33.0%) . L5761 (14.0%) . %
Y PEESE 57 1] (14.0%) . T 50 1)
(12.3%) . BBJEEE 48 5] (11.8%)
KO 41 B (10.1%) ThHoT-,
(7KFRIE)

(PR3 ST EETETE D I g AR 23 o
PINIAV D

EIN T AHFER (ONO-4538-15 &
Br) OLREVERHExE 17 B, 17 4
(100%) (ZEIER (ERPRIR Al S
ate) NRO L, EREIEH
(10%LL ) 13587 5] (41.2%) .
Z O FEE 561 (29.4%). F&% 4 B
(23.5%) . HURBRFEREAR TIE 3 f71
(17.6 %), &35 2 il (11.8 %), &
TS 2 B (11.8%) KOV R 2 1
(11.8%) ThoT-, kiRH)

(1) EXRAEIEH
1) [FEMEmE R

Jitifge e . i, iR A O
PEREE (5.1%) B bbihsd Z
ENRBHDHDT, LK, 0 A,
\\\\\ fitig DRE (IE2E) F0
BRARIER 2 Hor Bl L, e
RO HLNTHEITIE, BN

WX OB, MES CT, Mg~ —h—%&

DA Z TS D L, BB

(79.5%) . B OVAHA 10mg/kg %
3 MREIRE TG S T 2 iR
Mot 241 277 151t 202 i
(72.9%) ITEIWER RO B
oo EZREWEH (10%LL 1)

1. AHI 10 mg/kg @ 2 [ IR
B5-THS7 58 B (20.9%) . THi
47 B (16.9%) . 8% 41 Hi
(14.7%) . % 2 FEIE 40 1)
(14.4%) . 1 J75E 32
(11.5%) KOV 28 f)
(10.1%) . AH| 10 mg/kg D 3 8
W R P 4% - T 57 53 451
(19.1%) . THi140 1 (14.4%) .
O FEIE 39 Bl (14.1%) . #92
37 51 (13.4%) . BEHEE 32 4
(11.6%) . 03161 (11.2%) .
MEJTAE 31 61 (11.2%) KOS
PEABE 31 61 (11.2%) Th-
7= (KGRIRF)

(2) FER7Z2EIEH

1) [P
MEMERZEE (1.2%) 2 5bh
HTEMBHHDT, BlEEZ+SIT
1TV, BENRO NG EIC
. AR OFEH-A IEZ DY) 2 AL
BwriTo 2 &, (&S] THE-H
BlCBd# T 24 H EodE) [MEE
Beh ) RN TEE 7 FREEE )
DI
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2)

3)

4)

P4, IFRERERESE . % IF
A4 (BEEEARHT) . AST
(GOT). ALT (GPT). y-GTP,
B UL ED AL i
RERETE (8.5%). P& (BHEAR
) NhobnbsZ EnbHoo
T, BIZESIATO, BERN
RO LNTHEITIE, ARl
5. Ze b4 2 5 0 U] 7 AL E &
1752 &, (T - AEICRE
THMEH EOEE, TEERL
AR OHEZH)

KIG2c. BEDTH : KIF%K
(BEFEAET) . TEEO TH (BEE
) ZnbHobhdZ b
HDT, BEE STV, FF
gD T, MR, % DAE
RNFED LN HEITIE, AH
OF; R s N o RSB R A U
BEETH> &, (THE - ARl
BEg B EooyEE ), [EE
IRHEARHNERE] DESH)
FORIRFERERR 55« HURIREEREAK
THE (3.4%) . HURIRFERE TUHEE
(1.7%) HURERAE (BEEAHET)
L FARIMEREREENH S bh
HIERBLHOT, BlEE
ATV, BEPRO NG E
W2, RFlO®E G 2 IE3 55
DL EZ TS Z &, (TH
% - HEICHEET26H Lo
B, TEEAREARNEE] OHE

PR DTG AT B 52
kL, RIBRERLVE - FOKE
LMY R AEEITH b, ([
1L MEEES ), TEERLAR
HEE OESM)
EIEF A, DA,
TR R e
FIE A RE (GBS ARBN) . LR
K BEAR) . ik (02%).
RERCmRRIE (BEEEARETY) b5
bbbz Enby, Znsrza0f
L7-EE 2 LNDIER b S S
TWo, KT, IRE T E, MR
WL IR #E, e TR, CK (CPK) k
S DEREE R R OYRY R
Fru vy EREOBEE 43I
1TV, BENRED LN 85A12E
BhHZRIL, BIERERLVEYS
Bl O 525D Y) 72 L E %47 H =
Lo T, HEMEIEICLD Y
U —F D7z b R 2 R AR 43 i
TT5ZNH5HDT, FERREE
DEAIZHHEET D2 &,
K2, BEOTH
K% (1.5%) ., HEEDO T
(1.0%) BHobNEZERHD
DT, BIEE STV, BT
% TR, M. ML DIERD &
b =HAazix, 52 FIET
7L, WYIRAEEITH 2k,
1 A R

Voxint

iGN

2)

3)

4)

5)

K2, BEEDO TH
KGR (2.0%) . FHEDO FHI
(13%) BooLbIbdI ENndHD
DT, BEE+SIATV., Fiid
% TR, M. ML DR INFR
D HLNTEBEITIT, AFloF 5.
IE DY) LB H 1T D 2 &
(TR - HECBEET 2 ED
HEE OESM)

B RS ARSE R (Stevens-

Johnson JEMERE) . ZIALEL RS

FEREARAERERE  (Stevens-Johnson

JEWERE) (0.1%) . ZIEHLEE

0.1%) bbb Z LN

LT, BEE STV, R

WNRD B NTHAEITIE, AH

OFGH A2 HIk L, @y aLE &

1oz L,

FE R IE
HRIEE (01%) N"hobbihvd
EBRHDHOT, K, L AZEN
RO LNTBEAITIT, RERE L
FHRR L. AFIOF G- (5 DY)
IRAVEEITH Z &,

Fehe
KM= 2 — 1 8T — (0.3%). F
T v NU—JERE (0.1%) D
MRREENDL HLDONDZ ERH D
DT, BEEESITITV, BEN
RO LNTHEITIE. AFIOEE
IS OMY 2B EITH 2 &,
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5)

6)

7)

8)

ZH)

BB REREE - BIBHEREAR 42
(BEFEARBR) 22 ORI B RERR
NHLDONDZ ENHDHDT,
BEZ 72TV, BEDRED
LN AITIE, AFIOEE %
kT 5O Y) 7R AL E AT D
&, (THE - HEICBEET 2
fEH FooEE], THEERIEARR
HEE OESM)

1 BOBEPRIPT < 1 BOBEPR I (0.9%)
W B, HERWMES R TV
K= RZEDLBENRH DD
T, AYE, B, EMSE O
DIBLCMBEE O _EH 07
BT 5 L&, 1 BBERFD DI
TS AT, ARloE 52 H Ik
LTA LAY BB 5
HOMYREEITY Z &,
DR - DR (BEEARE]) 2
HOEONDEZZENHDHDOT, M
Jii. CK (CPK) EF-, [MEXF
WEOBIE L +3ITATV, BE
DBO LT AL, AF D
B2 1L 5O ) 7R AL E
21192 &, (THVE - HEICH
A EoER), [HEER
BEARWEE] OB
PRRREDE R E= 2 —r XTF
— (0.9%), ¥7 > « NL—fEfE
B (BEEEARE]) 2 OphikpEE s
HOEONDEZZENRHDHDOT, #l

1 BUpER I (BIAE 1 AbE PRI % 5
to) (BHEAHIK) Bd6iv, b
WRIFMEr TV K=V RIZED Z

ERHDHOT, OB, Hh, EiE
EDFEMR OFEBLR MAEE O _EH1Z
ToEET DL, 1 BUBERFE
bl alcixggEsHibL, A
VA BRI OB 5L O ) 2 AL
EETHZ &,

G M I BRI M SR B S
SV i MR PSR B (SRS
R BHLDONLZENHD
DT, BIEE ATV, BER
RO OLNTHE IR G 2 H Ik
L., @Y)7elEa1T5 2 &)

RFHgRERE . AT
AST (GOT) #4in, ALT (GPT)
n. y-GTP #8540, Al-P #hn1, &'V
IV B PRI A O T RE R
(1.3%). if% (02%) BRdH b
N2 EMHHDT, BEE 45
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BN OEEICESTH L,
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(1) AFNOUEIRF OB HIZEHT 5%
APEIIHESL L TRV T, i
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Fo, IRT D ATREMED & D i
NI, BANOFH-H K OAFH
B 5% —E MM, w7k s
ERHWL L5 ETH62 L, [K
il A T ARG S A m R T
T SN TWRY, iR~ 7 X
\ZHL PD-1 FLIA X IEHL PD-L1 $1
Rafeh3 % &, WESRNEM
THZEPHMESNTWNDZ &
Mo, R O NI oA
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4)
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wm o X
B Bk 4

2016 4 12 AT (55 13 i)

2016 9 H (38 1 hl)

i

I | I
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TS 1.8 HfIE (R)

1.8 HHXE (F)

BHXx

L I T () oottt ettt ettt ettt ettt en e 2
2 EEXIFRN AR, HESA OB DFRTERIL..c.oooieeeeeeeeee e 13
P 1= = b= s L TSSO 13
2.2 BNBE U R D FRITEARIL. ..o oottt ettt ettt ettt ettt et ettt ee et et e e et e 13
B = € = == SOOI 14
3 = N =y O £ B3T3 1=t 3 L TR 14
3 EHEOEE (82) KOFDFETEARML. oot seee e 17
=B R

#18-1 R oty LYY 4 i e RO 13
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TS 1.8 HfIE (R)

1 HMIXE (F)
201X &= HIERL (35 1 W) FAER R dh o) SR 5
874291
i 15 WURE AR, 2~8°C THRAF R
i FHEARR SIS ER SHEAMI L
AR 5E B LA
A sk BRI SR SR
PUEMIERA b REHTE b PD-L1 T/ 7 0 —J Lk
NRUFACRER$E 200 mg
BAVENCIO®

TV T GBIn R ) A
H)  EE-EEONTEIZIVERTLIZ L
(2 &)

1. AHNE, BRI FoRHeTE 2 EREGRICB W T, DAMEFEPEIC o7 ik - R a2 FoE
B & T, AANIOEREY) &l SHAIEFICOWTOARGT 5 &, £, BERIRIC
HeNih ., BE XIIZOFRICAEIMER G EZ ot L, FEE2ESE CHhoRET5H2 L,

2. [MEMMZERNS LI, HTIZESTIEF b HE SN TWAHO T, FIELR (B, FERIA
HEORREE) DR OIS X SR O FEmSE, BlEE2 01275 28, £, BENRRO L
FFAIZIIARF OS2 R IE L, BIBRERLVE OB EEDEE 20E 2175 2L, (TH
% - HEICBEST A bodFe), MEE#RS ), EEREAARNFER]. TREH omEEH)

22 (ROFBFHIZIF/ELEGEWNI E)]
AHNO RSk L EOE OBEAEE D & 2 B
(#A R - 144K]
|59 s 1347w (10mL) Fo4nE
BRIy TV 7 (BIn AR R) 200 mg
D—~y=F—s 510 mg
AU YV L_— | 20 5 mg
VNIt
TKIER 6 mg
KigibF s U oL 3 mg
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TS 1.8 HfIE (R)

FllTE R (SA T )

PEIR I 0~ B CL VR B DK

pH 5.0~5.6

RIBIE 1 (EPERHREICST 5 )

KANTT v A =— AN L2 Z =P8 s W TiRiEE LD,

[ZhEER [TZR]
AR TREL: A L7 L iiRa sz

(RZERUVRAE]
BE. BAICETALTT GEGFHEBRZ) LT, 1E10mgkyg (KRE) % 2 BREFERT 1 FAHE
UENTTRBEFHFIET 5.

gzﬁéT%éE%é%%éélgé%E ........................................................................
1) MOFEMREH & OOEIC SN T, AER O HETHEST L TR, :
@) ﬁ%&ﬁﬁm%ﬁ?%:&ﬁ%émmmmwwm%@ﬁéﬁékﬁ\Kﬂ&ﬁﬁmﬁbxﬁ;
A REASRAIEOREEZITO 2 &, :
(B) AAIDOEEIC L 0 EIWEANRER L5410, UTFORMER A%, AAIOKES 2 Z5E
HZ &, (MEd) MEaE@EkL ), THEEREANER), TBWEH] OIS
R VE PR 5 B 0> F B S e

IR FREE* AL
FEMEZE | Grade 2 D& Grade 1 BLFIC AT % F CIRES
Do
Grade 3 )| 4 D&%E AKEIDO¥E G2 k3%,

RS AST # L < 1% ALT 23N EEYEE EFR > 3 | Grade 1 LA FiZBIfE 5 % TIREES
~5fE IRV L U EREE | b,

RO 1.5~3 512N L7255
AST % L <X ALT N BIRO 5 | AR OG- 2 F 15,
B, IR UL e N
PR 3 fEAB I BN L7354

KNGS « THI | Grade 2 DA Grade 1 LA FiZBlfE ¥ 5 F TIRIETF
Do
Grade 3 X% 4 D5 KB 5% i35,
PN AR 2 SEBEME D PN 4y T i 2 Grade 1 LA FIZEIE T2 £ TIKRIES
(1 PR P55 Do
ZR<) R U —P DR PRSI 5P 15,
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TS 1.8 HfIE (R)

ooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

IS BB U8, BRARRAM | RS 35H k3%,

AT ERNT KD 0RO
infusion Grade 1 D4 B G & 3 20T 5,
reaction Grade 2 DA B AR5, BEORENE

ELES (Gradel LATF) 12iZ.
FRIETEE D 0y D G E TR A

BRI 5,
Grade 3 31X 4 DA KA OB ZH LT 5,
LIS OE] | Grade 2 DA Grade 1 LA MIZ[EIE S 2 L TIRFET |2
EH (17 %, Pe5-FBAREIZ Grade 2 D[R UHE) |*
*Eﬁkfﬁ%é\ ﬁz}iﬁ 71731':5})% Lf:%é\éiﬂK%'J@&Er
o) o i R
Grade 3 X1 4 D& KENO¥ L% 1T 5,

% : Grade /< NCI-CTCAE (Common Terminology Criteria for Adverse Events) v4.0 IZ%ELC %,

(ERLDEE]

1 EERE ROBFIZIKXEEICERS5THIE)

(1) BCRERBOESIFIIIEMERE L IXHRMED B OB REBEOBEIEO & 5 B8 [faEpEE
DOEWERANFB BT 282103 H D)

(2) MIEMMEEBED D D EREIIZOBAEREOH 5B (MEMMEENBHEIHES B8R
N o (MEd) | THE - ARICEES 248 Eodi) . TEEARANES). FIEHR 0E
Z ) )

2 EELEXNIE

(1) AHO T HREMLMERIC L Y | WO RNTERT 5 & & 2 b D Ekx 7R B REN
Hobid N d, BEL STV, BENRD OLNHEITIE. BEOREIGIZX
LEWERORBLZER L, WU RENZNZ21T) 2 &, MEOREKIGC X DEITERR DN
LA, RIBREFRNVECRORGEZERTH L, o, RREGKTHRICERE2E
ERR®HLONDZ ERBHLDOT, REIFGKR TR OBESELY 0T 2 &, (THIE - AR
Bl Lo, MEEESE ], TRITER] OESH)

(2) MEMMEENRSHLNDZENHLDT, REIOEGIZHTZ> Tk, FIHIER (B, W
W PR, MRS ORER L O X SRE O EES, B2 +oiciTH) 2k, £, HEIDE
U CT, i~ —H —F0R&xFMT 52 &, (M), THE - AECBEET 56/ E
DOVEE), MEERS ), TRIEH] OHEZHR)

(3) MFA4. AST (GOT). ALT (GPT), y-GTP, B U LB VD R ZME D IFREREREE ., AR H
HbNbdZENHDLOT, EMMICIFEEREZITV., BEOWRELZ HICBETsZ L,
(THI¥E « AEICEES 2640 EorE) ., TRIER] OEBMH)
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TS 1.8 HfIE (R)

(4) FUIRISREREE . RIBHSREREN D S b Z LR H 50T, EHRIC BRI
(TSH. if#fE T3, 58 T4 HOWE) 21TV, BEOREL +HICBETL L, £z, M
([ZI CCACTH, I 2 vF Y — VEDRIRIRA, BgREOERGZEST 22 &, (THIE -
HEICEET 2/ EoERE], TRIEH] omEEHR)

(6) SMERPEE, RATMHEESRREOEREENH LDLND Z EBH DT, EHMICEIEIERE
2TV, BEOREEZHSICEIE T2, (TRIEH) DESH)

6) 774 T7F—BUi, FEEN, I PELIAEESE A 5 T infusion reaction 23 H OIS Z E 1D
L DT, AFNOF 51X HFE D infusion reaction (21 2 TEEARHIC T3 72 kG0 T 5 U 21T -
7o ECRtET 5 2 &, F£7o. 2 [BIHUEOARFIE 5-K5IZ infusion reaction 3% Hboild Z &b dH
LT, BEOREZF2ICBIZT 52 &, 72385, infusion reaction 23388 H L2 5A 21T,
Ul7p i@ 2479 & &bz, ERNEIET 2 E CTREOREL H BRI s, (THIE-H
BICEET A EodE. TRWER] oEBM)

3 ElfEMA

<IRIGYIBRARRE /R A LA AR >

FE BRI 11 /3SR (EMR100070-003 #5R) 1236\ T, AFIN &G-S/ 117 Bl (AARAN 3 fl% 5

te) 85 (72.6%) IZRIVERANRD bz, FEARBIEMIX, %5 29 1 (24.8%) . infusion reaction

17 B (14.5%) . T 11 61 (9.4%) . HE.0> 10 6 (8.5%) . %35 8 i (6.8%) . MESEK DT 9 FEIES 7

B (6.0%) . BEAK BB o OVRARIBORA: 6 il (5.1%) Th o7z, (KGRIEF)

(1) FERZRIEH

1) RIEMMES  BEMEREE (09%) BHLbhdZENHHOT, BEEHDITITV, #
WHRRBO LA, AFlORG 2P IET 2H0EY) 2 0EZTH 2 &, (M5 TH
- HEICEET 260 Forg), MEERS ), THEERERNEE] OESHR)

2) HFF£. FFREEESE. FF . IFAe (EEAY). AST (GOT), ALT (GPT). y-GTP, E'U
VB D ER A ITHEEREE (85%). PR (HEARH) BRbobhbd Il tBdbbHD
T, BEE 2TV, BEDRO NG EIIE, REIORG % W I3 2 % 0w ) 72 ALE
1o 2, (THE - AEICHEES 240 EorEg) ., TEEALANEE) OEBR)

3) KBk, EEOTH : KGk (BEARI) ., EEOTH BERH) ERdbbbidZ &N
HDHDT, BIELTHITATV, Fried 2 THL IR, MEEOERN RO b2,
KENOE G % h k4 2 EOBY 2B E1TH 2 &, (THE - AEICEESTHER EoEE )
DIHS )

4) BRIFHBREREE . FURIREEREIS TIE (3.4%) . HURARSRETCHEIE (1.7%). FUIRARZ%E (BEER
) SEOFRIMEERERO LOND Z ERH LD T, BEEHHITITV., RENEOLN
AR, AR OB 2R IET 2502 A@EE21T 5 Z &, (THE - HEICEEE T 54
M EoEE), EELREANEE] OHZH)

5) BITHAERES : fIBHERE EERH) SORIBHMERERSH LN ZERHDLDT,
BIEET2ITATO, BRENREO NS AICIE. AFOR S 2R IEd 2% 0] L@ 21T
Sz b, (THIE - HRICEET 6 EoxE ), [EERALKNEE] OESR)
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TRV

18 WfIXE (B

6) 1 BUIBERRIE : 1 AUFEIRIN (0.9%) 23H B, FEREMESZ TV R—V AZELIBZENANRH
HOT, A, B RS ORERORBELCIBHEO LRI EET 5 2 & 1 ARG
DEOLNT-IBEITIEL, AFNOEEGZHIE L TA R ) K2 54 5% 0O 72 0E 21T

52 &,
7 i

bt

%t 14 2 F OWU R ALE 21T 5 2

Z1T9 2
8) MHEESE

ko

(A% - MEICBEES 2 EoER] OHESHR)
Bk Lk BEARY) BDdbbndZendbo0T, MM, CK (CPK) L&, LFEMX
REFEOBSR 2 0TV, BENRO bNSEIE, ARG 2 Ik 2% 0w
[ (T - FHEICBEES M LoEE] 0ESHR)

K== —m/F— (09%), ¥T v « NU—JEWRE (BEEARP]) FEOrhikkE
EFERHOLONDZENRDHLDT, BREZTHIATV, REDPRD bNIHEITIE, KAlO#

&o

9) BREE . SMERREE (WEEARR)., JRMEREERR (09%) SoBEERLHbND Z L
N D DT, BEZTITATV, BEDRD SN EEIE. ARG %2 hik4 5% 05

OpLEZAT O Z L,

10)

(TR AR OHBM)
k., EBUERARE - iR READD) . BRUTBRAMHE (BEAH) R"bobhd Z b

HOT, KT, AR, CK (CPK) LF. MR 147 mey EREOBZEZ 1
ATV, BEZRO SN HEITE, AROREG 2 I 2 FOMYRAEZTH Z &,

11)

infusion reaction : 777 « T % U —[i, FEEN, HEFE YR EEZE A 5 e infusion reaction

(205%) BHHDLND T ENBHDHDT, BEE+H0ITITV., BRENEO LNEHEITIE,

KA OB G- 2 13 5 FEOWY)RLEZATH Z L,

B, THEEQEANTEE] OESMR)
(2) FDfoOFEIER

(T - FEICBES DM Lok

AT OBWERANGED b NGE12iE. ERICS b CREZ2MELXITY 2 &,
BEEE . .
\ | swnl 1~5%:Ais 1% RN
FEAE
iR Y oS U L SERIFD . UM | i, Ak
R b
Ul 5
s ARSI, BRRE. IRZ S R,
A V. B
WO, T | week. @R e | M. LRERE. Hamed | T
o VERRER . RERRTOR, M.
A Wk o .
AU R, IR
H N
P g mh | mse wm oo | SemttEmE, s A IR
e 5 PR R
AL S b fLEp Al-P 550 R %
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TS 1.8 HfIE (R)

SR \ \
‘ 5% k- 1~5%Ai 1%Aii A
fk
‘ D v P FNE, BEk, H
Y :
o N[NNI G S
LORKIR fEF b Y o AME, ARY | @Y T AHUE, S Y A
——— VERMAE, (REMA, U | M, R0y AdE, (S
SO = E ~ 7%y AUSE, b= L
a AT m—LH, 7T —
Byl
B, AR, M| . AR, R GIRAL | PR,
I A R B OV CK (CPK) #i/ SE. FBRHDHE . VIR, T
ErAL kI WBige, BE, s VT T
=8
B, BN E L Ok | RIEBUR, SERRIE. HORIEE)
Hitln « AR R I HERERETE, /3% o Y LR,
* KEEREE, R, U e R
1B
B R OUR B B F LS &
LRUECN IO R K
ORI
BB, 5 | BER S, BT, AIBE, W95, | % D9EtERB, AT
BORG RO THL | HEAE, BRI BEARHHL, BEBAE, %, | BEMEROB. BRI
bz EBRES BANEAIIE, B RRZE B, EBHERE,
SRS
i i AT, SIIE,
I92=% N > )
oM {85, WEABREPHEGIE. WS
HER

BIVER OSER 1T, EEHFES 1 ARRER (EMR100070-003 #45R) (255 <, Z OEERRBRUS N SIS S n-RBITEH
WZOWTITHHE R & L,

4 TERE~DOERSE

—fRICE R E TITAEFEEBRENME T LT 20T, BEORELZ T0ICBR LR bEEICRET S
ZL,

5 iR ER. BIALRE~OERE
(1) AFNOIEIRT O GAIZEAT 2L BT L TWRWO T, A TAEIR LTV % ATRENE
DD HMETIT, ARG L E2FAIE T 508, RGBS 25810308
W EDOARMENERIEZ BB E W SN L HEICORKET L2 8, o, EIRT 5]
REMED & 2 MEITIE, AAIB G- K Odfé e 51 — e WIS, EY) Z2Edik 2 Fv o X5
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TS 1.8 HfIE (R)

ST 5 2 &, [RHZ AW AT AR M S TRy, B b IgGL I3iaiR
FIBRT D EBMONTEY , RFNIFRHENSIRRA~BATT 2 ATREM R 5, ARH1%
b3 2% &, RRBICKT 20 EBANYIE S, WESRXIISEEREIIEINT 2 /et &
%]
(2) BHATOLMEIEEGTLHHEICIIRALZ TSI 2L, [KAloe MELF~OBATIC

B4 57— 373, & MIgGLide FAIFFICHHE EN D Z LB TN D, ]

6 IMNEEADEE

R AEARENL, B, FR, IR SUT/NRITH 3 2 Z2MEIEMSL LTy (BEHRRBR A 220,

7 BERALOEE
(1) FRsdes

1) BRICKAMRZITV, AL EORFLROIZIGAEIIIHEH Lenz &,

2) ik E L CHRAERREREHEHRT L L,

3) AFIOVLEEAESE THEEY , #F 250 mL © B RAEEESERICEENL THIT 5 Z
L,

4) VNLTERWE DI, #NTHEEIRM L, MUSHE#BLARVWZ &)

5) AANIRFAIZE Ve, Aiftg, EONERT 22 &, FRET SITERETRE
T HEAITIE, 25°C LA C 4 BRI XX 2~8°C T 24 FEFILINIC R G525 T35 2 &, AR
IR LTS AIIE, BEANCSRIRICRT 2 &, £, A TR R OHR% O IRIX
PEFET DH T L,

6) AIRIKILHAFE S ERWT &,

(2) BE5RE

1) ARANTAWFEICLVEE L, SEFFEICLOEE LN &,

2) fhFIEOREIZ LN &,

) AANX. 02um DA U TA T 4N E =B L THRETHZ L,

8 ZTOMDEE
ENA ORIV T, AFNCKIT 2 HUERDOEERRE SN TN D,

(EmaEE]

1 hmAhiRE (EBRT—4) "

(1) HEL

A A NHETT [E A8 SR LS AR 3~20 mglkg™ % 1 e SR - L 72 RE oD 3 HP iR EEHERS 2 1 112,
Flo, FRWERE T A —H %3 LITRT, Cmax XXUT AUC 1FEE G- EITIZIT LB L TN L 72,

% AAGRAYE - AL 10 mglkg % 2 FRIRE T 1 REE LA B2 CalifiseE
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18 WfIXE (B

1000

a

£

Z 100

i 3

g 3

~ i —— 3mg/kg
K 10 S —A— 10mg/kg
;{\ 3 —e— 20mgl/kg
N—:F]; ]

£ 13

T 71 1 1 1

0 48

96 144 192 240

ref (hr)

288 336

1 BARANEITERIGREFICT L~ 7 & &5 i 3~20 mg/kg CAERE L7-REO i iE h iR EHER
(BT %R 7=, 3 mg/kg : n=5. 10 mg/kg : n=6. 20 mg/kg : n=6)

F1 FEREEEICT L~ 7 %% 58 3~20 mg/kg T 1 WS E#E L2 SR EIEE T A — X4

- 3 mg/kg 10 mg/kg 20 mg/kg
(n=5) (n=6) (n=6)
Crmax (Hg/mL) 64.0 (22.2) 179 (19.6) 459 (13.6)
AUCo... (ug-h/mL) 6060 (32.0) * 21510 (45.4) * 53700 (24.3)
tu2 (hr) 94.0 (31.7) 122 (33.1) 112 (11.6)
tmax () 1.68 (0.97 - 2.07) 1.53 (1.00 - 3.08) 1.683 (1.00 - 4.92)
CL (mL/hr/kg) 0.496 (32.0) * 0.471 (44.1) * 0.373 (24.2)
Vz (mL/kg) 61.0 (25.3) * 738 (17.2) * 60.6 (21.7)
BTN (AT CV90) |, tmax : TR (EIFH)
*in=4
(2) KE#ESE

H A NHEST [ B 1T ARH] 3~20 mg/kg™ & 2 HFIC 1 ISR EFARAN B G- L 72 IRF D $ G54 T RED 1.
EPREHBEZX 212, b7 7REOHR 21X 31T, ARG 5 o i iE Hh i o 2R
DOREITRETH T,

* JRFRHIE - &I 10 mg/kg % 2 HFRIFE T 1 RELL B2 T Tl seiE
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7 LT 1.8 HfHXE (R)
800 —
_ i
£ 600
=
"ﬁi< -
2 —a— 3Img/ke
N 4003 __
v I —— 10mgkg
7 J —a— 20mg'kg
a 1 1
i 1
e 1 1
—l— —i H
T T T T T T T T T T T
1 15 29 43 57 71 85 99 113 127 141 155 169
R§f] (day)
2 NAEHEGREOFGAE T RO MIE P IREHER (R ER2E, 3 mgkg :n=5 (Day 1), n

X 3

=4 (Day 15~43), n=3 (Day85), n=1 (Day 127 }2x(*169) ; 10 mg/kg : n=6 (Day 1~43).
n=3 (Day85~169) ; 20 mg/kg : n=6 (Day 1 %1*15), n=5 (Day29), n=4 (Day43), n=

2 (Day85), n=1 (Day 127~169))

120 —
100
E
E i
I~ 80 —
2 E ;
(N 60 —— Img/'kg
g —a— 10mg'kg
27 . —a— 20mg/kg
N 40—
H
i .
= 20—
o] - — *
N T r T
1 15 29 43 57 71 85 99 113 127 141 155 169
IfH] (day)
FAEHGRED ~ T 7 R EHER (RN LR, 3 mg/kg : n=4 (Day 15~43). n

3 (Day

85). n=1 (Day 127 }2T* 169) ; 10 mg/kg : n=6 (Day 15~43) . n=3 (Day 85~169) ; 20 mg/Kg :
n=6 (Day 15). n=5 (Day29). n=4 (Day43). n=2 (Day85), n=1 (Day 127 }x 1" 169))
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TS 1.8 HfIE (R)

(ERERAL#E] 2

EFEHEEE | #H5HE (EMR100070-003 FHER)

WIREERE 2 A T D ARIGUIBRREE 72 AV VIRE R E D O B S—F A T FRIEREO & 5 B
88 fil (HARNEH 3 FlaETe), /S— N B TIHMLFHRIEREDO W EBH 29 Bl a5 & LT, A4 10
ma/kg % 2 3@ R REIE CAGEEE Lz, 23— b A O FEFHEE TH 5 =40 *113 31.8% (95.9%(E 1
X : 21.9~43.1%, 2016 -3 H3 HT —&# W v bA7) Tholz, b, FANIHRE LIZBEZRR)
BRI 20% ThH o7, 73— b B OFIKFHEEH T 2 FZ2h3*1 o PRRITAE S 2 1% 62.5% (95%(5 48
[X[# : 35.4~84.8%, 2016 4£ 12 A 30 HF —& W v b A7) Th-o1z,

%1 :RECIST A FIA4 2 L1IRICHAS S NHEIZ X A CR XL PR,
k2 HROEMNTRISREE O 5 B AREIE5-BE% 13 UL BB S iuiz 16 Bl OfE R,

N— KA X— kB

B (%) B (%)
7e4e28%) (CR) 8 (9.1) 3 (18.8)
#5288 (PR) 20 (22.7) 7 (43.8)
ZE (SD) 9 (10.2) 2 (12.5)
#47 (PD) 32 (36.4) 3 (18.8)
AT A~ HE 19 (21.6) 1 (6.3)

(72K ]

fERlE
7L<k, B b PD-LL IS T APURTH D, PD-L1 L ZDOZHIKTH S PD-1 L OFEA A HE
L. FEEPURAFRA T T MROMIGEEIEZ RS 5 2 S X 0, BEOBEMA2MH+ 5 &5
ZBIvA,

(2 <Y 5 BIEFEMER]
— x4 T UL~ T GBRIG T R)
Avelumab (Genetical Recombination)
5718 : £ 147,000
AE b PD-LLIZHT Difa iz e M IgGLE/ 7 u—FAHUEATH Y, Fr A =— A NLA
Z—PIEHIARIC KV FEAE SN D 450 B DT R BRI B2 D EH 2 ARV 216 fHOT X
PRiREEN O 7R DB 2 K TR S N DHEZ NV B TH D,

(@]
N T A S EE200mg 10mL 131 T L
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TS 1.8 HfIE (R)

(EEXIE U SCHIREERE]
FEX

1) fENEE: ENGE 1R CEWE)RE
2) FEPNEERE : EEILFEZ 1 AR
3) FENEE  AEHT

XHREE KL
FEERICEEHDOHEANEEHZ DX F LT TR TR T &V,
AN twu— ) HFREt

AT AN e A T A= a3

(FAT) HAHHEEREX FHEL8L TaxT—

(TEL) 0120-870-088

HERSETT RociRiE
ALY tO— ) Htert T74 %A
FRABEXRTHE 181 7/)La3J— HEHE AR LK 3-22-7
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18 WfIXE (B

- -
2 %he

2.1

FRVRUIBRANGE 72 A VA7 LI

2.2  WMEEXITIHE®D

5

%F

(4 ESES

R ERHL

XIFHE. RERUVAEDRERL

FEIRRILF S 1 FH7ER (EMR100070-003) 1%, (L5 IERE A2 T 2800 A v Vil B (X

— A, JEBI%L : 88 B,
(FX—§ B, JEGIS : BEEFIE 112 FIF 29 #]) & XRIC,
2 1 FEI i C S BT B Stk

IHEARNEFE 36 ROMEFHIER D 22 WM D A L Ve se B
ToUbw 7 (BUF, A3K) 10 mglkg %
HEWH., BHEOERZ VAR TH -7,

3=~ A OFEFAGE B (X, BB A ORI ED T DT A 7 A 8 1.1 (RECIST 1.1)
[CHEHL L 7=, MSEEEEZEE S (BUF. IERC) 1Tk » CTEMli S - BRAZE (LLF. BOR) Th-
7. BBINFEE (LLF, ORR) 1E, A#EE D2 L LEEL Lo X TOWBRE O ITT fifhr T
2% (LLF. CR) XUI#EsmZ%h (BLF. PR) @ BOR D3RR S N7 OFIG & HE LT,

=k B OEEFIMIE B X E TH VY . BOR IZEIKFHIIER T - 7=,

R— T ATIE, 340D HAKAEERE Z G 88 4 OWERE AL 10 mg/kg %5 L. FhaHiE+

L2, 6 0 Z &g A FHHI L

AP U7z, BEMENTIZ, ARG LTz 88 A OEPIRE x5 L

L. Sl ORISR G-5846 6 » ARICIT o 7o, Fio, B ORISR 5844 12 » A%ICHE

SREVFRNT Z ATV EEm L 7=,
NR—h B TIX, T—4% B v bATHEE T 29 4 OWRENAIK 10 mglkg 20 72< &b 1 [AFE &

. 2D 5 H 16 413 13 LI EOBIFHE %252 1\ o, A X DERRIERE O 72 O ERBED A L

Zr VKRS FR 3 C D ORR HETEAE 2 3R D 5 72 60 D R [ fghfr & 920 L 72,
BOR DfENTHERIZFE 18- 1 D E BV BEROH DRI EZ R LT,

F18-1 RHBRENRDOETER
N— A /N—hA /~—hB
159 BA4A 6 » A 1B BHLE 12 7 A 169 B AR 13

(N=88) (N=88) (N=16)
Bl (%) Bl (%) Bl (%)
7eeR%) (CR) 8 (9.1 10 (11.4) 3 (18.8)
#5325 (PR) 20 (22.7) 19 (21.6) 7 (43.8)
#ZE (SD) 9 (10.2) 9 (10.2) 2 (12.5)
#1T (PD) 32 (36.4) 32 (36.4) 3 (18.8)
FEAl AN RE 19 (21.6) 18 (20.5) 1 (6.3)
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TS 1.8 HfIE (R)

N— K A ORI 6 » H#% D ORR 1% 31.8% (95.9%f5#HX[H : 21.9, 43.1) ThH -7, ORR O
95.9% 5 HH X [H] T FRAE DS 20% LA T & 5% L 72 i BRI FER S L7 0 C, FEH W O A 2 B8 1 3
7o Stz IEWEBHAA 12 5 A0 ORR 1% 33.0% (95%(F#E X [H : 23.3%., 43.8%) T -7=, RN
DOFRAEIRBFETH V. 95%IEHEX M FIRME (18.0 » H) DOFEERND, BEIOEMFHGEMIEN RS
77

N— Tk B ® 13 L EOBHFRE 251 7- 16 4 TiX, ORR IX 62.5% (95%(5#HIXH : 35.4%,
84.8%) Th -7z,

AARNCBIT 2AMECELTE, 2S—F AIZBWT 34 &0 ) < ADEFIOFHE Tl 5 A3,
CRM™1A/\FONIZZ L, ROEORED 83 » AIZbiz 0t L7e Z L1, AEOFMEE R LT
SNEANBARE E FET DO T, HRANDIEBEME A LV VHIIEERE I L TCOEHTHY . K
HNENBFICRT HER FREERERRINK E 2055 2 LRSI,

BLEDRE R | AIEOBILTIRAREE: A /LA /L HILER L% 5 A DS R S L7 & HIlT L, A
OB - A () % [HIAUIRRHER AL LRI & 70E L,

23 HERUHE=E

W EANTET v~ T (B E#z) & LT 1810 mglkg (REE) % 2 AR T 1 RH
PL BT TR EET 5

24 FHERUVAEDHRTIRMN

AFIORE - A, EBEILFEZE 11 4835 (EMR100070-003 35k, LLT 003 3Bk) 1<BIT AE%)
PR OV ME D REE . I ONCHEANE | FB38BR (EMR100070-001 #5R. LLTF 001 #ER) K ONENE | 4H
Bk (EMR100070-002 #BR, LA 002 #kER) OLZEMOREEZ B FE 2 TRE LT,

001 FERIZ, BB SUTRATEITEO BG4 A T 28 RE 2 xR & LT, REORZRME, BH
PER OSEY BN RE A2 fat L7z, FEE M, HAEEY. 5 | FRERC. SO EEIEE 4 7 2 72D 0k
KNN— R EEOTHE LT,

FHAEMTEE S — N 2 ERFRE CASR &2 AR L, 1.0 mg/kg O A& TR L. 20 mg/kg & T &
L7,

WTFROHETH 248 Lo HEfRENE (LT, DLT) E880 oo fzic®, RKMA RIS

ITEGEL 22T,

&EHE (20mg/kg) Tk, 140#BREIZ 240 DLT (FL—KR3DIMH 7 L7 F U RAKRTT
—BRORNT L— R 3 0OHCOHREREE) PRI, 10 mgkg LA N OHE Tl DLT 2355890 b7 h
S22 EnD, R 10mg/kg T ZETHOAEMERSDHELEEZ LI, ERDHIMETO - DICAH
BENRRI NI,
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TS 1.8 HfIE (R)

002 R IT, BN UL RATEITYED BEIER; 2 A7 5 H AR NERE 256t 5 & LT ARFED BEM:,
MR OB 2 REt Uiz, JEEM. FAEWEE. 5 1 FHRBR T, BEaithid 5720 0fEk S —
FeE»THRE LT,

PR S — M, 2 JEERE CASE A S ERE L, 3.0 mg/kg O FHECRHAA L, 20.0 mg/kg & CHY
=L,

WTHNOHETSH, DLT BRE LR F TR O bR o722 &b AEITHAANCKH L THE
BRTHRBEMNER DD EEZ BV, BRDMETOTZ01T 10 mg/kg O FHEANRIR S L7z,

003 FBRIT, (L FIRIEREZ A DD AV Vil B (85—~ A, JEFI%C: 881, 9B H
KNEE 3G B OYLFIRIERE D 72 W R D A L7 ViR B (3— b B, JEFIEK : BAEERIEK
112 lrp 29 ) ZxtGe e+ 22 hisk. HFEM. BEEOERZ VAR Th 7o, RIEOHE - &L,
55 1 FHRRER T D 7o M R OSE B RE O piiE 2 B £ %, 1 [8] 10 mg/kg % 2 A [AT[HIRR C A 55
LZkEL,

AHEROFER, N— T A DIRELE 6 » H#% D ORR 13 31.8% (95.9%/Z#EX [ : 21.9, 43.1) Th -
72o ORR @ 95.9%f5#HX[A] N RMEAY 200%LL T & 3% E L 7w B GG IR S 7o T, FEAM DA
Shi FEHE 1T 72 S iz, 1BHEBILE 12 » H 1 ORR 1% 33.0% (95%(Z4H X [# : 23.3%. 43.8%) ToH -
7eo ZNHIMO T RAEITRENZETH Y . 5WIEFXH TIRIE (18.0 » H) DR, RO RWIFF
BtEIUR ST,

=K B @ 13 AL EOBBREE 232 1) 7= 16 4 Tk, ORR 1T 62.5% (95%(F#EX M : 35.4%,
84.8%) Th o7z,

AARNBFIZ =M AIZHAANDONTZ 34 THY , FHEICRATH L OO, 9B 14 TCRMN
BFoiv, BN 83 » HAThoZ L1k, HNEATORMEEFIETH DO TR, HARAD
MMCC FBE I L THOARANTIAH EZ 2 b7,

F 7o, ARIK 10 mg/kg % 2 [FHRE T REFRET S L - A& mMCC JBFIZx L TEA R TH
V. AEZEHAAN MMCC BEIZHRG LIEBICE W T, BEIRASN DI AEELORIITRD 572
Mol

FREEWNA DR S b E2E T 1500 44 O | FHERER K ONE RS ILEF 1N ARG I B D24
PEDOFHE T, AEOBEIC LY SHEICEBR LEFERE LT, ZL— F 1T 2 DS R OEAL
P89 BB HE SN0, WTFhOFER LY ARUEIC LV EBAETh o7, £, BAAERE
EANE AR E DA EEREIRMOLE NS, mMMCC BEZET B R ARG DL 7o 7 7
A ISNEANTEONTBRE KX AR LD TIEARL, BANCERN %24 FoRBEIZRD
bR oTe, - T, BRANZBWT O AREOL RN T 07 7 A VTR E WL DO THY | =
Z 02T RO LB I LD EEARER b O TH D LB x L,

F 72, 001 B &L O 002 #RBR TS 7= HIEHE 5-HED Crax 2 O AUCos36n. 10 mg/kg % 2 3 [ [
TG LIZFED Chough DHEREIZ DWW T, S DR ERNANZEITGRD N2 -T2 2 L&D | KA
KD PKAIZH B 02BN EITFRD b B 2 b,

CONFIDENTIAL

INFORMATION 15125



TS 1.8 HfIE (R)

UEDZ Lt BHARANDRIRUIBRAGE R A V7 Vil B 12 kh3 2 A%E 10 mg/kg o 2 A
PR R EE XA R RIREECTH D L L, EROHESZ @, AT v~ (Bis 1
#z) L LC, 11 10mg/kg (KE) % 2 ERIFERE CRMHET 5,1 ERE LT,

B, FEOBBRETUTORE - HEICET LT,

EE ., RANZIET v~ 7 (BiafHfiz) & LT, 1B 10mg/kg ((KE) % 2 BREIRIET 1K
ML B2 CAERaEET 5,
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TRV

18 WfIXE (B

3 FERLOEE

() RUZDHRERN

i LR

(%)

R E DAL

(
L AFANE, BRI oxE TE DEBMRICB VT, DAk
PRIEIZ A3 e ek - #EBRZFFOERI O b & T AAFI O 23 )
EHWT SN DIEBNOWT ORG-S D2 L, £, RIS
AL, A UIE OFBRITAHDIE R et 2 5@ L. ([
BE/FThrbkb5Io2 L,

13

=]

1. AFNTHUENEE A
B Y A O AIZER
L. 8 OLEVERE &
NI E A FHEEE DB
DB R I DOWT,
— R 7R HUEMEEGA 0
RLEICHE L TRRE LT,

2. BRIV AN B 5 b, BT ICE - T EH b HE STV S
DT, YR (BE, IR, W) oL O X | 2 AROBSERIC, HE
BREOENS, BEE oI 2 b, Eh, BEARD bR | FREEMR B
P A IEAR OB A T E L. B T/I/:E/ﬁl o | Ly SECICE 726 b #
WA E AT S = b, (T - RIS 206 H Lok HINTEY, HEETD
. TEEE ), TEEAEANES] . TRIFERH] OESR) B D T2t
Kﬁ@%“ ﬂb RO DBEFEIED 3 % 1835 f@%&Vﬂ%é%ﬁf
X, HEART LY —K
5% BB R B D
7=

<HE - HECEET M EoER>

(1) fOPUEMRREA] L OFFHIC N T, ARE R OV eI
NEL TR,

(2) ARAIBEGRFCHBLT 25 Z L 238 5 infusion reaction Z B8 <
Dz, AFEERTNCH e A% 2 VAL fRBIRAS O 5
21152 &,

() AAIDIEZ X BHEH NI L - a2t LT oMkHEL
K\$ﬂ@%£ %%ﬁ#é_&oﬂ%m\F£$&

Ho, TEEREANEE]. TRIER] OESMR)
BV P F B o0 ) B L e

EIIE FRE* AL iE
MVEMERG | Grade 2 D4 Grade 1 LA FIZEIET 5
R F CIRIET B,

Grade 3 XX 4 DA | AFNIDO G- % Hik4
50
fiFeaErE | AST & L <IZ ALT 728 | Grade 1 LL FiZ[alfE4 %
&= FEHEAH FFR D 3~5 F TIREET 5,
i, ke e
VD HEUEE EFR O 1.5

(1) fhoPrEMEREEA &
OPFHIzONT, B
M M OV VR D T
M ENTW RN
0,

(2) AAIEGHRHZHBLT
% Z & d % infusion
reaction Z B S H 5
7o, ARFIE G
Ple A& I UAlL fi#
ERBETR I D BESE A
179 Z LB HE T
&, Company Core
Data Sheet (LLF,
CCDS) (& f#
L7,

(3) EIWEHMNHILL 75
BITIER T DI
HEDEARANOERG %
SEH ST F T 5 2
EMMBEIR T
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TS 1.8 HfIE (R)
~3 BTN L5 E
ASTH LLIXALT 28 | AR D& G- % pikEd
FEYEE FFROD 5 % b,
M, Xidwe e
VN EEYEE ERR O 3
Bl Em L2546
NI Grade 2 D4 Grade 1 LA FiZEIE T %
T £ TIRES 5,
Grade 3 XX 4 DG | AFlOF G- % FikT
b,
WOWRE | SEGME DN wskESE | Grade 1 LA FICRIET 2
E= F RIS %,
(LBE | gy v — ok | RS G
PRIF & bR 2.
<)
D B U0 | RS T 5k
foe,  BE AR AfE X b,
DB X D0k
DEEUN
infusion Grade 1 D& P 53R L % o3\ D I0H
reaction T35,
Grade 2 D& BhEhWrT 5, B
DIRFENL E L= 56
(Grade 1 LA'F) 1ZiZ,
HRBTIRE D 2205 D Fe Bl
ETERE5EEZHET 5,
Grade 3 XX 4 DG | AFlOF G- % FhikET
50
L4 | Grade 2 DS Grade 1 LLFICEIET 5
DOEIVEH ¥ TIREST S, HEFH
(17 B2 Grade 2 D[] Ul
VEIR I % TERANHE L=5E61F
4 p) AHFN OG- ik
D,
Grade 3 XX 4 OGA | KROS5 %2 ik
D,
% : Grade IZ NCI-CTCAE (Common Terminology Criteria for
Adverse Events) v4.0 [ZH#EL 5,
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TP~ T

18 WfIXE (B

)

)

1 EERE (ROBEFICTEEICEETDL)

H SR B OE O UTENMERTE L < ITHFEMEO B SRR
BOBERED & 25 B (e BEE O RIEH 23RBS ES
LBTNDRDH D)

FVEMENTR B D & % BE LT DBER DO & 5 B (FE M
RBPEB NI EST D2z db o (MEE) THE -
MEICBES D EoER ), THEEQRANER ), [RIE

)

O]

AFBEHIZXZY, A
CLSE R B T
LBTNRH DT

Lo

HES 7R VMR R FR
DEERHRE D&

0. AFOBEIZE
L BT

INFORMATION

il OEBH)) T BUEND B I
b,

2 BELEANEE 1) AAO T MIIEEL

() AHIO T MIEEECERIC L0 | BEORER SRR 5 fEAICL D B
LR BRI REIER D b DS S E st s, | IR D
5TV, BEARD DN BAICIE, BEORER @O““ -
JEIC L A RHER ORI Z B L, EORENBE &7 =
Lo BEEOSIERISC L BRERAEDN S HAICIE, BIE
FEALVE L RIOBRGSEZET Db, £, AAREGHK
THICHEHEREWERA RS 5D 2 ENH DT, KAEE
ETHRBBEE AT 2 b, (T - AR B 5
M EorE), MESE&RE ), TRWEN] 0HESH) )

@ WEMNREES D5 bIS 2 b oo, Aogscy @ FIDEERE &
Foo T, AR (RLEML, PPN, W) DR L
OVIgHB X B O E M, Blgze 02175 2 &, £, & P il A X T E
S UCTHES CT, G~ — I —FOMEZFhT 5 Z V. EET D LER
Lo (M) THE: - FRICBES 260 Lokg), MEE DI,

B, TRIER) OEBHR)

(3) R4, AST (GOT). ALT (GPT), y-GTP, B U b %m | (3) AROESLRIZ, &
FR RS IFHEREE . FRD D B bIS - ERb SO T, RS 7RI PARERE R 5 7578
) TR e Gt~ g 7 BL., BLEICE-T
EHINC TR R 21TV, B OREBL +2ITBI8 T 52 S S 5
iégﬁ%-%imﬁﬁﬁéﬁmiwﬁﬁhf@@%J@% 0 PSR
> HDHTD,

(4) FRIMERERSE . RIBMRERESH LD ZERBHD0 | ) AFIOBEHIC. W
T, I RN (TSH, SbERE T3, iz T4 %0 RIS B
B &7, BEOREEFICBET S L, £, & SRR B S R %
BTG LT ACTH, [ = b F Y — VD RRRRA, Wik S Emb Y ER
HEOELERT 52 L, (M - HRICBET % 66 Lo = FBRARE R A
N _ ATV, B OIRER
EEL. TRIERH) OB bR 2 W

51,
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TS 1.8 HfIE (R)
(6) AdEREE, RUEMTERESOREE SO L | 6) BROREHEL Hik
BbBOT, EMICHRIEREE TV, BROREE TS J Al et
BT Bk, (RIfE) OHBH) BRERES 21T, 8

TFT7 4T xS, FE B FERINEE ST
infusion reaction 23 5% Z E RN DH DT, AAIOE LT
#J% 0 infusion reaction |2 2 CERARHZ SR %ND TX %
Yl 21T > 7= ECRtAT2 2 &, F£72. 2 [BIH LD AHKIE
H.FIZ infusion reaction 23 Lo b Z L b HDHD T, BED
WheZ -+ Blg29 5 2 &, 703, infusion reaction 23588 &
NIZGAITIL, MO EE21T 5 & & bic, ERBEIET S
FCHEEOREEHSICBET L2 &, (THIE - HEICBEE
T EowE), TRWEH) 0ESH)

(6)

BFOWREELHRT D
WL B T2 8,
AN DO HA%IZ,
Infusion reaction 73 %
BT Embo,
BEORIEEZ+471T
ERT OVNENDH D
7=,

(6)

3. ElEA

<IRIGYIBRARE R A LA Ve >

[EI B[R 1 FE3BR  (EMR100070-003 7RER) 128\ T, AHIH#
i 117 B (AARN 3 flzETe) |85 i (72.6%) (ZRIEA
DERD BT, ERBEIWERIL. 3257 29 i (24.8%) . infusion reaction
17 5l (14.5%) . T 11 61 (9.4%). H0»10 ] (8.5%). F% 8 {3
(6.8%) . MEJJIE KL ONZ D FEAES 7 B (6.0%) . BLIK Bk EZ K
O BARIGES 6 6] (5.1%) Th-o7-, UKBEF)

(1) EXLGEMER

1) MEMERMESR - FEMERZEE (09%) bbb Z &R
HLHOT, BEETZITV., BREPBD ONTHAIC
X, RFIOEE 2 IET 55O RNEEZITS L,
(Mg T - ARICBEET 268 o), MEE
#eh ), THEEZRERNER] OESR)

2) FAL. FHseEE. iFF  IFRe WEERP), AST
(GOT). ALT (GPT). y-GTP, BV LB VD LA £
O IFHgREREE (8.5%) . & (BEAW) RdbbhdZ
ERBHDHDOT, BEELHHITATV, BENRD N5 E
2%, RAIOEG 2 H 1T 550U R 0EE1To Z &,
(THYE - AEICBET 2H EoERE ), THEE LAY
HE] OHESR)

3) K%k, EEOTH : KIHRK (BEARH), HED TH
(BEEAR) Sn"Ho5bNDdZENHDDT, BEE Y
ATV, Fifie 2 TR, MR, MAEEOIER GRS bl
BEE, AA ORGP IET 5% 0@ e E A7) 2
Lo (THE - AEICEETAHEH EOEE] OHESHR)

FEIBR LR EE 1 AR IC 8
WT, FEBLERD 5%LL B
RIVEH Z RC# L7z,

(1) ER2EIEM

SR BRI CHEBL L7
TEH® 5 B, FRCEEDN
VB2 DIZ DWW TR
L7,

FOUBARL I, ERRILE
I FHERBR RS RIS & F
#W L=, £7. CCDS &
N2 DA oD il R RS R
WZEED EEdE L2 RIVEA
X, BERBE L,
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TRV

18 WfIXE (B

4)

5)

6)

7)

8)

9)

10)

11)

BARIRMAERES . FURAREREIR TE (3.4%) . FUIRIRMERE
JUHESE (1.7%) . HURMRZE BHEEARHET) %5 o HUR b nekE
ERHLDONDZENHLOT, BIEELHHITITV, B
MERD LN EITIE, RA OB 2 i3 2% 0w 72
g Z1TH 2 & (T - AEICBEET 260 EofE
By, THEEREANEER OHESMR)

BISHEEREE . B KE RS BEARH) SoRIEHEkE
ERHOLDONDZ ENHDLDOT, BEE TV, BE
DR LNTGAEITIE, AFOE G %2R IET 50wy 7
WiEZITH 2 &, (THIE - HEICEEST 2688 EoyE
Bl THEERERIER] OHEZR)

1 BUBERRIR - 1 TUBEIRIS (0.9%) 23&% 5L, BERIFMES
FTY R=YRZEBDLBENNHDHOT, OiE, b, &
M55 SRR OB MPEE O ERICHSERET L, 1
RUBERIF DN BN T2 5E121E, AFlOR G2 HIELTA v
A UBE RS S OmEY I LEETTY 2k, (TH
% HEICEET M EOEE] OHERR)

DR DR BEEARH) BHobndZEnHH0
T, M. CK (CPK) L. DLEMEEFEOBILEZ 5
ATV, BENRD SNTGEITIE, ARloRE 21k
LEOMEY) B E1TH 2 b, (k- AEICBET 508
M EOEE] OHEZH)

MEEE . KM= —oF— (09%), ¥T7 o - L
—REMERE (BHEARH) HEOMREENH LD LD
0T, BEE 3TV, BEPRO bNHGEITIE,
KEN OG- A 1L+ 5 EDOWE LB EITH 2 &,
BEE  oMEEEE EERE) . RS HEMEE X
(0.9%) HEDOEEENHLDLONLZENHLHDOT, BlEL
F3TATV, BERRD GG EIIE, AR E H
LT 250w @& 2175 2 &, ([EEAREARNER]
DIEZR)

. MEBERAREE « Ak (BEEERBD) . RO M e
BEERB) NdHbPoNDZENHHDOT, KT, #
W, CK (CPK) L&, mHLRFI A7 mE s LA
OB+ TITO. BEPRD SR HEAICIE, ARA
DA R IET D HEOEY B EZITH Z L,

infusion reaction : 77 7 ¥ —fi, FE, HEIE IR
W IR #4445 -4 ¢ e infusion reaction (20.5%) 723& bbb =
ENRBLOT, BEELHHITATV., BEDRDONTZGE
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TRV

18 WfIXE (B

WZiE, AANOB G EF LT 5HOEEY R EEZTH Z &,
(THE - HEICBEETAFH EoEE), TEHEEREAN
EE] OHEBMH)
2 ZntnEI{ER
VITORIERDNED b NT-85EI120E. ERICH o TR R ALE
ITO 2 &,
B | 50604
~50, v 0 v BE B ASH
_— L 1~5% i 1% A i el N
M7 e OF U o SERD 2l AFBREREEIN
PINIATA iSO
RS 7%
DR E @i
AR, AR, R
R 9 FERE, DRI
mn, FER
CTN M, {EAR, MEgE. EIEERYE . TR TR
T F PN R B R IE R
S B AR,
IR Bk, A1 %,
AN AEAGRE
MNP/
TN IR FEE RAVEIE, BT | R AER
enkEE | ®IE |1z [
PHETR R
JTREE 1A AI-P #5000 | B %
=S
Afgesh o A %E,
BwoE, HIRE
RRAY
REIE B AT
5
B | KT RY T A =) v ALE,
Bl maE, Ky >~ KAV 7 AMLSE,
- R FeiffE, AE [ Ky v am
ﬁgii W, US— | Y 7Ry
A S NN
AT — LB
77—
Wi E i RAEE. A WEsm. EhE. | MBgR.
KOSES Y. I CK B GIRAGIE, B | B

(2 ZofhoRIfER

EI B IE[E 5 1 AR AR ERRS S
WCHoOXFRHE L,
72. CCDS ZH & o
L7ZBIERIL. #EELRH
& L7,
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TS 1.8 HfIE (R)

G (CPK) B | exunss. s
W, VEREZE. HE
Ja, o L7
=8
TG, TREME | AL, AN
WEG, BRI | . MRS
B - L B S—%L Y
R LR, SRR,
R, U E R
Bl
B O B O
B
P 22 I BRI %tk
W e O
ek E
w5, | RoEwm SITRE. BT, T | 7 5
HEXET: BE. 5. BRI | B, RCHEM:
ifi% e B ML, WS S8 | . BER
g | R %, BiMAL | BB, BB
o Wiz SE. R MRS, 4
B
— W, (ROE,
J.J[[LE:IKED J:E[LE
e, IESSRELEE
Z Dt
f R, NEEER

BIVEH O, EFSIEHEZE 11 FHFRER (EMR100070-003 #ER) 12&5<,
Z DGRBS 0 6 85 SNRITERICOWTIEIBEE AR & Lz,

4. BRE~OHRS

— R FERE CITAERERENME T L WD DT, BEDREZ T+
IR LN HEEICERET A L,

EE ~DOEGHIT Y75
TO—EMRERE LT
PRIE LT,

5. 1w, Eiw. BRILWBF~AOES

(1) AR OUEYRR O 5B D5 L AMEILHMESL L TWRND T,
IR SOTIEIR L T B Al RetE 0 & 5 ethicid, ARl 2 &5 L
RN EERIFRAIE T D0, RUEETEREGT 255 1CI3E%
FoFEENEREEE EE S SRS D GEIC OB

b b 1gGL I F A 2 il 5
HTEPRESNTE

0. RKEE GO EBEN
R L7256 02id, JiE

HNAE LD AREMED B D
Db, Flo, HETAAEREMNO S B i, RAE L Z L ABREICH LT
MOt Gt — IR, U8R EZ WD KO | 43 08085 570,
WAL L, [RAIE AW AR AR EE S Tuv
20, B b IgGL TR AT A Z LA LT Y, AH
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TS 1.8 HfIE (R)

IRHEN S IRIR~BAT T D ATREME D B 5, AR E 5T 5
&L MRIRICHR T D RERLRDHF S, WEFRSUIIEE RN
N4 2 "TREMED B 5 |

() BAFOLMEELGT DG ITRAA P2 &, [K
Ao SRR A~OBITICET 27— 2137203, E b IgGl
e bR S D 2 E b TV D, ]

b M IgGl Lk MELMFHIT
P SN 5 Z ERIES
NTEY, AAGBITT
LAREMEN & D T2,

6. NRE~ADEE
A RE I, #rAal, AR, SRS 9 2 2 etk
SELTUWVRD (FEHBER A 20Y),

INRETOREARER D 72
<. BEMEROEIEN
st LTV n=o,

1. EREDEE

1) BRI K DR ZITV, AWML EORE 2RO 1256 121
ALZnwz b,

2) #FHREE L CHRABSEREFEHTLZ L,

3) AFNONEEEESHFE CHREEY , @E 250 mL @ H FE
PR IRICIIN L CHRIRT 5 2 &

4) JANLT=Tan K 90T, BEoTERENRFfI L, LR L 2D
L,

5) AANIRGFEAZ G E/20 20, MRE, HLHEHT S
L, AT ITHEAETRGAT DS AITIE, 25°C LT
T 4 W 1% 2~8°C T 24 FEILINIC B 5452 T35 2
& BRI & BT L2 3Ga12iE, B ANCEIRIZRT
ok, Fle, RNA TN ROFERE OFRRITBEREST 5 2

&
6) AT ERE ST &y
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— A& FE JAN) 1%, PRk 28 4210 H 17 BATRAERETE 1017 55 1 Sl L v@ms iy,
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JAN (& #44) : Avelumab (Genetical Recombination)

2 ERFE—#&% (NN)

FEIEE—M4 (INN) 1. avelumab & L C Recommended INN : List 75 (WHO Drug Information,
Vol. 30, No.1,2016) (ZUL#L S 7z,

3 wmEAF
3.1 & (KH)

[HAA4]
T 7L, B MR T ARBESEY T K1 (PD-L1) I3 HEs AR X B R 1gGl E

=T AP TH L. TN TN, Fr A =— AN LA X —PIBHEIc LV EEA S D.
T UL~ 7L, 450 DT X EEFEEEN G 72D HEH (1 85) 2 AR O 216 fHO T 2 BEFE I
S L (W) 2 R TR S DB B (& K 147,0000 ThHD.

(¥4 ]
Avelumab is a recombinant human IgG1 monoclonal antibody against human programmed cell death-
ligand 1 (PD-L1). Avelumab is produced in Chinese hamster ovary cells. Avelumab is a glycoprotein
(molecular weight: ca. 147,000) composed of 2 H-chains (yl-chains) consisting of 450 amino acid

residues each and 2 L-chains (A-chains) consisting of 216 amino acid residues each.
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Ce374Ho898N 169402010544 1 143,829.80 (BRI EE5r, 4 ARKE8H)
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Deaven LL, Petersen DF. The chromosomes of CHO, an - Chromosoma -
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89
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Harris R. Heterogeneity of recombinant antibodies: linking — Dev Biol —
structre to function. In: Mire-Sluis AR. State of the art analytical 2005;122:117-
methods for the characterization of biological products and 27
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Ka-Yun Ng et al. Use of circular dichroism spectroscopy in - Journal of -
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42.1.1.1 Report PEATHEMI213VS - Anti-PD-L1 In Vitro Binding s+ LN R &
Characterization

42.1.1.2 Report PEAT1805MCIW - Characterization of Anti-PD-L1 s N E FEAT & R
(MSB0010718C): Kinetic Binding Analysis by Surface
Plasmon Resonance

42.1.1.3 | Report PEAT1805HMMAJW - Characterization of Anti-PD-L1 1S e E | R R
(MSB0010718C): Antibody Dependent Cellular Cytotoxicity

42.1.14 Report PEAT1805IMMlBIW - Characterization of Anti-PD-L1 sk HNREE P
(MSB0010178C): Complement Dependent Cytotoxicity

42.1.1.5 Report IONCIEO04051DZ - In Vitro Characterization of anti- sk A P&
PD-L1(MSB0010178C): Cell-Binding, Blockade of Receptor
Interactions, and Enhancement of T cell Responses

42.1.1.6 Report IONC1909lSM - In Vitro Target Occupancy of st NS FTAMG & Ak
Anti-PD-L1 (MSB0010718C) in Spiked Human Whole Blood
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response studies of MSB0010718C in the MC38 tumor model

42.1.1.8 | Report IONC1103HEMRT (TI10-039) - Evaluation of the Anti- 24N HNREE | FEMEE
PD-L1 Mechanism of Action in MC38 Tumor Bearing Mice
Systemically Depleted of CD8+ T Cells

42.1.19 Report IONCOSOGHEMMRT (T111-017) - Contribution of ADCC st RS E FEAL & R
to the In Vivo Anti-Tumor Activity of MSB0010718C in the
MC38 Subcutaneous Tumor Model

4.2.1.1.10 | Report IONCO30SHEMRT - PD Dose-Response Study in sk LN R &
Tumor-Free Mice incl. MSB0010718-B-11-033-T111-051
Report

42.1.2 EIMGRE S A

42.12.1 Report IONC0929MMSM - ADCC of Immune Cells Treated st RS E FEAL R
with MSB0010718C

42.13 ErE U SN
B L

42.1.4 B AR SOE SV RO
R L

422 S REA R

4.22.1 OHTEROANY 7= g vl
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422.1.1 Report RF5080 - Validation of the Immunoassay Method st RS E FEAL &
PBTM-105-00 for the Quantification of Anti-PD-L1
(MSB0010718) in Monkey Serum

42212 Report RF5090 - Validation of the Immunogenicity Method 4N NS FTAMG & Ak
PBTM-106-00 for the Detection of Binding Antibodies Anti
MSB0010718 (Anti-PD-L1) in Monkey Serum

4222 IR

42221 Report RF2120 - MSB0010682 (Anti-PDL1) PKPD Study s+ NS SE G
After Single Intravenous Administration in Monkeys

42222 Report B-IB009 - Analysis of Mouse Plasma Samples for 4N NS SE R
Four Anti PD-L1 candidates (A02, F02, C11, HO5) by ELISA
and Determination of Immunogenicity via SPR

4223 534
EE R L

4224 v
REE R L

4225 Ptk
B L

422.6 YIRS BRI GERRIR)
MR L

422.7 Z DAL D S B RERAR

42271 Report 15-IV513-P0 - Population PK Report of Animal Data st RS E FEAL R

423 BRI RBR

4.23.1 H [l G R
REE R L

4232 Pt Gt R

423.2.1 Report RF2740 - 4-week Toxicity-Tolerance Study in CD-1 sk HNREE BEERL
Mice by Intravenous route

42322 Report T16228 - MSB0010718C (anti-PD-L1) - 4 week 4N NS SE G K}
intravenous toxicity study in mice

42323 Report RF3310 - 4-week Toxicity-Tolerance Study in Rats by 4N NS SE G R}
Intravenous route with Amendment No.1

42324 Report RF2710 - 4-week repeated-dose exploratory s N E FEAT & R
toxicity/tolerance study in Cynomolgus monkeys by
intravenous infusion

42325 Report RF4990 - 13-week toxicity study in cynomolgus sk LN R &
monkeys by intravenous infusion followed by an 8-week
recovery period.
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423.7 Z Ot EMER
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423.72 Gy FEERER
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42373 FMEIEEL O I B9 2 3Bk
423.73.1 | Report IONC - TIIRO03RVT - MSB0010718C st RS E BEER
Characterization of Anaphylaxis-Like Reactions in CD-1 Mice
42374 | {RTFEHERBR
EMBERR L
42375 R D FE R BR
MMBERR L
42376 oty > F e BR
MMBERR L
423.7.7 Z O oFRBR
42.3.7.7.1 | Report T17985 - MSB0010718C Cytokine release in human 24 NS E BEE R
and cynomolgus whole blood
4.2.3.7.72 | Report T17986 - MSB0010718C Cytokine release - human - 24 NS E BEER
monkey - PBMCs
42.3.7.7.3 | Report IEFDA471-NO - MSB0010718 (anti PDL-1)- Induction 24N HANREE | ZEEE
of cytokine release in human PBMCs: a multi human donor
comparison
423.7.74 | Report 200151187 (IM2137A) Tissue Cross-Reactivity Study s+ LN R &
of MSB0010718C in Normal Cynomolgus Monkey Tissues
42.3.7.7.5 | Report 20015186 (IM2136) - A Tissue Cross-Reactivity Study 4N NS FTAMG & Ak
of MSB0010718C in Normal Human Tissues
423.7.7.6 | Report RE5050 - MSB0010718 - RF5050 - validation of an 24 NS E BEER
analytical method in 280 mM Mannitol, 10 mM Acetate, 1.4
mM Methionine, 0.05% Tween 20 pH 5.5
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4.23.7.7.7 | Report RF5710 - MSB0010718 - RF5710 - validation of an HhESH HhwEE | 2ERR
analytical method in 280 mM Mannitol, 10 mM Acetate, 1.4
mM Methionine, 0.05% Tween 20 pH 5.5-

4.2.3.7.7.8 | Report RF5060 - MSB0010718 (Anti-PD-L1): Homogeneity st RS E BEE R
and stability in 280 mM Mannitol, 10 mM Acetate, 1.4 mM
Methionine, 0.05% Tween 20 pH 5.5

423779 | Report RE5720 --MSB0010718 (Anti-PD-L1): Homogeneity s+ N E ZEGL,
and stability in 280 mMMannitol, 10 mM Acetate, 1.4 mM
Methionine, 0.05% Tween 20 pH 5.5

4.3 25 3Lk

43.1 Ascierto PA, Simeone E, Sznol, M, et al. Clinical Experiences — Semin Oncol —
with Anti-CD137 and Anti-PD-1 Therapeutic Antibodies. 2010;37:508-16.

432 Augello A, Tasso R, Negrini SM, et al. Bone marrow — Eur J Immunol —
mesenchymal progenitor cells inhibit lymphocyte proliferation 2005;35(5):1482
by activation of the programmed death 1 pathway. -90.

433 Austin EW, Roesener S. Reproductive Toxicity Assessment for - N -
Avelumab. EMD Serono, Billerica MA, 2016, 1-6.

434 Benjamin RJ, Waldman H. Induction of Tolerance by - Nature -
Monoclonal Antibody Therapy. 1986;320:449-

S1.

435 Blackburn SD, Crawford A, Shin H, et al. Tissue-Specific — J Virology —
Differences in PD-1 and PD-L1 Expression during Chronic 2010;84(4):2078
Viral Infection: Implications for CD8 T-Cell Exhaustion. -2089.

4.3.6 Blank C, Kuball J, Voekl S, et al. Blockade of PD-L1 (B7-H1) — Int J Cancer —
Augments Human Tumor Specific T-Cell Responses in vitro. 2006;119:317-

27.

4.3.7 Boorjian SA, Sheinin Y, Crispen PL, et al. T-Cell coregulatory — Clin Cancer Res —
molecule expression in urothelial cell carcinoma: 2008;14(15):480
Clinicopathologic correlations and association with survival. 0-8.

438 Brahmer JR, Tykodi SS, Chow LQM, et al. Safety and Activity — N Engl Med —
of Anti-PD-L1 Antibody in Patients with Advanced Cancer. 2012;366(26):24

55-65.

4.3.9 Broschard T. Evaluation of Leachables Identified in - N -
MSB0010718C (Avelumab) in Drug Product. Merck KGaA,

Darmstadt, 2016, 1-15.

4.3.10 Brown JA, Dorfman DM, Ma FR, et al. Blockade of — J Immunol —
programmed death-1 ligands on dendritic cells enhances T cell 2003;170(3):125
activation and cytokine production. 7-66.

4.3.11 Butte MJ, Pena-Cruz V, Kim MJ, et al. Interaction of Human — Mol Immunol. —
PD-L1 and B7-1. 2008; 45(13):

3567-357.
4.3.12 Chen Y, Zhang J, Li J, et al. Expression of B7-H1 in — Nephron Exp —
inflammatory renal tubular epithelial cells. Nephrol
2006;102(3-
4):e81-e92.
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43.13 Chen Y, Wang Q, Shi B, et al. Development of a sandwich - Cytokine -
ELISA for evaluating soluble PD-L1 (CD274) in human sera of 2011;56(2):231-
different ages as well as supernatants of PD-L1+ cell lines. 8.
43.14 Dal Secco V, Riccioli A, Padula F, et al. Mouse sertoli cells - Biol Reprod -
display phenotypical and functional traits of antigen-presenting 2008;78(2):234-
cells in response to interferon gamma. 42.
43.15 Das S, Suarez G, Beswick EJ, et al. Expression of B7-H1 on — J Immunol —
gastric epithelial cells: Its potential role in regulating T cells 2006;176(5):300
during Helicobacter pylori infection. 0-9.
4.3.16 Deng R, Bumbaca D, Pastuskovas CV, et al. Preclinical — MABS —
Pharmacokinetics, Pharmacodynamics, Tissue Distribution, and 2016;8(3):593-
Tumor Penetration of Anti-PD-L1 Monoclonal Antibody, an 603.
Immune Checkpoint Inhibitor.
43.17 Dong H, Strome SE, Salomao DR, et al. Tumor-Associated B7- — Nat Med —
H1 Promotes T-Cell Apoptosis: A Potential Mechanism of 2002;8(8):793-
Immune Evasion. 800.
4.3.18 Dong JQ, Salinger DH, Endres CJ, et al. Quantitative — Clin —
Prediction of Human Pharmacokinetics for Monoclonal Pharmacokinet
Antibodies Retrospective Analysis of Monkey as a Single 2011;50:131-42.
Species for First-in-Human Prediction.
4.3.19 Dunn GP, Old LJ, Schreiber RD. The Immunobiology of — Immunity —
Cancer Immunosurveillance and Immunoediting. 2004;21:137-48.
4.3.20 Fankhauser S, Starnbach M PD-L1 Limits the Mucosal CD8+ T — J Immunol —
Cell Response to Chlamydia tracomatis 2014;192:1079-
1090
4321 Fife BT, Pauken KE. The Role of the PD-1 Pathway in — Ann NY Acad —
Autoimmunity and Peripheral Tolerance. Sci
2011;1217:45-
59.
4.3.22 Findlay L, Eastwood D, Stebbings R, et al. Improved in vitro - J Immunol -
methods to predict the in vivo toxicity in man of therapeutic Methods
monoclonal antibodies including TGN1412. 2010;352:1-12.
4.3.23 Finkelman FD, Rothenberg ME, Brandt EB, et al. Molecular — J Allergy Clin —
mechanisms of anaphylaxis: Lessons from studies with murine Immunol
models. 2005;115(3):449
-57.
4.3.24 Freeman GJ, Long AJ, Iwai Y, et al. Engagement of the Pd-1 - J Exp Med -
immunoinhibitory receptor by a novel B7 family member leads 2000;192(7):102
to negative regulation of lymphocyte activation. 7-34.
43.25 Girish S, Martin SW, Peterson MC, et al. AAPS Workshop - AAPSJ -
Report: Strategies to Address Therapeutic Protein—Drug 2011;13(3):405-
Interactions during Clinical Development. 16.
4.3.26 Hewitt, P. MSB0010718 (anti-PD-L1) — Study 14-DA276-NO — A —
Induction of cytokine release in human blood: Identification of
the optimum method. Merck KGaA, Merck Serono, Darmstadt
Germany 2014
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4.3.27 Hodi FS, ODay SJ, McDermott DF, et al. Improved Survival - New Engl ] Med -

with Ipilimumab in Patients with Metastatic Melanoma. 2010;363(8):711
-23.

4.3.28 Holets LM, Hunt JS, Petroff MG. Trophoblast CD274 (B7-H1) - Biol Reprod -
Is differentially expressed across gestation: Influence of oxygen 2006;74(2):352-
concentration. 8.

4.3.29 Hurley W, Theil P. Perspectives on Immunoglobulins in — Nutrients —
Colostrum and Breast Milk. 2011;3:442-74.

4.3.30 Keir ME, Butte MJ, Freeman GJ, et al. PD-1 and Its Ligands in — Annu Rev —
Tolerance and Immunity. Immunol

2008;26:677-
704.

43.31 Koga N, Suzuki J-i, Kosuge H, et al. Blockade of the - Arterioscler -
interaction between PD-1 and PD-L1 accelerates graft arterial Thromb Vasc
disease in cardiac allografts. Biol

2004;24(11):205
7-62.

4.3.32 Kraynov E, Martin SW, Hurst S, et al. How Current — Drug Metab —
Understanding of Clearance Mechanisms and Dispos
Pharmacodynamics of Therapeutic Proteins Can Be Applied for 2011;39(10):177
Evaluation of Their Drug-Drug Interaction Potential. 9-83.

43.33 Lafon M, Mégret F, Meuth SG, et al. Detrimental contribution — J Immunol —
of the immuno-inhibitor B7-H1 to rabies virus encephalitis. 2008;180(11):75

06-15.

4.3.34 LaGier AJ, Pober JS. Immune accessory functions of human - Human -
endothelial cells are modulated by overexpression of B7-H1 Immunol
(PDL1). 2006;67(8):568-

78.

4.3.35 Lee J-1I, Zhang L, Men AY, et al. CYP-Mediated Therapeutic - Clin -
Protein-Drug Interactions: Clinical Findings, Proposed Pharmacokinet
Mechanisms and Regulatory Implications. 2010;49:295-

310.

4.3.36 Liang SC, Latchman YE, Buhlmann JE, et al. Regulation of — Eur J Immunol —
PD-1, PD-L1, and PD-L2 expression during normal and 2003;33(10):270
autoimmune responses. 6-16.

4.3.37 Lipp M, Brandt C, Dehghani F, et al. PD-L1 (B7-H1) regulation - Neurosci Letters -
in zones of axonal degeneration. 2007;425(3):156

-61.

4.3.38 Mager DE, Jusko WJ. General Pharmacokinetic Model for - J Pharmacokinet -
Drugs Exhibiting Target-Mediated Drug Disposition. Pharmacodyn

2001;28:507-32.

4.3.39 Mager DE, Krzyzanski W. Quasi-Equilibrium Pharmacokinetic - Pharm Res -
Model for Drugs Exhibiting Target-Mediated Drug Disposition. 2005;22:1589-

96.
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4.3.40 Magnus T, Schreiner B, Korn T, et al. Microglial expression of - J Neurosci -
the B7 family member B7 homolog 1 confers strong immune 2005;25(10):253
inhibition: Implications for immune responses and 7-46.
autoimmunity in the CNS.

4341 Mazanet MM, Hughes CCW. B7-H1 is expressed by human — J Immunol —
endothelial cells and suppresses T cell cytokine synthesis. 2002;169(7):358

1-8.

4.3.42 Morgan ET, Goralski KB, Piquette-Miller M, et al. Regulation - Drug Metab -
of Drug-Metabolizing Enzymes and Transporters in Infection, Disp
Inflammation, and Cancer. 2008;36(2):205-

16.

4343 Nakae S, Suto H, Iikura M, et al. Mast cells enhance T cell — J Immunol —
activation: Importance of mast cell costimulatory molecules 2006;176(4):223
and secreted TNF. 8-48.

4.3.44 Nose M, Wigzell H. Biological Significance of Carbohydrate - Proc Natl Acad -
Chains on Monoclonal Antibodies. Sci

1983;80:6632-6.

4.3.45 Ober RJ, Radu CG, Ghetie V, Ward ES. Differences in - Int Immunol -
promiscuity for antibody-FcRn interactions across species: 2001;13:1551-9.
implications for therapeutic antibodies.

4.3.46 Okazaki T, Honjo T. PD-1 and PD-1 Ligands: From Discovery — Int Immunol —
to Clinical Application. 2007;19(7):813-

824.

4.3.47 Petroff MG, Chen L, Phillips TA, Hunt JS. B7 Family — Placenta —
Molecules: Novel Immunomodulators at the Maternal-Fetal 2002;23:S95-

Interface. S101.

4.3.48 Petroff MG, Chen L, Phillips TA, et al. B7 family molecules are — Biol Reprod —
favorably positioned at the human maternal-fetal interface. 2003;68(5):1496

-504.
4.3.49 Riley JL. PD-1 Signaling in Primary T Cells. - Immunol Rev -
2009;229:114-
25.

4.3.50 Rodig N, Ryan T, Allen JA, et al. Endothelial expression of PD- — Eur J Immunol —
L1 and PD-L2 down-regulates CD8+ T cell activation and 2003;33(11):311
cytolysis. 7-26.

43.51 Sachdeva M, Fischl MA, Pahwa S. PD-1 and PDL-1 expression — J Immunol —
in patients with chronic HIV-1 infection: relationship to CD4%, 2007;178
immune activation and antiretroviral therapy (ART). (Meeting

abstract
supplement):S65
-a.

4.3.52 Schurgers E, Kelchtermans H, Mitera T, et al. Discrepancy — Arthritis Res —
between the in vitro and in vivo effects of murine mesenchymal Ther
stem cells on T-cell proliferation and collagen-induced arthritis. 2010;12:R31(1-
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4.3.53 Sharpe AH, Wherry EJ, Ahmed R, et al. The function of — Nature Immunol —
programmed cell death 1 and its ligands in regulating 2007;8(3):239-
autoimmunity and infection. 45.

4.3.54 Stebbings R, Findlay L, Edwards C, et al. “Cytokine storm” in - J Immunol -
the phase I trial of monoclonal antibody TGN1412: better 2007;179:3325-
understanding the causes to improve preclinical testing of 31.
immunotherapeutics.

4.3.55 Topalian SL, Drake CG, Pardoll DM. Targeting the PD-1/B7- - Curr Opin -
H1 (PD-L1) Pathway to Activate Anti-tumor Immunity. Immunol

2012;24:207-12.

4.3.56 Torres BA, Kominsky S, Perrin GQ, et al. Superantigens: The - Exp Biol Med -
Good, the Bad, and the Ugly. 2001;226:164-

76.

4.3.57 Tsuda M, Matsumoto K, Inoue H, et al. Expression of B7-H1 — Biochem —
and B7-DC on the airway epithelium is enhanced by double- Biophys Res
stranded RNA. Comm

2005;330(1):263
-70.

4.3.58 Vandeveer AJ, Fallon JK, Tighe R, et al. Systemic — Cancer Immunol —
Immunotherapy of Non-Muscle Invasive Mouse Bladder Res
Cancer with Avelumab, an Anti—PD-L1 Immune Checkpoint 2016;4(5):452.4
Inhibitor. 62.

4.3.59 Wang C, Thudium KB, Han M, et al In Vitro Characterization — Cancer Immunol —
of the Anti-PD-1 Antibody Nivolumab, BMS-936558, and In Res
Vivo Toxicology in Non-Human Primates. 2014;2(9):846-

56.

4.3.60 Wilm C, Biomarker Study Report T110-005-723-EF-CW. - A -
Merck KGaA, Darmstadt, 2010, 1-11

4.3.61 Wilson NS, Yang B, Yang A, et al. An Fcy Receptor-Dependent - Cancer Cell -
Mechanism Drives Antibody-Mediated Target-Receptor 2011;19:101-13.
Signaling in Cancer Cells.

4.3.62 Yamazaki T, Akiba H, Iwai H, et al. Expression of Programmed — J Immunol —
Death 1 Ligands by Murine T Cells and APC. 2002;169:5538-

45.
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53.13 In Vitro-In Vivo OB 2 Rt L 7o sl i &
LR L

53.1.4 AW R R OB 2R Sy AT iE R s

53.1.4.1 Study number RF6870 - Validation of the Immunoassay st HNREE | A el
Method PBTM-128 for the Quantification of Anti-PD- ey
L1 (MSB0010718C) in Human Serum

53.14.2 Validation of the Immunoassay Method PBTM-128 for s HENIREE | FHE el
the Quantification of Anti-PD-L1 (MSB0010718C) in ‘R
Human Serum: Long Term Stability

5.3.1.43 218-1407 Casina V., Validation of a Gyrolab Assay for 4N FENEEE | P 2L
Measuring MSB0010718C in Human Serum, QPS Bk
I . s, 20l

53.1.4.4 B-1V104-VO0 - Cross Validation of the Immunoassay s NS | FHE el
Method for the Quantification of Anti-PD-L1 ‘R
(MSB0010718) in Human Serum

53.14.5 Study Number RF7660 - Qualification of the s HENIREE | FHE el
Immunoassay Method PBTM-131 for the Detection of ey
Binding Antibodies Anti MSB0010718C (Anti-PD-L1)
in Human Serum

5.3.1.4.6 RF7840 - Qualification of the Immunoassay Method s HENREE | FHE el
PBTM-131 for the Detection of Binding Antibodies B
Anti MSB0010718C (Anti-PD-L1) in Human Serum
Long Term Stability

53.1.4.7 Fraszczyk B., Validation of Analytical Method for the st o R E S el
Detection of Antibodies to Anti-PDL1 in Human Serum ey
by Meso-Scale Discovery Electrochemiluminescence
ecL), I I N UsA. 20l

53.14.8 Fraszczyk B., Validation of Analytical Method for the s HANREE | 35 el
Detection of Antibodies to Anti-PDL1 in Human Serum B
by Meso-Scale Discovery Electrochemiluminescence
(ECL) Addendum 1, INESEEE, I BN
USA, 20
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53.1.49 Fraszcyk B., Summary of Development Activities for a st o R E 5% el
Cell Based Bioluminescent Reporter Assay for the “E}
Detection of Neutralizing Antibodies to anti-PDL1
antibody Drug Product, NI I UsA,
20

5.3.1.4.10 | Ponnambalam S., Development of an anti-PD-L1 s ARG | FHE el
specific IgE ImmunoCAP assay, NGzl I B
Sweden, 20l

5.3.1.4.11 Movérare R., Partial validation to verify customized st A s FEAm 2L
Avelumab-specific IgE ImmunoCAP assay performance Bk
o [ N
Immunology Reference Laboratory, Portage, USA,
20

5.3.1.4.12 | Anti - PD-L1 antibodies clone MKP1A07310 and sk HHAHREES | 25 L
MKP1B19610 Hrt

5.3.1.4.13 | D26675 Method for PD-L1 IHC MSB0010718C AN HAHEE | 25 7L
pharmDx™ Bk

5.3.1.4.14 | Design verification summary report PD-L1 THC st TN 55 el
MSB0010718C pharmDx™ NSCLC B

53.1.4.15 | IBGRO004-VO0 Technology Transfer of an sk ARG | FHE 2L
Immunohistochemistry Assay by Dako for the ey
determination of PD-L1 status in Formalin Fixed
Paraffin embedded Tissue on the Dako Automated
Link48 platform

5.3.1.4.16 | IONCIBDZ080312013 Target Occupancy Assay: An st AR | P 2L
evaluation of MSB0010718C binding to PD-L1 ey
expressed by human peripheral blood mononuclear
cells

5.3.1.4.17 | V162 Validation of an Assay to Evaluate 4N AR FEAm 2L
MSB0010718C binding to PD-L1 on T Cells from Bk
PBMC

5.3.1.4.18 | IEGR006-V0 Validation of a Multiplex Assay by Meso st o HEE | BE 2L
Scale Discovery for the Quantification of Human ey
IFNgamma, IL-1beta, IL-2, IL-4, IL-5, IL-8, IL-10, IL-
12p70, IL-13 & TNFalpha in Serum

53.14.19 | EBGRO07-VO Validation of an MSD Multi-Spot S HHwEE | 25 L
Custom Cytokine assay by Meso Scale Discovery for Bk
the Evaluation of IL-6 and IL-17 in Serum

5.3.1.4.20 | V971 Validation of an ELISA by R&D Systems for the st o HEE | BE 2L
Quantification of RANTES/CCLS in Human Serum Bk

5.3.1.4.21 | V1160 Validation of an Human MCP-1 by R&D s+ HANREE | 35 2L
Systems for the Evaluation of Monocyte chemotactic ey
protein 1 (MCP-1) in Serum
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5.3.1.4.22 | V187 Validation of an ELISA by MSD for the st HAREE | 25 7oL
Quantification of Pro-inflammatory Panel 1 (human) R
(IFNgamma, IL-1beta, IL-2, IL-4, IL-6, IL-8, IL-10, IL-
12p70, IL-13, and TNFalpha) in Serum

5.3.1.4.23 | IIV117-B0 Validation of method BL-168 for the s HENREE | FHE el
determination of MCPyV Status in human samples to B
support biomarker investigations in EMR100070-
003/AVELUMAB clinical study

5.3.1.4.24 | BL-168_00 Determination of Merkel Cell st HAREE | 25 7oL
Polyomavirus status in DNA extracted from FFPE R
human tissue

5.3.1.4.25 | MK-IHC-0615 Validation Report s o EE | P 2L
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