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Bes—%5
[ 352 JEGH H AGE
ACTH adrenocorticotropic hormone I B I AR V|
AESI adverse event of special interest FRIZEBR T REFEFRL
ALP alkaline phosphatase TNV RAT 74—
ALT alanine aminotransferase TI=T7I ) NIRRT 2T —E
... | I
- I (safcty database) I safcty database)
AST aspartate aminotransferase TANTGXETI ) N T AT 2T
—+t
BMI body mass index body mass index
CI confidence interval 1M X R
CIOMS Council for International Organizations of | Council for International Organizations of
Medical Sciences Medical Sciences
Crnax maximum plasma concentration Tz e I AFE R R
CPK creatine phosphokinase IJVTFURART S —F
CR complete response SERZERN
CSR clinical study report ARG R 2
CT computed tomography computed tomography
DLT dose limiting toxicity FH Sl R A
ECOG Eastern Cooperative Oncology Group Eastern Cooperative Oncology Group
FT4 free thyroxine WY A v %o v
GGT gamma-glutamyltransferase y = NWVEINKNT AT =T —E
ICI immune checkpoint inhibitors T = v 7 ARA o FHESE
irAE immune-related adverse event o E DO EEG
IRR infusion-related reaction EANHE D RO
ISS Integrated Summary of Safety Integrated Summary of Safety
MCC Merkel cell carcinoma AV VR
MedDRA I\A/[:til;ile i)ictionary for Regulatory TCH [P 5 iy 35
mMCC metastatic Merkel cell carcinoma HRf M A L VR e
MRI magnetic resonance imaging e N
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W5 ik HAGE

NCI-CTCAE National Cancer Institute Common National Cancer Institute Common
Terminology Criteria for Adverse Events Terminology Criteria for Adverse Events

NSCLC non-small cell lung cancer FE/INH e s

PD-1 programmed death 1 PASE AN ) DA

PD-L1 programmed death ligand 1 a7 T LAHIRSEY TR 1

PS performance status performance status

PT preferred term HAGE

QTc QT interval corrected for heart rate DAEGfIE L7z QT Rl

QTcF QT interval corrected for heart rate by Fridericia 22 & 0 /DA% IE L 72 QT #]
Fridericia formula =)

QTcP QT interval corrected for heart rate by a SR E A O IR IEREIC X0 O
project specific factor B IE L7 QT [kR

RECIST Response Evaluation Criteria in Solid Response Evaluation Criteria in Solid
Tumors Tumors

RSI Reference Safety Information S IS

SCS Summary of Clinical Safety B IR A 22 e O

SOC system organ class FRE IR SR

SUSAR :;f:izz‘fd unexpected serious adverse FC X AU T 2 BIVE T

TEAE treatment-emergent adverse event AREBIER T CRIALICAEFFS

TSH thyrotropin FOIR RIS AR V£

ULN upper limit of normal FETE(E B[R
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1 EER~DIEE

M

1.1 BENZEUFTHGERUVREMHABROE®R

1.1.1 wE

7L< 7 (B3 22— K :MSB0010718C) I%, 7’1 77 LHHIESE Y 7 R 1 (programmed death ligand
1;PD-L1) IZf5& L, PD-L1 & 7' 7 Z LffAE 1 (programmed death 1; PD-1) & OFHAA/EAH #[HE
T 5, ZHUTLY, PD-L1IC K 25U CDS Btk T AHRR O Msil/EH 23R S v, MifadEEM: T A
RADISERENE S 2 Z EBWIRF S D, T MISE 234 % PD-L1 OB O5E| & O PD-L1 JEHi,
EHED T 1% & OFBIMED S | PD-L1/PD-1 #7 AAEH 23~ 2 F ik, @A 2RI Ch
HEEZLND,

PD-L1 |, HCOREZIMHI L, B OREER LR T 2L AT 5 2 & B EANCHRE S
B@ms 7 ETh s (Fife LT Pauken 2011),

BRI £ PD-L1 & T il £ PD-1 SFEBFEAT 5D &L T MO GE RIGNE AL MiasE %
T D0 IHIE S AET S (Riley 2009), FESMUNREE TiL, PD-L1 2% @IFE B U 72 IE5HE
Bl ZDRIETF = v 7 RA » MR D 0EMGI 2 FIC L > T RFEIC L D2ERZEREL TV D,
FERRZ, WL O OHEETIL PD-L1 O\BFERBUL T H AR O TRIK T & 7o T\ b, JEEME LD
PD-L1 & T #ifd £ PD-1 O AAER ZHEWr3 2 Z L1 L0 JEENO T il O % o L
PG IZ S ENEM L SN D 2 L 3 WIFF S5 (Sharma K& T Allison 2015)

TV 71X, PD-LI ZIEE T 55%RE MuE a7 ) v Gl B/ 7 n—F A8k Th %,
PD-L1 43113 E R AAE R O A R EGRAE B o sa)@ il = » 7 AR A > b & LTRELT S5 L L b
% < OFEHIIE & EEIALIC X 0 G RhEgRE & L TR ST\, PD-L1, PD-1 X OBHET %
DT EERE T I ERL T RET = v 7 A > FBAESK (immune checkpoint inhibitors; ICI)
I TV D, T~ 7 & G ite ICT ORRIR N RIE, BB AE (Robert 2015, Weber 2015, Larkin 2015,
Ribas 2015) . FE/NIEATHE (non-small cell lung cancer; NSCLC) (Borghaei 2015, Brahmer 2015, Herbst
2016, Fehrenbacher 2016) | B ffififE (Motzer 2015a) | BHEE R - - SHE (Seiwert 2015, Gillison 2016,
Ferris 2016, Segal 2015) . /R LFEZfE (Powles 2014, Massard 2016, Rosenberg 2016, Hoffman-Censits
2016) . A7 VHElESEE (Merkel cell carcinoma; MCC) (Nghiem 2015) K ONR T % U /3 (Younes
2016, Ansell 2015, Armand 2016) 72 & D% < OEETRD LN TN D

ICI ZHuia I WD 2 & O HMEZ BRI FERE L T2 DIE, ﬁf%: v 7 iRA b CTLA-4 %
R ETHAE) AT ThHolz, A Y LT IHEFFRIETRGIED BAJETCoOLAEFHM 2k
FL, ~WEIEIOER SN (Hodi 2010), ROMARD ICIIZPD-1 (=R~ 7, XAa7vn ) X<
7) XIEPD-Ll (77 Y VAT, Tal =T TUL~T) ZEHELTEY, A1) L~
TEWRTEEMET 0 7 7 A NVRLELTND I ENRFERTHD, £7-, PD-1/PD-L1 [LEHEDEHR
Zhiix, BB PERANE (Robert 2015), NSCLC (Gulley 2015) . i) (Motzer 2015b) . SASH A
bR (Seiwert 2015) . SRS ERJE (Powles 2014) ., MCC (Nghiem 2015) K OVE Y& v U LR

(Lesokhin 2014) 72 £ D% < OFETHRD LTV D, A TO ICI O E2 ML, R ~DH|
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TS 2.7.4 BRERAR &M DOHE

ML DRIEEOFEERTH Y, AEBMEOFELRES (immune-related adverse event; irAE) & -
IFHN TS (Weber 2015),

HAPEE L LT, 7oULb= 71X PD-L1 BN @O 2 & RSN 72~ 7 A5 MC38 JEB I %
L CHUESEM 2~ L7 (Module 2.4.22 M), HUBEGHEMEIIIHEERFE 223580 B, 3
HIZ 18], &3 BlOFE5TIL, 400 ug (K9 20 mg/kg) 23 bRIRMHETH D Z L B3R ST,
in vivo T CD8 B5tE T M OFBIZ L 0 7~ b~ 7 OFUEGIEEN ERITHA LI Z 6 in
vivo TOPUEEHEMEIZX T CDS Btk T Ml A3 5 Z LA RENTe, F£72, b MNEEMakZ H
VW2 invitro 3R (Module 2.4.2.1 ZR) | 5 fa b FTREWT A EI DO S 8K & OfES 2 b3 27201
i7" a v b LT b~ 7 &2z in vivo SBR LK OV F 2 7 4% 7 — il D25k T T
o7 in vivo PR Tl HURKAAEMIE Z A GRS MEOEREF B G-7 5 AlRetE s R S v

(7272 L. MB49 JEEMIaBE~ 7 22 WO T, 7527 4v% 7 — Mo g 55 T
TORMEDOZETED SR >72) (Module 2.4.2.2 ),

TRV T DT T AL, v TR Ty NEOAI =7 AP CT <7 % 1R 1
[\, SEHERE ARG Uic 4 B O REE G EMRER TG L 72 (Module 2.4.4.1 %" Module
24428, I=T AT <=7 % 1EBIC 1R 13 EBEIRN B G-%, 8 o RIE #H
BT To. BIRE R ER GRS i L7 (Module 2442 2MW), £/, h=7 A FLEDY
b bk OAIn K ORI BEAZER 2 H W 7z in vitro 4 b A UlHERBRIEONZE K16 4D 7 4 b~
T VT = RPEANE I BAZER 2 - T i bt A N A VB R ER A 90 L7 (Module 2.4.4.7.2 5
M), B ML =7 A PO IEF R Z 7oA 22RO ERER © 920 L 72 (Module 2.4.4.7.3
ZH),

FEOBAMET — 2 IS & 7~ 7 OFERIRZ 2RO 28 s LT, h=7A4H
RN~ T ANEIRE 72 (Module 2.4.1 ZHE), LivL, v U A TIET b~ 7 DOREERGHZICE
FEDIBBIERIEBRBD B AL, 7 v N TIEREGBAMEDMENZ L0 b, 7L~ 7 OIEERR Z MR
Bra LT 28R L L > \EITEY CldenWe B bz, £0), | FEOBWRE (7
=7 A PN) OHRTIHERZ SRR E L L7z (Module 2.4.1 Z2R), H =7 A VLD 4 HFHK
WIAE G- (PR AT 13 BRFEIRNE R G- HERER (KRB Tk, 7~ r~7
20, 60 M UF 140 mg/kg O AR 5 G-I W BUE 22 RI2 3~ 5 {1 3380 HivZe v > 72 (Module 2.4.2 &
), 4 BEO TR L 13 BEOARBONTITYH, 2 FEOEEMEEIT 140 mgkg Th
7= (Module 2.4.2 &),

FREICxIT o NE AN EOHENG TRINDEY, TN~ T I~ VA Ty FEROYW
VTCHIEIRMEZ RS, SR TIE, HEBLL2HEEMIURIC L > TT Vv~ T D7 VT T oADMY
IMT D AEEMER B D EB 2 510D (Module 2.43.7 Z88), 7L~ 73584 Mg a7 Y 2 Gl
F )7 a—FAFUETHY , FEMEOGERIZE s TREX LV XVETHLT=D, TomELN
t FUSADOBRIETRHED DT N~ T ORIEZFIENS | T~ 7120 2 8 b OREIRE %
THFTHZLIXTERVWEEZOND,

ARG EMET T 2 7 0% 7 —H ik O~ 7 1 7 7 — 2 OfE gl rTREl i IR O 2 84K & OfEH D
REDORMET T, 7T~ 7 BHURMRANERIIRE 5 2 U CHUBSE M 2 R84485 - 2 B OAE BT 03
FEAET D ATREMEDS R S4U T 5 (Boyerinas 2015), T ABARIGSZE O 5 PD-L1 O D & %
PEDAD | 7= T3k & 7RI DR e LT Th D, TN ETIZ 1600 422 5
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TS 2.7.4 BRERAR &M DOHE

ANBENT NNV~ T ORG2%1TEB 0| dkx 7l (MCC, NSCLC, R BRI, JRHUE LK O
Bz aite) ST DR TRER LT v 7 7 A VRO ERAIEI R E T,

BRI 22 2P OREE (Summary of Clinical Safety; SCS) Tl kEx IR EE Zx%R L LizT X
V= T DA IR EVE DR B A TH T 5,

SCS DS

SCS TlE, MCC [ x4 & L= FE 7238k (EMR100070-003 5R5%) . 5 B BH & Xt 5
& L7 KRH2 35 (EMR100070-001 35%) M OMEMAE L < IXRATEI T O B XX e B
Zxigl LZEWNRE (EMR100070-002 35k) OF7 ~b~~7 10 mgkg % #5 S - #8E %2
LT, BN eET — % 2T D,

RN OO OF FEFELOWMEMMIZ, KRG (AEDUEH) 2»2oR5& TROXEE (8
BRI AR G0 28 H%) £TE Lz, BGR THFOEEDO%, ZEMOBBIZERIIRN (RBRIRR& %
5% 1008M) 28 L IR L B2 S E CERWAERRE LU,

TRBRIE L B2 B ECE R VWEBRAEFZI, IRRERKEL» D OMRIChrb ST,
WZHETH L ENALE LT,

FREO 3REBEOT A v RO BER &3 2.7.4- 1 1ITRT,
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Ve %% 2.7.4 BRHOR &M OHE

& 27.4-1 SCS TE{li L 1=545&

HRRES REBRT VI A v pSE-2- il BER D a— T—EH v b TRER
EMR100070-003 ToYLw T OFINE, etk 1 VU AU EOEREROH D 7oL~ T 10mgkeg 2 23 CSR : 20l=RA A
(Part A) MEEER ONA A~—H—%FF mMCC Ok A EE bR CHE RN & 5

(REAf L)

9™ 25 AH, FEE M, HREER

E:CSR DF — X 1w b A 7 Hs
C. Part B |28k S22t OfiR
Hrstge & 7o o o RBRE 13 72

ST,

N=88 (PartA, HAA 3 4% &Tr)

gk — 2 ~—2 20+
A MR

mEsraE5% (I
0= B0 ~20l«= 1
A R-

EMR100070-001
(A )

MTD OPEIf Nz et AR
M, BME JEKS—FORHR) &
OERMENRE ORI 21T © 56 THH,
FEEMR, B, 28— (AEW
BN OMER S— ) 5lBR

BRREE S R PTEATHE D [E T HE D Bk

NS

N=1452 (10 mg/kg % $& 5 S 7-#5k

&)

N=53 (H&EME S— Mo L=

LE)

N=1437 (JEK/S— MBI L 7= 978k

&)

HEWE S~ b T~
I, 3, 10 XU 20 mg/kg % 2
1A [ b THEIRA $ 5

PERA= b T~ T
10 mg/kg % 2 38 HFR CHEIRN
B b

CSR: 20+ K

Bk T — 2 ~—2z 20l
[ BER JE

w¥rAEEE (D
20«17 e ~20l+1
AWK

EMR100070-002
(RFHAMmEEA)

MTD OHEN LM, BE
P, BIWE LK S—FOHR) &
OERMENRE ORI 21T © 565 THH,
JEEM, HEE, 28— (HEW
HA R OER = 1) B

AARN OB L <I3RATETHE

DA ST B RO EE

N=17 (HEME S— ML=

)
N=34 (fER/S— NS L 7= 98
#)

LD 514D 55, 10 mgkg Z#%5-

SN HEERE 1T 40 £

MR = b T~ T
3. 10 &K TY 20 mg/kg % 2 #H[H
b CREIRN % 5

PERAN= R TN T

10 mg/kg % 2 38 HFR CHEIRN
b

CSR: 20l A~

EE T — 2 ~— = 204
| R JE

wxrAEEL (D
0= R P ~20lER
=N R

EMR100070-003
Technical Report 1

EMR100070-003 (Part B cohort)

AR BT R 2 BB RIE DS RIG IR

DRE
N=29 (PartB, HARAZGE2\)

7 L= 7 10 mg/kg & 2 @
F@C 1 EIFEARA G

dfEfEsT - 20l IS
H
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TS 2.7.4 BRERAR &M DOHE

RERE 5 REBRT YA pIE vl BER Y 2—n T2y METRR

EMR100070-001 :
B = b T~
I, 3, 10 XU 20 mg/kg % 2

TR CEIRN 5
90-Day Safety
Update Report SUR data (EMR100010-001 . EMR100070-001 : N=1650 JiRA—=F . T~ .
(SUR) EMR100070-003) EMR100070-003 : N=88 10 mgkg % 2 ey SUR : 201 A
GE& ) Bl

EMR100070-003 : 7L<
10 mg/kg % 2 MG CTHEARN
Eita2

Source: Refer to Module 5.2 Table 1
Note: SAE data for all other ongoing studies are reported from study initiation through the [l database cut-off date of | ] 20

I oty database), CSR=clinical study report, nMCC=metastatic Merkel cell carcinoma, MTD=maximum tolerated

dose, N=number of subjects, SAE=serious adverse event, and SCS=Summary of Clinical Safety
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TS 2.7.4 BRERAR &M DOHE

SCS 1%, 2 {&/1)IZ EMR100070-003 5%, EMR100070-001 785k & 08 EMR100070-002 &5k 0> B4~
LT —ZICHEDETRHMINTWD, 1| HTIE, MIEtEZ G etT — % O, Hx OO
MRS % Fod L7z, 2~4 TATIiX, EMR100070-003 75, EMR100070-001 75k & U8 EMR100070-002 7k
OB OFHERS GEL, EERAEFGELOEEOKGERILICEsT-AHEFLEET) . F
IR, S iME, A Z o o ROVLERI O RA e Lz, 5 T, FeilZBEEH

CEMMRAEAEN, R, @ER G BEDER, BB BEEE K ORI EIC T 2 B2 5T) 0%
2tt7 — 4 Enicidk Lz, 7 ko8 Ec, [N - -ty
database) () Z&tET7 — 2 R_X—20 5, TUL~ 7 O T O KRB & Qs A L 7L
fﬂiﬂ’ﬂﬁ (metastatic Merkel cell carcinoma; mMCC) DAREKGBHFDEEH (Single Patient Use) (2 K 5B/

BT — X ZEHE LT, BHEONKFOFEMZ LTI RT,

1 Iﬁmi\ T oL~ T O FAEH, ARG E, EMR100070-003 3B, EMR100070-001 345 &%
Y EMR100070-002 5B OFAFE#HR A (clinical study report; CSR) OAEEL I ONZ 22 2T — % O fiftr
FEKR O3 RO LDEBERORAEMITOFIELZTE LT, £o, 7L~ 7 ORERNL, H &R
L, BERE TR (N DR RIRHE R N — R T A VREORRE, TR, AR OOF SR, 15k
FEONR) ROVEHEOBESRRN b ik L=,

2IHTCIE, FICHERIGE T CHEL LA EFS (treatment-emergent adverse event; TEAE) @ﬁﬂﬁ*fﬂ:
£ [4fK. National Cancer Institute Common Terminology Criteria for Adverse Events (NCI-CTCAE) |
K2 EIEFER, TR Y AT OB K D 1REREE & ORIRBARNI R OHERN] Ztd L, BT, E
72 TEAE, {RBCROE G IEIZE - 7= TEAE M OG- HWZE ~7- TEAE Ofifr & it#k L=, 7

1B 5] (EMR100070-003 75%, EMR100070-001 75% &% O EMR100070-002 3&5#%) (ZF0# L 7=,
TEAE &+ 2 72 0 OB T OERIL, ISR GG H (1 A R) 22 b5&&5 0 30 A%
EROPIEFIEEOBIMAE ORI H OWTNNRENWEFETE Lz, AEFHLOZTOMOERIZLD
FELIE 3 O HFIE TN L7z - (1) 1RBREERG-RM%H O T (2) 1RBREEREER 5% 30 AU D
BT (3) InBEEHBIATR 60 ALINDIEL,

TRBRAE & DIRRBIRIE, LT ORAEE FIW TIRBRAE Y RS HE L7,

BdZe U o 1RBREE & ORRBERZ GEMICEETE 5, YAFRNPIEFN GEHEHRR)
(IRBKICERT 2 & 13E 2 b, B L &fE TE 2 52 Bk 2 M &
éo

B H 0 - /‘*%%&@I%EQ%% YETE 20, UEFRRNEFN CEBER,FRRR) ([ZIRBR

HICERT D EEZOND,

BRI B T & FHEHS (adverse event of special interest; AESI) (213, irAE & ONVEANIZAE S Bt

(infusion-related reaction; IRR) 23& £i15 (GEMIL 2.1.8 TH), SCS OFEMNT Tix. AESI OEFEH 7225
i3 E £472, rAE X, BEHETRFORPE (BBRIEREE LD 28 A#) 7O REMEDORBIZ KT

(B TREORBED 90 H1%) F CTIA 2 ke Lo, FHM7R 2 IR T OFRBLF 2 FL i
L7, =6z, RABRE T OMMEZEE 90 H 0L MO ZBIEMIMICHEL L 72 irAE OBZE R Y
TR 5Bl iR D IR B4R 5-00 90 H 1% £ TIZHEBL L 72 irAE OMEE & 50k L 72, AESI O[]
FHEBUREH] (90 H OZ V0% BIENIR 2 5te) RONEIERH G F0H L7,
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TS 2.7.4 BRERAR &M DOHE

irAE 2 OV IRR (21, 1RBRIFESERT I EIC LS T4 U UF v OFENT & HIYM R & OFEFICHE S X
ERAILR Uz TR Uiz b 0 2 FEEADOFENT FIEDMEAE LTz, SCS Tl B8 L7t OFE R
DI % HEd %, EMR100070-003 35k D CSR Tid, i J7 OfFHTHE R A3 E £ 4T 5, EMR100070-001
AERO CSR Tl ARMIY S— MIA Y P TV ORPHAE RO I, JERS— NI T O RN G
FN TS, EMR100070-002 7Bk CSR Tix, AV P FNVOMTHRERO LD E EN TN D,

irAE

AV T IVOSERT FHNIHLE L7z ICH EEREHKMAFESE (Medical Dictionary for Regulatory
Activities; MedDRA) DHEAGE (preferred term; PT) O —%& % FH U THEHT L
o —EOFUTIRBRIIEE NVEEE L, 7 — ¥ N — X [E E RN H O
KR A ERC L T2,

FHT U 72 FRAT - irAE Z 5221 >— B LTI 5720, LLTO 2 BRREDORRNT 51k % H
Wiz (1) irAE O45 17 A Y —IZ3% % % MedDRA version 18.1 @ PT &
—BEEERR LTz, Q) —EICXVRESNTZHEEFRGZFHANICHE L%
FEEEORIMEH O ERZ AW TESFICFHI Lz, FRHCHEE L2
MedDRA PT O—"& % & e irAE OFEANIT 2.1.8.1.1 TH,

IRR

IV IV OREAT (1) PT OFEANIHE D Bt FEYNRBUE, WECE, 1 BhEHuE X7 7

4 TXV—USTEEYE L, Q) BEART L~ 7 EEOR A XIEE B O
FEHSGZIRR L EE LT,

ST L7 fRAT Y R & OFFRIZIE-S & IRR OIEHEZ 9 JEIR (T~~~ 7 OE RN
HRIZEBL, 2 HURNIZEE L D) 2Bz, 7~ T7H&E &
B9~ 2 SE BN K DN P 28 LU O B HEIZRZ S T 5 A FF 4 % IRR
EEFU (1) T2WrcBd 5 IRR] : PT OFEANCHED KOG, i
JE. 77 47X — Kb, WBEUE ST 1 BGRBUEICEEYS L, BEANRT
A T EGORAB FEIRNE G- XA3%) I3E A oF5 ([EE R
72, (2) HERIZEIT 5 IRR) : FEEN & T~ 7 OFFRN
P 5. & BEEE & 5 E T & 22OV L OVER D MedDRA PT (Z8EA, HEFE,
WAL, (R, PEURIREE, Wi, TR, IR KR OEEZ) IC88E L., %
BANT NV~ 7RO B (F#IRNEES-HX3%) T, 8B 2 BHEL
PIZEIE L=,

3 T, MEFAIRE, A b RE R ORIV E CRE ORI DK (R—R2 T 1 NS D%
LR OBRIRINC BN D & 5 B 2 5 Te) Zatdi L7z, S ORI OB (FEm sk O
EIRIEOF R OAEFESR) btk L7,

4TI, NAIZNYA 2 (R=ZT A DDA OERIICE®RO S 5 R 25T, HiK
BT LK OV e X D RBR 1 D 245 A Rl L 72,
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TS 2.7.4 BRERAR &M DOHE

5 TECIE, WNIRPEZR [0, M5, AFE, body mass index (BMI) | ¥&E, ~<— R F A IKF D Eastern
Cooperative Oncology Group performance status (ECOG PS) . JFHREREE M OVEHEREREE ] K OMR A
BER (M N OCRIFNORLE TRE) (2 XD T 7N —T T O REZTE L=, BFORE, KM
AR, IER L O ALRE O, W E G-, FEMELH . BEBUER & OV BB GE ONT H B #E R &
OBEPRARAE ISR 2 52 B SIS PERRE O PR & RICRCH L 72 (FEMIE Module 2.7.2.3.4.2 Z /),

T TR SN TOBEIE RN 20, tilRE T — 2 IZAFE LRV,

7T, 22T — 2 = 2A0s | AT o7 —2 0y b 7RR ol
H) FERORMAEMITICE ENDEIRRBRICSINF OT X CoOWRE OLetT —4% (BRI AESF
LHCICE ST HERAEFZENERE L EEAL G E CERWEERAEFFSR) Zitd L,
Fio, 200 B 27— %5y bA TR E LTERTOTRCOBKRBRORZ 2T — ¥

(EERAEFS, HEICEEERAEFGENRRE L BE L B E CERWER A ESF
%) bt L7z,

SIHTIE, 7L~ 7 DRKFBILDMEM (Single Patient Use) 237 A S 4172 mMCC B3 4 4 D[R
ER 7R E WA Roak L7z,

9 THTIE, EMR100070-003 5852 (Part B) Hfifigtris & (7 —4 4 v b 7 : 204 IR A
WMo oo BrattigmsE -0y bA 7R 20ERA B B) OFREHE L,

10 HClE, BERMRLZEM O R A2BE L, BeMEOSIRGmZ xR L,

1.1.2 FARILY TDERKRAREBRDHE

Fex pEBERE ARG L LT~~~ 7 ORRBFEFHENIC S £ 5 T X TOARRBR OB EIX
Module 5.2 DFRIZR LTz, 7L~ 7 ORGRBHFEFTEIZIE, B2 22 BTk 2 2240572 BAFS E
NEEND,

7 L= 7 0O mMCC ~D % S H 595 7280 D22 A VERRAT %I G N1 E . F2 ki T D ER R RBR D H
% EMR100070-003 3B (Part A O F, N=88, Part B CIIAHFEDT — & B v b A 7 W5 CTHBRE D
Bgk7e L) EMR100070-001 3k (N=1452) & Y EMR100070-002 35k (N=40) © 7~~~ 10 mg/kg
ARG INT-HBRE ST,

EMR100070-001 38k (N=38) M ' EMR100070-002 i85k (N=11) ¢ 10 mg/kg LSO HFEE &S
SN ORENET — 213 1.1.3 HICEEH Lz GEMIZARERO CSR £/H), EMR100070-001
B (N=53) K OYEMR100070-002 4Bk (N=17) OHEWE \— DT —X &KL, HER .
10 T 20 mg/kg) OBFFEGAMHT Lz (2.1.9 ), LEROMHTOD, KlBROT — X b
L. AEJNCRNT L7z 43TH), T—Z~—Z|Z1X, EMR100070-001 75 0 F &l /<X — & O9E
K73— . EMR100070-002 75 D H &HiHE /X — b R OYER/S— M IFONZ EMR100070-003 75k (Part
ADH) DT RTOTF—HZE0T=,

oo+ CcoEiEth oz, 20FERI B2 7 -4 A7 E LT IIIIRE
BT —FR=2ZANL TR TOEERAEFREZEH L (71),

£ 20 0F—% 5 v M A THEETmMCC B3 4 4087 -~ 7 ORAGBIROME
F (Single Patient Use) Z#Fr] S4L72 (8 1),

BUAE 92051 > EMR100070-003 78458 (Part B) 22\ Cidk, TREMATRE S (F—4 h » b A 7R
20l A MR 2ad Lz, 20l AR OPRIEN OFT — 2 1y A TRERT, At
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TS 2.7.4 BRERAR &M DOHE

29 NOBERE N T ~)~T7 % 1 [P ERE STz, &HI2, KEARHGHERICIEH S 72 90
Hzzateidricm (F—27y MR 20EI B (o Th@mfi Lz, (95,

113 7 ARILY T DERKRRERD R

ZRIECiZ EMR100070-003 35 . EMR100070-001 725k & (X EMR100070-002 75k DA 2 & 5o L 77,
FERNX A BR D CSR (EMR100070-001 7&%5% CSR., EMR100070-002 7% CSR & U8 EMR100070-003
Bk CSR) &M,

1.1.31 EMR100070-003 5 5&

TBEROIERE : MCC A& 22T ~Lb~7 (MSB0010718C) DA NMEKR NLEVEEZMETT 55 11
FH, HRE, IEEM. ZhskILFERER

AT A~ EMR100070-003 35 IE mMCC B3 Z xR T ~ b~ 7 DA NI VL2 % Et
T 5% Muax kR, EERILE, BEE, FER. BUMERRE LTERTTHY , 2 DD/ — FTHEREK
ENTW5, PartA TiE, mMCC IZKkT 5 1 L3P A L EOILERIERNH 0 | BT DL FRIEHE
JEfe IR B HETT LT BE 2R & Ui, EWEF O Part B Tk, SBIRBICxT 2 2FFRIENRIA
WOBREZGE Lz, SCSDTF—4% 7 v b A7 QOMENRA M) T Part B ICBES -1
BRE 1IN 2o T,

KABRIIA—A LT VT TIVA AV AZVT AR, AXNA 2 A ZARUKETHE
it T %,

TRIRE T UL~ 7 ORI 10mgkg & Lz, 7-Ub~ 7 OREGEIFKRSG H OWERE OREICHE
SEEM L, 7oL~ 72 @RER T, 1R THRARNE G- LTz,

R, BRIRAICER B L, FFECEhnaEtt, RERESUIRBRIEmEIEEICHE L2 0
D IR FEHE DRI AT DR E TRl T2 2 & & L7, W2 X 25 EETER LIRS =
DIRHRIERE DR T > M3 D LRIl Lo e, TaHE 2 fiffi v RE & L 72, Response Evaluation
Criteria in Solid Tumors (RECIST) Version 1.1 |Z L 2 E5E425%) (complete response; CR) 23 S
AT R 1T, TR S AT OH]K C CR EE®R D72 < &b 6 v A, KET 12 » AW DIRE L%
FHZENTET,

WEER G S AR O P YMEIE 72.5 5% (BGH : 33~88 %) Th V. KIS DOHEERE N 65 Ll ETH
STz (F£2.74-2), KEBOHERZEDNAANLOTBETH- 7,
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TS 2.7.4 BRERAR &M DOHE

#+274-2 FHRAOMEZHFERUASA—Z 4 VEROHFE (TT £H. EMR100070-003
HER)
Avelumab
Characteristic (N=88)
Age (years)
Median 72.5
Minimum, maximum 33; 88

Age category (years), n (%)
<65 22 (25.0)
>65 66 (75.0)

Gender, n (%)
Male 65 (73.9)
Female 23 (26.1)

Race, n (%)

White 81 (92.0)
Asian 334
Not collected at the site 3(3.4)
Unknown 1(1.1)

ECOG PS, n (%)
0 49 (55.7)
1 39 (44.3)

Source: Refer to Study EMR100070-003 Clinical Study Report Table 10
ECOG PS=Eastern Cooperative Oncology Group performance status and N/n=number of subjects

{

BeBRE DGR ERE DNFR A 2K 2.7.4- 3 1R T,
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TS 2.7.4 BRERAR &M DOHE

#=274-3 HEREDONIRR VP EGHERFIEER (TT £H. EMR100070-003 F#X5&)
Avelumab
Disposition n (%)
Number of subjects who received at least 1 dose of study treatment 88 (100.0)
Treatment ongoing 26 (29.5)
Off treatment 62 (70.5)
Reason for discontinuation of treatment 62 (70.5)
Adverse event 2(2.3)
Lost to follow-up 1(1.1)
Protocol non-compliance 1(1.1)
Death 7 (8.0)
Disease progression 44 (50.0)
Withdrew consent 4 (4.5)
Other 334
Subjects who discontinued treatment but are still in follow-up 15 (17.0)
Subjects discontinued from the study after receiving at least 1 dose of study treatment 47 (53.4)
Lost to follow-up 1(1.1)
Death 39 (44.3)
Withdrew consent 7 (8.0)

Source: Refer to Study EMR100070-003 Clinical Study Report Table 8
n=number of subjects

ZeMEORER  TEAE O 23 2.7.4-4 (TR 7, RRBROEBRELEFITEIR TCH 2N, 7L~
T ERBEE LB ARSI SRR TH T,

TRERER L B 2 I E T & 27 L — K 3 LI ED TEAE, J55R3E & B2 5 T RV EEAR
TEAE K ONEBRER & BE# M 2 65 E T & 72V RBRER O H.th | (2 - 72 TEAE O3 EL Rl g < |
TRERER L B 2 5 TE /RWELIZE - 72 TEAE 13380 Lo T,

irAE DFHR KL, 7L —R3UEDIAE (b7 AT I F—F EH) 12 1 4 DRITHE
BBz (EMR100070-003 35k CSR & 43 ), IRR OFEELH(X 21.6% ThH o722, Z'L— K 3
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TS 2.7.4 BRERAR &M DOHE

#+274-4 TEAE ORI E (X2t FEIxREH. EMR100070-003 5X5%)
Avelumab
(N=88)
Number of Subjects with Any Event: n (%)
TEAE® 86 (97.7)
Related TEAE® 62 (70.5)
Serious TEAE 36 (40.9)
Related serious TEAE 5(5.7)
TEAE, Grade >3 54 (61.4)
Related TEAE, Grade >3 4 (4.5)
TEAE leading to death 8(9.1)
Related TEAE leading to death 0
TEAE leading to permanent treatment discontinuation 2(2.3)
Related TEAE leading to treatment discontinuation 1(1.1)
Treatment-emergent irAE® 14 (15.9)
Treatment-emergent IRR® 19 (21.6)

Source: Refer to Study EMR100070-003 Cinical Study Report Table 35
# TEAESs are defined as events that started during the time from the first dose of study drug to the last dose
date+30 days or earliest date of subsequent anticancer drug therapy—1 day, whichever occurred first.
b Related TEAEs are defined as events with a relationship of missing, unknown, or yes.
¢ All irAEs and IRRs according to the updated case definition.
Note: One additional related AE led to discontinuation but fell outside of the window qualifying it as a
treatment emergent event; however it was a sequelae (Grade 1 increase in creatinine) of a related TEAE
(Grade 2 tubulointerstitial nephritis).
AE=adverse event, irAE=immune-related adverse event, IRR=infusion-related reaction, N/n=number of subjects, and
TEAE=treatment-emergent adverse event

1.1.3.2 EMR100070-001 iXER

TBEBR O - WM U RPTETIE D E T B 2 R T ~ L~ 7 (MSB0010718C) D724k,
B, EyEhRe, AW FriEE R CERIEEZ BRard 28 1/, IEEHR. HEIERR (e
B 2 6t 4 & Lz ko S— F & & Te)

BT VA > : EMR100070-001 3RBR 55 1AH, FEEM. FHREIHERE & . 2k < EEOETEE
BXR L LIWITT DR N— FERE LTz, ARBRIZI~VF—, FoafE, 770X, RS
VN = R—=F R, wE, B, FE, EEKOKETEBFTTH D,

TRIRIE S ORI « 7L~ 7 OG-, JREBEITORE, 7R TE W EIESUIRERT L <X
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OO, CR MEER ) Bk 24 » A, 16RzHkvirIie & Lo, IR RIS, 24 » A%
A DB THIRE NASRT 4y b EBONDATRENDN & 5 & B AT E . IRRIKEE L LT

CONFIDENTIAL

Document No. 0900babe80cf3f04v1.0 INFORMATION
Object No. 0900babe80d07e1b

21/359



TS 2.7.4 BRERAR &M DOHE

ECHREERFEA ST, T AT T ORSRHT CR D50 BB T, WA T LIk
I A DL, 2 OBIBHEITAARIBROM TRICTH 2B\ A 1L, TABRINS RO BT & [ 5345
DEEO LT, A HRTHRE | BEHT 5 2 L8 TE ., WRE TS 2HREIL, Bk
FO TS TNk BWIRE I L TORNE S L,

G S — b

R T VA o OBMER - HEWE S— Tl BHERNR 33 TS 2N T, 7L~ 7 &b
e 1 mg/kg, S 10 mg/kg T2 BERETHEREG L7, 10 mgkg 2 &5 L= 6 40 HEIRE
4 (dose limiting toxicity; DLT) #HIiI 252 T L. 10 mgkg DL FEN 7256, 15 mgkg
(DLT 78 1 4I2%8) % 20 mgkg (DLT OFHAL) Oak— b 28T s2 L L Lz, 15 X
1% 20 mgkg O AR — FTIE, o ad— b ERBROIFIETT b~ 7 OZaM, EYBEE, SRIK
A RN OSSR 23+ 5 2 & & L7z, DLT %, FA&EWiE/ <— hOxgo 21 BREIC3EE
L7 NCI-CTCAE (v4.0) 7L — R3L EOFEFLZT, “oaMt=F ) 7 EZBRT L ViR L
DEEMENTE SN FR L ER L, T—2 Wy b4 7R ol D) THE
W N— MITET LT, 53 A088ERI i, IRk b4 1 BLL BT 7,

RIEE . 7L~ T7 % 1, 3, 10 KO 20 mglkg Dk — h THEE L7,
BeBRE A B R AR OFE O BT 58 5% (HFH : 29~775%) TH Y . K OBERE ) 65
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TS 2.7.4 BRERAR &M DOHE

&274-5 FLHANOREAZHERUANA—R 54 VEOHYE (AEEHE/\— ~. T2UHERT
X R &M, EMR100070-001 FXER)

Dose Cohort
1 mg/kg 3 mg/kg 10 mg/kg 20 mg/kg Overall

Characteristic (N=4) (N=13) (N=15) (N=21) (N=53)
Age? (years)

Median 60.5 59.0 56.0 59.0 58.0

Minimum, maximum 54; 66 34;75 39; 76 29; 77 29; 77
Age category (years), n (%)

<65 3(75.0) 9(69.2) 10 (66.7) 18 (85.7) 40 (75.5)

>65 1(25.0) 4(30.8) 5(33.3) 3(14.3) 13 (24.5)
Gender, n (%)

Male 2 (50.0) 4(30.8) 7 (46.7) 14 (66.7) 27 (50.9)

Female 2 (50.0) 9(69.2) 8(53.3) 7 (33.3) 26 (49.1)
Race, n (%)

White 3(75.0) 13 (100.0) 11(73.3) 20 (95.2) 47 (88.7)

Black or African American 0 0 2(13.3) 0 2(3.8)

Asian 1(25.0) 0 2(13.3) 0 3(5.7)

Other 0 0 0 1(4.8) 1(1.9)
ECOG PS, n (%)

0 1 (25.0) 4(30.8) 8(53.3) 9(42.9) 22 (41.5)

1 3(75.0) 9(69.2) 7 (46.7) 12 (57.1) 31(58.5)

Source: Refer to Study EMR100070-001 Clinical Study Report Table 13
# Age (years)=(Date of Informed Consent—Date of Birth+1)/365.25.
ECOG PS=Eastern Cooperative Oncology Group performance status, N/n=number of subjects
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TS 2.7.4 BRERAR &M DOHE

#x274-6 WEREDRNRB UV ELHABRPILER (AEHE/— . REMEBITHIREM.
EMR100070-001 55&)
Dose Cohort
1 mg/kg 3 mg/kg 10 mg/kg 20 mg/kg Overall
(N=4) (N=13) (N=15) (N=21) (N=53)
n (%) n (%) n (%) n (%) n (%)
Safety analysis set subjects
Off treatment 4 (100.0) 13 (100.0) 15 (100.0) 21 (100.0) 53 (100.0)
Still in follow-up 0 1(7.7) 8(53.3) 9(42.9) 18 (34.0)
Off study 4 (100.0) 12 (92.3) 7 (46.7) 12 (57.1) 35 (66.0)
Reason off treatment 4 (100.0) 13 (100.0) 15 (100.0) 21 (100.0) 53 (100.0)
Adverse event 1(25.0) 1(7.7) 4 (26.7) 7 (33.3) 13 (24.5)
Death 1 (25.0) 0 0 0 1(1.9)
Disease progression 2 (50.0) 11 (84.6) 10 (66.7) 13 (61.9) 36 (67.9)
Withdrew consent 0 1(7.7) 1(6.7) 0 2(3.8)
Other 0 0 0 1(4.8) 1(1.9)
Reason off study 4 (100.0) 12 (92.3) 7 (46.7) 12 (57.1) 35 (66.0)
Lost to follow-up 0 1(7.7) 0 1(4.8) 2(3.8)
Death 4 (100.0) 10 (76.9) 7 (46.7) 10 (47.6) 31 (58.5)
Withdrew consent 0 1(7.7) 0 0 1(1.9)
Other 0 0 0 1(4.8) 1(1.9)

Source: Refer to Study EMR100070-001 Clinical Study Report Table 8
N/n=number of subjects

ZEARVEDORE R - B S— N TEAE OB A3 2.7.4-7 TR,

10 mg/kg £ TOHET DLT 23580 L2722 &b, T~ 10 mgkg DL O
RYEFRIFEZE 2 DL, AHENIER/S— M ToMmETHEE LTRSSz, AR Clds KA
BICITBIE L 2o T,

e B (20 mg/kg) TlE 1 422D DLT[Z L— K3 DI 27 L7 F 2R AR+ F— (creatine
phosphokinase; CPK) I & 87 L — K 3 O B Lo REHE 12355880 b7z, R+ 100070-001-101-0026
IEEAR L UCE LA L, IGBRRR 5-BAAD 18 A%IC 7 L7 F o —E N, Mk OG5
KAL) TR L BEME AR E TE RNV L— R 3 OB OREE 2RI L, BB 523 1k
ST, 2BEMBNICZ LT F o —BI3EEEICEE Lz, FREBNG 23 ARICAESR (B
ELRPERET) I LTS, SIE CHINIZ & 2) 230 b, ARERE ORGE L 2.19 HICH
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TRERK L BB 2 I T X R WIRBRER O 5.1 1E (22 - 72 TEAE M ONEEREE & BN 2 &5 E T&
7RWE 72 TEAE ORBIRIIARINITAR < | 1RBRHKE & BIEPE 2 15 E T X RVWELICE o 7= TEAE 1%

Ny

CONFIDENTIAL
Document No. 0900babe80cf3f04v1.0 INFORMATION
Object No. 0900babe80d07e1b

24/359



TS 2.7.4 BRERAR &M DOHE

RO BRI Tz, FELEIZE 572 TEAE 1Z 9 LITRO BTN, WTLh irAE Tld7Ze < HEAEETT
CEEDH Y LW ST,

+274-7 TEAE OIE (AE#E/\— ., REMREITRER. EMR100070-001 FER)

Dose Cohort

1 mg/kg 3 mg/kg 10 mg/kg 20 mg/kg Overall

N=4 N=13 N=15 N=21 N=53

n (%) n (%) n (%) n (%) n (%)
Any TEAE? 4 (100.0) 13 (100.0) 15 (100.0) 21 (100.0) 53 (100.0)
TEAE, Grade >3 4 (100.0) 8 (61.5) 10 (66.7) 13 (61.9) 35 (66.0)
Related TEAE® 3(75.0) 9(69.2) 14 (93.3) 17 (81.0) 43 (81.1)
Related TEAE, Grade >3 1 (25.0) 0 5(33.3) 3(14.3) 9(17.0)
TEAE leading to permanent treatment
discontinuation 1(25.0) 1(7.7) 4(26.7) 6 (28.6) 12 (22.6)
Related TEAE leading to treatment
discontinuation 1(25.0) 0 1(6.7) 4 (19.0) 6 (11.3)
Serious TEAE 2 (50.0) 6(46.2) 6 (40.0) 8 (38.1) 22 (41.5)
Related serious TEAE 0 0 3(20.0) 3(14.3) 6 (11.3)
TEAE leading to death 2 (50.0) 4 (30.8) 2(13.3) 1(4.8) 9(17.0)
Related TEAE leading to death 0 0 0 0 0
Treatment-emergent irAE® 0 1(7.7) 3(20.0) 3(14.3) 7(13.2)
Treatment-emergent IRR® 3(75.0) 2(15.4) 5(33.3) 5(23.8) 15 (28.3)

Source: See & 2.7.4- 72 below; Refer to Study EMR100070-001 Clinical Study Report Table 26
2 TEAEs are those events with onset dates occurring during the on-treatment period for the first time, or if the
worsening of an event is during the on-treatment period. The on-treatment period was defined as the time
from the first dose of study treatment to the last dose date+30 days, or the earliest date of subsequent
anticancer drug therapy—1 day, whichever occurred first, unless otherwise stated.
b Relationship with study treatment was based on Investigator's assessment.
¢ All irAEs and IRRs according to the updated case definition. In the CSR, irAEs and IRRs are presented using
the original case definition.
CSR=clinical study report, irAE=immune-related adverse event, IRR=infusion-related reaction, N/A=not available for the
updated case definition, N/n=number of subjects, and TEAE=treatment-emergent adverse event

JER = b

AR T A OBME SR : ARBROIER S— MIIFLL T OBEBEEE ZX G L Lz 16 28— M35
F4 5 NSCLC, Hia Kk OVRE H G, BT, MGE e, KRG s, B
M, JPBE, BHSRER S LR, RIERCEE. HHACNE, BRI ONC RIS B R, JER/X— KT
DYRE BT ERT TH B,

AFREROILR/S— R Tl 16 24— T 1437 AR ER I I, RRIEDOR % 1 BILL BT 72,
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TS 2.7.4 BRERAR &M DOHE

BB B AERO TP REIE 63 % (FPH : 20~91 %) ThH V. WEEOWEERE D 65 A Th o
7= (322.74-8), W PEEOWBREN LR OEANT, ECOGPS 1 TH-o7=,

x274-8 FLHANORETZRERUVAN—R 54 VRS JEK/A— b, TEHHBRTXR
£ H. EMR100070-001 §X5&)

Avelumab
Characteristic (N=1437)
Age? (years)
Median 63.0
Minimum, maximum 20; 91
Age category (years), n (%)
<65 798 (55.5)
>65 639 (44.5)
Gender, n (%)
Male 684 (47.6)
Female 753 (52.4)
Race, n (%)
White 1180 (82.1)
Asian 110 (7.7)
Black or African American 79 (5.5)
Native Hawaiian or Other Pacific Islander 4(0.3)
American Indian or Alaska Native 5(0.3)
Other 59 (4.1)
ECOG PS, n (%)
0 528 (36.7)
1 904 (62.9)
2 4(0.3)
3 1(0.1)
Source: Refer to Study EMR100070-001 Clinical Study Report Table 18
# Age (years)=(Date of Informed Consent—Date of Birth+1)/365.25.
ECOG PS=Eastern Cooperative Oncology Group performance status, N/n=number of subjects
PERAE DR - JER/S— S OYERE ONFRE % 2.7.4- 9 1T7F,
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TS 2.7.4 BRERAR &M DOHE

#*274-9 BEREDARRVELGHBRPILESR FEXR/A— b, REEBIPIRER.
EMR100070-001 55&)
Avelumab
(N=1437)
n (%)
Safety analysis set subjects
Still on treatment 406 (28.3)
Off treatment 1031 (71.7)
Still in follow-up? 388 (27.0)
Off study® 643 (44.7)
Treatment reinitiated 1(0.1)
Reason off treatment® 1031 (71.7)
Adverse event 142 (9.9)
Lost to follow-up 5(0.3)
Protocol non-compliance 9 (0.6)
Death 62 (4.3)
Disease progression 714 (49.7)
Withdrew consent 55(3.8)
Other 44 (3.1)
Reason off study 643 (44.7)
Study reached predefined end® 1(0.1)
Lost to follow-up 27 (1.9)
Death 526 (36.6)
Withdrew consent 78 (5.4)
Other 11 (0.8)

Source: Refer to Study EMR100070-001 Clinical Study Report Table 9

4 The still in follow-up and off study summarizations included the status of re-treated subjects that had
discontinued re-treatment.

b Off treatment was summarized based on the data from the first treatment period.

¢ Subject 100070-154-0007 was listed as meeting predefined study end on I 00l 1t vas
subsequently determined that the subject had died; the database has been corrected.

N/n=number of subjects
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TS 2.7.4 BRERAR &M DOHE

L—F3 (0.8%) X7 L—FK4 (02%) OFELORFEHRFILKI-7- (EMR100070-001 76k CSR 3
15.3.1.14.1W &),

TEEREK L BEME 2 15 TE R WETCICE 572 TEAE 23388 BTz 6 4 OfR %A 2.1.5 TEIZE#H L
7

#*27.4-10 TEAE OME (HEK/S— b, ZTEMEMETHRER. EMR100070-001 HER)

Avelumab

(N=1437)
TEAE Category n (%)
Any TEAE® 1344 (93.5)
TEAE, Grade >3 713 (49.6)
Related TEAE® 928 (64.6)
Related TEAE, Grade >3 141 (9.8)
TEAE leading to permanent treatment discontinuation 189 (13.2)
Related TEAE leading to treatment discontinuation 89 (6.2)
Serious TEAE 572 (39.8)
Related serious TEAE 82 (5.7)
TEAE leading to death 161 (11.2)
Related TEAE leading to death 6(0.4)
Treatment-emergent irAE® 162 (11.3)
Treatment-emergent IRR® 347 (24.1)

Source: Refer to Study EMR100070-001 Clinical Study Report Table 51
2 TEAEs are those events with onset dates occurring during the on-treatment period for the first time, or if the
worsening of an event is during the on-treatment period. The on-treatment period was defined as the time from
the first dose of study treatment to the last dose date+30 days, or the earliest date of subsequent anticancer
drug therapy—1 day, whichever occurred first, unless otherwise stated.
b Relationship with study treatment was based on Investigator's assessment.
¢ All irAEs and IRRs according to the updated case definition.
irAE=immune-related adverse event, IRR=infusion-related reaction, N/n=number of subjects, and TEAE=treatment-emergent
adverse event

1.1.3.3 EMR100070-002 5 5&

TRERORERE : B AR N OB LR FTETIEO B RS 2RI T~ L~ 7 (MSB0010718C) @
B, 2k, EyEhRe, AFiiE R OERIEEZ Betd 28 1R (HEaxtgis Lz
PR S— K& ETe)
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TS 2.7.4 BRERAR &M DOHE

® 21 AFICHH L7- NCI-CTCAE (v4.0) 7L — R 3 U LOFEFRL T, ete=41) JEE
DL VIEBHIE L OEMENSE SN T FHREEER LT,
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THEGET D& & L,
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TS 2.7.4 BRERAR &M DOHE

& 2.7.4- 11 FLHANOREAZHERUANA—R 54 VEOHYE (AEEHE/\— ~. T2UHERT
R &M . EMR100070-002 FXE%)

Dose Cohort
3 mg/kg 10 mg/kg 20 mg/kg Overall

Characteristic (N=5) (N=6) (N=6) (N=17)
Age? (years)

Median 46.0 62.0 67.0 62.0

Minimum; maximum 32; 69 30; 67 56; 74 30; 74
Age category (years), n (%)

<65 3 (60.0) 5(83.3) 2(33.3) 10 (58.8)

>65 2 (40.0) 1(16.7) 4 (66.7) 7 (41.2)
Gender, n (%)

Male 3 (60.0) 4 (66.7) 3(50.0) 10 (58.8)

Female 2 (40.0) 2 (33.3) 3(50.0) 7 (41.2)
Race, n (%)

Asian 5(100.0) 6 (100.0) 6 (100.0) 17 (100.0)
ECOG PS, n (%)

0 5(100.0) 4 (66.7) 5(83.3) 14 (82.4)

1 0 2(33.3) 1(16.7) 3(17.6)

Source: Refer to Study EMR100070-002 Clinical Study Report Table 13
* Age (years)=(Date of Informed Consent-Date of Birth+1)/365.25.
ECOG PS=Eastern Cooperative Oncology Group performance status, N/n=number of subjects
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TS 2.7.4 BRERAR &M DOHE

&2.74-12 WEREDRNRB UV ELHABRPILER (AEHE/— . REMEBITHIREM.
EMR100070-002 §X5&)

Dose Cohort
3 mg/kg 10 mg/kg 20 mg/kg Overall
(N=5) (N=6) (N=6) (N=17)
Disposition n (%) n (%) n (%) n (%)
Safety Analysis Set subjects
Still on study treatment 1 (20.0) 3 (50.0) 1(16.7) 5(29.4)
Discontinued from study treatment 4 (80.0) 3 (50.0) 5(83.3) 12 (70.6)
Still in follow-up 1 (20.0) 0 0 1(5.9)
Discontinued from study 3 (60.0) 3 (50.0) 5(83.3) 11 (64.7)
Reason for study treatment discontinuation 4 (80.0) 3 (50.0) 5(83.3) 12 (70.6)
Death 1 (20.0) 0 0 1(5.9)
Disease progression 3 (60.0) 3 (50.0) 4 (66.7) 10 (58.8)
Other 0 0 1(16.7) 1(5.9)
Reasons for study discontinuation 3 (60.0) 3 (50.0) 5(83.3) 11 (64.7)
Study reached predefined end® 0 0 1(16.7) 1(5.9)
Lost to follow-up 0 0 1(16.7) 1(5.9)
Death 3 (60.0) 3(50.0) 3(50.0) 9(52.9)

Source: Refer to Study EMR100070-002 Clinical Study Report Table 10

The number of subjects in the Safety Analysis Set was used as denominator for the calculation of percentage.

# The information for 1 subject (EMR00070-002-002-0008) has been corrected in the electronic case report
form and is now ‘still in follow-up.’

N/n=number of subjects
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irAE 124 (11.8%). IRRIZ 54 (29.4%) T bz,
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TS 2.7.4 BRERAR &M DOHE

#+2.74-13 TEAE O#IE (AE#HE/— ., TEUEFETHRER. EMR100070-002 FX5R)

Dose Cohort

3 mg/kg 10 mg/kg 20 mg/kg Overall
(N=5) (N=6) (N=6) (N=17)

TEAE Category n (%) n (%) n (%) n (%)
Subjects With at Least One:
TEAE 5(100.0) 6 (100.0) 5(83.3) 16 (94.1)
TEAE, Grade >3 0 1(16.7) 2(33.3) 3(17.6)
Related TEAE 3 (60.0) 5(83.3) 3(50.0) 11 (64.7)
Related TEAE, Grade >3 0 0 0 0
TEAE leading to permanent treatment
discontinuation 0 0 0 0
Related TEAE leading to permanent treatment
discontinuation 0 0 0 0
Serious TEAE 1 (20.0) 0 1(16.7) 2 (11.8)
Related serious TEAE 0 0 0 0
TEAE leading to death 0 0 0 0
Related TEAE leading to death 0 0 0 0
Treatment-emergent irAE? 1 (20.0) 0 1(16.7) 2 (11.8)
Treatment-emergent IRR? 1 (20.0) 2(33.3) 2 (33.3) 5(294)

Source: See 7% 2.7.4- 72 below; Refer to Study EMR100070-002 Clinical Study Report Table 27
NCI-CTCAE version 4.0.
# All irAEs and IRRs according to the updated case definition. In the CSR, irAEs and IRRs are presented using
the original case definition only.
Notes:
1. TEAE:s are those events with onset dates occurring during the on-treatment period for the first time, or if
the worsening of an event is during the on-treatment period.
2. On-treatment period was defined as the time from the first dose of study treatment to the last dose date+
30 days, or earliest date of subsequent anticancer therapy — 1 day, whichever occured first.
3. A subject may have had >1 event within a class.
CSR=clinical study report, irAE=immune-related adverse event, IRR=infusion-related reaction, N/A=not available for the
updated case definition, N/n=number of subjects, NCI-CTCAE=National Cancer Institute Common Terminology Criteria for
Adverse Events, and TEAE=treatment-emergent adverse event

JERS— b

W7 VA o R - 7 —2 0y bA 7R QOG- I P THEBRE RS ITER T CTH
%o AFBRDOILR/S— b TIL 34 LB gR ST,

1R . 7= 7 O &L 10 mgkg & L7,

WEREAS B - RO P IMEIL 62.5 5% (i : 37~77 %) Th V. WEROEERE D 65 5kl Th
o7z (F2.74-14), B¥EOWERE N BT, XR—2F 4 VD ECOGPS 280 TH 7=,
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TS 2.7.4 BRERAR &M DOHE

& 2.74-14 FLHANORETZRERUVANA—R 54 VRS JEK/A— b, TEHBRTXNR
£H. EMR100070-002 §X5&)

Avelumb

Characteristic (N=34)
Age? (years)

Median 62.5

Minimum; maximum 37,77
Age category (years), n (%)

<65 20 (58.8)

>65 14 (41.2)
Gender, n (%)

Male 25 (73.5)

Female 9 (26.5)
Race, n (%)

Asian 34 (100.0)
ECOG PS, n (%)

0 21 (61.8)

1 13 (38.2)
Source: Refer to Study EMR100070-002 Clinical Study Report Table 17
* Age (years)=(Date of Informed Consent-Date of Birth+1)/365.25.
ECOG PS=Eastern Cooperative Oncology Group performance status, N/n=number of subjects
PR DR JER/S— - OYERE DPFRZ £ 2.7.4- 15 1277,
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TS 2.7.4 BRERAR &M DOHE

& 2.74-15 WEREDNRB VU ELHABRPILER K- b, REEBETHRER.
EMR100070-002 §X5&)

Avelumab

(N=34)

Disposition n (%)
Safety Analysis Set subjects 34 (100.0)
Still on study treatment 10 (29.4)
Discontinued from study treatment 24 (70.6)

Still in follow-up 9 (26.5)
Discontinued from study 15 (44.1)
Reason for discontinuation 24 (70.6)

Adverse event 3(8.8)

Death 1(2.9)
Disease progression 20 (58.8)
Reasons of study discontinuation 15 (44.1)

Study reached predefined end® 2(5.9)
Death 13 (38.2)

Source: Refer to Study EMR100070-002 Clinical Study Report Table 11
# Subject 100070-002-002-0011 was still in follow-up and Subject 100070-002-0090001 died after the
20 November 2015 cut-off, and so was in follow-up too.
Note: The number of subjects in the Safety Analysis Set was used as denominator for the calculation of percentage.
N/n=number of subjects

ZEMEOFER « 7 L— R 3 UL E® TEAE X OBBRE 1RO B vz, 1RERIK & B 2 47 ¢
X2V L—R3LLED TEAE X34 (8.8%) DAIIFRD bz (3 2.7.4-16),

IR ST TEAE X 24 (5.9%) ITROHIL, 2D 55 14 (BEHRFE 100070-002-008-0003) 73
TRBRE B 0 CHIlr STz, AEBRE L 66 kO BETHY . 2 HHICIUEFRE, 7 vT7 ="
MR OWiAKZREL L 72, 9 A BICHEBRE TR A2 L 2Bz, 11 B BIZERREE & ORI
AT — & 7 b IR AR R RE & 2 S i, IRBRER G Rk S vz, 12 A BICHEBRE L7 L— R
5 DAMEBAREL O L— R 5 OEBMBYEGREO - DL Lz, REREY ETAMEB AR 2RO
NS AR IR R I T WAL D IRBRIE L Bl &> 0 & |y ut (GEM 721413 EMR100070-002 #%%% CSR
153420, 7vd, 7T —F By MAT7HOFIREEFICE D& | SVER AR OIS AR SE i
DERL I ZEEA 2L *aﬁEéW‘:o

irAE 1344 (11.8%) IZROLATR, WTNb 7 L— R 1 XE2 THhY, IpRIELEHEH D &
ik < 7= (EMR100070-002 545k CSR % 15.3.1.19w, # 15.3.1.20w &2/), IRR 154 (14.7%) (2
BOLNTEN, WL L— K1 T2 ThH-o7= (EMR100070-002 5k CSR 3 50 ),
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TS 2.7.4 BRERAR &M DOHE

#+=274-16 TEAE OME (HEK/S— b, TEMEFETIRER. EMR100070-002 HER)

Avelumab
(N=34)

Characteristic n (%)
Subjects With at Least 1:
TEAE 32 (94.1)
TEAE, Grade >3 17 (50.0)
Related TEAE 27(79.4)
Related TEAE, Grade >3 3(8.8)
TEAE leading to permanent treatment discontinuation 6 (17.6)
Related TEAE leading to permanent treatment discontinuation 3(8.8)
Serious TEAE 8(23.5)
Related serious TEAE 1(2.9)
TEAE leading to death 2(5.9)
Related TEAE leading to death 1(2.9)
Treatment-emergent irAE? N/A
Treatment-emergent IRRs? N/A

Source: Refer to Study EMR100070-002 Clinical Study Report Table 41
NCI-CTCAE version 4.0.
#In the CSR, irAEs and IRRs are presented using the original case definition; no analyses of iAEs or IRRs using the
updated definition were done.
Notes:
1. TEAEs are those events with onset dates occurring during the on-treatment period for the first time, or if
the worsening of an event is during the on-treatment period.
2. On-treatment period was defined as the time from the first dose of study treatment to the last dose date+
30 days, or earliest date of subsequent anticancer therapy—1 day, whichever occured first.
3. A subject may have had >1 event within a class.
CSR=clinical study report, irAE=immune-related adverse event, IRR=infusion-related reaction, N/A=not available for the
updated case definition, N/n=number of subjects, NCI-CTCAE=National Cancer Institute Common Terminology Criteria for
Adverse Events, and TEAE=treatment-emergent adverse event

1.1.4 TEMT—2 O

1.1.4.1 RO EOBE

EMR100070-003 58, EMR100070-001 &% &% O EMR100070-002 352 T7 L~ 7 10 mg/kg % 1
BILLERS ENTET X TOWRE 2T R e Lic, ZRMEOHEST TIXT X ToOREERE

MedDRA version 18.1 Z# W Ca—F 1 > 7 L7,

EMR100070-001 35k & T8 EMR100070-002 #&5k 0> F &Mt 7 <— kT 10 mg/kg U D FHEDOF 5%
ZTTWBRE IR L LIt b EhE L=, 2D 2 3Bk H & \— kO H &R0 TEAE. irAE

K OVIRR O EDFK 21 LT (2.1.91H),
Bl A SOFRBROT— 2 bR Lz (71H),
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TS 2.7.4 BRERAR &M DOHE

EMR100070-003 &5, EMR100070-001 557 & 8 EMR100070-002 55k D22 2557 — & Ok 51k
R 27417 KT D, o, Fhn, PRI, ATE, BMI, g, fiE, WAHORETER, ~—2X
T A LD ECOG PS, N—R T A VIEDEHERE, N — R T A VIR ONTHERE K UM HUR DA HEIZ
LY T T N—T i & e LT, DR O AR OFEMIL 1.1.4.2 TIZFEHE L7,

LEEME DFRNTHE B ORI Tl LT — 211X 13 BIEOE 2 72 L D A D iENE %% ) T- ik
ENEENTEY, JuEnR., S0HEOHE R VEERLZEHRT L0 OIRROBEMEN R L%
LRI HVEND D, AR OLSRE (FF 2 EMR100070-001 RERO BREBE R EDOT )L~ 7
HBMGATOBEEORNER) & arh— hOReT a7 7 A MR D8 % KT LT AlRetEn &
%o Bt21Z, EMR100070-001 fRER DL S— b Tl, SFIED 28— b OBRGERE X FEIRECI1d e
7o, RO GHIRITR 2> TnD (5.1.55),

#+2.7.4-17 EMR100070-003 i#X5&. EMR100070-001 &{E& % ' EMR100070-002 HER D& £
T — 3 DERAE

Analysis By Study By Subgroups?

Disposition X
Demographics

Baseline Disease Characteristics
Concomitant Medications
Exposure xb
Treatment-emergent Adverse Events¢
Adverse Events of Special Interest®
Deaths

Clinical Laboratory Evaluations
ECG Assessments

Immunogenicity (ADA) Xe

T o T B T S B

Vital Signs

@ Subgroups include age, gender, race, BMI, region, tumor type, drug manufacturing process, baseline
characteristics, such as ECOG, baseline kidney function, baseline hepatic function, and immunogenicity responses at any
time point and follow-up time. In Study EMR100070-002, only subgroups of immunogenicity were analyzed.

> Subgroup limited to age, gender, gender by age, race, ECOG, baseline kidney function, baseline
hepatic function, immunogenicity responses at any time point (further limited to AEs overall, only).

¢ Subgroup limited to drug manufacturing process.

4TEAE analyses included TEAEs, SAEs, TEAEs by NCI-CTCAE Grade >3, relationship, actions (permanent
treatment discontinuation, dose interrupted), and outcome leading to death. Subgroups will be provided for
the overall summary of TEAEs and PTs.

¢ AESI analyses will be provided for immune-related AEs (overall and by subcategories) and infusion-related

reactions.
ADA=anti-drug antibody, AE=adverse event, AESI=adverse events of special interest, BMI=body mass index,
ECG=electrocardiogram, ECOG=Eastern Cooperative Group, NCI-CTCAE=National Cancer Institute Common Terminology
Criteria for Adverse Events, PT=preferred term, SAE=serious adverse event, and TEAE=treatment-emergent adverse event
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1.1.4.2 DERDIRE BEHT

TV~ 7 OREREIFE T, ISR E RS %@ﬁ4F?4VEM(#%K%W%K%H
% QT/QTc [MFE DAL & & i ABEARVEH O EEFER FTRE PRI B 3 2 B R LA ) 1C KD & |
EMR100070-003 78R, m&mmmmnﬁ%&@EMmmmomzﬁ%®$EME®@ S — 4 &
WAL, B EE2 AV TR G T oz fEE D ERT — 2 O[3 Lz, 0E
X7 — & OfFAT IO E L 72 QT [MFE (QT interval corrected for heart rate; QTc) DA fRHT FHE
# (Module 5.3.5.3 LEMOMFHTEIEESR) ITESE I L, R4 43 HICFEHE L7z [Fed, QTe
oA TR EE 1.0 i oOMENA BR) & OV 11 AR QoIllH-MA M B) ONEIT, Integrated Summary
of Safety (ISS) DFEHTFHEIED LEXICET 2T X CORIITELEIND ],

DEROHTRIGEMICIT, 7~ T7 % 1R EERE S, #5- B IREF S T 0 LB
DOHEBPIZHES < DEMOFZ 1 BIPL 2T 72T X TOWERE 25T, BRIICEW®RDH 5 0E
Eﬁ%@%ﬁ@ﬁ&@%ﬁ4%ﬁ%%&omg%_ﬁﬁbto‘71/tb7\/@&®m&%
T o)L TG RNCAEEI S T, AR QTe I RIF TR EE T 2720, X ToOtilHt
SEZAREOFERNICEN L. (1.3.3.51H),

12 ERpITERERR

7oL 7 OF 1, I 1 FHFRER (MCC 1138 I AIRBR O &) Ti, £ 1600 LN T ~)L~7 % |
ELL EFEE- ST, Ehd OREROBINOWERE OFEAIT 7 EICET#H L=, T T Eh T 0B
DTEHRIT Module 5.2 REFE,

1.2.1 HERA DRTINR

EMR100070-003 785 (F—# v rA4 74 2057 P ) . EMR100070-001 345k (5 —#
1w bA 7S 20l 7 M E) 2 OEMR100070-002 38 (F—% % v ~ A 7 2014
HAIER) o7~ ~T7OF5RNER 2.74-18 (TRT,

EMR100070-003 #BX TlL, 7 —F I > MA TR O T~~~ 7 O GHIM O RAEIX 17.0 8 (25
~T5%fE : 74~37.0) THYH ., T~ 7 OREREORKMEIL 35 B, BEEEEOHIREIT
70.0 mg/kg (25~75%fE : 30.2~180.1) TH 7=,

EMR100070-002 #BX TlL, 7 —F B > MA TR O T~~~ 7 O G I O B 12.0 8 (25
~T5%fE : 71~16.9) THV ., T~ 7 DGR ORKMEIL 43 B, BREERGEO P IREIT
60.0 mg/kg (25~75%fH : 35.0~85.0) Th o7,

T —4 71 N A 7T EMR100070-003 SR OYBRFE B ERIT5E T L TR Y\ 7 ~b~ 7 & 554k
BOBHRAEWBIZIT RTOHEBRET 6 » HUEThH-om, T—FH v b4 T7HET
EMR100070-001 7-5% }% OY EMR100070-002 785k D B¢ BRH B ek 13 Fhivh T - 7=,

EMR100070-001 #BR TliL, 7 —F F v M 7R CIBUGHAEIRIA 3 » A 282 TW R 1
u%£1@n%)?%otoﬁﬁ%@%kﬂ—%K@uT®E%ﬁﬁﬁ%ﬁ%kLt¢6:T~bﬁ
EFEND NSCLC, HEELORETHEGTE, AR, MIGEMEE, S8RHTME TN IE .
i, JPEE, BHSRER S LR, R RO, RAE, BRI N ONC RIS R,
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TLeT 2.7.4 BRIRAIR M DBEE
+* 2.7.4-18 TARLIITOEEKR (REUFETIRER)
003 001 002
Characteristic Statistics (N=88) (N=1452) (N=40)
Treatment Duration (weeks) n 88 1452 40
Missing 0 0 0
Mean +SD 23.15+18.92 1527 +15.72 18.79 £22.20
Median 17.0 11.9 12.0
Q1; Q3 7.4;37.0 6.0; 18.0 7.1;16.9
Min; Max 2.0; 76.0 2.0; 107.9 2.0; 87.4
Number of Avelumab Administrations n 88 1452 40
Missing 0 0 0
Mean +SD 11.1+£9.2 74+75 9.2+10.7
Median 7 5 6
Q1; Q3 3;18 3;9 4;9
Min; Max 1; 35 1; 51 1,43
Cumulative Dose (mg/kg) n 88 1452 40
Missing 0 0 0
Mean +SD 110.80 £92.19 73.70 +£75.36 91.10 + 105.87
Median 70.0 50.2 60.0
Q1; Q3 30.2; 180.1 30.0; 90.0 35.0; 85.0
Min; Max 9.3; 351.0 3.0; 510.1 10.0; 426.5
Dose Intensity (mg/kg/cycle) n 88 1452 40
Missing 0 0 0
Mean +SD 9.53+£0.90 9.71 £ 0.86 9.86 +0.45
Median 9.9 10.0 10.0
Q1;Q3 9.3;10.0 9.8;10.0 9.7;10.1
Min; Max 5.0; 10.5 2.2;11.2 8.5;10.9
Relative Dose Intensity (%) n 88 1452 40
Missing 0 0 0
Mean +SD 95.3+9.0 97.1+8.6 98.6 £4.5
Median 99 100 100
Q1;Q3 93; 100 98; 100 97,101
Min; Max 50; 105 22; 112 85; 109
Relative Dose Intensity (%) categories, n n (missing) 88 (0) 1452 (0) 40 (0)
(%) <80 6 (6.8) 67 (4.6) 0 (0.0)
>80 - <90 10 (11.4) 100 (6.9) 2 (5.0)
>90 72 (81.8) 1285 (88.5) 38 (95.0)

Source: Integrated Summary of Safety Table 12.5.1

Notes:

1. Treatment duration (weeks)=(last dose date—first dose date+14)/7.

2. Cumulative dose (mg/kg)=sum of all actual (non-zero) dose (mg) received/weight (kg) during the study.

3. Dose intensity (mg/kg/2 weeks)=cumulative dose (mg/kg)/(treatment duration [weeks]/2).
4. Relative dose intensity=cumulative dose intensity(mg/kg/2 weeks)/planned dose level(mg/kg/2 weeks)*100.

5. A cycle has a planned length of 2 weeks.

Max=maximum, Min= minimum, N/n=number of subjects, SD=standard deviation, Q1=quartile 1, and Q3=quartile 3
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1.2.2 BROESFIRR

EMR100070-003 558, EMR100070-001 55 & U8 EMR100070-002 52 Cix, Wb ipBREEo i
5 (7= T OFIRNES) 1 XIRBR IR TiThiuz (EMR100070-003 75k CSR 9.4.8 IH,
EMR100070-001 7% CSR 9.4.8 T, EMR100070-002 5% CSR 9.4.8 THE M) , BB OB H 1T, FifH
BT EREEFEE N ERE NE =5 — Lo, 1BREEERGOFM (Bf, FFE. HEZ2ET) 1JE
RS 508k LT, TRBRAE Y E AT IS5 D REFIERE Z O IR 52 [+ 2 B8O EMEtE %
R L, BHGOREFRRO ONTHEFXETOEBZLET 2L L,

1.2.3 RERH RV ZDMDIRTEIER

SCS DT —# J1 v b A 7 W50 EMR100070-003 35, EMR100070-001 75k & U EMR100070-002
HERD T )L~ 7 OWE K OB G IEWIR LA K 2.7.4- 19 12R T,

EMR100070-003 &5, EMR100070-001 55 K O8 EMR100070-002 55RO 155k St E I,
BIIHAEL TR 5T, BEOHITCIX, BHENHERFD 90%ANM Th - 72356 2 E & EFR
L7z, PG D 90%AM & 72 HFEH & LT, IRR OIEHUC L D EARNIER GO H Ik K O 5
R RO EEOH NN G EOHBEICKMINTWRNWI ERERE X b,

B EIE DR T, 1K G A L 2 OEF OG- A OO EBROMIRAZ . FHRF O # 5 fH
b & bl U7z, REEIREOZ G R 7 22— Linb O 1~2 B OBMUL, 5T & 13 b inoT-, &
HIEHIOBEH & LT, #RE OARE AR OAEFEHEZORB ENEZ bz, BAZZBE LIRS
SEW DFATIIAT 7R Do 1o TEBRIRDOFE G- B2 T - 72 A EHLR ORI 5% 2.1 TEIZEHHE L=,

EMR100070-003 35k Tld, 1RBRFEMEFHEEICHE SN Y | WEEITo T HBRE IR b
Moo (£ 2.7.4- 19), EMR100070-001 3R TiE, 1 [BILL BB Z 1T 72 5RE OFIA 13 32% Th
-7, EMR100070-002 3Bk TiL, 1 [AILL B EZ1T - 72 #BRE OFIE1X 2.5% Th o 7=,

BHIEH (AEFRICL DIEHIEOERG M 2 5T ZHUCIRE Se) Z17 o IR oF|
A%, EMR100070-003 #%5#% T 44.3%. EMR100070-001 752 T 20.7%. EMR100070-002 75k T 25.0%
ThHol-,

TRBRIE DO G- HENC T - 7o B FEHROMNTRE T 2.1.7.2 BEIZFEE Uiz, 16BEEO B LGz E -
A ERERZLORKBFE T, EMRI00070-003 KB T 23.9%. EMR100070-001 #X 5 T 14.5%.
EMR100070-002 75 C 20.0% T - 7=,
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TS 2.7.4 BRERAR &M DOHE

& 2.7.4-19 TARLI TDBERVERSERKE (REMBTHRER)

003 001 002
Characteristic Statistics (N=88) (N=1452) (N=40)
At least one Dose 0 88 (100.0) 1405 (96.8) 39 (97.5)
Reduction, n (%) 1 0 (0.0 40 (2.8) 0 (0.0)
2 0(0.0) 6(0.4) 0(0.0)
3 0(0.0) 1(0.1) 1(2.5)
>4 0(0.0) 0(0.0) 0(0.0)
No Dose Delay, n (%)* No delay 49 (55.7) 1151 (79.3) 30 (75.0)
0 day 23 (26.1) 786 (54.1) 16 (40.0)
1 day 19 (21.6) 278 (19.1) 13 (32.5)
2 days 7 (8.0) 87 (6.0) 1(2.5)
Subjects with at least one 39 (44.3) 301 (20.7) 10 (25.0)
Dose Delay, n (%)
Worst dose delay 10 (11.4) 63 (4.3) 1(2.5)
3-6 days delay
3 days 8(9.1) 39 (2.7) 0(0.0)
4 days 2(2.3) 18 (1.2) 0(0.0)
5 days 0(0.0) 4(0.3) 0(0.0)
6 days 0(0.0) 2(0.1) 1(2.5)
>7 days delay 29 (33.0) 238 (16.4) 9(22.5)
7-13 days 7 (8.0) 61 (4.2) 5(12.5)
14-20 days 18 (20.5) 151 (10.4) 4 (10.0)
21-27 days 1(1.1) 5(0.3) 0(0.0)
>28 days 3(3.4) 21 (1.4) 0(0.0)

Source: Integrated Summary of Safety Table 12.5.1

4 For completeness, the number of subjects with no delay (0 days), 1 or 2 days deviation from the planned 14-day
infusion schedule are presented but are not considered as a delay.

N/n=number of subjects

1.3 AOMEZEHRERUVZ OO

EMR100070-003 3%k, EMR100070-001 5% % TV EMR100070-002 8% TlX, W iu biEfTHEOR
BF ek L=, EMR100070-003 FABR TiX, mMCC (2% 5 1 LU A VUL B RRERRH 1 |
ELIE DAL FRIE R REDET L7 BE 2R E LI, MCC BF LA Th D Z ENZ N T2D,
EMR100070-003 & Bt o 4= fiis @ o 4 fif (X3 EMR100070-001 548k & kX TE < o> T b,
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TS 2.7.4 BRERAR &M DOHE

EMR100070-001 75k Cix, EITHEEEEEE O AR —REMENRE L (£ 274 87),
EMR100070-002 7% Cid, B ARANDIBMER L < IZRPETEOBEIE UL B mEE 2 x5 L Lz,
WESINTRBEOREEIX, Zh6ORBROMGEMCTRIND DO ThH o7z, BRI OHREH
FED L, EMR100070-003 REROEEO FRAENE -T2 2 & [MCC BEITEBTHDL Z ENR%
<. WO O P RAEIL 76 miRi%2 T 5 (Lebbe 2015) ] XiF EMR100070-001 5k & Y
EMR100070-002 35k D R EDOFEEDOEWCLH b D LB X Hiv,

KER Sy OHERFE ALK CRE) TlrBREL &5 I,

TR EN/ZEY | AT T X COWRE D RNAEELEH L T 0, mbEHBEEN R TRIR
BRI PUEMEES R Ch -7, £, 1ZT TR COWERE NN BEEN O FABEE N mW
PFRZEZEHR LT,

1.3.1 AOEHEREERUAN—R 54 VRO

EMR100070-003 #%k, EMR100070-001 #Ek &% TN EMR100070-002 FRER D A O FH A RE A £
2.7.4-20 ("9,

EMR100070-003 7k Tld, KB OHERF 23 A AR ORBEETH > 70, ABRIZIZAARNEE 34
DI ER S LT, KBS OHERE 1L 65 ik Lh | 85 mikimi ThHh o 70, N—A T A LFFD ECOG PS 13t
I DOPIRE T O Th o7, KREOT R 82.85kg (25~T5%f : 69.95~93.15kg) ThH -7 (#i
: 47.0~153.1kg) ., EMR100070-003 &K Bk O 4F i 0 1 S X, EMR100070-001 &K 5% & OF
EMR100070-002 58k & He~CRY 10 i - 72,

EMR100070-001 3Bk Tlix, K OHBREDLNAANTH Y | LHEOEIR 1 52.4%. 65 m ANl OB
FHOEIRIL 55.6% ThH -T2, N—AT A FD ECOG PS 1T KOWBE T 1 U ETHY | KED
H L fiE 1 EMR100070-003 305k & HE~ TR 12 kg (Ko 72,

EMR100070-002 FER CTIL, T X CTOWRELHAANTH Y | BHEOEIGIZ 72.5%. 65 Al DH
BB DEIEIL 62.5% T -T2, N— AT A D BCOG PS 13- OWERE T 0 TH Y (KEDOH
JLAE X EMR100070-003 55k & F~TH) 27 kg (Ko 72,

& 2.7.4-20 ADOMEFHEE (REEETNRER)

003 001 002
Characteristic Statistics (N=88) (N=1452) (N=40)
Age (years) n 88 1452 40
Missing 0(0.0) 0(0.0) 0(0.0)
Mean +SD 69.72 £10.71 61.88 +£11.98 61.80£10.55
Median 72.50 63.00 62.00
Q1;Q3 64.50; 77.00 54.00; 70.00 57.50; 70.00
Min; Max 33.0; 88.0 20.0;91.0 30.0; 77.0
Age Category, n (%) n 88 1452 40
<65 22 (25.0) 808 (55.6) 25 (62.5)
>65 - <75 35(39.8) 435 (30.0) 13 (32.5)
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003 001 002
Characteristic Statistics (N=88) (N=1452) (N=40)
>75 - <85 28 (31.8) 185 (12.7) 2 (5.0)
>85 334 24 (1.7) 0(0.0)
Gender, n (%) n 88 1452 40
Male 65 (73.9) 691 (47.6) 29 (72.5)
Female 23 (26.1) 761 (52.4) 11 (27.5)
Race, n (%) n 88 1452 40
Black or African American 0(0.0) 81 (5.6) 0(0.0)
American Indian or Alaska Native 0(0.0) 5(0.3) 0(0.0)
Asian 334 112 (7.7) 40 (100.0)
Native Hawaiian or Other Pacific 0 (0.0) 4(0.3) 0(0.0)
Islander
White 81(92.0) 1191 (82.0) 0(0.0)
Other” 1(1.1) 59 (4.1) 0(0.0)
Missing 3(3.4) 0(0.0) 0(0.0)
Geographic Region,n (%) n 88 1452 40
North America 51 (58.0) 1108 (76.3) 0(0.0)
Western Europe 29 (33.0) 222 (15.3) 0 (0.0)
Eastern Europe 0 (0.0) 46 (3.2) 0 (0.0)
Australia 5(5.7) 0(0.0) 0(0.0)
Asia 334 76 (5.2) 40 (100.0)
Height (cm) n 87 1424 40
Missing 1 28 0(0.0)
Mean +SD 171.1 8.6 168.2 £9.5 162.5 +8.9
Median 172.7 167.6 164.0
Q1;Q3 165.1; 178.0 162.0; 175.0 156.5; 169.0
Min; Max 150; 185 135; 195 138; 177
Weight (kg) n 88 1451 40
Missing 0(0.0) 1 0(0.0)
Mean +SD 83.07 £19.19 73.26 £18.44 55.80 £10.72
Median 82.85 70.60 55.40
Q1;Q3 69.95; 93.15 60.00; 83.90 47.40; 62.70
Min; Max 47.0; 153.1 30.4;204.2 35.2;89.3
BMI (kg/m?) n 87 1424 40
Missing 1 28 0 (0.0)
Mean +SD 28.15 £6.04 25.68 +£5.54 21.08 +3.40
Median 27.53 25.00 20.68
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003 001 002
Characteristic Statistics (N=88) (N=1452) (N=40)
Q1; Q3 24.24;29.93 21.92; 28.87 19.17; 22.64
Min; Max 18.2; 56.2 12.3;63.3 13.9; 30.9
BMLI, n (%) n 88 1452 40
<18.5 kg/m? 1(1.1) 93 (6.4) 8(20.0)
18.5 - <25 kg/m? 25 (28.4) 620 (42.7) 29 (72.5)
25 - <30 kg/m? 41 (46.6) 439 (30.2) 2 (5.0)
>=30 kg/m? 20 (22.7) 272 (18.7) 1(2.5)
Missing 1(1.1) 28 (1.9) 0(0.0)
ECOG Baseline Status n 88 1452 40
0 49 (55.7) 536 (36.9) 25 (62.5)
>1 39 (44.3) 916 (63.1) 15 (37.5)

Source: Integrated Summary of Safety Tables 12.2.1 and 12.2.2
 ‘Other’ is a check box in the electronic case report form that allows site personnel to enter data for subjects who
do not fall into any of the categories provided.
Note: Age (years)=(date of informed consent—date of birth+1)/365.25. BMI (kg/m?)=weight(kg)/[ height(m)].
BMI=body mass index, ECOG=Eastern Cooperative Oncology Group, Max=maximum, Min= minimum, N/n=number of
subjects, SD=standard deviation, Q1=quartile 1, and Q3=quartile 3

EMR100070-003 55#% & T8 EMR100070-001 78R Tlx, KEBy oA XAk CKE) TR %2
BE X (FNFI58.0%K% ) 76.3%) .

1.3.2 JR FE

EMR100070-003 55, EMR100070-001 55 & OY EMR100070-002 38R O ESEE N m -7 (W
TINNOERT 3% ) WEA K 2.7.4-21 ITR-T,

EMR100070-003 5ABR Cl, 65.9%DWERE (2 @M EA WS iz, BAEHED 20%LL EoZ oft
OIFEEIL, Y. W, Al BHREERERER OE 2 L AT n—VIIETH o7z, iz, I
2 v7%%/t%jm7b> 54 (5.7%). U URERBUDIEN 44 (4.5%) ([CHE ST,

EMR100070-001 5XB& Ti, 50.7%DWERE (2 @M EAS WS Stz BAEHED 20%LL EDZ oft
OIRIEIT, F57, B, &, HEEdiRrErEE, RIRE, B, BHEAO Y DFThole, F
7oy 14.0% DR T FEYBBUE D i S iz,

EMR100070-002 75k Tl EALZE 4 45.0% D #ERE (& 1 QR AN Sv7e, sESHE 2 20%
YL EDOZEDOMORFIEIL, RIFHEER =2 —a "F — GiIELOREIRETH - 72,

EMR100070-003 &% . EMR 100070-001 745 &2 O\ EMR100070-002 35k T A S 7w o fE %
INHORBOMGEMIC TSNS O THY, 3 RERME TEEMIELEL L Tz, RERMo#H
HHEOZIX, EMR100070-003 FEROFEHROHRAEN Emr-7 2 & (LEME), maLAT7e—1
My, FEEMBE, SMEOWEMENE N -7- 2 &7 Y) XL EMRI100070-001 5 & OF
EMR100070-002 558 D 5 B O FEIEDEL Y (NSCLC HRE TR R 8 ik K OVEE: PAZEVE iR B
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it N LRl S B s O R, B R E IR BN O L OMEHEN @7 Z &R E) ITX
LDHDEBER B,

& 274-21 SOC B U PT RIDIMEHEABMN 2= (WFIHDRERT 3%UL) KE (&

MR RER)
003 001 002

Subjects Subjects Subjects

Primary System Organ Class (N=88) (N=1452) (N=40)

MedDRA Preferred Term n (%) n (%) n (%)
Number of Subjects With At Least One Event 87 (98.9) 1428 (98.3) 39 (97.5)
mEB LY v RREE 25(28.4) 379 (26.1) 21 (52.5)
21 20 (22.7) 283 (19.5) 18 (45.0)

PR Z A L 0 (0.0) 30 (2.1) 3(7.5)

Y 2o SERD SE 4 (4.5) 16 (1.1) 0 (0.0)
LIRREE 24 (27.3) 354 (24.4) 2 (5.0)
e BN R A 8(9.1) 89 (6.1) 0 (0.0)

DA ARED 13 (14.8) 63 (4.3) 1(2.5)

R 0(0.0) 58 (4.0) 0 (0.0)
LA e 3(3.4) 44 (3.0 0 (0.0)

BB X URKEE 10 (11.4) 149 (10.3) 0 (0.0)
gy 2(2.3) 47 (3.2) 0 (0.0)

R 4 (4.5) 34 (2.3) 0 (0.0)

TR 4 (4.5) 16 (1.1) 0 (0.0)

WA IREEE 13 (14.8) 248 (17.1) 2(5.0)
R IR RE A T iE 10 (11.4) 189 (13.0) 2 (5.0)
REE 11 (12.5) 208 (14.3) 6 (15.0)
N 7 (8.0) 68 (4.7) 1(2.5)

o P [ 3(3.4) 39 (2.7) 3(7.5)

R iz 45 2(2.3) 21 (1.4) 2(5.0)
HIGEE 49 (55.7) 985 (67.8) 20 (50.0)
(& 13 (14.8) 419 (28.9) 18 (45.0)

B E W R 18 (20.5) 348 (24.0) 2 (5.0)

GV 14 (15.9) 312 (21.5) 0(0.0)

N 5(5.7) 182 (12.5) 1(2.5)

T 2(2.3) 146 (10.1) 2(5.0)

Mg 3(3.4) 92 (6.3) 0(0.0)

W P 2(2.3) 89 (6.1) 0 (0.0)
HIER R 0 (0.0) 79 (5.4) 0 (0.0)
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003 001 002
Subjects Subjects Subjects
Primary System Organ Class (N=88) (N=1452) (N=40)
MedDRA Preferred Term n (%) n (%) n (%)
3 R e 1(1.1) 51 (3.5) 1(2.5)
PN 4 (4.5) 44 (3.0 0 (0.0)
ARG 1(1.1) 43 (3.0) 1(2.5)
THE 3(3.4) 41 (2.8) 0 (0.0)
iz 4 (4.5) 38 (2.6) 0 (0.0)
B~V =T 3(3.4) 22 (1.5) 1(2.5)
GRS 3(3.4) 21 (1.4) 1(2.5)
ELAEDS 0(0.0) 4(0.3) 2(5.0)
—i% - EFRER L CBEHAORE 33 (37.5) 759 (52.3) 6 (15.0)
97 24 (27.3) 560 (38.6) 2 (5.0)
R M E 5(5.7) 158 (10.9) 1(2.5)
L2 4 (4.5) 64 (4.4) 0 (0.0)
FE M TR 1(1.1) 61 (4.2) 1(2.5)
) RE 0 (0.0) 46 (3.2) 0 (0.0)
HEREE 19 (21.6) 339 (23.3) 1(2.5)
TEMIBHOE 5(5.7) 204 (14.0) 0 (0.0)
FEIMET L L X — 9(10.2) 137 (9.4) 1(2.5)
BT LLF— 4 (4.5) 17 (1.2) 0 (0.0)
BYUER X &4 BAE 17 (19.3) 360 (24.8) 3(7.5)
fifi g 2(2.3) 54 (3.7) 0 (0.0)
PR B I 0 (0.0) 51 (3.5) 0 (0.0)
RIS 3(3.4) 24 (1.7) 1(2.5)
FHER 3(3.4) 18 (1.2) 0 (0.0)
FRIR 1 21(23.9) 358 (24.7) 2 (5.0)
IR E R 2(2.3) 83 (5.7) 0 (0.0)
M = L AT m— L 7(8.0) 44 (3.0 0 (0.0)
7 V7 =N 5(5.7) 33 (2.3) 0 (0.0)
Y 2o SERE R 5(5.7) 23 (1.6) 0 (0.0)
RPBLORBEE 54 (61.4) 780 (53.7) 15 (37.5)
RAHR 9(10.2) 222 (15.3) 5(12.5)
e Mg i g 13 (14.8) 211 (14.5) 4(10.0)
B L AT —LILE 18 (20.5) 161 (11.1) 2(5.0)
2 TRUHE R 75 11 (12.5) 114 (7.9) 0 (0.0)
YR 6 (6.8) 80 (5.5) 2 (5.0)
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003 001 002
Subjects Subjects Subjects
Primary System Organ Class (N=88) (N=1452) (N=40)
MedDRA Preferred Term n (%) n (%) n (%)
&~ 7% > 7 AlfjE 0(0.0) 68 (4.7) 0 (0.0)
KA U w7 A e 1(1.1) 51 (3.5) 0 (0.0)
e JEL 6 (6.8) 31 (2.1) 0 (0.0)
Pt 3(3.4) 33(2.3) 0 (0.0)
K77 2 o ffE 0 (0.0) 20 (1.4) 4(10.0)
it b i e 3(3.4) 6 (0.4) 0 (0.0)
53 PR I 1S 1(1.1) 3(0.2) 4 (10.0)
FEBRARR L U OHREE 46 (52.3) 833 (57.4) 7(17.5)
R 21(23.9) 301 (20.7) 2 (5.0)
RA & 8(9.1) 166 (11.4) 1(2.5)
2 TN BB AE 7 (8.0) 120 (8.3) 0 (0.0)
R 7 (8.0) 106 (7.3) 0 (0.0)
B kR 1(1.1) 84 (5.8) 0 (0.0)
Wi 9(10.2) 75 (5.2) 0 (0.0)
FHHL IR 3(3.4) 74 (5.1) 0 (0.0)
HHLRRE 1(1.1) 63 (4.3) 0 (0.0)
B A& R MR 1(1.1) 58 (4.0) 0 (0.0)
RERTS 4 (4.5) 42 (2.9) 0 (0.0)
B 1(1.1) 45 (3.1) 0 (0.0)
i PR 1(1.1) 40 (2.8) 2 (5.0)
HE IS 3(3.4) 22 (1.5) 0 (0.0)
HEFR R 2P SE 3(3.4) 15 (1.0) 0 (0.0)
B BB L UOSMAHOF A ERBIORY —T%2ET) 47 (53.4) 371 (25.6) 14 (35.0)
FEJE AN g 17 (19.3) 46 (3.2) 1(2.5)
S I 8(9.1) 40 (2.8) 5(12.5)
FLpE 3(3.4) 26 (1.8) 1(2.5)
F2 T AT A e g 5(5.7) 21 (1.4) 0 (0.0)
IR 1(1.1) 14 (1.0) 7(17.5)
V- bRz 7 (8.0) 10 (0.7) 0 (0.0)
PRRREE 38 (43.2) 693 (47.7) 19 (47.5)
KM= 2 —w N F— 11 (12.5) 196 (13.5) 0 (0.0)
RIEMIER = 2 — N F— 4 (4.5) 167 (11.5) 14 (35.0)
SFg 3(3.4) 125 (8.6) 1(2.5)
FEWED E W 3(3.4) 71 (4.9) 0(0.0)
B 2(2.3) 53 (3.7) 0 (0.0)
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003 001 002
Subjects Subjects Subjects
Primary System Organ Class (N=88) (N=1452) (N=40)
MedDRA Preferred Term n (%) n (%) n (%)
T 2(2.3) 41 (2.8) 3(7.5)
Jibd . A 3(3.4) 17 (1.2) 0 (0.0)
Jibi e & 1(1.D) 4(0.3) 2 (5.0)
S 27 (30.7) 673 (46.3) 8 (20.0)
Rz 11 (12.5) 354 (24.4) 0 (0.0)
RHRAE 16 (18.2) 331 (22.8) 5(12.5)
RSl 7 (8.0) 292 (20.1) 0 (0.0)
5 DHER 0 (0.0) 3(0.2) 2 (5.0)
BB IURKEE 21(23.9) 335 (23.1) 6 (15.0)
R AT 7 (8.0) 65 (4.5) 1(2.5)
liD7 1(1.1) 57 (3.9) 0(0.0)
KRR 1(L.D) 45(3.1) 0 (0.0)
181 B g 3(3.4) 41 (2.8) 0 (0.0)
AR EIBRIR 3(3.4) 31 (2.1) 0 (0.0)
B RE R R 1(1.1) 0 (0.0) 2 (5.0)
ERB X OILEEE 20 (22.7) 223 (15.4) 3(7.5)
B PERTNZ BB SE 15 (17.0) 79 (5.4) 3(7.5)
PR, MERIS K OWERRREE 26 (29.5) 734 (50.6) 5(12.5)
M-z [ B 1(1.D) 267 (18.4) 0 (0.0)
AU 3(3.4) 262 (18.0) 2 (5.0)
2 1 PH FE M i B 2(2.3) 150 (10.3) 0 (0.0)
55 VR I K] 3(3.4) 122 (8.4) 1(2.5)
M 7 (8.0) 73 (5.0) 0 (0.0)
sk 1(1.1) 72 (5.0) 0 (0.0)
Jiti ZE AR SiE 3(3.4) 70 (4.8) 0 (0.0)
FEfEE 2(2.3) 50 (3.4) 12.5)
T P R K 0 (0.0) 43 (3.0) 0 (0.0)
IR P T e S f 4 (4.5) 38 (2.6) 1(2.5)
T LR 4(4.5) 35(2.4) 0 (0.0)
BB X O THfRES 18 (20.5) 363 (25.0) 14 (35.0)
BEESE 3(3.4) 70 (4.8) 8 (20.0)
B 0 (0.0) 37 (2.5) 2(5.0)
R 3(3.4) 14 (1.0) 0 (0.0)
EBv:iklehd 4 (4.5) 8 (0.6) 0 (0.0)
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003 001 002
Subjects Subjects Subjects
Primary System Organ Class (N=88) (N=1452) (N=40)
MedDRA Preferred Term n (%) n (%) n (%)
R 8(9.1) 130 (9.0) 0 (0.0)
PARR % 2(2.3) 59 (4.1) 0 (0.0)
g8 3(3.4) 23 (1.6) 0 (0.0)
ABEB I URELE 31(35.2) 715 (49.2) 0(0.0)
TE R 5(5.7) 117 (8.1) 0 (0.0)
HEEEIER 4 (4.5) 95 (6.5) 0 (0.0)
LIRS 7 — 7 VR E 2(2.3) 87 (6.0) 0 (0.0)
lIEE=371] 53 3(3.4) 85 (5.9) 0 (0.0)
JRHkAE 3(3.4) 76 (5.2) 0 (0.0)
Sl 3(3.4) 39 (2.7) 0 (0.0)
B~V =T EE 3(3.4) 22 (1.5) 0 (0.0)
FLEOIBR 3(3.4) 16 (1.1) 0 (0.0)
mEEE 63 (71.6) 885 (61.0) 12 (30.0)
0 Ifn 58 (65.9) 736 (50.7) 11 (27.5)
PR R A2 5(5.7) 83 (5.7) 1(2.5)
2T 0(0.0) 65 (4.5) 0 (0.0)
U U NTEE 6 (6.8) 51 (3.5) 0 (0.0)
FAY . e 3(3.4) 19 (1.3) 0(0.0)

Source: Integrated Summary of Safety Table 12.3.1
Note: A subject is counted only once within each system organ class or preferred term. MedDRA version 18.1 is used.
MedDRA=Medical Dictionary for Regulatory Activities and N/n=number of subjects

1.3.3 BARERIIHAE

TRIESNTEY | FET N TORERE D EHGFEZ A L TR Y . & bEMBEEL S - ZHHR
WIITPUEMIEG R Ch 7o, o, ZETXTOHBRENPIHELLEH L TBY | &b HHEE
Do T OISR TH - 7o,

1.3.3.1 BAEE

AMEHIEIT, RSSO G- FARNC M S, 1RBRIER ORITESELISN O3 L EFRK LT, 1aBR
OB E-BIAtE & 2k L7 iiaiEeix, OFH3EE LTHER LT,

EMR100070-003 & BR @ 9~ T @O #Z B & . EMRI100070-001 X Bk & #% B & & 98.9% M OV
EMR100070-002 7R D3~ T OHEREZ M RHEEIEZ 1 [BILLEEH LT,
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FRBEOBEFLEFNC TR ST . &b HBE DG D o 7Bl ve 5 3L 50 M E 5 5K
(EMR100070-003 55 T 100%., EMR100070-001 3% T 89.3%, EMR100070-002 55 T 100%) T
HoT,

EMR100070-003 58k Tix, fERSEE N E D - HiEEERHRIT, = AT R (75.0%) . AR
F7F v (5859%), VAT TF L (30.7%) KORFYLET Y (102%) Thol,

EMR100070-001 38 CTik, B @ - T PrEEEGIIL, VR T 7T (43.5%), "7
U &2XE1 (37.5%) MOV AT TF 2 (35.0%) Tholz, ZOMOHEEMEIEEROM FHAEE TV
TIH 20%ATH Th o7,

EMR100070-002 58 Tl ML S T PUEMEEGIIL, A7 7 F 2 (85.0%), ¥ A7
INWEFT TNV TLSTHT=NDOEREH (75.0%). /X7 U ZFEL (65.0%) KOAY
T h R (40.0%) Th o7, T OMOPUEMIERIEO M AEE IO TS 20%AK5 Th o 72,

1.3.3.2 GidiE S

OF 3L, TEBRSE I IR (SR DIRBRIER 5P 4G B DARE) SUTTRBREE &4 5% 30 H LA
PIZHEF ST IRBREELSN DR L EE LTz,

EMR100070-003 55, EMR100070-001 55 K& OY EMR100070-002 38k O AR S s> 7= (W
TNNOFERT 15%LL E) PFHZEAE K 2.74-22 12”7,

X TR TOHERE (99.9~100.0%) 230FHFKZ 1 [BILLEMEH LTz, EMR100070-003 55k,
EMR100070-001 35 & 08 EMR100070-002 55k CEHBE RS @ - 7o OFHEEIL, B8R, hie X ¥
UK, B (Bl A X I VIR MEMEEZ G ) KON LER TH T,

& 2.74-22 FERBENEAN = (WTIHIDHERT 15%LLL) SHAE (T2 UETRERH)

003 001 002
Subjects Subjects Subjects
Therapeutic Class (N=88) (N=1452) (N=40)
Preferred Term n (%) n (%) n (%)
Number of Subjects With At Least One Medication 88 (100.0) 1451 (99.9) 40 (100.0)
ALL OTHER NON-THERAPEUTIC PRODUCTS 12 (13.6) 351 (24.2) 4 (10.0)
SODIUM CHLORIDE 11 (12.5) 325 (22.4) 4 (10.0)
ANALGESICS 88 (100.0) 1440 (99.2) 40 (100.0)
PARACETAMOL 88 (100.0) 1402 (96.6) 40 (100.0)
FENTANYL 14 (15.9) 251 (17.3) 0(0.0)
ACETYLSALICYLIC ACID 20 (22.7) 242 (16.7) 0(0.0)
OXYCODONE 15 (17.0) 246 (16.9) 1(2.5)
GABAPENTIN 15 (17.0) 171 (11.8) 0(0.0)
OXYCODONE HYDROCHLORIDE 13 (14.8) 161 (11.1) 12 (30.0)
ANESTHETICS 19 (21.6) 386 (26.6) 7(17.5)
FENTANYL 14 (15.9) 251 (17.3) 0(0.0)
ANTI-ACNE PREPARATIONS 18 (20.5) 393 (27.1) 11 (27.5)
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003 001 002
Subjects Subjects Subjects
Therapeutic Class (N=88) (N=1452) (N=40)
Preferred Term n (%) n (%) n (%)
DEXAMETHASONE 7 (8.0) 154 (10.6) 7(17.5)
ANTIANEMIC PREPARATIONS 17 (19.3) 340 (23.4) 20 (50.0)
FERROUS FUMARATE 0(0.0) 4(0.3) 6 (15.0)
FERROUS SODIUM CITRATE 1(1.1) 0 (0.0) 8 (20.0)
ANTIBACTERIALS FOR SYSTEMIC USE 44 (50.0) 603 (41.5) 15 (37.5)
LEVOFLOXACIN 6 (6.8) 139 (9.6) 10 (25.0)
ANTIEMETICS AND ANTINAUSEANTS 26 (29.5) 561 (38.6) 11 (27.5)
ONDANSETRON 18 (20.5) 420 (28.9) 0(0.0)
ANTIEPILEPTICS 42 (47.7) 598 (41.2) 6 (15.0)
LORAZEPAM 16 (18.2) 344 (23.7) 0(0.0)
GABAPENTIN 15 (17.0) 171 (11.8) 0 (0.0)
ANTIHISTAMINES FOR SYSTEMIC USE 88 (100.0) 1414 (97.4) 39 (97.5)
DIPHENHYDRAMINE 59 (67.0) 1156 (79.6) 33 (82.5)
DIPHENHYDRAMINE HYDROCHLORIDE 4 (4.5) 160 (11.0) 6 (15.0)
ANTIINFLAMMATORY AND ANTIRHEUMATIC PRODUCTS 30 (34.1) 581 (40.0) 33 (82.5)
IBUPROFEN 16 (18.2) 313 (21.6) 0(0.0)
LOXOPROFEN SODIUM 2(2.3) 1(0.1) 19 (47.5)
HEPARINOID 1(1.1) 0 (0.0) 8 (20.0)
FLURBIPROFEN AXETIL 0 (0.0) 0(0.0) 7(17.5)
ANTIPRURITICS, INCL. ANTIHISTAMINES, ANESTHETICS, 79 (89.8) 1271 (87.5) 38 (95.0)
ETC.
DIPHENHYDRAMINE 59 (67.0) 1156 (79.6) 33 (82.5)
DIPHENHYDRAMINE HYDROCHLORIDE 4 (4.5) 160 (11.0) 6 (15.0)
ANTITHROMBOTIC AGENTS 50 (56.8) 586 (40.4) 9(22.5)
ACETYLSALICYLIC ACID 20 (22.7) 242 (16.7) 0 (0.0)
HEPARINOID 1(1.1) 0 (0.0) 8 (20.0)
BLOOD SUBSTITUTES AND PERFUSION SOLUTIONS 27 (30.7) 606 (41.7) 14 (35.0)
SODIUM CHLORIDE 11 (12.5) 325(22.4) 4(10.0)
CARDIAC THERAPY 36 (40.9) 535 (36.8) 8(20.0)
IBUPROFEN 16 (18.2) 313 (21.6) 0(0.0)
CORTICOSTEROIDS FOR SYSTEMIC USE 25 (28.4) 494 (34.0) 17 (42.5)
DEXAMETHASONE 7 (8.0) 154 (10.6) 7(17.5)
CORTICOSTEROIDS, DERMATOLOGICAL PREPARATIONS 24 (27.3) 492 (33.9) 18 (45.0)
DEXAMETHASONE 7(8.0) 154 (10.6) 7(17.5)
COUGH AND COLD PREPARATIONS 22 (25.0) 524 (36.1) 13 (32.5)
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003 001 002
Subjects Subjects Subjects
Therapeutic Class (N=88) (N=1452) (N=40)
Preferred Term n (%) n (%) n (%)
SODIUM CHLORIDE 11 (12.5) 325 (22.4) 4 (10.0)
DIURETICS 17 (19.3) 309 (21.3) 10 (25.0)
FUROSEMIDE 10 (11.4) 196 (13.5) 10 (25.0)
DRUGS FOR ACID RELATED DISORDERS 50 (56.8) 902 (62.1) 32 (80.0)
OMEPRAZOLE 17 (19.3) 297 (20.5) 2(5.0)
MAGNESIUM OXIDE 5(5.7) 107 (7.4) 16 (40.0)
LANSOPRAZOLE 4 (4.5) 31 (2.1) 13 (32.5)
RABEPRAZOLE SODIUM 0(0.0) 5(0.3) 11 (27.5)
DRUGS FOR CONSTIPATION 39 (44.3) 802 (55.2) 23 (57.5)
SODIUM CHLORIDE 11 (12.5) 325 (22.4) 4 (10.0)
MACROGOL 12 (13.6) 222 (15.3) 0 (0.0)
MAGNESIUM OXIDE 5(5.7) 107 (7.4) 16 (40.0)
SENNOSIDE A+B 3(3.4) 79 (5.4) 11 (27.5)
DRUGS FOR FUNCTIONAL GASTROINTESTINAL DISORDERS 15 (17.0) 276 (19.0) 13 (32.5)
METOCLOPRAMIDE 3(3.4) 119 (8.2) 9(22.5)
ECTOPARASITICIDES, INCL. SCABICIDES, INSECTICIDES
AND REPELLENTS 11 (12.5) 329 (22.7) 6 (15.0)
SODIUM CHLORIDE 11 (12.5) 325(22.4) 4(10.0)
EMOLLIENTS AND PROTECTIVES 7(8.0) 94 (6.5) 12 (30.0)
HEPARINOID 1(1.1) 0 (0.0) 8 (20.0)
HOMEOQOPATHIC PREPARATION 22 (25.0) 558 (38.4) 6 (15.0)
SODIUM CHLORIDE 11 (12.5) 325 (22.4) 4 (10.0)
MEDICATED DRESSINGS 14 (15.9) 352 (24.2) 6 (15.0)
SODIUM CHLORIDE 11 (12.5) 325 (22.4) 4 (10.0)
MINERAL SUPPLEMENTS 32 (36.4) 751 (51.7) 18 (45.0)
SODIUM CHLORIDE 11 (12.5) 325(22.4) 4(10.0)
MAGNESIUM OXIDE 5(5.7) 107 (7.4) 16 (40.0)
NASAL PREPARATIONS 30 (34.1) 605 (41.7) 22 (55.0)
SODIUM CHLORIDE 11 (12.5) 325 (22.4) 4 (10.0)
DEXAMETHASONE 7 (8.0) 154 (10.6) 7(17.5)
OPHTHALMOLOGICAL AND OTOLOGICAL PREPARATIONS 18 (20.5) 321 (22.1) 16 (40.0)
DEXAMETHASONE 7 (8.0) 154 (10.6) 7(17.5)
OPHTHALMOLOGICALS 65 (73.9) 1076 (74.1) 32 (80.0)
SODIUM CHLORIDE 11 (12.5) 325(22.4) 4(10.0)
MACROGOL 12 (13.6) 222 (15.3) 0 (0.0)
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Subjects Subjects Subjects
Therapeutic Class (N=88) (N=1452) (N=40)
Preferred Term n (%) n (%) n (%)
DEXAMETHASONE 7 (8.0) 154 (10.6) 7(17.5)
LEVOFLOXACIN 6 (6.8) 139 (9.6) 10 (25.0)
HEPARINOID 1(1.1) 0(0.0) 8(20.0)
FLURBIPROFEN AXETIL 0(0.0) 0(0.0) 7(17.5)
OTHER DRUGS FOR DISORDERS OF THE
MUSCULO-SKELETAL SYSTEM 1(1.1) 6(0.4) 12 (30.0)
HEPARINOID 1(1.1) 0(0.0) 8(20.0)
OTHER GYNECOLOGICALS 25 (28.4) 476 (32.8) 5(12.5)
IBUPROFEN 16 (18.2) 313 (21.6) 0(0.0)
OTOLOGICALS 36 (40.9) 761 (52.4) 22 (55.0)
SODIUM CHLORIDE 11 (12.5) 325 (22.4) 4 (10.0)
DEXAMETHASONE 7 (8.0) 154 (10.6) 7(17.5)
PREPARATIONS FOR TREATMENT OF WOUNDS AND
ULCERS 12 (13.6) 340 (23.4) 9(22.5)
SODIUM CHLORIDE 11 (12.5) 325 (22.4) 4 (10.0)
PSYCHOLEPTICS 75 (85.2) 1298 (89.4) 39 (97.5)
DIPHENHYDRAMINE 59 (67.0) 1156 (79.6) 33 (82.5)
LORAZEPAM 16 (18.2) 344 (23.7) 0(0.0)
DIPHENHYDRAMINE HYDROCHLORIDE 4(4.5) 160 (11.0) 6 (15.0)
STOMATOLOGICAL PREPARATIONS 46 (52.3) 905 (62.3) 22 (55.0)
SODIUM CHLORIDE 11 (12.5) 325 (22.4) 4 (10.0)
ACETYLSALICYLIC ACID 20 (22.7) 242 (16.7) 0(0.0)
DEXAMETHASONE 7 (8.0) 154 (10.6) 7(17.5)
TOPICAL PRODUCTS FOR JOINT AND MUSCULAR PAIN 44 (50.0) 708 (48.8) 31(77.5)
IBUPROFEN 16 (18.2) 313 (21.6) 0(0.0)
ACETYLSALICYLIC ACID 20 (22.7) 242 (16.7) 0(0.0)
LOXOPROFEN SODIUM 2(2.3) 1(0.1) 19 (47.5)
HEPARINOID 1(1.1) 0(0.0) 8(20.0)
FLURBIPROFEN AXETIL 0(0.0) 0(0.0) 7(17.5)
VASOPROTECTIVES 28 (31.8) 505 (34.8) 21 (52.5)
DEXAMETHASONE 7 (8.0) 154 (10.6) 7(17.5)
HEPARINOID 1(1.1) 0(0.0) 8(20.0)

Source: Integrated Summary of Safety Table 12.4.3

Note: Anatomical Therapeutic Chemical (ATC) Level 2 terms are used as therapeutic classes for the summary. At
each level of summarization, a subject is counted only once if the subject reports one or more medications.
Medications classified into multiple ATC classes are summarized separately under each class. Concomitant
medications are defined as the ones’ taken any time on study up to 30 days after last study treatment dose.
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003 001 002
Subjects Subjects Subjects
Therapeutic Class (N=88) (N=1452) (N=40)
Preferred Term n (%) n (%) n (%)

N/n=number of subjects
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#*2.7.4-23 WEREDNRR UV ELHABKRPILER (REMBTERER)

003 001 002

(N=88) (N=1452) (N=40)

Status / Reason n (%) n (%) n (%)
Safety Analysis Set n 88 (100.0) 1452 (100.0) 40 (100.0)
Subjects Still on Treatment 26 (29.5) 406 (28.0) 13 (32.5)
Off Treatment 62 (70.5) 1046 (72.0) 27 (67.5)

Re-initiated Treatment 0(0.0) 1(0.1) 0(0.0)

Off Treatment after Re-initiation 0(0.0) 1(0.1) 0(0.0)

Still in Follow-Up 15 (17.0) 396 (27.3) 9(22.5)
Off Study 47 (53.4) 651 (44.8) 18 (45.0)

Reason Off Treatment Adverse Event 2(2.3) 146 (10.1) 3(7.5)

Lost to Follow-Up 1(1.1) 5(0.3) 0(0.0)

Protocol Non-Compliance 1(1.1) 9 (0.6) 0 (0.0)

Death 7 (8.0) 62 (4.3) 1(2.5)
Disease Progression 44 (50.0) 724 (49.9) 23 (57.5)

Withdrew Consent 4(4.5) 56 (3.9) 0(0.0)

Other 3(3.4) 44 (3.0) 0(0.0)

Reason Off Study Lost to Follow-Up 1(1.1) 28 (1.9) 0(0.0)
Death 39 (44.3) 533 (36.7) 16 (40.0)

Withdrew Consent 7 (8.0) 78 (5.4) 0(0.0)

Other 0(0.0) 11 (0.8) 0(0.0)

Study Reached Predefined End 0(0.0) 1(0.1) 0(0.0)

Source: Integrated Summary of Safety Table 12.1.1

Note: Subject 100070-001-154-0007 in Study EMR100070-001 was listed as meeting predefined study end on
I >0 M 1t was subsequently determined that the subject had died; the database has been corrected

for the final analysis.
N/n=number of subjects
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EMR100070-002 #&8% C 5.0% Cd - 7=, EEZ: TEAE L UBETCIZE 7= TEAE O£ < 1%, BRI L
B e U &I S Huiz, TRBREE & B A2 5 E CE 72\ 7 L— R 3 LLE® TEAE K ONRBRFK D F 5
HIEIZZE 5 7= TEAE OREBRITE - 7=,

TRERK L BEM: 2 8 TE R WIELLIZE 7= TEAE X EMR100070-003 #RBR TILidd Hiu9,
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TH), VRERK & BIEME A S E CTERWEEZ TEAE OFEIZ%, EMR100070-003 Bk T 5.7%.
EMR100070-001 75 T 5.9%, EMR100070-002 R T 2.5%TH v (2.1.6 1) | JRERIE & BIEMEZ 5
ETERUVIRBRIEOE 54 IEIZE - 72 TEAE OFBLERIT, ZNEN 1.1%, 62% M N 7.5% ThH -7z
(2.1.7.1 IH),

irAE O EL# 3, EMR100070-003 55 T 15.9%., EMR100070-001 78 T 11.4%, EMR100070-002
AT 10.0%THY ., 7 L— R 3L ED rAE OFBLRIL, TN 1.1%, 1.6% 45 0% Th o7,
IRR OFEHIZR T, EMR100070-003 5452 T 21.6%. EMR100070-001 55 T 24.2%. EMR100070-002 5%
BRC300%CTHYH, 7L— R3LLEDIRR OB, Z1E1 0%, 1.0%% R 0% Th -7,

& 2.74-24 TEAE OME (REMETARER. £WEBEE)

003 001 002

(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Any TEAE 86 (97.7) 1359 (93.6) 38 (95.0)
TEAE Grade >3 54 (61.4) 723 (49.8) 18 (45.0)
Related TEAE 62 (70.5) 942 (64.9) 32 (80.0)
Related TEAE, Grade >3 4 (4.5) 146 (10.1) 3(7.5)
TEAE Leading to Permanent Treatment Discontinuation 2(2.3) 193 (13.3) 6 (15.0)
Related TEAE Leading to Permanent Treatment Discontinuation 1(1.1) 90 (6.2) 3(7.5)
Serious TEAE 36 (40.9) 578 (39.8) 8(20.0)
Related Serious TEAE 5(5.7) 85(5.9) 1(2.5)
TEAE Leading to Death 8(9.1) 163 (11.2) 2(5.0)
Related TEAE Leading to Death 0 6(0.4) 1(2.5)
irAE 14 (15.9) 165 (11.4) 4 (10.0)
IRR? 19 (21.6) 352 (24.2) 12 (30.0)
Treatment Related IRR 19 (21.6) 336 (23.1) 11 (27.5)

Source: Integrated Summary of Safety Table 12.6.1.1
2 IRRs are defined by a pre-specified MedDRA PT query including signs and symptoms of IRRs and time to first
onset of the event (for specific details, see Section 2.1.8.2).
Note: irAEs and IRRs according to the updated case definition.
irAE=immune-related adverse event, IRR=infusion-related reaction, MedDRA=Medical Dictionary for Regulatory Activities,
N/n=number of subjects, PT=preferred term, and TEAE=treatment-emergent adverse event

EMR100070-001 5Bk Cik, 7 — & 1 v M4 7R CHERE B E N kiR TH Y, T—% v b A
7 DE AN ST BRE IS L 0 ZeMEORE RN/ N S TNz L2 RIET 5720, 7
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— X7 bAT7 O3 5 ARILARTIZ EMR100070-001 505k (28 8k S - 9B 2 kG & U T fiRhir & 2
L 72, EMR100070-003 7%} 08 EMR100070-002 55& Cld, #BREED D 72\ 728 = OFENTIZ i
Lo i=,

EMR100070-001 3R O BERHA IR 23 3 » H %28 2 2 #5E O TEAE OB E 4 3¢ 2.7.4- 25 12”7,

EMR100070-001 5RER CiX, 7 —# B v b A 7R CTEBGAAERIF A 3 » A 28 2 288583513 1206
4% (83.1%) T -7z, TEAE OTXCTOMHIEE T, BYAEHIRIA 3 » A 282 208 E & 2
B CEBRRAERIM 3 » AT OWBRE 2 51) THRBIRIIFERE ChH o7z, FFZ, irAE OFEL
L, BEGAERIMNS 3 » A 2B 288RE (129%) & 295E (11.4%) CREETH- 7,

& 2.74-25 TEAE OHIE (R&MMEITRER. EMR100070-001 ;5. £#HERE KR VBH
REHEA 3 1 AZEZ HHEBEE)

All 001 001 Subjects
Subjects with >3 mo Follow-Up
(N=1452) (N=1206)
n (%) n (%)
Any TEAE 1359 (93.6) 1172 (97.2)
TEAE Grade >3 723 (49.8) 638 (52.9)
Related TEAE 942 (64.9) 824 (68.3)
Related TEAE Grade >3 146 (10.1) 126 (10.4)
TEAE Leading to Permanent Treatment Discontinuation 193 (13.3) 172 (14.3)
Related TEAE Leading to Permanent Treatment Discontinuation 90 (6.2) 81 (6.7)
Serious TEAE 578 (39.8) 502 (41.6)
Related Serious TEAE 85(5.9) 76 (6.3)
TEAE Leading to Death 163 (11.2) 145 (12.0)
Related TEAE Leading to Death 6 (0.4) 5(0.4)
irAE 165 (11.4) 156 (12.9)
IRR 352 (24.2) 306 (25.4)
Treatment Related IRR 336 (23.1) 290 (24.0)

Source: Integrated Summary of Safety Tables 12.6.1.1 and 12.6.1.2.13
Notes:
1. For subjects with >3 months follow-up, time is counted from enrollment to cut-off date, and 3 months are
interpreted as 90 days.
2. The irAEs and IRRs according to the updated case definition.
irAE=immune-related adverse event, IRR=infusion-related reaction, N/n=number of subjects, and TEAE=treatment-emergent
adverse event
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2.1.1 HBHECRoNSPEEER

EMR100070-003 752, EMR 100070-001 352 K T EMR100070-002 75 D %5 E 51 < 43 45 (system organ
class; SOC) KU PT BIDOFBLRD o7 (WTHNORERT 3%LL ) TEAE %3 2.7.4- 26 |Z7R~
7T

EMR100070-003 7B Tl&, RN 15%LA =0 TEAE 1%, JR57. TRl B, BAEHR, RAH:
TEIE, AL, kK ORESTE TdH o 7-, EMR100070-001 #ABR TlE, JEERMN 15%LL LD TEAE I3,
JEI7. LD, ERL, N FEAILPE D UG, BAGBOER K OMAERA Tdh - 72, EMR100070-002 7Kk
T, FBLED 15%LL F0 TEAE 1%, &, .l FE, EAICED RS, BAE0R, aEH:, %9
FERE K ORI T do - 72,

irAE (R IEEEIR TIER OB 72 £) K OVIRR Z#BR& . TEAE (35RO BEEMN (7T~
7B G BAGRTD O G OFE UL R OIIEZ AT 2 rTREMEO B WA TIEERE) IS THlshdboT
HoT,

irAE (FURIUERBIR TEZ B Tr) KOVIRR OFERIT, ZH 4 2.1.8.1 THE T 2.1.8.2 HHIZFLH L
7=,

#+2.7.4-26 SOC RUPT RIDRJBENEMN o1 (WIFTIMDEAERT 3%LLE) TEAE (X
MR RER. 2HRE)

003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Number of Subjects With At Least One Event 86 (97.7) 1359 (93.6) 38 (95.0)
MEB I Y VI REE 20 (22.7) 254 (17.5) 13 (32.5)
Hifn. 13 (14.8) 188 (12.9) 9 (22.5)
Y 2o SERD SE 6 (6.8) 17 (1.2) 0 (0.0)
LIRREE 15 (17.0) 131 (9.0) 2 (5.0)
BER 3(3.4) 35 (2.4) 0 (0.0)
TR AR 3(3.4) 7(0.5) 0 (0.0)
WA IREEE 5(5.7) 100 (6.9) 3(7.5)
FIR IR RE A T E 4 (4.5) 66 (4.5) 1(2.5)
R b R TS E 2(2.3) 20 (1.4) 3(7.5)
REE 10 (11.4) 73 (5.0) 1(2.5)
L 3(3.4) 18 (1.2) 1(2.5)
HIBEE 51 (58.0) 850 (58.5) 25 (62.5)
CEVIN 18 (20.5) 326 (22.5) 8 (20.0)
(A 15 (17.0) 248 (17.1) 2 (5.0)
T 20 (22.7) 242 (16.7) 3(7.5)
Mg 10 (11.4) 214 (14.7) 6 (15.0)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
HER 11 (12.5) 184 (12.7) 5(12.5)
eI 3(3.4) 65 (4.5) 1(2.5)
3 R e 0 (0.0) 54 (3.7) 1(2.5)
I PN 3(3.4) 50 (3.4) 0 (0.0)
W P 1(1.1) 51 (3.5) 1(2.5)
K 1(1.1) 46 (3.2) 2 (5.0
B E W R 2(2.3) 45 (3.1) 0 (0.0)
HILFRR 1(1.1) 43 (3.0 0 (0.0)
ISP 1(1.1) 29 (2.0) 5(12.5)
HE R A R 4 (4.5) 11 (0.8) 0 (0.0)
AL DA 1(1.1) 6 (0.4) 2(5.0)
HIE% 0(0.0) 3(0.2) 2(5.0)
— - REEER X UELGEALORE 61 (69.3) 870 (59.9) 19 (47.5)
P 5 33 (37.5) 418 (28.8) 5(12.5)
FEEL 6 (6.8) 181 (12.5) 7 (17.5)
RGPV 16 (18.2) 131 (9.0) 3(7.5)
IR 6 (6.8) 133 (9.2) 1(2.5)
PRABMEAT 4 (4.5) 125 (8.6) 0 (0.0)
) iE 11 (12.5) 104 (7.2) 0 (0.0)
FE M s 1(1.1) 70 (4.8) 2 (5.0
S{ TN YRR R 2(2.3) 65 (4.5) 0(0.0)
R 0 (0.0) 15 (1.0) 3(7.5)
P TV 0 (0.0) 9 (0.6) 2 (5.0)
BYYER X OF4AE B 33 (37.5) 432 (29.8) 10 (25.0)
PR S G 4 (4.5) 115 (7.9) 1(2.5)
Jifi & 3(3.4) 59 (4.1) 1(2.5)
R RGE R 5(5.7) 53 (3.7) 3(7.5)
L ERDS 6 (6.8) 20 (1.4) 3(7.5)
e B A% 3(3.4) 14 (1.0) 0 (0.0)
Rl S PE 2 4 (4.5) 12 (0.8) 0(0.0)
BE. PEBLOCLESHE 21 (23.9) 342 (23.6) 7(17.5)
TEAITHE D B @ 13 (14.8) 246 (16.9) 7(17.5)
Loayee] 3(3.4) 36 (2.5) 0 (0.0)
EER R 36 (40.9) 529 (36.4) 14 (35.0)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
IR E D 12 (13.6) 225 (15.5) 3(7.5)
TANRTGXUET I NT A7 =T —EBHIN 5(5.7) 74 (5.1) 1(2.5)
TI=rT ) NI AT 2T — BN 6 (6.8) 64 (4.4) 1(2.5)
RN 3(3.4) 58 (4.0) 1(2.5)
M7 V7 F = BN 5(5.7) 50 (3.4) 0 (0.0)
M7 VH Y R AT 72— 0(0.0) 53 (3.7) 1(2.5)
y =T NEINVETRT 2T — B 4 (4.5) 35(24) 0 (0.0)
Y S—PHAN 3(3.4) 29 (2.0) 1(2.5)
77— 1(1.1) 21 (1.4) 2(5.0)
M7 V7 F 2R AR — B HN 4(4.5) 14 (1.0) 2(5.0)
I i ERE R 0 (0.0) 13 (0.9) 3(7.5)
LEM QT K 1(1.1) 11 (0.8) 3(7.5)
C— PR | BN 1(1.1) 9 (0.6) 2 (5.0)
U HRER R 0 (0.0) 8 (0.6) 2 (5.0)
RPBLORBEE 30 (34.1) 531 (36.6) 15 (37.5)
AAIEOR 17 (19.3) 232 (16.0) 7(17.5)
oK 4 (4.5) 86 (5.9) 1(2.5)
(i RNk 3(3.4) 83 (5.7) 0 (0.0)
&F MU U A ME 5(5.7) 76 (5.2) 1(2.5)
&~ 7% > 7 AlfjE 2(2.3) 61 (4.2) 0 (0.0)
K7 L7 2 v fE 3(3.4) 50 (3.4) 2(5.0)
e I 1(1.1) 47 (3.2) 0 (0.0)
B PR I L 0 (0.0) 16 (1.1) 3(7.5)
L9k 1(L.1) 9 (0.6) 2 (5.0)
ERRR LU A EREE 43 (48.9) 523 (36.0) 3(7.5)
R 9(10.2) 154 (10.6) 2(5.0)
RE A 14 (15.9) 135 (9.3) 1(2.5)
VU e e 13 (14.8) 69 (4.8) 0 (0.0)
B kR 2(2.3) 74 (5.1) 0 (0.0)
P 4 (4.5) 71 (4.9) 1(2.5)
B A& R MR 0 (0.0) 53 (3.7) 0 (0.0)
A 6 (6.8) 41 (2.8) 0 (0.0)
FHHL IR 1(1.1) 44 (3.0 0 (0.0)
MR 3(3.4) 30 (2.1) 0 (0.0)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
ARG R Y 3(3.4) 26 (1.8) 0(0.0)
ISR 3(3.4) 13 (0.9) 0 (0.0)
B, BEBIUHMETAHOHEY (ERBLIUORI —T2ET) 9(10.2) 69 (4.8) 6 (15.0)
B I 3(3.4) 15 (1.0) 3(7.5)
IR 0 (0.0) 2(0.1) 2(5.0)
TR IEE 31 (35.2) 382 (26.3) 8 (20.0)
SEYR 8(9.1) 123 (8.5) 2(5.0)
FEIWED FE 11 (12.5) 82 (5.6) 3(7.5)
R 3(3.4) 35(2.4) 3(7.5)
RIEMIER = 2 — /3 F— 1(1.1) 23 (1.6) 2 (5.0
Kt = 2 —m F— 3(3.4) 19 (1.3) 0 (0.0)
BRRE 20 (22.7) 205 (14.1) 3(7.5)
RHRSE 6 (6.8) 77 (5.3) 3(7.5)
NS 5(5.7) 73 (5.0) 0(0.0)
SEELIRTE 3(3.4) 23 (1.6) 0 (0.0)
RSl 3(3.4) 17 (1.2) 0 (0.0)
BB I URKEE 8(9.1) 161 (11.1) 5(12.5)
BB ARA 4 (4.5) 27 (1.9) 1(2.5)
BEAR 0 (0.0) 20 (1.4) 2 (5.0)
FEkER. MERIS K OWERRREE 30 (34.1) 565 (38.9) 3(7.5)
AR 15 (17.0) 168 (11.6) 2(5.0)
% [ 66 5(5.7) 163 (11.2) 0 (0.0)
55 VR I K] 3(3.4) 99 (6.8) 0 (0.0)
fa 7k 3(3.4) 66 (4.5) 1(2.5)
1 fEnE IR e 3(3.4) 41 (2.8) 0(0.0)
Leo<Y 3(3.4) 7(0.5) 0 (0.0)
BB X O THfRES 35 (39.8) 334 (23.0) 17 (42.5)
% O PEIE 8(9.1) 86 (5.9) 6 (15.0)
i 10 (11.4) 77 (5.3) 4(10.0)
RINITRZ S INS 2> 5(5.7) 42 (2.9) 4(10.0)
2 T g5 4 (4.5) 33 (2.3) 6 (15.0)
HLBE 3(3.4) 22 (1.5) 0 (0.0)
mEREE 23 (26.1) 227 (15.6) 3(7.5)
T I E 11 (12.5) 103 (7.1) 1(2.5)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
L2qiIDER 4 (4.5) 44 (3.0 1(2.5)
UV fE 4 (4.5) 8 (0.6) 0(0.0)

Source: Integrated Summary of Safety Table 12.6.2.1

4 Numbers (percentages) refer to the preferred term (PT) of infusion related reaction only, and differ from the
numbers (percentages) for the composite of PTs reported elsewhere in this document.

N/n=number of subjects, PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

EMR100070-001 #RER Clx, T —H W~ M A 7S CEBGEEIM 2 3 » H 2B 2 285E 04
1L 83.1%TH Y, TXT?D SOC T, TEAE OFRELFILBHFHAEIMMN 3 » A 2 2 2858 & 2
B GBERAEHAIMN 3 » HULTFOWBRE 2 &1) CTRERMICFRRE TH 7= (32.74-27),

*2.7.4-27 SOC RUPT RIDRIBWENEM o= (£2HERE T 3%LLL) TEAE (REMEM
& &EH. EMR100070-001 ;ER. £HEBRERVEMATLMEMN I »AZEZ D
RERE)
All 001 001 Subjects
Subjects with >3 mo Follow-Up
System organ class (N=1452) (N=1206)
Preferred term n (%) n (%)

Number of Subjects With At Least One Event 1359 (93.6) 1172 (97.2)
MEB LY VR EE 254 (17.5) 233 (19.3)

# i 188 (12.9) 174 (14.4)
N EE 100 (6.9) 91 (7.5)

FIR IR RE A T E 66 (4.5) 60 (5.0)
HIGEE 850 (58.5) 762 (63.2)

IR 326 (22.5) 295 (24.5)

fER 248 (17.1) 230 (19.1)

TR 242 (16.7) 223 (18.5)

Mgk i 214 (14.7) 190 (15.8)

R 184 (12.7) 167 (13.8)

eI 65 (4.5) 60 (5.0)

S R e 54 (3.7) 51 (4.2)

H Pz 50 (3.4) 48 (4.0)

W P 51 (3.5) 48 (4.0)

JEK 46 (3.2) 42 (3.5)

B E W R 45 (3.1) 41 (3.4)

LR R 43 (3.0) 40 (3.3)
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All 001 001 Subjects
Subjects with >3 mo Follow-Up
System organ class (N=1452) (N=1206)
Preferred term n (%) n (%)
—i% - EFRERB L CBEHAORE 870 (59.9) 777 (64.4)
957 418 (28.8) 381 (31.6)
FEEL 181 (12.5) 156 (12.9)
A M E 131 (9.0) 125 (10.4)
IR 133 (9.2) 112 (9.3)
P EBHELT 125 (8.6) 117 (9.7)
) RE 104 (7.2) 89 (7.4)
FE M T 70 (4.8) 64 (5.3)
AT PRER 65 (4.5) 60 (5.0)
BYUER X &4 BAE 432 (29.8) 389 (32.3)
R B Y 115 (7.9) 106 (8.8)
Jifi & 59 (4.1) 55 (4.6)
R RGE R 53 (3.7) 49 (4.1)
BE, FEBLICNESIHE 342 (23.6) 307 (25.5)
HEAIZPE S RS 246 (16.9) 218 (18.1)
EER A 529 (36.4) 479 (39.7)
IR E R 225 (15.5) 206 (17.1)
TARGEUEET I I AT =7 — BN 74 (5.1) 68 (5.6)
TI=UT R NI UAT 2T — B 64 (4.4) 56 (4.6)
R EHEIN 58 (4.0) 54 (4.5)
7 V7 =N 50 (3.4) 46 (3.8)
AT Y RAT 7 &2 —EH 53 (3.7) 47 (3.9)
RftB L ORREE 531 (36.6) 480 (39.8)
BHRE 232 (16.0) 216 (17.9)
M7k 86 (5.9) 77 (6.4)
KA U v AffE 83 (5.7) 78 (6.5)
7 bV U AfnfE 76 (5.2) 69 (5.7)
K~ 7 % v v AfE 61 (4.2) 57 (4.7)
K77 2 o fgE 50 (3.4) 46 (3.8)
5 A 47 (3.2) 46 (3.8)
B RB L OR ARk E 523 (36.0) 482 (40.0)
Rl 154 (10.6) 146 (12.1)
RE A 135 (9.3) 127 (10.5)
VU e e 69 (4.8) 64 (5.3)
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All 001 001 Subjects
Subjects with >3 mo Follow-Up
System organ class (N=1452) (N=1206)
Preferred term n (%) n (%)
B kR 74 (5.1) 71 (5.9)
i PR 71 (4.9) 66 (5.5)
B R i 53 (3.7) 50 (4.1)
FHB IR 44 (3.0) 38 (3.2)
PRRREE 382 (26.3) 354 (29.4)
ER 123 (8.5) 116 (9.6)
FEWED E W 82 (5.6) 78 (6.5)
RS 205 (14.1) 194 (16.1)
RHRSE 77 (5.3) 75 (6.2)
NS 73 (5.0) 71 (5.9)
AR, MERR K OWERREE 565 (38.9) 510 (42.3)
YK 168 (11.6) 159 (13.2)
M- [ B 163 (11.2) 148 (12.3)
57 VR I K] 99 (6.8) 95 (7.9)
fifg 7k 66 (4.5) 58 (4.8)
K& L O TR EE 334 (23.0) 302 (25.0)
% O PEIE 86 (5.9) 76 (6.3)
B 77 (5.3) 73 (6.1)
mEREE 227 (15.6) 202 (16.7)
& ML 103 (7.1) 87 (7.2)
16 1fn £ 44 (3.0) 42 (3.5)

Source: Integrated Summary of Safety Tables 12.6.2.1 and 12.6.2.2.11
Note: Time is counted from enrollment to cut-off date. Three months are interpreted as 90 days.
N/n=number of subjects, PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

$2.74-26 1R LEEREENE -T2 (TR0 ER T 3%LL ) TEAE % SOC BIlIZ LA FIo 3
KI5,

Oh}

2.1.1.1 B Gk

EMR100070-003 78k Cld, B IGREE O HFIL 58.0% T b - 7=, FEFN 10%LL_Eo B IR ET,
T (22.7%) . Bl (20.5%) . R (17.0%) . MR (12.5%) KOWEH: (11.4%) Thoiz,

EMR100070-001 785k Tl B AZREE OB HRIL 58.5% T - 7=, FBELEN 10%LL o B IBEEL,
T (16.7%) . #Haly (22.5%) . EfE (17.1%) . R (12.7%) K OWEM: (14.7%) T o7,

EMR100070-002 75k Tl BHIFEEORRHEIL 62.5% T - 7=, BEEN 10%2L Lo G IGREE T,
HOL (20.0%) . TEH (15.0%) . B85 (12.5%) ROVOAN%E (12.5%) ThoTo,
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21.1.2 —% - £HEFEL S TRSEHMOIRE

EMR100070-003 FRER CTlE, —i% « £2HFEER L O GEAOREDOIEIEIT 69.3% TH 7=, 3
BUED 10%LL Eo—fi - REEEL LORGMAORIEIL, T (37.5%). KEMEFE (18.2%)
K OMETE (12.5%) Thoiz,

EMR100070-001 FRER TIE, —i% « £2HFEER L O GEAOREOIEHEIT 59.9% TH 7=, 3
BN 10%LL Eo—% « 2EfEES L OB G OREX, %5 (28.8%) KOFEEL (12.5%) ThH
-7,

EMR100070-002 ;RER CTIE, —i% « £2HFEER L O GEAOREDOIEIRIT 475% TH-71-, 3
BN 10%LL Eo—% « 2 REES L OBGMAOWRER, BE (17.5%) KOS (12.5%) ThH

277,
2.1.1.3 R#B L UVREES

EMR100070-003 752 CId, AHH L OUREREORIEIL 34.1% ThH - 72, FEEN 10%LL Lo
RAE L OSREREEIE, AR (193%) ThoT,

EMR100070-001 78R Tid, d X OUREEE ORBILRIL 36.6% Th o7z, FEEDN 10%LL LD
R L OSRERIRE 1L, BAEEE (16.0%) TH-oTo,

EMR100070-002 78R Tld, i X OUREEE ORBILRIL 37.5% Th o7z, FEEDN 10%LL LD
RA L OUREREEIE, AR (17.5%) ThoTz,

21.1.4 MR, MERE & UHithwiES

EMR100070-003 7k Tl FEW AR, Moh3s K OWERRIE S O BLFIT 34.1% Th - 72, FEED 10%
UL bR g MEhis KL ONMERRREE X, ik (17.0%) Tho7o,

EMR100070-001 78k Tid, FEWER, Mshds L OWERRIRE OB 38.9% ThH - 72, FELED 10%
VLB, Moghis X OWERREE L, ik (11.6%) K OWERINEE (11.2%) Th o7,

EMR100070-002 78k Tl FEMER, MEhds J ONMERRES OFBLRIL 7.5% Th - 7o, FELED 10%
UL Bz, MElis X OMEREEITER O b o7,

2115 MEH IV VRREE

EMR100070-003 &k Tld, Mk LY o SREEDOREBLFRIL 22.7% Th > 7o, FEBLFEDN 10%LL
Lok LY R EEE, Al (14.8%) Tho7-,

EMR100070-001 78k Tik, MikEs LY o SREEORBLRIT 17.5% Th o 7o, FEBLED 10%LL
FomEs LY R EFT, Al (12.9%) ThoTo,

EMR100070-002 78k Tld, MikF LY o SREEORBLERIT 32.5% Th o 7o, FEBLFED 10%LL
Lok LY oREEZ, Al (22.5%) THho7-,
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212 TJL—R3LLDBEEER

EMR100070-003 7%, EMR100070-001 55% &% T EMR100070-002 35t SOC K& O PT Bl D38 B
BEo T2 (WFT N ORER T 1%LL E)NCI-CTCAE 7' L— K 3 LI E® TEAE % 3% 2.7.4- 28 |2/,

7' L— R 3 Lo TEAE OF B3, EMR100070-003 75% T 61.4%. EMR100070-001 #5% T 49.8%.
EMR100070-002 7 T 45.0% CTh > 7=,

EMR100070-003 5452 Cl&, FEBLEN 3%, LD 7 L— F 3 LI EdD TEAE 1%, &I, mSInE, HEE
AT, U U NEKE, v — AV E IV T AT 2T —EF (gamma-glutamyltransferase; GGT)
MERY R—BHMTH-oT=, 71— F‘ 3ULED Y L REREUE 2 R B L TR E Tk, Wb
TR & B 2 5 TERWERRNIIRD S, BRI EOHED U B iE (5/6 4) K&
WEBETT (5/6 4) PEENTz, Z7L— K 3 L EO GGT #MERBL LIt D 5> 6, i
100070-003-133-0005 TIZAPHED GGT # (7 L— K 1), FHE% M OFFEMt 2 A1 2 05, ¥
B3 100070-003-302-0003 TIXABHED GGT #N (' L— K 2) EOWFEtE2 a4 203K, 95

# 100070-003-901-0001 CTILHFHEMEAZ AT 2 OFHIENFE & & 2 b, HHEREREORRIT 3.2.1
T,

EMR100070-001 #&XBR Tli%, FEEN 3%LL ED 7 L— R 3 UL ED TEAE 1%, KAEET, &, M
W R, MR M QMR B U D A fUE Tdh o 72,

EMR100070-002 #BR TliL, FHEMN 3%LL LD L— K 3 LI LD TEAE 1, &Alfl, A L 7 ALY
1.7 CPK B¢ - 7=,

7 L— R 3 LLED TEAE 34RO EBHE LM TR SN D D TH o7, FlxiE, EinoEl &
Y RERBUDE /U o NERBOR T, EITIEEEE IS Ao s ERTH DL, VL —R3LLE
@ TEAE OHBIRORBRM DT, 3 o BEEH, RET V1 ROBIEHHOENC LD b
DEFZ BT,

7 L— F‘ 3 L E® irAE X EMR100070-003 352 T 1 4 (1.1%) ., EMR100070-001 7R TR D
1.6% 258 8 & 41, EMR100070-002 nft%ﬁf WOLNRMNoT, 7L —F 3 Ll E® IRR X
EMR100070-001 55 THERE D 1.0%IZ78 8 541, EMR100070-003 35k % O° EMR100070-002 545 C
IFRRO B2 Tz, irtAE KON IRR DO E M OFRHTHRE R OFEMIL, T2 2.1.8.1 KLU 2.1.8.2
THITFLHE LT,

#+ 2.74-28 SOC BRU PT BIDHRBEMNEMN o= (WThADHERT 1%LLE) NCI-CTCAE
JL— K3 LULED TEAE (R&MBITHRER. £1RE)

003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Number of Subjects With At Least One Event 54 (61.4) 723 (49.8) 18 (45.0)
MEB I Y VI REE 15 (17.0) 89 (6.1) 8(20.0)
Egiiih 9(10.2) 64 (4.4) 8(20.0)
P 1 B INAE 2(2.3) 9 (0.6) 0 (0.0)
U BRI iE 6 (6.8) 5(0.3) 0 (0.0)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
FINERPE L 1. 1(1.1) 0(0.0) 0 (0.0)
1F (3R E B i 1(1.1) 0 (0.0) 0 (0.0)
LIRREE 3(3.4) 34 (2.3) 12.5)
IR D) 1(1.1) 8 (0.6) 0 (0.0)
LA e 0 (0.0) 3(0.2) 1(2.5)
DFER AT 1(1.D) 2(0.1) 0 (0.0)
D FED 1(L1.D) 1(0.1) 0 (0.0)
REE 2(2.3) 1(0.1) 0(0.0)
AR Mok re ke 2 1(1.1) 0 (0.0) 0 (0.0)
o P [ 1(1.1) 0(0.0) 0 (0.0)
e kP 28 1(1.1) 0 (0.0) 0 (0.0)
BIBRE 6 (6.8) 163 (11.2) 6 (15.0)
R 2(2.3) 44 (3.0) 1(2.5)
Mg 0(0.0) 28 (1.9) 0(0.0)
L 0(0.0) 26 (1.8) 0 (0.0)
UNISE 0(0.0) 16 (1.1) 0 (0.0)
7K 1(1.1) 14 (1.0) 0 (0.0)
(A 1(L1.D) 13 (0.9) 0 (0.0)
B 5 H 1 1(1.1) 9(0.6) 0 (0.0)
CIEE S 0 (0.0) 6 (0.4) 1(2.5)
AL TR 1(1.1) 3(0.2) 2(5.0)
H Hiifi. 1(1.1) 1(0.1) 1(2.5)
&3] 1(1.1) 0 (0.0) 0 (0.0)
R R 1(1.1) 0 (0.0) 0 (0.0)
EEARAE i 0 (0.0) 0 (0.0) 1(2.5)
—f% - 2EEER X OCEGEHALORE 12 (13.6) 185 (12.7) 1(2.5)
PRABMEAT 4 (4.5) 121 (8.3) 0 (0.0)
95T 2(2.3) 33 (2.3) 0 (0.0)
) RE 0 (0.0) 20 (1.4) 0 (0.0)
FE M T 1(1.1) 15 (1.0) 1(2.5)
LEEFHORIEIR T 2(2.3) 5(0.3) 0 (0.0)
L2 1(1.1) 2(0.1) 0 (0.0)
Jizbra 1(1.1) 1(0.1) 0 (0.0)
L 1(1.1) 0 (0.0) 0 (0.0)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
FFRESE R B 2(2.3) 21 (1.4) 0 (0.0)
JFA4 1(1.1) 3(0.2) 0 (0.0)
JixEi=te 1(1.1) 1(0.1) 0 (0.0)
BRYER K OV A BIE 6 (6.8) 110 (7.6) 1(2.5)
Jifi & 1(1.D) 32(2.2) 0 (0.0)
P AE 1(1.D) 18 (1.2) 0 (0.0)
R B Y 1(1.1) 9 (0.6) 0 (0.0)
fifi G 1(1.1) 4 (0.3) 0 (0.0)
JiERE R aes 0 (0.0) 0 (0.0) 1(2.5)
S 1(1.1) 0(0.0) 0(0.0)
7 L7 v T HBULE 1(1.1) 0(0.0) 0 (0.0)
L BB RUIE 1(L1.D) 0 (0.0) 0 (0.0)
FRRIRE 11 (12.5) 126 (8.7) 4 (10.0)
TARGEUEET I I AT =7 — BN 1(1.1) 26 (1.8) 0 (0.0)
y =T NEINET AT =T —PH 3(3.4) 22 (1.5) 0 (0.0)
AT Y RAT 7 &2 —EH 0 (0.0) 16 (1.1) 1(2.5)
Y S—PHAN 3(3.4) 13 (0.9) 1(2.5)
TI=rT ) NI AT =T — BN 2(2.3) 13 (0.9) 1(2.5)
U v EREOR D 1(L.D) 14 (1.0) 0 (0.0)
TEHEAEE Y h e AT T AT UIFRIERE 1(L.D) 7(0.5) 0 (0.0)
77 —EHm 0(0.0) 7(0.5) 1(2.5)
M7 V7 F 2R AR — B Hn 1(1.1) 3(0.2) 2(5.0)
=" KBS N 1(1.1) 3(0.2) 0 (0.0)
rNZ AT IF—F LS 1(1.1) 3(0.2) 0(0.0)
M= L 27 v — LN 1(1.1) 1(0.1) 0 (0.0)
. LR i K SR RE SR HE N 1(1.1) 1(0.1) 0 (0.0)
IfiLE - 1(1.1) 1(0.1) 0 (0.0)
RPBLCRBEE 7 (8.0) 143 (9.8) 5(12.5)
{35l NURYN | B/ 2(2.3) 44 (3.0 1(2.5)
(i BRIk 1(1.D) 23 (1.6) 0 (0.0)
& I B 0 (0.0) 18 (1.2) 0 (0.0)
IRV > ERIfLSE 1(1.D) 16 (1.1) 0 (0.0)
[N 0(0.0) 14 (1.0) 0 (0.0)
AAEOR 2(2.3) 10 (0.7) 1(2.5)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
K77 2 o ffE 1(L.D) 10 (0.7) 1(2.5)
{E b 0(0.0) 3(0.2) 1(2.5)
YR 1(1.1) 2(0.1) 0 (0.0)
B U7 U RifE 0(0.0) 2(0.1) 1(2.5)
TR S5 7y S (B 0(0.0) 0 (0.0) 1(2.5)
ERRR LU A EREE 3(3.4) 72 (5.0) 1(2.5)
R 0 (0.0) 18 (1.2) 1(2.5)
RE A 1(1.1) 16 (1.1) 0 (0.0)
VU e e 1(1.1) 10 (0.7) 0 (0.0)
B kR 1(1.1) 8 (0.6) 0 (0.0)
B 1(1.1) 5(0.3) 0 (0.0)
ARG Ye 1(1.1) 4(0.3) 0 (0.0)
B, BB IOHMAHOTEY (BERBIORY -2 &) 7 (8.0) 32(2.2) 0(0.0)
FEEI55 0 1(1.1) 5(0.3) 0 (0.0)
AT 1(1.1) 2(0.1) 0 (0.0)
S A WA T 1(1.1) 1(0.1) 0 (0.0)
Bl NER RS 1(1.1) 1(0.1) 0 (0.0)
WEERERTS 1(L.D) 0 (0.0) 0 (0.0)
S DR T 1(L1.D) 0 (0.0) 0 (0.0)
V- bRz 1(L1.D) 0 (0.0) 0 (0.0)
F2 T AT A e g 1(1.1) 0 (0.0) 0 (0.0)
RREE 2(2.3) 52 (3.6) 0 (0.0)
ESil 1(1.1) 8 (0.6) 0 (0.0)
AL 2 AR 1(1.1) 0 (0.0) 0 (0.0)
S 2(2.3) 12 (0.8) 0 (0.0)
ok 1(1.D) 2(0.1) 0 (0.0)
SEELIKTE 1(1.D) 1(0.1) 0 (0.0)
B 1(1.1) 0 (0.0) 0 (0.0)
BB IURKEE 3(3.4) 29 (2.0) 1(2.5)
BB ARA 1(1.1) 12 (0.8) 1(2.5)
TR 1(1.1) 6 (0.4) 0 (0.0)
JHEFR 1(1.1) 0 (0.0) 0 (0.0)
FEkER. MERIS K OWERRREE 3(3.4) 151 (10.4) 0 (0.0)
M- [ B 0 (0.0) 52 (3.6) 0 (0.0)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
sk 2(2.3) 29 (2.0) 0 (0.0)
IR AN 4 0(0.0) 17 (1.2) 0 (0.0)
55 VR I R 1(1.1) 8 (0.6) 0 (0.0)
mEEE 10 (11.4) 59 (4.1) 0 (0.0)
& ML 5(5.7) 33(2.3) 0 (0.0)
{8 o £ 2(2.3) 8 (0.6) 0 (0.0)
TREBERMR LAY 1(L1.D) 4(0.3) 0 (0.0)
YA 1(1.1) 1(0.1) 0(0.0)
R ER IR f A 1(1.1) 0 (0.0) 0 (0.0)

Source: Integrated Summary of Safety Table 12.6.3.1
N/n=number of subjects, NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events,
PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

EMR100070-001 #BR Clx, 7 —# B v A 7EES CEBRGEEHR 2 3 » H 28 2 2858 0E4
12 83.1%TH VY, XTD SOC T, 7 L— K3 LI ED TEAE OFRBRITBHFHELM 3 » H# &
2 DR L EgRE CEMVRA I A3 » AL FOWRE 2 5 1r) CRIERE CTH-7-(5£2.7.4-29),

#+2.7.4-29 SOC RU PT BIDHRB|ENAGEM 1= (£KERE T 1%LIE) NCI-CTCAE J L—
k3 LLE®D TEAE (REMMBITHRER. EMR100070-001 5. £HEBRERV
EBHRAERMMN 3 1 A T8 X HHWERAE)

All 001 001 Subjects
Subjects with >3 mo Follow-Up
System organ class (N=1452) (N=1206)
Preferred term n (%) n (%)
Number of Subjects With At Least One Event 723 (49.8) 638 (52.9)
MBI v AREE 89 (6.1) 81 (6.7)
E=yiil 64 (4.4) 60 (5.0
BIBRE 163 (11.2) 144 (11.9)
R 44 (3.0) 37 (3.1)
Mg 28 (1.9) 25 (2.1)
L 26 (1.8) 24 (2.0)
/NP IE 16 (1.1) 16 (1.3)
JEK 14 (1.0) 13 (1.1)
—f% - 2EEER X ORGSO RE 185 (12.7) 167 (13.8)
PRABMEAT 121 (8.3) 113 (9.4)
it 33(2.3) 26 (2.2)
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All 001 001 Subjects
Subjects with >3 mo Follow-Up
System organ class (N=1452) (N=1206)
Preferred term n (%) n (%)
) RE 20 (1.4) 18 (1.5)
FE M T 15 (1.0) 14 (1.2)
JRYWE R & VA B E 110 (7.6) 94 (7.8)
Jifi & 32(2.2) 31 (2.6)
I AE 18(1.2) 15(1.2)
FRRRE 126 (8.7) 118 (9.8)
TARTRUEET X ) M T AT =7 —EHN 26 (1.8) 24 (2.0)
y =T NEINET AT =T —PH 22 (1.5) 21 (1.7)
ATV RAT 7 &2 —EHI 16 (1.1) 15(1.2)
U v ERER D 14 (1.0) 13(1.1)
KRB L ORREE 143 (9.8) 123 (10.2)
{129wal NURVFN i 44 (3.0) 38(3.2)
&V o A ffE 23 (1.6) 21(1.7)
a5 I 18 (1.2) 18 (1.5)
&Y »ERIMAE 16 (1.1) 14 (1.2)
[N 14 (1.0) 12 (1.0)
ERRR LU A EREE 72 (5.0 67 (5.6)
I 18 (1.2) 18 (1.5)
RA & 16 (1.1) 15(1.2)
TR, MIERE X OWERRREE 151 (10.4) 131 (10.9)
I R B 52 (3.6) 46 (3.8)
fifg 7k 29 (2.0) 25(2.1)
AN 4 17 (1.2) 16 (1.3)
mEREE 59 (4.1) 54 (4.5)
& ML 33(2.3) 30 (2.5)

Source: Integrated Summary of Safety Tables 12.6.3.1 and 12.6.3.2.11

Note: Time is counted from enrollment to cut-off date. Three months are interpreted as 90 days.

N/n=number of subjects, NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events,
PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

213 BRECEHEREBETELRVAETER

EMR100070-003 35k, EMR100070-001 75k & Y EMR100070-002 #5k> SOC K NPT B DO FE IR
NEho Tz (DT OFRERT 1%L E) 1RERIE & BRIP4 5 E TX 72\ TEAE %3 2.7.4- 30 (IR
£
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TS 2.7.4 BRERAR &M DOHE

EMR100070-003 55& CTld, FEHLED 5%LL EDOIRBRSE & B 2 5 T X 70\ TEAE &, ¥ 57,
TEANZHE D RO, R Bl HEE, 3892 | RABOE & OBRR 2K 2 T d - 72, EMR100070-001
AR TR, FBLERD 5% EOTEEREE & BE M2 5 E T E 22V TEAE 1, 97, EAILHE D BUG,
HOL, T, B, BEKLOBAKEGRTH - 72, EMR100070-002 3BR Tk, FHEN 5%LL DR
Bk & B 22 I E T & 22 TEAE (3, VEAICHED BUG, £ D FE, BB AR, 2. BRE
RS, BOER, A, FURIERETUEE, BEUE, HIMEREGED . R ET | R,
BEVAIE, OEX QT R, 4FHERBaED | 8. RIHEER = 2 — e XF—KOEARTH 7,

irAE (G835, W inkeass e OVl 2 & 1) OV IRR OFERIZ, £ 2.1.8.1 THEL O 2.1.8.2
TH|ZFE# L7, DX QT R 2 38 L= g o LEXPT T 4.3 THIZFHE L7,

#2.7.4-30 SOC RU PT BIDFEBEAEN >F= (WTHHDHERT 1%ULE) BERFELBEE
MEBE TSRV TEAE (REMMBITHRER. £WEBEE)

003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Number of Subjects With At Least One Event 62 (70.5) 942 (64.9) 32 (80.0)
MEB LY R EE 2(2.3) 54 (3.7) 4 (10.0)
21 1(1.1) 34 (2.3) 3(7.5)
Y 2o SERD SE 2(2.3) 11 (0.8) 0 (0.0)
U X HiE 0(0.0) 1(0.1) 1(2.5)
DR E 2(2.3) 15 (1.0) 1(2.5)
iuEs 2(2.3) 3(0.2) 0 (0.0)
D EPEHASMIGHE 0 (0.0) 1(0.1) 1(2.5)
WA IREEE 4 (4.5) 73 (5.0) 3(7.5)
PR BRFS REA T E 3(3.4) 51 (3.5) 1(2.5)
R b R TS E 2(2.3) 13 (0.9) 3(7.5)
REE 2(2.3) 24 (1.7) 0 (0.0)
ARSI 1(1.1) 1(0.1) 0 (0.0)
MRy 1(1.1) 0 (0.0) 0 (0.0)
iRZ 5 e 1(1.1) 0 (0.0) 0 (0.0)
TR 1(1.1) 0 (0.0) 0 (0.0)
HIBEE 20 (22.7) 273 (18.8) 9 (22.5)
IR 8(9.1) 119 (8.2) 1(2.5)
T 8(9.1) 98 (6.7) 1(2.5)
Mg 2(2.3) 54 (3.7) 1(2.5)
(A 1(1.1) 28 (1.9) 0 (0.0)
N2 1(1.1) 14 (1.0) 4(10.0)
(mEaLA 2(2.3) 15(1.0) 0 (0.0)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
N 0(0.0) 14 (1.0) 1(2.5)
e 1(1.1) 11 (0.8) 0 (0.0)
RIGR 0 (0.0) 4(0.3) 1(2.5)
B R E R 1(1.1) 3(0.2) 0 (0.0)
T T B 0 (0.0) 2(0.1) 1(2.5)
PR A PR 1(1.1) 1(0.1) 0 (0.0)
HIE% 0 (0.0) 1(0.1) 1(2.5)
[CES 1(1.1) 0(0.0) 0 (0.0)
—i% - EFRERB L CBEHAORE 32 (36.4) 445 (30.6) 11 (27.5)
957 21 (23.9) 243 (16.7) 1(2.5)
IR 3(3.4) 93 (6.4) 1(2.5)
FEEN 2(2.3) 87 (6.0) 5(12.5)
A TN PR 2(2.3) 52 (3.6) 0 (0.0)
) RE 7 (8.0) 35(2.4) 0 (0.0)
RGPV 1(1.1) 16 (1.1) 2(5.0)
R 0(0.0) 6 (0.4) 3(7.5)
P A T N 0(0.0) 1(0.1) 2 (5.0)
mpi2) 0 (0.0) 0(0.0) 1(2.5)
FFREE R 1(1.1) 6 (0.4) 0(0.0)
JHERE 2L 1(1.1) 0 (0.0) 0 (0.0)
GEREE 2(2.3) 13 (0.9) 0 (0.0)
SRR 1(1.1) 3(0.2) 0 (0.0)
W AEUE 1(1.1) 2(0.1) 0 (0.0)
BYUER X &4 BAE 4 (4.5) 34 (2.3) 1(2.5)
RIS 1(1.1) 1(0.1) 1(2.5)
AfEs P JE 1(1.1) 2(0.1) 0 (0.0)
BV 1(1.1) 1(0.1) 0 (0.0)
A7 W 1(1.1) 0(0.0) 0 (0.0)
BE, FEBLICNESIHE 13 (14.8) 250 (17.2) 7(17.5)
HEAIZPE D RS 13 (14.8) 244 (16.8) 7(17.5)
FRRRE 10 (11.4) 159 (11.0) 7(17.5)
TARGEUEET I I AT =7 — BN 3(3.4) 31(2.1) 1(2.5)
TIT=rT R N UAT =T — B 3(3.4) 28 (1.9) 1(2.5)
IR D 0 (0.0) 21 (1.4) 0 (0.0)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Y S—PHAN 0(0.0) 17 (1.2) 0 (0.0)
MAT IV RAT 7 2 —EHI 0 (0.0) 15 (1.0) 0 (0.0)
y =T NEINET AT =T —PH 0(0.0) 14 (1.0) 0 (0.0
M7 V7 F R AR FF—B BN 2(2.3) 10 (0.7) 0 (0.0)
IR 5 1(1.1) 8 (0.6) 0 (0.0)
DEM QT L E 0 (0.0) 7(0.5) 2 (5.0)
U HRER R 0 (0.0) 5(0.3) 2 (5.0)
P Bk Kb 0 (0.0) 3(0.2) 3(7.5)
Ny ATIF—E ER 1(1.1) 4(0.3) 0(0.0)
I R AR AR LE N 0 (0.0) 3(0.2) 12.5)
A= v 27— 1(1.1) 1 (0.1) 0(0.0)
LA = V- — L HE N 0(0.0) 0 (0.0) 1(2.5)
HEIR AR HER A Ha N 0 (0.0) 0 (0.0) 1(2.5)
PR AR A L ER S 0 (0.0) 0 (0.0) 1(2.5)
RPBLORBEE 9(10.2) 118 (8.1) 3(7.5)
AAEOR 5(5.7) 73 (5.0) 1(2.5)
ik 0 (0.0) 12 (0.8) 1(2.5)
(i BRIk 1(1.1) 9 (0.6) 0 (0.0)
1KY g ifE 1(1.1) 9 (0.6) 0 (0.0)
K7 V7 2 U IfE 0(0.0) 5(0.3) 1(2.5)
K~ 7 x>y AlfSE 1(1.1) 5(0.3) 0 (0.0)
53 PR 1 1S 0(0.0) 1(0.1) 1(2.5)
L9k 0 (0.0) 0 (0.0) 12.5)
FER 355 7y S (B 0 (0.0) 0(0.0) 1(2.5)
1 BBE R IR 1(1.1) 0 (0.0) 0 (0.0)
BEHERB LU SRS 8(9.1) 144 (9.9) 1(2.5)
RE A 4 (4.5) 57 (3.9) 1(2.5)
i PR 1(1.1) 38 (2.6) 1(2.5)
A 1(1.1) 16 (1.1) 0 (0.0)
AR A 1(1.1) 11 (0.8) 0 (0.0)
B A IRALAE 1(1.1) 0 (0.0) 0 (0.0)
AR 1(1.1) 0 (0.0) 0 (0.0)
D0 Jie A R JR 0 (0.0) 0 (0.0) 1(2.5)
A B R [ 0 (0.0) 0 (0.0) 1(2.5)
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TS

2.7.4 BRIRAIR M DBEE

003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
TR SENE 1(1.1) 0 (0.0) 0 (0.0)
TR 1(1.1) 0 (0.0) 0 (0.0)
B, BEBIUHMERHAOHEY ERBLIURI—F 1(1.1) 10 (0.7) 1(2.5)
rEte)
ot rz 2T 1(1.1) 4(0.3) 0 (0.0)
JEE P51 1 A S 0 (0.0) 0 (0.0) 1(2.5)
TR IEE 11 (12.5) 103 (7.1) 6 (15.0)
SFG 2(2.3) 36 (2.5) 2(5.0)
R 2(2.3) 15 (1.0) 3(7.5)
FEWED E W 3(3.4) 14 (1.0) 1(2.5)
KR = 2 —a R — 0 (0.0) 6 (0.4) 2 (5.0)
YL SR 1(1.1) 4(0.3) 0 (0.0)
KM= 2 —w /N F— 1(1.1) 3(0.2) 0 (0.0)
BERLTE 1(1.1) 1(0.1) 0(0.0)
PR B R R 1(1.1) 0 (0.0) 0 (0.0)
SR=F Y YR 1(1.1) 0 (0.0) 0 (0.0)
e 1(1.1) 0(0.0) 0(0.0)
BB L CUREEE 1(1.1) 12 (0.8) 4 (10.0)
BEAR 0 (0.0) 8 (0.6) 2 (5.0)
TR A 0(0.0) 2(0.1) 1(2.5)
K E 0(0.0) 0 (0.0) 1(2.5)
PRAMAE R R 2% 1(1.1) 0 (0.0) 0 (0.0)
ks, MERE X OWERRREE 3(3.4) 92 (6.3) 0 (0.0)
M- [ B 2(2.3) 25(1.7) 0 (0.0)
YK 0 (0.0) 17 (1.2) 0(0.0)
Jitifig e 1(1.1) 16 (1.1) 0 (0.0)
T VEPE PR (R 0 (0.0) 15 (1.0) 0 (0.0)
K& L O TR EE 17 (19.3) 171 (11.8) 15 (37.5)
O FEIE 4 (4.5) 49 (3.4) 6 (15.0)
i 6 (6.8) 42 (2.9) 4(10.0)
2R NITR YN A2 5(5.7) 26 (1.8) 4 (10.0)
B I LG 2(2.3) 13 (0.9) 4 (10.0)
ZITHE 1(1.1) 12 (0.8) 0 (0.0)
BT 1(1.1) 12 (0.8) 0 (0.0)
FIBE 1(1.1) 6 (0.4) 0 (0.0)
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TS 2.7.4 BRERAR &M DOHE

003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
RTE 1(1.1) 5(0.3) 0 (0.0)
BEVET D FEIE 1(1.1) 5(0.3) 0 (0.0)
SIERRR I % 0 (0.0) 4(0.3) 12.5)
37 0 (0.0) 1(0.1) 1(2.5)
BEAK H 1 1(1.1) 0 (0.0) 0 (0.0)
EHEb, 0 (0.0) 0(0.0) 1(2.5)
G 0(0.0) 0(0.0) 1(2.5)
MmEREE 2(2.3) 29 (2.0) 1(2.5)
TIHL 1(1.1) 8 (0.6) 1(2.5)
{Eifn 1(1.1) 1(0.1) 0 (0.0)

Source: Integrated Summary of Safety Table 12.6.4.1
N/n=number of subjects, PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

214 BRELEEGEEETCERVWS L—R3ULEDFEEER

EMR100070-003 7%k, EMR100070-001 55k &% U EMR100070-002 5> SOC & T} PT Bl DR B
Dol (WTFNLORERT 1%L |) 165K & B2 H7E TE 720y NCI-CTCAE 7' L— R 3
PLE® TEAE %% 2.7.4- 31 (27”7,

TRERHK L BB 2 45 8 T X 2\ 7 L— F 3 BL_E D TEAE O3 R1%, EMR100070-003 545k T 4.5%.
mmwmmmnﬁ%@un%\mmwmmmnﬁ%%7w&%otom&wmmmnﬁ%?
7L —R3LLEDY RERBAMED 24 (23%) IZROHIL, EOMOFERITNTIHAE 1 44125
D HALTZ, EMR100070-001 38R Tl 1RBA%E & B2 S E TE W L — R 3 LI E? TEAE O3
BRIV NS 1%A00 CTdH - 72, EMR100070-002 785% Tix, 7 L— K 3 DL EO&EIM 2 4 (5.0%)
IZRD LIV, ZOMOFERITINTN LA 1 HICRD L,

irAE (P28, KIGK. Milgd &k OV Do irAE & 1) LKOVIRR OFERIE, £ £ 2.1.8.1 TH
F O 2.1.8.2 THIC LK L 7=,
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TS 2.7.4 BRERAR &M DOHE

& 2.7.4-31 SOC RU PT BIDHEBEAGEM o1z (WTFIADEERT 1%LLL) JRERE L&
MEEBEETELLNCI-CTCAE ¥ L— F 3 KLLMD TEAE (REMAETIRER.

EHERE)

003 001 002

Subjects Subjects Subjects

System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Number of Subjects With At Least One Event 4(4.5) 146 (10.1) 3(7.5)
MBI Y R REE 2(2.3) 13 (0.9) 2(5.0)
E=giil 0 (0.0) 7 (0.5) 2 (5.0)
Y 2o SERD SE 2(2.3) 2(0.1) 0(0.0)
FRRRE 2(2.3) 42 (2.9) 1(2.5)
TI=VT ) NTUART =T — B 0(0.0) 3(0.2) 1(2.5)
7 L7 FomARFF—B e 1(1.1) 2(0.1) 0 (0.0)
KNy AT IF—E ER 1(1.1) 2(0.1) 0(0.0)
M= v RF o — L 1(1.1) 0(0.0) 0(0.0)
RPBLORBEE 0 (0.0) 16 (1.1) 12.5)
&7 L7 2 v fE 0(0.0) 0 (0.0) 1(2.5)
FEE 355 7y S (B 0(0.0) 0 (0.0) 1(2.5)
BB L CUREEE 0(0.0) 1(0.1) 1(2.5)
TR A 0 (0.0) 0(0.0) 1(2.5)

Source: Integrated Summary of Safety Table 12.6.5.1

4 More information on these cases are provided in Section 2.1.8.1.3.11 below (Subject 100070-001-101-0111,
Subject 100070-001-186-0012, and Subject 100070-003-302-0005).

N/n=number of subjects, NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events,

PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

215 LA

EMR100070-003 5% . EMR 100070-001 5% & TV EMR100070-002 385k D FER Bl D FETE & 5 2.7.4- 32
R,
FETIILL T O 3 fidED HikECTHEF LT :

1 BB 5Bk DT
2 IRBRIRE R 55 30 H LN DSBS
3 IRBREEREH-BHAATZ 60 H AN DTS

EMR100070-003 7B Tlx. F7e5CR GECEAZ R 13TEEET 45.5%) Tho7m (&
2.74-32), BB LEIHEMEA B ETCERVATFFRICLDEE, BRI LEEDRWEERGICL
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TS 2.7.4 BRERAR &M DOHE

DI K OSBRI N E O UL RPN TH > T2 TGO HiLiho Tz, SRB A TH -T2 TIL 3
ZNZFRD BV 34 1 LIRS 512 30 B AN DB CTh - 7=, #7573 100070-001-208-0007
. BRI RIC 7 L — R 2 O RO irAE Z2 %81 L, 1B KR 50/ 2 » ARNCEE Lz, %
DD 2 I TR AL G- D) 10 LTV 6 » HRRITHLE L=,

EMR100070-001 35T L/ bRITEBEIT (29.1%) Tho7odd, 1RFREK L B2 G E T
ROVWHBEFEGICL DD 6 HITHEO LIV, THH ORI & B 2 G E TE 2V v
AUH IR 581614 60 B LN DIRBRIEEAEF 5% 30 A LINIZEER Hiv7z (EMR100070-001 78
B CSR 12 THEZ W),

o HEBRE 100070-001-120-0014 : #¢BRE 13 SIS O et DBV RE TH o 72, F Do B
THHREL. D OREORINRESE CTh o7, T7=2VT /) b7 A7 =27 —1F (alanine
aminotransferase; ALT) K OT ANT X T I ) T A7 =7 —1E (aspartate
aminotransferase; AST) XA 7 V —=2 VW CENE4 30 UL LT 27 IU/L, X—RA T A VKT
FNFEN65IUL K63 IUL Tholz, A7V —=2 TRHIFHES RO biviz, #5REIT
47 H HIZBMEIFAR2E B L, 48 H BICYUEFLDOOR T LI (FL—FR5), 35 HHIZH
HERZL— 2 OHCHREMEITRPFEI L, [FHO ALT (X 162 IU/L (FHEfH - 5~30IU/L) .
AST 1% 166 TU/L (JEYEAE : 7.0~31.0IU/L), 7 /v U 7k A 7 7 #—F (alkaline phosphatase; ALP)
1% 436 TU/L (JEUEf : 35~123 TU/L) TdH -7, 39 H A IZ computed tomography (CT) ;<ﬁ3ﬁ7>/
THHERE OEALDNFRO STz, HEBRE X/ MEAE O 72 O B — R /M 1 BT O Hgin.
2T BRI/ MIEAEIZZ L— F 3 (41.0x10%uL) (22 L7z, 44 H HICEERAE %%
Ths7L— 3 OHCHREEFR (BRILYEMOFE) K07 L— K4 0BEMDTD, #
BRFIIABE L7z, [HHAORE Y LE 1L 6.6 mg/dL (FEHEMHE : 0.4~2.0 mg/dL) . FLEEMI/K F R
1% 1983 TU/L (FEYEME : 98~192 TU/L) . ALT 1% 508 IU/L, AST % 714 IU/L, 7 /v 7 2 13 2.6 g/dL

(FEYEME @ 3.5~5.0 g/dL) . A MEREE 9.6x10%/ul, ARMERELIT 2.46%103/uL, ~~ b7 U v M
22.2%. If/IMEEE 35.0x10°5/ul Th o 7=, Eebiviz B EE TRk LT, BRI L R
=Y 60mg (40~44 HH) KORAF LT L K=y vy anyBRrA7 /L) )7 A80 mgl
H 3 mIEFIRNEE S (44~47 HH) I X DEEMTOI, BFAEIZ L TTr'8F A 2T A
> 11600 mg 75 46 H BIZHBEIFFIRNEZ G- S 7o, A AT v A NICK D168 TR O L5
FWEET, E FealF Y ranZBo 27 0F M) 7 AL ARG LT, BRI
48 H HICAMHFAR 2T Lz, HBRE TG L 3 Bk G S, R&E5HIZ29 HE
Tholo, 1HBFYER L ONRBRIKEF 1L, B QBRI OB A 23R8 & BE H
0 EHIWT L7, ORI E LT, AF, B R OMEERE 2 £ 5 JFIR B OB O TN E 2 bl GE
#7215 #Z EMR100070-001 745k CSR 15.3.4 THE ),

«  #BR#E 100070-001-908-0003 : #7ERE 1% SHEE D LD B L OVRIE B mAE Th o7,
ZOMOEET HIEEIL, 7 L— F2OARERK N7 L— R2DEMTHoTc, A7V —=
JWED ALT 1% 42 IU/L, ASTIZ511U/L Thoio, FFEITERD bR oTz, #EREIE 14 B
BIZZ L—R3DOHCHEEFREAL YT L— R4 DOFAREERIA L, 1ISBBIZINLOHEGED
T2 LTz, 13 B BICHREREREE KL O U L ey 0ais BR f/ s SE I ONS UL
DB B U BARREMIZLL TO L BY Tho7z: BV L (2,53 mg/dL) . AST (122 IU/L
) . ALT (126 IU/L) . ALP (249IU/L) . ~EZ bty (109 g/dL), HIMERE (9.6x10°L).
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TS 2.7.4 BRERAR &M DOHE

SN EO B LT, MBEICAT aA REEEZBLG L7, 14 B BIZHEERE ORkE
AL, SHELBR A REBL L 7o, MRS ER  (magnetic resonance imaging; MRI)  DHLHL
SERFHEE T, IMEEREIZIER Th o 72, IBRRILEMIZ, 7 L— F 4 © B C5E TR & OWT
RAELZW LTz, W72 ® piprinhydrinate 3 (HEALARE) 1 B 1 BEEARNE S, JE55 072D
freamine 500 (HEAZANBH) FRARINE G-23BH46 STz, 72, B EMREMETFROT-OEE 7L K=
Y80 (BZARH) §IRMIR G, FHIED -0 7 ot 2 K20 (EALARR) RN S, K7 v
TIVMIEDTZDT VT 100 (BALARH]) kNG TNz, 14 BHOFRIOE Y L
B %313 meg/dL TH Y | M/IRIBIE (44000/uL 2> 5 7000/ul ~DIA) K OEIE 3780 5
e 14 OV 15 B BIZHEKR RN T DALz, BOK OB OFER ., EHEER XM Th - 7,
14 B HOBKEHZRORER, RKBELERTyTaay A7 oh—Y AREHETH 72, D
W UAT - I MRS O RITEECTH o 7=, 15 HRIZFHHOZOAF LT L K= 172 1000
(HALARB) o 1 B 1 EERIRNE G503 T lz, #BRE O IRIE K OV RE MR A L8 b L 72,
i/ R N B A T 7 A RO B Sz, BRRAEITEL L, Be v
B 1% 6.05 mg/dL, AST % 180 IU/L., ALT i% 126 IU/L, ALP |Z 276 IU/L, GGT i% 202 IU/L T
BHotz, PURREIX TN d > 72, 15 B BICAKERFR MAE & OVZ IR % £ 5 WU R BN R B LT,
LFa—7%EBLTCIa7 /) —VEERERGINEZN, REIIYEFERO-OELE Lz, )
BIFITON R0 o T, HBRE IR A 1 [ h S vz, RIS EMIT, B AR EFR &
OIFARRITIREREE & B & 0 &l L7228 oD JRR & U CIRR R B3R L7z, TR BRIIEE 13,
IO DOFERIIEHIELETEDH O LW Lz, oK E LT, FEREDRELKOOREE (7
VT LN E R, phazyme K ONA XT3 Ry) BB S GEMZRERIT
EMR100070-001 7Lk CSR 15.3.4 THZ ),

o WEEBRE 100070-001-172-0004 : #BRE 13 T D 2ot DEEIEHE D NSCLC g Th - 7=, T DD
BEH9~ 2 I BRI, e A O MK Ko ORI IR #E00 ONC ST BRIEE . BRAERR IR . AR IRAERE TTHEE (~
204E) KOs h o AR IERE IR TIE Th - 72, 204 WA & O A (2O U S iE
T Tz, BB 13 11 B BICHU RIS 2 8B L, 19 H BICSZFROT-OR T LTIz (7
L— K5, 2B, T—% 0 v M7 HBICIRERIE Y EATXSEN &2 5 BT L A5 U i
BEAITIER Tl N EHWT S I, T L— RS 4 ~ER I, 11 B BICHBRE 1T IR
# (VL= 4) KOERICE DR O OBEARE Uiz, FAMBEMEIX 97% Th o7,
R X BRAE OFE R, IS AR 2 AR 25380 B AL, iR il de & 2l sz, 12 A H
DRI CT MAFIEERAEORER, PRAHKOMIREZ TN A, gk, &SR LM% L&
2D, MOEMRSEICHE S REOERKPH IR b, Fio, Hil- 223G X
X DEERNFEER LT, MIFRZER A T4, 1200 mL ORIKAERZE Sz, Mk DSBS
BEORER, EMERENRD bz, ABEH ., #ERE T4 R A OGITIS 2 YA A LT
7208, RO TEIRIRBBICH 0 | MFEARETH -7z, 18 H HICHBRAE LBt L, RAE A7 T ~
BAT L7z, 19 A BICHEBRFIISE L Lz, SCS DT —X 71 v b A 7 OIRBRAH Y [ERTIC X 2Bk
TAEBWIC L D & BRI SR ilR A TidZe <. RBEIT L S, IWBRE IR EL 1
B4 5 S, TRBRIY RN, BOHBRIERIRIS IG5 & B b 0 &k L7z, TRBRIEE
I, HORBRE RIS I IR & B U &Il L7 GEREZ2 5 #1% EMR100070-001 #-%% CSR
1534 ),
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TS 2.7.4 BRERAR &M DOHE

«  #BR#E 100070-001-139-0004 : #7513 AN O LM DB BE TH - 72, T Do B
TomEEE, ez QOMERA RN ~) ROEmECTH -7, #BREIE 23 A BICHR
FE M OMMAEZFBL L, 40 HRICZNOGOHFEZODR LT L (FL—FR5), 23 HAICH
BRFEVIFEEN, TESE. MR, M0J) M OVG7 VEME R R EEEA L O FERF LA 7R D T2 DSk BE LT, B
WIOBEIT LY | WEHR W ONEMR OB N3 GR D H v, MR ARIEE % 92%EICHERF T 2729,
Bl oa—LICkABE L OBGRVETH-T, F7-. MAPEOR S T 5 K O
Jifi P BE (C rfse it 7 F SRR DiTe, S 5IC, ENEE R OV A XL, PER R
U7z, WL, 20 < JERFEMZRERR 7 7 B2/ iR ICHE D b D &5 2 b5 Ui
DW= T, APt LTz, EEERMAEORKEIIRMETH o7, [F A ORE CT A DR R,
BEREMENERS ., ) o SEI R O ERE T, M O AE R, B OMERIEAE, I OV R
KIMEEHOT O T A2 & GBI O A XX OB OGO i, M X #t
A OFER, FEEMEREE . IRABIIFMA 5 - f1 & OMREE O i KB RIE S 4u7-, MM E D
DEIZK D & WRE ORERIT. BEROZE KB OMEERE, 7 U X L0, ik
F L L S Lo 2 e LD HEZETHRA RIRRICE S b DTh o7, ABtH ., #EBRE 1T
W 5518 O 7o OFE HEIR S ICHERIRE S v Te, BEBRFE 17 7 25T, 40 B BICPFFRE5E K O}
JRAE D72 HFET LTz, BBRE XA L 2 G S, k&5 BIX 1S HE CTh o7, 168
YRR, PR ESEITIRERIE & B ) Lol L7223, oA & U CRER bR LT,
R (X TRBRER & B2 U, JRURAB L B 0 LRIk U7z, TRBRICIE S 1T, R ES A K& O
SETXTEBCK & B e U &Il L7z GEMEZ2 15 #IL EMR100070-001 35k CSR 15.3.4 JHE ),

o WEBR#E 100070-001-403-0013 : #ERE 13 (M D M DEEEHED NSCLC A THhH - 7=, T DD
B3 2, mifE, MSE, K& M7 A-r5 v 20E QOMAE) . MR IREE, REU R
4, EERFER O QoM P~ Thov, WBHREIT 1 B BICAMEMEL &S E R
REZRBLL, 6 HAICUZEROLZOLILE Lz (FL—FK5), 1 HEOBEBREDOE LD 30 /7%
(2 BRMEE M (190/90 mmHg) K OB HEL L 7o, W3R 2 L OG- CReR X
82%TH V., HREE L TW\We, EICAMNCEEE M7 &80 b, BUEZ {5 2tk
ek EE 8 &2 S iv-, v 7 ¢ KO omidazole |2 &L BIBEN ThilT-, INE7- TR
D BT I ERFE IR ORI 2R TS E - 7o i R R T A MUE D378 H /e - 7z,
D X BIRAE ORGSR, FIREE AR ST, MEREEOR R, BHEITRO b7z, 3 |
FICHTT- 22 AERER 850 8N B B L 72, BN — hOREN b, fUAEWEREEZ A TF VI v
ML (7 R 7 BRE ST DR 7 7 o —F ~Hhk Uiz, DEFFRADOT-D, /S
VATl g DREEE 4R Z L2 2 ) I K AIREN TOILZ, BEER— b ORI L,
FEMERERZ R L7 L 2 A, BHITRO bRRnotz, WREIIEBERE~ A7 L O
FEIFE O HIEEZ 88~902% L TH X F o ) =< AT EBHE LT, VA LVAREBEOREE., Bl
SiE ERUFRAHI LT, 0% EICHIFOMREENHEELL, 6 H BICHBRE I T Lz, #
BRE L. SNEBE E BUATFR & BT D B MR RN RE R T D B O SRR ARUE AR 1 D
PMAE & 2 S 7o, WEBRE ITIRBRIEZ | [ G- S 7o, TRBRFIY AT, 2MERER 858 I13R
Bk & BEE S 0 LI U722y, oo RIR & U ORI LR Lz, 2PEBNE E BUFRITIRHRER &
B 7 L &I U7e, TRBRECIET L. R EREIR S50 K OVEMEBIE E BUF R ITTRBRIE & B 7 L
T L7z 3212 HIZH AR ZFLE L7z, FEMIZ21E#HRIT EMR100070-001 7% CSR 15.3.4 11

ZH),
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BEERE 100070-001-208-0029 : 5% F 13X EMR100070-001 7RBR DR /S — MMIEGE S 7= SHED
BHEORE FRERE Th o7, TOMOBET 29HEIEL. FURIEREMR TE, 2 BUREIRIA.
R MLIE X OB S AE (2013 4F) Th o7, #ERE I 20 B BICHilRAK 2B L, 24 HEIZY
FEROTDIET Lz (FL— R 5), #BRE X E & O FERERE O - OREIEHREEZ2 L
72 EHE R OWeBHET X MR CITREDRT ISR O Dive o T, JEEE OVE SR CT TIk, PR
8 K OV ~D#sf il N E FREERORER DBV bz, BRREORKER, mpRH#EE
FF S4mg/dL, 7 L7 F =203 1.9 mg/dL, HMERELIE 24x10°%uL TH Y | R Y A 7 —BHEHK
JISRAN LG IE T o7z, BB IXEED FRAZRI L TRV, JRA NI VUL T4 T4
U OMERAE I Th - 72, BOIAUTIRED v o 7o, 1RBRIYEMIL, mPRFBEFZ KL
V7 L7 F=2 OBINEIBAKIZE D60l Lz, #8RE Imik, @ER (F1L—R3) &
NI BARNITTL T 474V VRIBR (FL—K3) OEOARE LTz, $BRE IR LT
W25, 19 HEICEYINZRIL LT, 7 ut I FICK 18R Thh, #5RE OREBIXERIX
it Lz, Bl ERITEHE L Tz, 20 A BIC CT MRADFEM S 4, MiZERSE & O KB RAF
BEOPT TR ST, BV 2 11 5 AN &L A RNZD EORKDFED Hivlz,
NP R B DT 0 5 AREEIIMANE 2 R~T b D L& 2 b, EEMIKOTREMIZRI T X 2
ofc, Fio, JRHEPHOHER KL O U > ~HiER, AR OB NGR0 Hivie, #RERFE I
K (FL—R3) L2, EFREEICBEIN, ATFALT LV R=yrranyBr A7 )L
F U 7L 125 mg/ B OFRARATR 512 K DRI Sz, RE TS =2 — LI K D
FRALOEGEZT, 7V R=Y 2 2mgkg O GNRBINTZ, 22 B BIZHERIZZL—F
AT L, BB IIIEE SN, 24 BRI T L K=Y i3 4 mg/kg IZHEE S V-, AIMER
BOEINZIET 2 72O OHUAEME OEREPRAOILR D728, 20 A BTNy a~A Ok A#H
ERBMENT-, 24 B BICHERE IR K D7D Uiz, W& ITIEBREL 1 [R5 Sh.,
REERERIZ I AR CThoto, BN EANIX, RERITERIELBEEDH O & HWr L7223, fh
DJFRA & U CTREER bR Lo, 1RBRIKEE L. AFRIRPEE L B bH 0 Ll L7 GEM
72 151X EMR100070-001 7-5% CSR 15.3.4 THE ),

EMR100070-002 #&BR T b T2 5B IR EHEST (35.0%) Th o=, T—H v MAT7HE TR

Rk L ESEME A B E CEX R VA EERICL A TN 1 LD LI, 2 ORI L BEME 2 S E
TEXRWIETITIERER 5BE% 60 HLUNNOIERIEREEE% 30 BUNICED bz
(EMR100070-002 #&8#% CSR 12 JHEM),

B 100070-002-008-0003 : #7ERFE 1% oMk D BYEDO BIEE TH o 72, T OMOBEH T 5 J5H
JEIL, miiE, i, BAEGR, S, B, IRIE, (O EAME R VB EERE Th o 7,
BRI 2 B BICURTRIE, 7 LT = MR Ok, 9 B BIZAMEE A4, 11 B BICHEE
RAESE R (BRARRGE X ORI IS <SPI0 3B, 12 A BICAMEBAEK
OMES AR EEERE D 72D LTz (F L— R 5), REROT-OIRBRIEOE GRS T IS, 1R
BRALYEERTIE, YONTEMER Rk OSSR SE AR TTRBREE & Bl 0 &Il L7, TRBRIK
FEF L, 2D OFEGITIERIE L BEH » &Il L7z GEREZ2 1 #i1Z EMR100070-002 75 CSR
1534 ), 7286, 7 — X 1 v b A 7 HOTRAEEICHK-S & JEERY EMIT AR R4,
NS AR E AR, DURKIRIE K ORI R D BER 4 & Zgas R R AR LT,
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EMR100070-003 FABR Cid, AEFRICLDETITRD 20> 72, EMR100070-001 785k CTi,
TRERIR L BRE O WA ER LI X DR SNTWERE OEIA X 2.7% Th - 7= (R E
542 30 HLINDS 1.6%, 108 5-B4612 60 A AN 1.7%) . SERIZSARBI TH o 7o 4BE OFIG 13
42%CTh o7z (RBRIERKEEG% 30 BLUND 03%., RBREEE 5-B4A% 60 HLUIND 0.2%),
EMR100070-002 75k ClE, 1R8I & BE O 2 WA HFHGIZ L DT O b - RE OFIA I
25% T oz (GRS G514 30 H LA 2.5%, TEBREEE 5804614 60 H LA AS 2.5%)

EMR100070-001 X8R THEK 23 E DM T > 72 frE 1L 15 4 Th o7z (ZDH B 5 AR R
I 5.4% 30 HUANDIETE) , 1B 5% 30 H AN OIER N Z O T - 7=k 1%, wirs
100070-001-133-0012 ( H £ BE%) | #2523 100070-001-169-0018 (DKW T COIRFEEH L) |
R 100070-001-195-0008 (I JE O KA IR ) . #ZERFE 100070-001-198-0003 (JFL#E £ D NSCLC
T OV JEE D& 1t PASEME IR JEBU A O FR AN 4Y) R OMEBRFE 100070-001-117-0017 (A7 — IV DJR
B Tholz,

INDHD 54O ELLTIZRT (EMR100070-001 757 CSR 12 THES ) ,

o HBRFE100070-001-133-0012 : ¢ E XS Ot DI (W H : moniksama, i) BRE
Tholo, WBHRHEITEIKRYS SH% ICAZ L, TOMOMETHEIL >FThHo . fHf
AL LTy a7 220 mg B ST, 5T 20l <RI 0 ks sn-
DHTH-1=, 20EA R GRBRER G5 A% IClBRFITAZLE (FL—F5),
FIROFEIIRHATHD o7, RBRIYEMIX, AFS (BEBER) X9 D R OYREHET (R
WZHEAR L ONK) & B S O | JRERIE L BAE 2 U & W L7 JRERFE Y R RlIISEIR 2 2 ofth (B
EER) T LT GEZR S #IT EMR100070-001 FABRCSR 15.3.4 THEMR)

. WEBRE100070-001-169-0018 : HERH (T D BIEDRE LR HEE TH - 7-, WHREIT s
B3 Q2SR L, JRBRY AT IISEIR 2 2 O E LTs, & OO B3 2 il I35
B & K O ERIRIMARIE T o 7=, 1RBEowBE G- H X 20FRA P . 2 FEO&RS
HiZWlEl# 514 Bt:* Th-o7-, 20FRA P (BBIEOEIORLG D9 Atk) ICEERK
MiE (7 L—NR 4) 23%F L7, 20FRAERE DEBROEROR S50 23 Atk (RIS
? 37 B%) ] ICEEREBET (FL—RS5) 2VEE L7z, B 59 Agx, g 1A e
R AREL L. BTH DR DI R ORBO - O RRIRIRE 2 %2 L, #Elk, KifT &
EEIND GRS Hivlz, 7o, #BRE sy mr) DEVE BB rEoZ2L2H L, ABEH
WCHMEO RV T W, EIE#E S 9 Hi%* O L OVE#ECT Of5R., BBBHEIFEEL D
BHENET 7 7 R —03 58 biTe, HBMEMEE SR, BEMIUIMK O ATREtED & 5
T ES R ORI 2V BT, PR 1T RIAEE THUAEWE ORBRIIER K OVKIE R # D
Te O DFFE &2\ T 1o, B 9 B> ICHERE L, IRIRIEGLIHRE T D a v 7 &4 9 i
SE (ZLb— R 4) OFDEREBEEICAPE Lz, S 612, ABROZWITITIAEEAAS (N—
AT A CREOBRERRIIA) R T v R— A REIHET v R—U A AR AR 4 K OMEE
EREEN G ENT-, 70 A NPT LA BT B AL DEMET NS KGE LY 3
KB OEEBIGIED TR DAL, ABEHICHEERE OMRREIT LGS L, B 5153 %2 EHEKD
BENHIE STz, BERE OEBMEE K OWGE REEO T4 &2 BB L. ZEOHW T XTo
RN IE STz, #ERFIE BT G20 A &% ISR AR 7 ~BAT L, JUEILF B IZ[E1E
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Uiz, BRFILESLRH G 23H%* (ST L, SIROAEIIRH TH o7z, IBREOEGILE
DOMOFE EERE DT X COREOF ILERE) OO IES i, H&sh BI3EES 14
Atk* Tholz, REBRFYEMIL, HEEET L OMINEIXIRERIE & B/ L Sl L7z, TR5k
FHY R ATESER & € OMIZFE LTe GERIZ2 [ HIZEMR100070-001 3RBRCSR 15.3.4 THZ M)

o WER#E100070-001-195-0008 : #i#RE 1L W% D&MD NSCLC ETH -7, F DD BHE$ %
I, TREEERIRMARIE, RAEEIIREAZEMR B R ORI MEREE Ch o 72, HBRE 1T Birik
5 25 I RRBIIREAZEMIR R D7D L, B0 G R0l B B, &
I 7 EH) OFK5RIZEERYS 82 Hig* Tho7-, 20 ARE TEBIEOEIL OS5 O
25 H#%: (WEE-0107 H1) ] ICHEEZRRHERBAZEMZRE (7 b— R5) BB L, KHE
GUIANERMIE L R AL EST2AEERTH -T2, PIEFRG94H % | WA ITA T
FIRMARIE(Z L DR DT, B LW 253 7=, ABEH ., #IEEG98 H % I[CRUmiE (27
— R4) W)EH% 599 H &% [ RMPERRI (7L — R3) 2388 L7z, WIE#E 107 H* | kEfr
7 FEf TR IR B IREA MR R D 7= 0BT LT, SR OAEIIRH TH - 72, TP
WrEIX AT TE R0 oM, IBREZHY LERNL, FERISRIYENRBAZEM AR &l L7z,
TR O G132 OO BEE (BERE O 25 IREEINE L K ONREMKGE 2 17) O 7= H Ik S,
A B IXPIEIE 582 Hi%* Th oz, 1RBRISERIX, KA EIAREAZEMEE BIXIRERIE & B
W22 L LI U7, TR EATISSEIN 2 2 O CREYEVIRPAZEMERB) ([ Lz GEZ:
1% #HIXEMR100070-001 FABRCSR 15.3.4 THS ) |

o HERE100070-001-198-0003 : #ERE (X 7TM O ZMEOINEE Gkra 20 FRA M 1) B
ThHY, YlaEE33H#%* IZERAREDOTDRE Lz, TOMORET 5REIT, JLETH-o
7o BEBRE VZIRHOR ISR 2 FITO% ., AL FRIE K OSSR IE 2 %210 7=, IRBRIEOY)a 5
Aix 20lAM B, Bi1 QEE) o5 YRR S5148%* Th-o7-, 200171
H [RBEOBELOKG D19 B (FIE#EEO 33 H#) 1 ICEERER A4S (' L—K5) 2
FEL LTz, RERIIABRMMOEENLE L RO CICESTAEFLRTH -7, w523
A, BB IR T 2EER T a A VARG (VL —R3) DD AL Lz, N X
VWA FERIR339.2°C, fLEA380/50 mmHg T o7z, £7-. FEULIREE R 0L X v E L
THEMOH L AL ERD DT, BFMIE, 3T TA VP —KORT B A RIZLDHIEENTD
iz, ABEth, BB 1IFPIR R4 & W Sdu. ARVERSERE ~ 2 7 NGB L 7p o T, BB
DIRFEITHEAL L, RAECAT T ~BAT LTz, #lERE 33 ®%HIHBRE 13T Lic, HIRIAT
b hotc, BBREOBEEIFL OO HIES I, K& BI3E# 5148 % ThH -7,
TRERFEY AT, PR AR TIEERIR & BEE 2 U &Il U7z, JRBRIEY ERTIISEN 2 2 ofth (I
A4 IZ¥E LT GEMIZ S HIE EMR100070-001 7XBRCSR 15.3.4 IHE M)

«  PERFE100070-001-117-0017 : #ERE 1S TR s O B IEDIREE LEGEEE ThH T, £ OB
T HWEEIL, VR, EISERETE, 2RUNEIRI ., S R QMBS T o 7o, HBRE X, ¥)
4552 A % ICEERRBEIT O 0T Lz, RBRIEowERS B 20l I lE THh-
7o, 1RBRIROF G513 Z OO BRE REOBE(LIZIE-S < JRBRH Y ERTOHIW) O7= ik Si,
& G IEH) 85 BI3pEEE28 0% Th o7z, RBRSBMTOEF 541 H#%* ([CEERE
BT (L — R2) 28I, PIEEEGS2H%*IC7 L— R SICE L Lo Y3 H RO 7 DR

CONFIDENTIAL
Document No. 0900babe80cf304v1.0 INFORMATION
Object No. 0900babe80d07e1b ST TR TR G SR L | 2 a2

84/359



TS 2.7.4 BRERAR &M DOHE

FILHEE LT, FIRII T oo Tz, IBBRHRY ERIIER 2 Z oft (27— IV OJREE)
WA LT GEMZR S HIZ EMR100070-001 345k CSR 15.3.4 ITHZ ),

TRBRE R 5% 30 H LV #HOZOMOFERIL, FEMIEER (H5RFE 100070-001-221-0006) , %
SEAE (WEBRA 100070-001-221-0001 K T 100070-001-221-0010) | fififes (WZBRE 100070-001-156-0008)
R A E O RS ERRE (WEBR#E 100070-001-117-0004) . & HGEST, (OAPFEZE, MARZEMSE KO
CT A% ¥ v CTHEE L KEBEIT (H5F 100070-001-131-0007 ) . W A~ 4 (# Br &
100070-001-168-0004, 100070-001-117-0002 }2 OF 100070-001-122-0019) W TNZ > = v 7 | fikast¥iER
A% D HE OBUIIE & O HERBUME  (#E5R3# 100070-001-176-0010) T&H - 7= (EMR100070-001
Bk CSR —EEX 16.2.7.9w ), FIHFIRE/R T — & 23l L 72 /558, 2 6 O#ERF DR D% <
EIRBORE, TOMOIFIE, 7L~ 7GR L% OLERIE I RARIEIC L Db 0 B2 5
i,

FERI S R C o o ToEBRFE 1L 3 4 Th o 7o (W T b IR R 5% 30 A AN XUTIRRER 5
BAtAET. 60 H AN DSBS TiEZaw),
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& 274-32 RAMNDET (£HERE)

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects Who Died 43 (48.9) 546 (37.6) 16 (40.0)
Primary Reason for Death:
Disease Progression 40 (45.5) 422 (29.1) 14 (35.0)
Adverse Event Related to Study Treatment 0 (0.0) 6(0.4) 1(2.5)
Adverse Event not Related to Study Treatment 0 (0.0) 39 (2.7) 1(2.5)
Other 0(0.0) 15 (1.0) 0(0.0)
Unknown 3(3.4) 61 (4.2) 0(0.0)
Missing 0(0.0) 3(0.2) 0(0.0)
Number of Subjects Who Died Within 30 days
of Last Treatment Administration 12 (13.6) 159 (11.0) 2 (5.0)
Primary Reason for Death:
Disease Progression 11 (12.5) 121 (8.3) 0(0.0)
Adverse Event Related to Study Treatment 0(0.0) 6(0.4) 1(2.5)
Adverse Event not Related to Study Treatment 0(0.0) 23 (1.6) 1(2.5)
Other 0(0.0) 5(0.3) 0(0.0)
Unknown 1(1.1) 4 (0.3) 0(0.0)
Missing 0 (0.0) 0(0.0) 0(0.0)
Number of Subjects Who Died Within 60 days from First
Treatment Administration 5(5.7) 149 (10.3) 2(5.0)
Primary Reason for Death:
Disease Progression 5(5.7) 110 (7.6) 0(0.0)
Adverse Event Related to Study Treatment 0(0.0) 6(0.4) 1(2.5)
Adverse Event not Related to Study Treatment 0(0.0) 24 (1.7) 1(2.5)
Other 0(0.0) 6(0.4) 0(0.0)
Unknown 0 (0.0) 3(0.2) 0(0.0)
Missing 0(0.0) 0(0.0) 0(0.0)

Source: Integrated Summary of Safety Table 12.6.14.1
N/n=number of subjects

EMR100070-003 7%, EMR100070-001 55% &% U EMR100070-002 52> SOC K& T PT Bl DIRERE
R E1% 30 H LN DT IZE -7 TEAE 2% 2.7.4- 33 1257”1,

FELCIZE - 7= TEAE 1%, EMR100070-003 554 T 8/88 44 (9.1%) . EMR100070-001 #%% C 163/1452
4 (11.2%) . EMR100070-002 #ER T 2/40 4 (5.0%) (27D H 472, EMR100070-003 75k & Y
EMR100070-001 38R Tt & BB RN E o 72FE1EICE o 72 TEAE (3R HBEIT TH o 72, T DOHDIE
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1oIZE - 7= TEAE IZ. EMR100070-003 345% }&2 Y EMR100070-002 #3458 TI345 1 4. EMR100070-001
B TIT 1% AR OWERE 12RO b,

& 2.7.4-33 SOC XU PT RMABRERAKIX 5% 30 BLURADRETIZE 1= TEAE (TE14MHE
I REH. £2HERE)

003 001 002

Subjects Subjects Subjects

System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Number of Subjects With At Least One Event 8(9.1) 163 (11.2) 2(5.0)
LIRREE 0 (0.0) 4(0.3) 1(2.5)
D5k 0 (0.0) 1(0.1) 0 (0.0)
DA 0 (0.0) 1(0.1) 0(0.0)
DE R —T 0 (0.0) 1(0.1) 0(0.0)
WY, (A 0(0.0) 1(0.1) 0 (0.0)
D 2E 0 (0.0) 0 (0.0) 1(2.5)
HIGEE 1(1.1) 7(0.5) 0 (0.0)
B M HH 1. 0 (0.0) 4(0.3) 0 (0.0)
R 0(0.0) 1(0.1) 0 (0.0)
e T e 0(0.0) 1 (0.1) 0(0.0)

AL TR 1(1.1) 0(0.0) 0 (0.0)
ZIEIE 0(0.0) 1(0.1) 0(0.0)
—i% - EFRERB L CBEHAORE 4 (4.5) 106 (7.3) 0 (0.0)
P FRAEEAT 4 (4.5) 103 (7.1) 0 (0.0)
LEEFHORIEIR T 0 (0.0) 2(0.1) 0 (0.0)
TS 0(0.0) 1 (0.1) 0(0.0)
FFRBE R 1(1.1) 4(0.3) 0(0.0)
JFA4 1(1.1) 3(0.2) 0(0.0)
A4 0 (0.0) 1(0.1) 0 (0.0)

H Coa g T2 0 (0.0) 1(0.1) 0 (0.0)
BYMER L OV A BIE 1(1.1) 11 (0.8) 0 (0.0)
P AE 0 (0.0) 4(0.3) 0 (0.0)
Jifi & 1(L.D) 2(0.1) 0 (0.0)
ik e 0 (0.0) 2(0.1) 0 (0.0)

E B % 0(0.0) 1(0.1) 0 (0.0)
JIENEY =2 v 7 0(0.0) 1(0.1) 0(0.0)

PR & MERRfLAE 0(0.0) 1(0.1) 0(0.0)
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003 001 002

Subjects Subjects Subjects

System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
HE. PEBLOLEBAHE 0(0.0) 2(0.1) 0 (0.0)
TS R ik ¢ 0(0.0) 1(0.1) 0 (0.0)
M aHr 0 (0.0) 1(0.1) 0 (0.0)
RPBLORBEE 0 (0.0) 2(0.1) 1(2.5)
RAHOR 0 (0.0) 1(0.1) 0 (0.0)
R 0 (0.0) 1(0.1) 0 (0.0)
TR S5 7y S (B 0(0.0) 0(0.0) 1(2.5)
B, BEREBSIUHEMAHOHAY ERBIOR) —TEET) 1(1.1) 9 (0.6) 0 (0.0)
=R 0 (0.0) 1(0.1) 0 (0.0)
fiir A4 0 (0.0) 1(0.1) 0 (0.0)
TRV LT 1(1.1) 0 (0.0) 0 (0.0)
HHX AR R SRS 0 (0.0) 1(0.1) 0 (0.0)
R A O B 0(0.0) 1(0.1) 0 (0.0)
IR & 1 O BT A 0(0.0) 1(0.1) 0 (0.0)
AT 0 (0.0) 1(0.1) 0 (0.0)
BAT LR 0 (0.0) 1(0.1) 0 (0.0)
JEE95E H i 0(0.0) 1(0.1) 0 (0.0)
Eeracal 0(0.0) 1 (0.1) 0(0.0)
TR IEE 0(0.0) 3(0.2) 0(0.0)
Jisi B 155 0 (0.0) 1(0.1) 0 (0.0)
Jibd . A 0 (0.0) 1(0.1) 0 (0.0)

< BT Hiin. 0(0.0) 1(0.1) 0 (0.0)
RS 0 (0.0) 2(0.1) 0 (0.0)
H B 0 (0.0) 1(0.1) 0 (0.0)

B &4 0 (0.0) 1(0.1) 0 (0.0)
BB L CUREEE 0 (0.0) 0(0.0) 1(2.5)
TR A 0 (0.0) 0 (0.0) 1(2.5)
FEkER. MERIS K OWERRREE 0 (0.0) 17 (1.2) 0 (0.0)
I AR 4 0(0.0) 7(0.5) 0 (0.0)
P I 58 1E i 0 (0.0) 1(0.1) 0 (0.0)
BRI N A 0 (0.0) 1(0.1) 0 (0.0
R 0 (0.0) 1(0.1) 0 (0.0)
M- [ B 0 (0.0) 1(0.1) 0 (0.0)
A FRE 0 (0.0) 1(0.1) 0 (0.0)
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003 001 002

Subjects Subjects Subjects

System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)

M EA HH ifn. 0 (0.0) 1(0.1) 0 (0.0
fififigi e 0 (0.0) 1(0.1) 0 (0.0)
i ZEARE 0 (0.0) 1(0.1) 0 (0.0)
it i L i 0 (0.0) 1(0.1) 0 (0.0)
R 5518 0 (0.0) 1(0.1) 0 (0.0)
I REE 0(0.0) 2(0.1) 0 (0.0)
FERRIE 0 (0.0) 1(0.1) 0 (0.0)
R B IREAZEMER R 0 (0.0) 1(0.1) 0 (0.0)

Source: Integrated Summary of Safety Table 12.6.10.1
N/n=number of subjects, PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

TR R H-1% 30 B LLN O TREREK & B 2 7 TE R2WETCIZE - 7= TEAE 1% 7 4138

bz (F2.74-34), 2D T4 ORGRIX 2.1.5 ITHHER Lz,

%

F 7o, IBBCRE AR E% 30 B LD ORI L M2 S E TRV ETIZE 7= TEAE 1 1

(#BRFE 100070-001-168-0004) (278D B L7z (FERIEZZ DML /3HH) .

BERFT 100070-001-168-0004 : #%58+# 1% T D £ NSCLC FBH Th -7, ZDOMOBET %
JAEIEIE, R OB FAZEME IR R CTh o 7o, TRBREEOBEI O L0 31 A% (FEER 5O
45 A%) ICRMEMR AL (ZFL—FR35) BREL, YFLROTOWRFITIELT Lz, 1hEREE
OFEEE-D 35 Ath, FIMEREIEM, K55 %O 1 BRI 2 RERD 0SB L, 72, %
R, B OVRIEE ORI R S A D, [ HORKELS . FERREENEL L, #RBRE I
AR EEZ2 Uiz, WREIL7 V— R 3 ORIMEFAEMMRER &2 S, ARt L7z, FE
B OWRFI OEEIMDZR B, FRFEANFNE X room air T 94% Cdh o 7-, CT MEEEHREIC L
D AR A D RKNRBO 5208, L a—RAECTIERFIIRO LN - T2, BHICHRE T
[ LN BREENDH Y, mh =2 — LI L DEEFHE 2 L OW A ZFifit LT IRRECTIRBE L=, 1A
BRIEDOWIEHEE -0 45 A, WBRE 1INy R bt & B35 Z L ca 9, MERINEE L 720 | 85
TLL TV, BEIEHERICTRREA AMAEL 2 LTz, #BRE I3RS 24283, Mkt
BHIERE ~ A 7 24505 SdL, AT aA ROFIRNE G277z, M X SR ofES, AilEl
DREEFRER LB BT, el FEERN L OPAZEZ IR DB bivic, FEMRE X BRENTTH
Ao, BRI RIES X BiR AR 2 0 Al EBEO A 22 FERZaR DS HIB U 7o A5 TS oD Jifided 13350 2 )
2 it EERE N O A B AR T 2 o Tz, KGR bivie o 7oddy, D EO K KN
A Oz, [, BEERY CT AN ER S L, LUFOFTRZRD btk « fE KOG ERE
KJEFA~OIZ IR AL D | HEhE~IZE U, AR R S i EBE R oW+ XN, T6 @
JEEEITIEZEE LT, Ficlc, BRBICERT 2 T9 O S < JH R EEEIT A 7R3 b
7o BEFEOMGIR AR L, FA oA 18ugl A 1 EOWAFE., THFHA XY 8mgl
H 3 BOFARNZE G, X7V 338 mg 8 Fi] = & ORI G-K 7 L K=" 40 mg
225 10mg ~0D 1 B 1 [0 N #5237 i lz, IRBRIEOET DRG0 37 H%IZHERE

CONFIDENTIAL 89/359

Document No. 0900babe80cf3f04v1.0 INFORMATION
Object No. 0900babe80d07e1b



TS 2.7.4 BRERAR &M DOHE

XBMERFR AR DT OB LT, #BRE LIRS 2 Bl S, 1RBRI:YEARTIX, 18R
FEME it £B R OVEMEREI AR TRBRER & B & 0 LI U 7, TRBRE Y EERTITSEIR & 2 Ot (R
BAHEAT) ICME L2, AEMPR AT K VBT L2 RIS E TE R h o T, TRBRIKIES
X, 2D OFERIIIEERIK L B U Sl L, thoJFR & U CTEMEPAZENENTRE B O & O
R B AR L (GEMZ2 15803 EMR100070-001 5% CSR 15.3.4 THE ) ,
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“)

#+274-34 BRECHENHEEECELVRTCICES>T- TEAED—&

Days Since
Cause of Death No. of Infusions Last Last Dose
Age/Gender/ MedDRA Verbatim/ Toxicity Before Avelumab Dose  Days Since Prior to
Subject No. Diagnosis Preferred Terms Grade AE Onset (mg/kg) First Dose Death
100070-001-120-0014 5Wfemale/mBC Acute liver failure/ Grade 5 3 10 47 19
AT A
100070-001-908-0003 5W/female/GEJ Autoimmune hepatitis/ Grade 3 1 10 15 15
H A IR
Hepatic failure/ Grade 4 1 10 15 15
A4
100070-001-172-0004*"  7W/female/NSCLC Pneumonitis radiation induced/ Grade 5 1 10 18 19
TS R i 2
100070-001-139-0004°  4Wfemale/mBC Respiratory distress/ Grade 5 2 10 40 26
100070-001-403-0013>  6Wmale/NSCLC Acute respiratory distress/ Grade 5 1 10 6 6
VPO 55 10 E T
100070-001-208-0029 5Wmale/UC Pneumonitis/ Grade 5 1 10 23 24
Jififi &
100070-001-168-0004>¢  7lfemale/NSCLC Acute respiratory failure/ Grade 5 2 10 52 38
SVERFIR A4
100070-002-008-0003 6l/male/GC Acute kidney injury/ Grade 5 1 10 12 12
oY AR N
Tumor lysis syndrome/ Grade 5 1 10 12 12
HELAZS AR S A

Source: Integrated Summary of Safety Table 12.6.11.1 and Listing 12.6.16, and narratives in this section of the SCS

# Outcome of event changed to ‘not recovered,” and ‘disease progression’ was cited as the reason for death after data cut-off.

Y The causality assessment reported is per the reporting Investigator. Events were assessed as not related to study treatment by the Sponsor for Subjects
100070-001-172-0004, 100070-001-139-0004, 100070-001-403-0013, and 100070-001-168-0004.

¢ Event occurred after the on-treatment period (38 days after last treatment administration).

AE=adverse event, GC=gastric cancer, GEJ=gastroesophageal junction, mBC=metastatic breast cancer, MedDRA=Medical Dictionary for Regulatory Activities,

NSCLC=non-small cell lung cancer, and UC=urothelial carcinoma
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21.6 EEGHESER

ARIETIX, 1RBRIEEIE BG4 30 HUANIZHEBL L= X COEE R TEAE BELCICE -7 TEAE %
ate) ZEHET D,

EMR100070-003 5, EMR100070-001 7% K U8 EMR100070-002 #5k > SOC K U PT Bl DI TR
Dotz (DWTHNORERT 1%L ) FEEZ TEAE %% 2.7.4- 35 12779, EMR100070-003 55k
J2 OV EMR100070-001 #U8% Cie & HBLHEN H2 > 7 EfE 72 TEAE 1%, %EHETT [EMR100070-003 7
Bk 4/88 4 (4.5%). EMR100070-001 558k 120/1452 4 (8.3%) . EMR100070-002 5% 0/40 4 (0%) ]
ThHoT,

EMR100070-003 #5% CTld.2 4 LA EICRBL L 7= Z O EE 7 TEAE 13X, 2B AR 42 4/88 44 (4.5%) |
2 3/88 4 (3.4%). M. MEJJE, MR K OVRHEEIREBIK T 2/88 44 (23%) Tholz,
EMR100070-001 7k Tl BN 2% D% OfDO FEFE 72 TEAE 1%, FEL A EE 42/1452 44 (2.9%) .
R M OV 7K - 33/1452 4 (2.3%) . Fifidk 32/1452 4 (2.2%) Toholo, ZbOFEGIIKHABRO R
FEMIC TSNS HDOTH-7=, EMR100070-002 5Bk TRl b= EfE7 TEAE (X, A LU A
2/40 4 (5.0%) . DRFEZE, MHPAZE, B, EEVECE i, ARE YL, RS AR SE e e OVa
HEARRE 1/40 4 (2.5%) Tholz (F—F 7 v M7 %G REE R L 2T AR 20 F%
PARE S T Nl AL RV g )

HER TAE (1T, KGR, WOWREE, IMiEk kO H CaERELET) MOEEZR IRR ik
D HiTz, irAE KTV IRR DR K ORGSR OFEMIT, 4 2.1.8.1 TR N 2.1.8.2 THITFEH L
776

#2.74-35 SOC RU PT BIOFEBEAEN >F= (WTIIDHERT 1%L E) EEL TEAE
(REMETARER. £WHEBE)

003 001 002

Subjects Subjects Subjects

System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Number of Subjects With At Least One Event 36 (40.9) 578 (39.8) 8(20.0)
MEB LY VR EE 5(5.7) 25(1.7) 0 (0.0)
E=yiil 3(3.4) 17 (1.2) 0(0.0)

1 ifn BREE e 1(1.1) 1(0.1) 0 (0.0)
ANERMER I 1(1.1) 0(0.0) 0 (0.0)

1F (3R E B i 1(1.1) 0 (0.0) 0 (0.0)
DR E 3(3.4) 31(2.1) 1(2.5)
LA e 0 (0.0) 3(0.2) 1(2.5)
BER 1(1.1) 2(0.1) 0 (0.0)
Y722 1(1.1) 1(0.1) 0 (0.0
DFERATH 1(1.1) 1(0.1) 0 (0.0)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
REE 2(2.3) 3(0.2) 0 (0.0)
AR Mot Re ke 2 1(1.1) 0 (0.0) 0 (0.0)
o P [ 1(1.1) 0(0.0) 0 (0.0
HEns ) kP 28 1(1.1) 0 (0.0) 0 (0.0)
BBV A 1(1.1) 0(0.0) 0(0.0)
HIBEE 6 (6.8) 147 (10.1) 5(12.5)
R 2(2.3) 33 (2.3) 0 (0.0)
Mg 0(0.0) 26 (1.8) 0 (0.0)
L 0(0.0) 22 (1.5) 0(0.0)
7K 0(0.0) 17 (1.2) 0 (0.0)
ANCIEEE S 0 (0.0) 17 (1.2) 0 (0.0)
B 15 . 1(1.1) 9 (0.6) 0 (0.0)
s PR 2E 0 (0.0) 7(0.5) 1(2.5)
S 1A 1(1.1) 4(0.3) 2(5.0)
H Hifi. 1(1.1) 0(0.0) 1(2.5)
[CES 1(1.1) 0(0.0) 0 (0.0
Ei] 1(1.1) 0 (0.0) 0 (0.0)
RIE R 1(1.1) 0 (0.0) 0 (0.0)
EEARAE i 0(0.0) 0 (0.0) 1(2.5)
—f% - 2EEER X ORGSO RE 11 (12.5) 174 (12.0) 0(0.0)
i FRAEEAT 4 (4.5) 120 (8.3) 0 (0.0)
FEEL 0 (0.0) 18 (1.2) 0 (0.0)
) RE 2(2.3) 15 (1.0) 0 (0.0)
FE UM i e 1(1.1) 12 (0.8) 0(0.0)
97 1(L.D) 8 (0.6) 0 (0.0)
LEEFHRRIEIR T 2(2.3) 4(0.3) 0 (0.0)
IR 1(1.1) 2(0.1) 0 (0.0)
fitaa 1(1.1) 1(0.1) 0 (0.0)
FFRRE R EE 2(2.3) 16 (1.1) 0 (0.0)
R4 1(1.1) 3(0.2) 0 (0.0)
FFE 5 1(1.1) 1(0.1) 0 (0.0)
BYUER X &4 BAE 7 (8.0) 107 (7.4) 1(2.5)
Jifi & 1(1.D) 32(2.2) 0 (0.0)
P i A7 0(0.0) 18 (1.2) 0 (0.0)
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003 001 002

Subjects Subjects Subjects

System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
e B A% 2(2.3) 7(0.5) 0 (0.0)
PR B I 1(1.1) 8 (0.6) 0 (0.0)
fifi G 1(1.1) 4(0.3) 0 (0.0)
JIERENRAAS 0 (0.0) 0 (0.0) 12.5)
BRI P R R 1(L1.D) 0 (0.0) 0 (0.0)
Flaz 1(L1.D) 0 (0.0) 0 (0.0)

7 V7 v 7 PR E 1(1.1) 0 (0.0) 0 (0.0)
U ER B PERUMAE 1(1.1) 0(0.0) 0 (0.0)
BE, FEBLICLESIHE 1(1.1) 40 (2.8) 0(0.0)
HEAIZPE S RS 1(1.1) 13 (0.9) 0 (0.0)
FRRRE 1(1.1) 22 (1.5) 0(0.0)
rNZATIF—¥ LS 1(1.1) 4(0.3) 0(0.0)
KRB L ORREE 2(2.3) 41 (2.8) 1(2.5)
&F MU U A ME 1(L.D) 9 (0.6) 0 (0.0)
YR 1(1.1) 1(0.1) 0 (0.0)
JECIES A B (s 0 (0.0) 0 (0.0) 1(2.5)
FEBRARR L U OHREE 4 (4.5) 34 (2.3) 0 (0.0)
ARG Y 1(1.1) 3(0.2) 0 (0.0)
INEgEer 1(1.1) 3(0.2) 0 (0.0)
B 1(1.1) 1(0.1) 0 (0.0)
B A RAAE 1(1.1) 0 (0.0) 0 (0.0)
TR 1(1.1) 0 (0.0) 0 (0.0)
B BB LU RRAOFEY (BRBIUR) —7 25T 5(5.7) 34 (2.3) 0 (0.0)
BENSHR R 1(1.1) 2(0.1) 0 (0.0)
BT 1(1.1) 2(0.1) 0 (0.0)
MR A AT 1(1.1) 1(0.1) 0(0.0)
S DR T 1(1.D) 0 (0.0) 0 (0.0)
e BRI 1(1.1) 0 (0.0) 0 (0.0)
B A A e g 1(1.1) 0 (0.0) 0 (0.0)
TR EE 2(2.3) 42 (2.9) 0 (0.0)
JibdsiE 1(1.1) 1(0.1) 0 (0.0)
AL 2 AR 1(1.1) 0 (0.0) 0 (0.0)
BRRE 3(3.4) 11 (0.8) 0(0.0)
SEELIKTE 1(1.D) 1(0.1) 0 (0.0)
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003 001 002

Subjects Subjects Subjects

System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
B 1(1.1) 1(0.1) 0 (0.0)
Rz 1(1.1) 0 (0.0) 0 (0.0)
BB IURKEE 5(5.7) 19 (1.3) 1(2.5)
BB ARA 4 (4.5) 12 (0.8) 1(2.5)
PRANGE ML 2% 1(1.1) 0 (0.0) 0 (0.0)
PR, MERIS K OWERRREE 3(3.4) 152 (10.5) 0 (0.0)
M- [ B 1(1.D) 42 (2.9) 0 (0.0)
fa 7k 1(1.1) 33(2.3) 0 (0.0)
I AR 4 0(0.0) 17 (1.2) 0(0.0)

55 VR I K] 1(1.1) 9 (0.6) 0 (0.0)
MmEREE 2(2.3) 29 (2.0) 0 (0.0)
TREBERMR LA Y 1(1.D) 6 (0.4) 0 (0.0)
R ARAE AT 1(1.D) 0 (0.0) 0 (0.0)

Source: Integrated Summary of Safety Table 12.6.8.1
N/n=number of subjects, PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

EMR100070-003 78R T, 1RHR3E & BldfE 2 5 E CE e WHEE L TEAE 1L 544 (5.7%) 12 6 14 (B
R, A RIS, FT AT I —8 EH #EAIKIGE, WK, REEREEBER) R
b7z, EMR100070-001 R ClX, JRERZE & B2 B E CE RV EE /e TEAE ORELHEIT 5.9%
T o7z, EMR100070-002 3U5R Cl, TABRIE & BIEME L2 G E T RWHEFE 7 TEAE OFBLFIT 2.5%
ThHoT,

EMR100070-001 38R CiE, 9XTdD SOC T, HFE7 TEAE ORBURITBHGHEWIR2A 3 » A%
B2 DYPERE L epRE CEMRAESIND 3 » AT OWERE 25 i) CRRRE Ch o7z (3 2.74-
36),

% 2.7.4-36 SOC XU PT BIOFEBEAEMN o= (EMWERE T 1%LlL) EEXL TEAE (X%
MFETRER. EMR100070-001 HER. £#HEBRER CEHATHAMMN I nAZ

HAHHERE)
All 001 001 Subjects
Subjects with >3 mo Follow-Up
System organ class (N=1452) (N=1206)
Preferred term n (%) n (%)
Number of Subjects With At Least One Event 578 (39.8) 502 (41.6)
MEB LY VR REE 25(1.7) 22 (1.8)
=il 17 (1.2) 16 (1.3)
HIGEE 147 (10.1) 127 (10.5)
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TS 2.7.4 BRERAR &M DOHE

All 001 001 Subjects
Subjects with >3 mo Follow-Up
System organ class (N=1452) (N=1206)
Preferred term n (%) n (%)
280 33 (2.3) 29 (2.4)
M - 26 (1.8) 20 (1.7)
G 22 (1.5) 19 (1.6)
K 17(1.2) 14 (1.2)
ANCIEEE S 17(1.2) 17 (1.4)
— - REEER X UELGEALORE 174 (12.0) 159 (13.2)
PRABMEAT 120 (8.3) 112 (9.3)
FEEL 18(1.2) 18 (1.5)
#EFJIE 15 (1.0) 12 (1.0)
JRYUIE R & OEFAE BE 107 (7.4) 90 (7.5)
fifi g 32(2.2) 28 (2.3)
HIMAE 18 (1.2) 15 (1.2)
ks, MERE X OWERRREE 152 (10.5) 131 (10.9)
I R B 42 (2.9) 36 (3.0)
fifg 7k 33(2.3) 29 (2.4)
AN 4 17(1.2) 16 (1.3)

Source: Integrated Summary of Safety Tables 12.6.8.1 and 12.6.8.2
Note: Time is counted from enrollment to cut-off date. Three months are interpreted as 90 days.
N/n=number of subjects, PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

irAE (JF28. KEde. BR L OBHERERE EW N F DD irAE 25 1) KON IRR OfEHRIT. #
NEN2.1.8.1 THKON2.1.82 HICHHE Lo,

217 FTOMODEELEEER
2.1.7.1 BEREORERIEICES-HEER

IRBE OG- H 1L OBRIZ TEAE % &0 EBO R LB FIE L7256, HBRE OWNRE O E72
Bk EE (52 2.7.4- 23) TiE. TBBRIEYERT ORI X D eIk AR L, AE T,
FoHIEEHTH LN E I DT LT T X TOIRBRIEDE G- 1EI12F - 7= TEAE 5t 5,

EMR100070-003 3%k, EMR100070-001 55k &% U EMR100070-002 5D SOC & T} PT Bl DR B
Dotz (WTHNORERT 1%L L) BBREOE G- H 1LIZE 572 TEAE %% 2.7.4-37 [T,

EMR100070-003 3B TlL, 1GBRK O 5.9 11123 5 72 TEAE OFBRIIIELS [2/88 4 (2.3%) 1.
DEERITRE M NN T VAT I —F EHNK 11884 (1.1%) TR iz,
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TS 2.7.4 BRERAR &M DOHE

EMR100070-001 558 Tl 1RO 591 11125 - 72 TEAE 1 193/1452 4 (13.3%) 12788 H AL,
RN 1%BOIRBIEOF G- 1EIZE > 7= TEAE 1%, HEAZEE D UG 31/1452 40 (2.1%) KO
1T 2911452 44 (2.0%) Th o7,

EMR100070-002 7B Cix, 1B DB G 1LI1ZFE ~ 7= TEAE 11 6/40 4 (15.0%) (238D HiL, N
ENES=1IINEPN 2/ -V %i;u et HH, EEOEARAE I, EST . RAETEVRIE, AST AN,
ALT 800, oK, SIRERMAE, NEG AR BYEERE L OB B A2 1/40 4 (2.5%) ThoTo,

irAE & OVIRR OFEHRIT, Z 240 2.1.8.1 ROV 2.1.8.2 THIZFE#H L7z,

& 2.7.4-37 SOC RU PT BIDOHRBELEMN o= (WTHADHERT 1%LlL) BREDERE
FibtIZE o1 TEAE (2#E8RE)

003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Number of Subjects With At Least One Event 2(2.3) 193 (13.3) 6 (15.0)
MEB I Y VI REE 0 (0.0) 5(0.3) 1(2.5)
Hifn. 0(0.0) 2(0.1) 1(2.5)
ILMRREE 1(1.1) 5(0.3) 0 (0.0)
DFER AT 1(1.1) 0 (0.0) 0 (0.0)
HIBEE 0 (0.0) 23 (1.6) 4 (10.0)
NI 0 (0.0) 2(0.1) 1(2.5)
JEK 0(0.0) 1(0.1) 1(2.5)
IR 0(0.0) 1(0.1) 1(2.5)
Mg 0(0.0) 1(0.1) 1(2.5)
H Hifn. 0(0.0) 0 (0.0) 1(2.5)
EEARAE i 0 (0.0) 0 (0.0) 1(2.5)
—f% - 2EEER X ORGSO RE 0 (0.0) 41 (2.8) 2(5.0)
PRABMEAT 0 (0.0) 29 (2.0) 0 (0.0)
957 0 (0.0) 6 (0.4) 1(2.5)
RGPV 0(0.0) 2(0.1) 1(2.5)
BE, FEBLICNESIHE 0 (0.0 33 (2.3) 0 (0.0)
HEAIZPE D RS 0 (0.0) 31(2.1) 0 (0.0)
FRRRE 1(1.1) 26 (1.8) 1(2.5)
TARGEUEET I I AT =T — BN 0(0.0) 7(0.5) 1(2.5)
TI=VT I NG UAT =T —BEN 0(0.0) 4(0.3) 1(2.5)
Ny AT IF—E ER 1(1.1) 1(0.1) 0(0.0)
RPBLCRBEE 0 (0.0) 5(0.3) 1(2.5)
[N 0(0.0) 0 (0.0) 1(2.5)
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TS 2.7.4 BRERAR &M DOHE

003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
53 PR 1 1S 0 (0.0) 0 (0.0) 1(2.5)
JECIES AR B (s 0 (0.0) 0 (0.0) 12.5)
BB IURKEE 0 (0.0) 3(0.2) 1(2.5)
SRR A 0 (0.0) 2(0.1) 1(2.5)

Source: Integrated Summary of Safety Table 12.6.6.1
N/n=number of subjects, PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

EMR100070-003 7%, EMR100070-001 55% &% U EMR100070-002 55t SOC K& O PT Bl DIRERE
& BEME A S E CE RUVIEBREE O 59 (R12% - 7= TEAE %% 2.7.4-38 2R T,

EMR100070-003 78k Tl%, 1RBRIE & Eau&%ﬁfff‘% RWRBRIEO K 59 112 -7 TEAE (b
TFUAT ISV EH) X 1/884 (1.1%) ([ZBO LN, iz, H#EHBEOH%OFIE (GEEREK L 4
B2 BE TERWEEMEBERICE D Z LT F= 800 251 £SO 5T,

EMR100070-001 ‘fc%ﬁf (’*%ﬁ%& BEME A G E CE RV O EHIEIZE 5 7= TEAE I
90/1452 4 (6.2%) |ZiR® %zh FEHLHEN 2%LL EOTREREE & B2 B E TE RUWRRED I G-
IEIZE > 72 TEAE I&, EAIZFE D O 31/1452 4 (2.1%) Th o7z,

EMR100070-002 ‘fc%ﬁf . IR & BRI A R E T E R VRIS DO - IEIZE - 72 TEAE 1
3/40 4 (7.5%) 25RO LA, WRRIZE M, K., RIEVEEZME, AST #0, ALT #8800, Bk, &R
P e, Mo AR B e X O E B A0 1140 44 (2.5%) Th o7z,

% 2.7.4- 38 SOC RV PT BIDARE LB EMZBE TELVEAREDKREHRIEICE 1=
TEAE (£#ER#)

003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Number of Subjects With At Least One Event 1(1.1) 90 (6.2) 3(7.5)
MEB LY VR EE 0 (0.0) 2(0.1) 1(2.5)
E=yiil 0(0.0) 0(0.0) 1(2.5)
H o AT ek s 0 (0.0) 1(0.1) 0 (0.0)
M/ N E 0 (0.0) 1(0.1) 0 (0.0)
N EE 0 (0.0) 3(0.2) 0 (0.0)
RIE R RE R 2 0 (0.0) 1(0.1) 0 (0.0)
R IR RE TUAESE 0 (0.0) 1(0.1) 0(0.0)
R IR RE A T iE 0 (0.0) 1(0.1) 0(0.0)
HIBEE 0 (0.0) 8 (0.6) 1(2.5)
RIGR 0 (0.0) 2(0.1) 1(2.5)
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003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
T 0(0.0) 2(0.1) 0 (0.0)
I PN 0(0.0) 1(0.1) 0 (0.0
L 0(0.0) 1(0.1) 0 (0.0
RIS 0(0.0) 1(0.1) 0 (0.0)
Mg 0(0.0) 1 (0.1) 0 (0.0)
— - REEER X UELGEALORE 0(0.0) 4(0.3) 1(2.5)
97 0 (0.0) 2(0.1) 0 (0.0)
RGPV 0(0.0) 1(0.1) 1(2.5)
D EEFIREIRT 0 (0.0) 1(0.1) 0 (0.0)
PR Ry Mo 0(0.0) 1(0.1) 0 (0.0)
FFAESE R 0(0.0) 3(0.2) 0(0.0)
B ST 5 0 (0.0) 2(0.1) 0 (0.0)
EE UL E U E 0(0.0) 1 (0.1) 0(0.0)
HEREE 0(0.0) 5(0.3) 0(0.0)
H Cfa gk 0 (0.0) 2(0.1) 0 (0.0)
TFT 4T 0(0.0) 1(0.1) 0 (0.0)
Poraf R—v A 0(0.0) 1(0.1) 0 (0.0)
1 B e 0(0.0) 1(0.1) 0 (0.0)
HE. PEBLOLBADHE 0(0.0) 32(22) 0 (0.0)
EATHE D RS 0 (0.0) 31 (2.1) 0 (0.0)
TS BRItk 2 0 (0.0 1(0.1) 0 (0.0)
EER A 1(1.1) 20 (1.4) 1(2.5)
TARTGRUEET X ) b T AT 27 —EHN 0(0.0) 5(0.3) 1(2.5)
y =T NEINET AT =T —PH 0(0.0) 5(0.3) 0 (0.0)
TI=UT R N UAT =T — B 0(0.0) 3(0.2) 1(2.5)
M7 V7 F 2R AR FF—B BN 0(0.0) 3(0.2) 0 (0.0)
U oR—E 8 0(0.0) 2(0.1) 0 (0.0)
Ny ATIF—E ER 1(1.1) 1(0.1) 0(0.0)
~TS B e 0(0.0) 1(0.1) 0 (0.0)
U HRER R 0 (0.0) 1(0.1) 0 (0.0)
KRB L ORREE 0(0.0) 2(0.1) 1(2.5)
oK 0 (0.0) 0 (0.0) 12.5)
BE R IR 0 (0.0) 1(0.1) 0 (0.0)
w1 Y U A fE 0(0.0) 1(0.1) 0 (0.0)
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003 001 002
Subjects Subjects Subjects

System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)

53 PR 1 1S 0 (0.0) 0 (0.0) 1(2.5)
JECIES AR B (e 0 (0.0) 0 (0.0) 12.5)
FEBRARR L USRS 0 (0.0 5(0.3) 0(0.0)
RE R 0 (0.0) 3(0.2) 0 (0.0)
% 0 (0.0) 2(0.1) 0 (0.0)
RS % 0 (0.0) 1(0.1) 0 (0.0)
PRRREE 0 (0.0) 3(0.2) 0(0.0)
X7 N LR 0 (0.0) 1(0.1) 0 (0.0)
FEAE A 0 (0.0) 1(0.1) 0 (0.0)
ESil 0(0.0) 1(0.1) 0 (0.0
BEBIURKEE 0 (0.0) 1(0.1) 12.5)
TR A 0(0.0) 1(0.1) 1(2.5)
TR, MIERE X OWERRREE 0 (0.0) 4(0.3) 0(0.0)
M- [ B 0 (0.0) 2(0.1) 0 (0.0)
fififigi e 0 (0.0) 1(0.1) 0 (0.0)
R 5538 0 (0.0) 1(0.1) 0 (0.0)
K& L O TR ES 0 (0.0 3(0.2) 0 (0.0)
EEPRIobIS 0(0.0) 1(0.1) 0 (0.0)
ALBE: R 95 0 (0.0) 1(0.1) 0 (0.0)
2R NITR SN &2 0(0.0) 1(0.1) 0 (0.0)

Source: Integrated Summary of Safety Table 12.6.7.1

N/n=number of subjects, PT=preferred term, SOC=system organ class, and TEAE=treatment-emergent adverse event

21.7.2 BREORSHHICESHEER

JEBIER A E I, [R50 IIXEFRIRNE G- O il & B BIE O T O BN S EN7-O, 1k
ORGP E T AEFES (REIEHICE-T-AEFES) OEEMEE LT, AEH TH5H
Wr) &Rk Sz IRR UANOFEFERHLE LG L-, IRRICK 2%5 W, @ I 3EHMOFFIRN
BHEOHETH Y, LS EOEHROWE L LELTLEOMOAEEFEFR L TR R>TVD
7o ZOEFHIEITEY) & B 2 OV TR EM G B E I D IR ORISR TR Lo T,

EMR100070-003 7%, EMR100070-001 5% &% U EMR100070-002 552 SOC & T} PT Bl DFE B
Dol (WTFANORERT 1%L E) IRR LIS OTEEREO$ 5-H W28 > 7- TEAE %3 2.7.4- 39

\RT,

BRI DO B2 3 - 7= TEAE OFEBLEZIL, EMR100070-003
FAER T 14.5%. EMR100070-002 3R5R T 20.0% TdH -7,

R T 23.9%. EMR100070-001
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1RO 5T ICE - 72 TEAE 1%, EICERMRAEMEE (SOC OFRMRA) . HIHREE & O
YYiE Td o 7=, EMR100070-003 #ER Tl FEBLED 1%LL LD IRR IS DOTEERZED £ 5- K2 % >
7= TEAE 1%, &lfi 3/88 4 (3.4%). B 2/88 4 (2.3%) . OZEWRITE. TH#l, Mo, IREGEY.
MiEYe, FHeE, #RE, 7 L7 = IHIIE, 2 — REFAMREME, ALT #00, fH CPK
W, R Y U AiE, R CRRIMAE, BERIE. BVE. RIS, MR, EE. SMEEAA R
AR R PEBR AR . VR R X O ERFRIRIEE R4 1/88 44 (1.1%) Td - 7=, EMR100070-001
ABRTIL. IRR LIS DIEBRIEDOFe 5.l |2 - 72 TEAE O HEIL, Wb %Ki TH -7,
EMR100070-002 FABR Tld. FEILHLD 1%LL ED IRR DA DOIEERIE D #% 52 % - 7= TEAE [, Wk
TREEE, B, SER, Wik, WEYL, JHEEGE ALT #8900, AST #8800, 4FhEkEgsd . Bimek
By, m Y 70w RifE, KRR OVEBRS 140 4 (2.5%) Th o7,

irAE & OV IRR OFERIL, Z 240 2.1.8.1 THEL TN 2.1.8.2 TH|ZFt# L7,

< 2.7.4-39 SOC RU PT RIDREJBENEM > (WITHIDHERT 1%LLE) IRR LUSNDAE
BREORSHMICE o= TEAE (£#EE)

003 001 002
Subjects Subjects Subjects
System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Number of Subjects With At Least One Event 21 (23.9) 211 (14.5) 8(20.0)
MEB LY VI REE 3(3.4) 14 (1.0) 0 (0.0)
E=yiil 3(3.4) 8 (0.6) 0(0.0)
DR E 1(1.1) 4(0.3) 0 (0.0)
DFER AT 1(1.D) 2(0.1) 0 (0.0)
HIBEE 4 (4.5) 34 (2.3) 2(5.0)
T 1(1.1) 7(0.5) 0 (0.0)
H Hifi. 2(2.3) 1(0.1) 0 (0.0)
e TR 0 (0.0) 0 (0.0) 1(2.5)
P 1(L.D) 0 (0.0) 0 (0.0)
ERi-v 0(0.0) 0(0.0) 1(2.5)
BIER 0 (0.0) 0 (0.0) 1(2.5)
JRYWE R & OVFAE BE 5(5.7) 30 (2.1) 3(7.5)
fifi g 0 (0.0) 9 (0.6) 1(2.5)
PR B I 1(1.1) 2(0.1) 0 (0.0)
ik e 1(1.1) 0 (0.0) 1(2.5)
EREY RS 0 (0.0) 0 (0.0) 1(2.5)
Flaz 1(1.D) 0 (0.0) 0 (0.0)
RIS 1(1.1) 0 (0.0) 0 (0.0)
7 V7 v 7 PR 1(1.1) 0 (0.0) 0 (0.0)
a2 — R AVEE ME 1(1.1) 0 (0.0) 0 (0.0)
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003 001 002

Subjects Subjects Subjects

System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
FRRRE 2(2.3) 40 (2.8) 2(5.0)
TI=UT I NI UART =T —BH 1(1.1) 9(0.6) 1(2.5)
TARTRUEET X ) M T AT =7 —EHN 0(0.0) 10 (0.7) 1(2.5)
U HRER R 0 (0.0) 2(0.1) 1(2.5)
I i ERE R 0(0.0) 2(0.1) 1(2.5)
M7 V7 F o R AR FF—B BN 1(1.1) 1(0.1) 0(0.0)
KRB L ORREE 3(3.4) 21 (1.4) 2(5.0)
KA U w7 A e 1(1.1) 1(0.1) 0 (0.0)
&V BRI E 1(1.1) 1(0.1) 0 (0.0)
YR 1(1.1) 0 (0.0) 0 (0.0)
ERYVZUEY RE 0 (0.0) 0 (0.0) 1(2.5)
L9k 0 (0.0) 0 (0.0) 1(2.5)
ERRR LU AEREE 3(3.4) 15 (1.0) 0(0.0)
B 1(1.1) 1(0.1) 0 (0.0)
TR 1(1.1) 0 (0.0) 0 (0.0)
TR 1(1.1) 0 (0.0) 0 (0.0)
RS 1(1.1) 2(0.1) 0 (0.0)
s 1(1.1) 0(0.0) 0(0.0)
BB L CUREEE 2(2.3) 5(0.3) 1(2.5)
BEAR 0 (0.0) 2(0.1) 1(2.5)
TR A 1(1.1) 1(0.1) 0(0.0)
RAMAE AR 2% 1(1.1) 0(0.0) 0 (0.0)
ks, MERE X OWERRREE 1(1.1) 30 (2.1) 0 (0.0)
55 VR I K] 1(1.1) 3(0.2) 0 (0.0)
mEEE 1(1.1) 4(0.3) 0(0.0)
R ARAE AT 1(1.D) 0 (0.0) 0 (0.0)

Source: Integrated Summary of Safety Table 12.6.12.1
IRR=infusion-related reaction, N/n=number of subjects, PT=preferred term, SOC=system organ class, and
TEAE=treatment-emergent adverse event

EMR100070-003 55, EMR100070-001 58k K& U8 EMR100070-002 ##& D SOC & TF PT Bl DB =
D@ Te (DT OFRERT 1%L E) IRR DA OTEEREE & BN 2 75 E T & 2V O & 5.
WriZ2%E 572 TEAE %3 2.7.4- 40 I[Z~7,

TREREE & B 2 1 T & W RBRE OG- I2 E - 72 TEAE OFEELERIT, EMR100070-003 74
B2 C 6.8%. EMR100070-001 752 C 5.8%. EMR100070-002 752 T 10.0% T - 7=,
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& 2.74-40 SOC RU PT BIDHRB|EAGEMN o= (WFIADEKERT 1%LLL) IRR LSADE
BELEEHZEETESHVEREDRSHMICE o= TEAE (£HERAE)

003 001 002
Subjects Subjects Subjects

System organ class (N=88) (N=1452) (N=40)
Preferred term n (%) n (%) n (%)
Number of Subjects With At Least One Event 6 (6.8) 84 (5.8) 4 (10.0)
BBEE 2(2.3) 8 (0.6) 1(2.5)
TH 1(L.D) 4(0.3) 0 (0.0)
e TR 0 (0.0) 0 (0.0) 1(2.5)
2B 1(1.1) 0 (0.0) 0 (0.0)
BYMER L OV A BIE 1(1.1) 2(0.1) 0(0.0)
RIS 1(1.1) 0 (0.0) 0 (0.0)
FRRRE 1(1.1) 18 (1.2) 2(5.0)
TARGEUEET I I AT =7 — BN 0 (0.0) 3(0.2) 1(2.5)
TI=UT R NI UAT =T — B 0(0.0) 1(0.1) 1(2.5)
M7 V7 F 2R AR — B H 1(1.1) 1(0.1) 0(0.0)
U HRER R 0 (0.0) 1(0.1) 1(2.5)
SHIEE e/ 0 (0.0) 0 (0.0) 1(2.5)
ERRR LU A EREE 1(1.1) 7(0.5) 0(0.0)
Y/ 1(L.D) 0 (0.0) 0 (0.0)
B L OIRKEE 1(1.1) 2(0.1) 1(2.5)
BEAR 0 (0.0) 2(0.1) 1(2.5)
PRAMAE LR 2% 1(1.1) 0(0.0) 0 (0.0)

Source: Integrated Summary of Safety Table 12.6.13.1
IRR=infusion-related reaction, N/n=number of subjects, PT=preferred term, SOC=system organ class, and
TEAE=treatment-emergent adverse event

218 BIEEIREAEER (AESD

AESI & LT, irAE &' IRR Z G ERITIRNT LTz, K& PT B> 95%(5#E XM (confidence
interval; Cl) % & e EH AT 72 £, TEAE DI BLR OIEMER 72 fffiT 21T o 72, £72. SCSIZHEN
LR TR ST AESI OV L— R 3 LI ED AEST (BT = U —RI0EFH A& Te) DOY)RIFEEE
Mzl ket (N, PORE, foMl, BoRME, 5 1 WA, 5 3 W) (& kv figtr L7z,
EBIC, WA Y AZFHTICEL Y rAE ROV IRR ORI 27 OB ZHEE LT-, FBHEHOE
PEZPRIRT D70, FIEREBREH OMEHT L QNG Y X 7 f#HTI21L. TEAE O I & V2 2k o
BB (RBRIR R G- 90 AR IC3BLL 729 TD IrAE 2 & 7=, LT-HIT irAE 23381
T 52 L3N, LTI rAE OBEAA X2 b EEFE LTz, HIEPEER O BRERBROHEE T
AU A7 BT IESNTNS D, EEETORBENMEEE L LT, BEHMOZEICLS
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irAE DY 2 7 5Hli 21T 9 Z L W ATRETH 5, irAE, IRR & TF TEAE O &RUGBEBROE T L%
T-fRHTIZ Module 2.7.2.3.4.3 IZ70# L 7=,

IRR OFEHTCIL, FEBLADNT N~ 7 &G 0OR B (RGP 0I%) ofFFEFES GERICE
T 5 IRR) XITHEBLANT L= 75 OR A UIEH O PT OFEANIMED Kt FEYBRHGE, 7
FT7 4 T F Uk, BWBUE& O AOEBUE AR L (EFIL2.1.82 ), irAE OFie U A 7 fiE
Br & [FERIZ, IRR OFEGA X2 MIFEL DR E LT,

7272 L. IRR OFHEHIBIZE =0 (B 5% 2 A . IRR OWYIEFEIATO T O AfRetEidg < |
Ba U AR CORRLE ORI/ NI NEZZ HND,

AU A7 fENT ORI, Kalbfleisch & O Prentice D 51 (Kalbfleisch X OF Prentice 1980) 12X 5
FRBIOWEFEE Y 27 L& Hic, BREBEBROHRE & U TR Lz, ISS ICE TN D EFHR TR,
irAE O 717 3V —RINCHERE B A2 E5 L (PT BIOEE 2 5Te), F£72. AESI KOG A X2 b
(FEL) DOIBIROHEEBOHERE 2. 95% Cl L OMFT R Giiirg & & HICRR Lic, REBBED
HEE~DIC DRBELTHNT 5720, TXTOMKIZIZAESI DU X7 LHiHA X N Th b AESI
DOHNEFEBLRTOE LT DY A7 % L HICRKR LT, 510 AESI OFJEFEBIRH O RFERBLEIT, &
WD HHETITITZ K DWREKNVLETH L1720, FRBROBEET —F DFREROARK R LT GE
#M1E Module 5.3.5.3 ISS DOfFENTFHEIESMR), irAE OB T TV —RIDHE U A7 ffHTIE—E DA~
MIBTFEONTZGEDOHE®RR DD EEZX BND, REERT 2E®WDH 5 A~ MUL, irAE &
EBROE AT TV —T20HU EEEZEZOND, LR -> T, BWROH D OIS /] fE72 A R
NERF OO, TXTO rAE, 7 L— R 3 LLE® irAE W ONZSEB#E O RS, 50)% BE D
P IR B OV g B o IR IRBE S O A Th o 72,

IRR O#FG[EXG] (1 FIE&ES, 2 B EES 72 L) OPERBIRFIOMHT BTV, &8GR0 FEAM
KGR (B GRDOEE 2%, ZHETICIRR Z3H L TR WEER#E) @ IRR DIHEE
BH L=,

AESI (irAE, IRR X O 7 =Y —jll) OIREIRDLKL OFF & -l L, fBrE B a Ee5t L7z,

irAE X3 IRR OVaFRIL CEMIBROAIE) 13, i=F (BEOAFHE) LK OEIERS & &6 IZFEH

Lz, F7o, IBBIEOELGFWNIZE 572 itAE L OVRBREE O 5 i X3 B 5l ORI E - 72
IRR DK U K NCI-CTCAE 7 L — RBIOFBUFIE A RlrElE & & b IcignR Lz,

SRRl OxtG & 72D itAE D R[REMED & 2 FREFFET H7-9H D MedDRA PT O—HE %5
2.7.4-41 17,
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3 2.7.4- 41 rAEDAT3)—RUPT

Category SMQ/Preferred Terms

Fitifi VR MENT R s P e B P Al 2%

PN T3 PR PR PE R R, T LR —PERIBR, B OSREIERIR. KB

K. ObAMERIGZR, BIVERER, BEERRER, DRERMEFGR, 3|
WERIGZR . 7 v—, HIVEIGZ . HFRRERTERSIGIC . SAEVERGIR
IR IR AF PERIBUAE RIS 2. PEAR ) AR — A0 R R
BV T, sk

33 BMTRE, T9=20T I 80 A7 25 —BHN, TARTE BT
R TR =T BN, BOEREMITR, IR R FRe. IF
P, BMEFE, TSN, IFREEE, IFEEmRAMEEE. FRE. F7 R T
IS —FEH

P I

W
)

AR BRRE

i

HORIRBEREIR MAE  (HLT) : B ARk FUR IR REIR e, FRIREREIR T
PEFIRBRIE, HURARERREIR TAE, RSRAHE, JRUEME R REIR TE, e
FEPEFRMFEREAC FAE, =R PEFVIRIRBEREAR FE, FORIREENE, Rl —
VAR YA 7 3 oo i

HORIRBRBECHEAE  (HLT) : 3B R o, HURERBERELEE, <~V - Lo
AV MEGRE, RFETE VR RETTHEAE, R MERVRIRERRETTHERE . FIR
HRIE R RERRE . RS2 U —8 . IR v DU R, P
PP, i Pt T 1 FE R AR

At JOMEMERIRIRE (HLT) @ B SRR, PRRg. SEm
WHRAE . 2R RIS, B PESRAENE R AR . R R 2%

BIEHERE TV R, RBT Y Rer Rz, BIBEN. BIEMRERE, @I,
SERIR BB RE RN, s v TF ad RRZIE, K7V FAT v E,
IRTNANTF AL RRZIE, FREMERIERERE N2, Hese e B ERE
R, AT vA FEEBUEGRE

1 BUBE IR 1 RUBEPRIN . BRATEENE B QR IERE RN, BEIRTES BT v F— R

TEGREE TEAER, TERAEER E

B R R OB E HOREMER R, v—7 AR, Bk, MR, BEHK,
BRI, IR HIEIEE RS LD ARG, SR A4,
P RERE

PRABE ]
R

BRAL

®% HIEEREIEM (SMQ) « BRIBUR OVLEE, FERMIE, % DFEE, 7 LA —
PEE 5 FEIE, EEPEZ O FRIE, J8I5. RLENMERS, ®HMEE ., BEIRES .
BEIR B IREE . BIERE . € 9 FEERZ

ZoM D%, RE D, IR, BEMEAB, . fi%k, BEY v~ T
DEMIOERISTEGRE, L aA F—s A [ i, ide, M,
T SU—IEIERE, TG, . B R, Atk

Source: Refer to 5.3.5.3 SCS Statistical Analysis Plan Table 9
HLT=high level term, irAE=immune-related adverse event, PT=preferred term, and SMQ=Standardized MedDRA Query
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2.1.8.1 REBENDHEESER (rAE)
21811 E&
irAE % 524 Do — B U CHNTT 27250, LT O 2 BYBE DRIt 1% iV iz

1 BB rAEOK LT Y — [, KR, MilEk, TR, BREOBHEEREE. Now
Rl (RURIRFEE ., AIBHEE R, 1 BERE R N T REEEOY 773 —25T) KW
Z D] (Z5%24 % % MedDRA PT D —E A 1B L 7=,

2 52 BB - MedDRA PT O—%IZ &LV FFE SN A EFFHG 2 FaNCHE L 7o Z B o B EH
DEFH O TEFAIZHEL L=,

EFRVRHG ClL, 97X TD irAE O AIREMED & 5 F G2 % 2 4 DIEFOFMZETHM L7z, 2 4 DOFF
fE RPERD5EG. 3 NBOEFOFMRIZL OEEHMEZITO) 2L & L,

irAE O R[REMED 8 2 FRZHE T H 7=, MedDRA PT O—E & AW TR T —Z X— AN 5 H
L amHE Lz GEMIIT Module 5.3.5.3 1SS OfEHTEHEIEIZ, MedDRA PT O —% 4 W THRE S 4172
EFRIRE O x5 & 72 5 irAE O RIREVED & 5 FHRO—HIL 1SS — &K 12.7.1.11 IZ7R L72), irAE ©
J17 = U — KN MedDRA PT O—% (JRBRIK & ORI EERZ D7) 1E, 5T PD-1 & UL PD-LI
E 7 a—F AP0 GEBEORIEROBEMOERNZE . L PD-1 LD =R L~ T KA T
1Y) X T OERMCERNT X~ 7 O GRERZZE L TRE L, MedDRA PT O—& % AlHE
RIR D EEERT D720 BRY &3 2 FROBRBRITHIH ATRE72 55 13 MedDRA O @ik M OMFEHERR 2R
A& AW,

552 B (ESRAOEEAM) i, 55 1 BEPE ORISR CTHEE ST irAE O TRENED B 2 F52 3 6o B E
DORWEH O (BF) 2R TMICTNE D 0E, EFOEMENLLTOFIRTHHME L7 (ATO
TARCTORMEEGG T2 Z L)

o FHLA U ERNDT L~ T RGBSR G0 90 A% (FRBROAEEGUELSF O
TR ETITHREL

o FREEHI : MEESORBE 7T BUNICERIZ (avTFaxTas RAGEmHEIC X506
2L TT) [EE LRV,

o GRIEINHERIC LA IRIR  MEERICKH L TalF axT oA FLEOMOGEIMHEIC L 5
TBIEDM Tz, WHOMBEED I YFHERITK L CRALE CHFREE (UiarFazxsa
A N L <IZE OO GEIHIZEIZ X 516%) 2 Thir,

o B YHFEREBEEDOH DT L~ T LSO B )7 R ST B R 2 M, AR R
WIFTEL 720,

LI DIETIX, 9T irAE OBEXR OB 7 2 — (Mfilfize. RiG7. fFo. NowmES, &
RMOEHEREREE ., 385, TOM) BlOMRETLHT 5.
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21.81.2 S

EMR100070-003 55, EMR100070-001 75k & O EMR100070-002 #X%5% > TEAE O#A IR (55
WD 30 B ET) (SR LT XTOIrAE &% 2.7.4- 42 |21,

EMR100070-003 5452 Tid. irAE OFRBLEIL 15.9% TH Y | 3 4 LU EICHIL L T2 irAE 13 IR IR AE
X FIE M OB TdH - 72, EMR100070-001 7BR CTix, irAE OFEHRIL 114% TH D . BHEN 1%
D IrAE IXHURIERBIR TAE, & 5 FEAE, R K OBEIR MBIk EE Th - 7=, EMR100070-002 5L
BRCIX. irAE OFBLERIL 10.0%TH VD . NERILE 2 FEIE 3 44 (7.5%) . BEIR AR EZ 2 44 (5.0%) .
FURIRBE RN ME, 2 L ORRIERE UHEEIES 1 4 2.5%) ThoTo,

#+2.74-42 ITRTDIrAE

003 001 002
(N=88) (N=1452) (N=40)

n (%) 95% CI n (%) 95% CI n (%) 95% CI
Number of Subjects with at least
one Event 14 (15.9)  8.98;2525 165(11.4)  9.78;13.11 4(10.0)  2.79;23.66
FOIR IR AR T E 4 (4.5) 1.25; 11.23 55(3.8) 2.87;4.90 1(2.5) 0.06; 13.16
Z 9 FEAE 1(1.1) 0.03; 6.17 22 (1.5) 0.95;2.29 3(7.5) 1.57;20.39
HE 3(3.4) 0.71; 9.64 20 (1.4) 0.84;2.12 1(2.5) 0.06; 13.16
BUIR Bk s 1(1.1) 0.03; 6.17 20 (1.4) 0.84;2.12 2(5.0) 0.61; 16.92
T 2(2.3) 0.28;7.97 11 (0.8) 0.38;1.35 0(0.0) 0.00; 8.81
Jitifig e 0 (0.0) 0.00; 4.11 12 (0.8) 0.43; 1.44 0 (0.0) 0.00; 8.81
TARTGEUEET I ) TV RAT
= I —FHN 0(0.0) 0.00; 4.11 9 (0.6) 0.28; 1.17 0(0.0) 0.00; 8.81
TI=VT I NTUART 2T —
B 0 (0.0) 0.00; 4.11 9 (0.6) 0.28; 1.17 0 (0.0) 0.00; 8.81
FOIR IR RE TR IE 2(2.3) 0.28;7.97 7 (0.5) 0.19; 0.99 1(2.5) 0.06; 13.16
Rk g7 TR e 0 (0.0) 0.00; 4.11 6 (0.4) 0.15;0.90 0 (0.0) 0.00; 8.81
HLBE 1(1.1) 0.03; 6.17 4(0.3) 0.08; 0.70 0(0.0) 0.00; 8.81
£l 3 0(0.0) 0.00; 4.11 5(0.3) 0.11; 0.80 0(0.0) 0.00; 8.81
%) FEE B 0(0.0) 0.00; 4.11 5(0.3) 0.11; 0.80 0(0.0) 0.00; 8.81
H Coa g T2 0 (0.0) 0.00; 4.11 4(0.3) 0.08; 0.70 0 (0.0) 0.00; 8.81
fhoe 0(0.0) 0.00; 4.11 4(0.3) 0.08; 0.70 0(0.0) 0.00; 8.81
EHMEE D FEE 0(0.0) 0.00; 4.11 3(0.2) 0.04; 0.60 0(0.0) 0.00; 8.81
RLBEME F2 95 0 (0.0) 0.00; 4.11 3(0.2) 0.04; 0.60 0 (0.0) 0.00; 8.81
SERECEE] 0(0.0) 0.00; 4.11 2(0.1) 0.02; 0.50 0(0.0) 0.00; 8.81
H o M B R I R AR T E 0 (0.0) 0.00; 4.11 2(0.1) 0.02; 0.50 0 (0.0) 0.00; 8.81
H Coa e M F R 0 (0.0) 0.00; 4.11 2(0.1) 0.02; 0.50 0 (0.0) 0.00; 8.81
IN 7 0(0.0) 0.00; 4.11 2(0.1) 0.02; 0.50 0(0.0) 0.00; 8.81

CONFIDENTIAL 107/359

Document No. 0900babe80cf304v1.0 INFORMATION

Object No. 0900babe80d07e1b



TS 2.7.4 BRERAR &M DOHE

003 001 002
(N=88) (N=1452) (N=40)

n (%) 95% CI n (%) 95% CI n (%) 95% CI
SIRN 0(0.0) 0.00; 4.11 2(0.1) 0.02; 0.50 0(0.0) 0.00; 8.81
AR 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
BB ARA 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
SNERIE R RE A 0 (0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0 (0.0) 0.00; 8.81
I A 2 12 S % 0 (0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
JIbiE 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
ZIALEE 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
XTI NUIERBER 0 (0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
JFA 4 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
T EEAHEREL TE 0 (0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0 (0.0) 0.00; 8.81
LR 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
R 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
AR 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
BLIR 5 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
Bt s 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
Bt U v~ 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
rNF AT IF—F LS 1(1.1) 0.03; 6.17 0(0.0) 0.00; 0.25 0(0.0) 0.00; 8.81
PRAAGE TGP 2% 1(1.1) 0.03; 6.17 0(0.0) 0.00; 0.25 0(0.0) 0.00; 8.81
BNY 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81

Source: Integrated Summary of Safety Table 12.7.1.1.0

# After database transfer, it was noted that the event of autoimmune disorder in Subject 100070-001-101-0100 was
adjudicated as immune-related; however, it was not flagged as an irAE due to a data transcription error, so in total,
3 subjects experienced autoimmune disorder adjudicated as an irAE. Of the 3 subjects with events reported and
coded as autoimmune disorder, 1 subject (100070-001-101-0086) experienced an event that has to be classified
as immune-related myositis (see Section 2.1.8.1.3.11), 1 subject (100070-001-101-0072) had an event that has to
be classified as immune-related hepatitis (see Section 2.1.8.1.3.3) and 1 subject (100070-001-101-0100) had an
event that has to be classified as immune-related colitis (see Section 2.1.8.1.3.2).

Note: The 95% ClIs according to Clopper-Pearson.

Cl=confidence interval, irAE=immune-related adverse event,and N/n=number of subjects

EMR100070-001 78k Cid, irAE O BLRITEBHNGAERI 2 3 » A 2l % 285k & 295E B
BRRAWIFM A 3 » AL TFO#ERE 2 &) CTREE CThH-o7z (382.74-43),
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#+ 2.7.4-43 I RTOIrAE (EMR100070-001 48R, £#HEBRER VEHRAELMA 3 n AZE

Z B HERE)
All 001 001 Subjects
Subjects with >3 mo Follow-Up
(N=1452) (N=1206)

n (%) 95% CI n (%) 95% CI
Number of Subjects with at least one
Event 165 (11.4) 9.78: 13.11 156 (12.9) 11.09; 14.96
FPR BB RE A T E 55(3.8) 2.87; 4.90 51 (4.2) 3.16;5.52
& O FEIE 22 (1.5) 0.95;2.29 21(1.7) 1.08; 2.65
i 20 (1.4) 0.84;2.12 20 (1.7) 1.02;2.55
BEAR B IR B2 20 (1.4) 0.84;2.12 19 (1.6) 0.95;2.45
T 11 (0.8) 0.38;1.35 11 (0.9) 0.46; 1.63
Jitifig e 12 (0.8) 0.43; 1.44 11 (0.9) 0.46; 1.63
TARGRUBET I ) NT U AT 27— 9 (0.6) 0.28; 1.17 8(0.7) 0.29; 1.30
B
TI=rT ) NTUART 2T — B 9 (0.6) 0.28; 1.17 7(0.6) 0.23; 1.19
FHR B RE TUAESE 7(0.5) 0.19; 0.99 7(0.6) 0.23; 1.19
R RE N4 6 (0.4) 0.15; 0.90 6 (0.5) 0.18; 1.08
HLBE 4(0.3) 0.08; 0.70 4(0.3) 0.09; 0.85
%) FEE B 5(0.3) 0.11; 0.80 4(0.3) 0.09; 0.85
DY VERE 5(0.3) 0.11; 0.80 5(0.4) 0.13; 0.96
H Coa g T2 4(0.3) 0.08; 0.70 4(0.3) 0.09; 0.85
% 4(0.3) 0.08; 0.70 4(0.3) 0.09; 0.85
EHME O A 3(0.2) 0.04; 0.60 3(0.2) 0.05; 0.73
HLBEVE S 3(0.2) 0.04; 0.60 3(0.2) 0.05; 0.73
AR ARA 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
H OfaEE 2(0.1) 0.02; 0.50 2(0.2) 0.02; 0.60
H o M F R I R AR T E 2(0.1) 0.02; 0.50 2(0.2) 0.02; 0.60
SRRRAPEICENN T/ 2(0.1) 0.02; 0.50 2(0.2) 0.02; 0.60
IN| 7 2(0.1) 0.02; 0.50 2(0.2) 0.02; 0.60
CIRNIS7S 2(0.1) 0.02; 0.50 2(0.2) 0.02; 0.60
AR 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
BRI BB RE R 2 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
SRR R i 2% 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
JIRiE 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
ZIALEE 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
X7 NU—EBRE 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
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All 001 001 Subjects
Subjects with >3 mo Follow-Up
(N=1452) (N=1206)
n (%) 95% CI n (%) 95% CI
JFA4 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
TR REIR TE 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
I 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
R 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
LA 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
BEAR BB 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
Bt 5 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
M v~F 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46
SE DR 1(0.1) 0.00; 0.38 1(0.1) 0.00; 0.46

Source: Integrated Summary of Safety Tables 12.7.1.1.0 and 12.7.5.1.1

# After database transfer, it was noted that the event of autoimmune disorder in Subject 100070-001-101-0100 was
adjudicated as immune-related; however, it was not flagged as an irAE due to a data transcription error, so in total,
3 subjects experienced autoimmune disorder adjudicated as an irAE.

Notes:

1. The 95% Cls according to Clopper-Pearson.

2. Time is counted from enrollment to cut-off date. Three months are interpreted as 90 days.

Cl=confidence interval, irAE=immune-related adverse event, and N/n=number of subjects

EMR100070-003 7%, EMR100070-001 55% & O EMR100070-002 7Bk D4 _TCThH 7 L— R 3 L L
D irAE %% 2.7.4- 44 TR T,

7 L— K 3 kD tAE OB BRI 2EEIZEK D - 72 (EMR100070-003 BT 1.1%.
EMR100070-001 752 T 1.6%. EMR100070-002 afc%’ﬁf 0%), EMR100070-003 B2 Cix, 7L — K3
PEDAE (T AT 3 7“~Jz‘i%) 212380 Bz, EMR100070-001 3882 Tlix, 7 L— R
3LAED IrAE 1323 4 (1.6%) IO LiLe, T OERE OFGE % 2.1.8.1.3.1~2.1.8.1.3.11 THD
%49 HIHICEC#H L 7=, EMR100070-002 i85k Clx, 7' L— K 3 DL E® irAE 1358 Hi7e o 72,

EMR100070-003 i&BR CTix, 7' L — K 4 LI LD irAE 1338 B2 h - 7=, EMR100070-001 #XER T
X, 7L —R4LILEDIAE (54 (0.3%) [ZEO L [k 24 (0.1%)., SMEFA2, 3C
FEREROFAEE 14 (01%) ], 2400 O#ERE OFEMITIMIEE . HFR K OZE OO irAE @
FIEIZREH L7z, FECIZE 572 irAE 13 3 AIZRD HALz - #RE 100070-001-120-0014 (BMEAFA
) #ERF 100070-001-208-0029 (fififiise) & OMEERFE 100070-001-908-0003 (F A4 UNH s
PERFZE) . 2416 OHERFE OFEMIT 2.1.5 T DN 505% BEE oD Jififlsi 2% B OV %2 BEE D i 2 D A& FRIZ 7LD
# L7,
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5+ 274-44 FTARTDT L—F 3 LULDIrAE
001 002
(N=88) (N=1452) (N=40)
n (%) 95% CI n (%) 95% CI n (%) 95% CI

Number of Subjects with at least one

Event 1(1.1) 0.03;6.17  23(1.6) 1.01;2.37 0(0.0) 0.00; 8.81
B ST 5 0 (0.0) 0.00; 4.11 4(0.3) 0.08; 0.70 0 (0.0) 0.00; 8.81
Jitiflig 2 0 (0.0) 0.00; 4.11 4(0.3) 0.08; 0.70 0 (0.0) 0.00; 8.81
TARTEUETI ) h TV AT x

7 —EHm 0 (0.0) 0.00; 4.11 3(0.2) 0.04; 0.60 0(0.0) 0.00; 8.81
TI5=vTI IR T72T5—F  0(0.0) 0.00; 4.11 2(0.1) 0.02; 0.50 0(0.0) 0.00; 8.81
Hhn

B O SefEmE 2 0(0.0) 0.00; 4.11 2(0.1) 0.02; 0.50 0(0.0) 0.00; 8.81
PN D 0 (0.0) 0.00; 4.11 2(0.1) 0.02; 0.50 0(0.0) 0.00; 8.81
fisSiazd NN 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0 (0.0) 0.00; 8.81
R RE N2 0 (0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
T 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
XT 2 NU—fERRE 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
A4 0 (0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0 (0.0) 0.00; 8.81
R IR RE A T iE 0 (0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0 (0.0) 0.00; 8.81
fhoe 0 (0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0 (0.0) 0.00; 8.81
B 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
%) FEE B 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0) 0.00; 8.81
N7 AT I —E LA 1(1.1) 0.03; 6.17 0(0.0) 0.00; 0.25 0(0.0) 0.00; 8.81

Source: Integrated Summary of Safety Table 12.7.1.2.0

# After database transfer, it was noted that the event of autoimmune disorder in Subject 100070-001-101-0100 was
adjudicated as immune-related; however, it was not flagged as an irAE due to a data transcription error, so in total,
3 subjects experienced autoimmune disorder adjudicated as an irAE.

Note: The 95% ClIs according to Clopper-Pearson.
Cl=confidence interval, irAE=immune-related adverse event, and N/n=number of subjects

EMR100070-003 3452 Ci%., EER irAE 1% 2/88 4 (2.3%) 1238 H 7=, EMR100070-001

VRS

I, B2 irAE 1325/1452 4 (1.7%) IZE8 B, 2 4L BICHBL L - EHIE 72 irAE [ MiligZk 7/1452
4 (0.5%) . B O PETFR LK OHRIRBERRIK TRES 3/1452 44 (0.2%) . EIEHERE A 2K OV A %
R 2/1452 44 (0.1%) T - 7=, EMR100070-002 &RER TiX, EEZR rAE 133D bR o7,

irAE ®F/RIEFIZ TEAE O#E I & OVRBREE R &R 5-00 90 A% £ TIZRHATWZA, Zh
(D LBV A &Y 2 — VTR T ADIRNEBROHEEZATH L ThoTe, §3TOH
LEMHET 5720, TEAE OMEMMOBICHI L irtAE H4EF L7, 72, £274-42 LRI UK
A TR BRI GBH AR & k4R 500 90 F 1% £ TOMIM TYER L 7=, FIRIFEERS 0N T, 185k
G D 90 HEETIZRBLLIZT X TOEREE DT,
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TEAE O I D% 0 & IR I A& -0 90 A% F TIRBL L2 irAE 13 12 A IB D L,
INLOERINTREZL—F 1 XX 2 THY, irAE OFBIREIUUTECIZE S T 2 F50% 12
LH 4L DB TH T,

R 100070-001-122-0017 TIXALRBUEREIR TIED 7 L— R I 0B 7 L— R2 ~DOELDRD 5
N, irAE OF M EIIT 3 4 (Wb EMRI00070-001 A BR) (23O b, #BRE
100070-001-101-0091 } % 100070-001-908-0004 T 7 L — K 2 @ HAR IRFEREAS TIE. WiBR &
100070-001-148-0001 T2 L — K 2 ODLHMRIZBNRD LT,

TRBRCER LY 5-BAIAE D B e 5-00 90 H % £ TOHAM @ irAE D3R (EMR100070-003 35 T 15.9%.
EMR100070-001 #&5#% T 11.6%. EMR100070-002 35 C 15.0%) 1. TEAE O#EHMORELE (£
NZEI15.9%, 11.4%K% N10.0%) 22HIEE A EBL L7enoTz (36 2.7.4-45),

< 2.7.4-45 RRERSHENORERED 90 BEETIZTHKIR LI RXTOIrAE

003 001 002
(N=88) (N=1452) (N=40)
Number of Subjects with at least one Event 14 (15.9) 168 (11.6) 6 (15.0)
R IR RE A T iE 4 (4.5) 57 (3.9) 1(2.5)
% O PEIE 1(L.D) 22 (1.5) 5(12.5)
B 3(3.4) 20 (1.4) 2 (5.0
RINITRZ SN2 1(1.1) 20 (1.4) 2(5.0)
T 2(2.3) 11 (0.8) 0 (0.0)
fififigi e 0 (0.0) 12 (0.8) 0 (0.0)
TI=UT R NI UAT =T — B 0 (0.0) 9 (0.6) 0(0.0)
TANRTGX VBT I ) T UAT =7 — BN 0 (0.0 9 (0.6) 0 (0.0)
FR IR RE TUAESE 2(2.3) 7 (0.5) 1(2.5)
RIE R RE R 2 0 (0.0) 6 (0.4) 0 (0.0)
DY VERE 0 (0.0) 6 (0.4) 0 (0.0)
FIBE 1(1.1) 4(0.3) 0 (0.0)
Z D FEME R E 0(0.0) 5(0.3) 0(0.0)
B ST 2 0(0.0) 4(0.3) 0 (0.0)
% 0 (0.0) 4(0.3) 0 (0.0)
BEVET D FEIE 0(0.0) 3(0.2) 0 (0.0)
FLEEIME R 0(0.0) 3(0.2) 0 (0.0)
H CfaEsE ° 0 (0.0) 2(0.1) 0 (0.0)
B o M FR A R AR T 0(0.0) 2(0.1) 0 (0.0)
B o M R R 2 0(0.0) 2(0.1) 0 (0.0)
NI 0 (0.0) 2(0.1) 0 (0.0)
RN/ 0 (0.0) 2(0.1) 0 (0.0)
A4 0 (0.0) 1(0.1) 0 (0.0)
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003 001 002

(N=88) (N=1452) (N=40)
TR A 0 (0.0) 1(0.1) 0(0.0)
SNERIE R RE A 0 (0.0) 1(0.1) 0 (0.0)
SRR R i % 0 (0.0) 1(0.1) 0 (0.0)
JiSiE 0(0.0) 1(0.1) 0 (0.0)
ZIALBE 0(0.0) 1 (0.1) 0(0.0)
X7 NU—ERE 0 (0.0) 1(0.1) 0 (0.0)
R4 0 (0.0) 1(0.1) 0(0.0)
T EEAHEREL TE 0 (0.0) 1(0.1) 0 (0.0)
LIRS 0(0.0) 1(0.1) 0 (0.0)
FERIE 0 (0.0) 1(0.1) 0 (0.0)
LA 0(0.0) 1(0.1) 0 (0.0)
BEAR BB 0 (0.0) 1(0.1) 0 (0.0)
B MRS 0 (0.0) 1(0.1) 0 (0.0)
MY v~ 0(0.0) 1(0.1) 0(0.0)
Ny AT IF—E ER 1(1.1) 0(0.0) 0(0.0)
PRAMAE R AR 2% 1(1.1) 0 (0.0) 0 (0.0)
5 E IRk 0 (0.0) 1(0.1) 0 (0.0)

Source: Integrated Summary of Safety Table 12.7.1.17.0, Listing 12.7.1.10

 After database transfer, it was noted that the event of autoimmune disorder in Subject 100070-001-101-0100 was
adjudicated as immune-related; however, it was not flagged as an irAE due to a data transcription error, so in total,

3 subjects experienced autoimmune disorder adjudicated as an irAE.
irAE=immune-related adverse event and N=number of subjects

TRBRIEIE 5B AR D & Bt 5-00 90 A #% £ TIZHEL L 729X T D irAE O [EIFE LI o> F2 ] i %
#2.7.4- 46 |27, Z OHARMIZ irAE (X EMR100070-003 #52 T 14 4. EMR100070-001 55 C 168
HERT 6 £ICRD H ATz, irtAE O ][RR BRE ] 00 SR oD Hr JefiE i3
EMR100070-003 78 T 8.93 i (#iPH : 0.1~26.1 #, 25~75%fH : 4.14~10.29 i) . EMR100070-001
BT 8.93 i (#iPH : 0.1~70.3 3, 25~75%fE : 4.07~13.79 #), EMR100070-002 X5k T 5.07 ¥

(HPH : 0.4~56.0 ., 25~T75%fH : 2.29~22.00 #H) ThH -7,

4, . EMR100070-002
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& 2.74-46 BRERERENOREIZED 0 BERFTICRE LT RTOIrAE DHEIFEE

Ry 8
003 001 002

(N=88) (N=1452) (N=40)
Statistics n (%) n (%) n (%)
n (%) 14 (15.9) 168 (11.6) 6 (15.0)
Mean (weeks) 9.30 12.37 15.14
Median (weeks) 8.93 8.93 5.07
Q1;Q3 4.14;10.29 4.07;13.79 2.29;22.00
Min; Max (weeks) 0.1; 26.1 0.1; 70.3 0.4; 56.0

Source: Integrated Summary of Safety Table 12.7.1.6.0

Notes:

1. There were no immune-related Type 1 diabetes mellitus events reported.

2. Statistics do not account for competing events and provide a simple description of the observations in the trial.
irAE=immune-related adverse event, Max=maximum, Min= minimum, N/n=number of subjects, Ql=quartile 1, and Q3=quartile
3

irAE (27 L—R) ©A7 3V —RIOYEFERINL, DIEOX DT IV —OTIZFHE LT,

EMR100070-003 7%k, EMR100070-001 5% & TY EMR100070-002 FRER DI T 2551 N> & L
7T _RTOIAE (&7 L— ) OPEIFEERH O BRI BR LXK 2.74- 1 17T, T3TD irAE
FEMTAE RIS L 0 &7 TV —BIICER SN2 T T irAE OF)EPREBLURE O 2R 70 314 75 7] 62
Thbd, irAE (27 L—F) ORERFALRITI 4 HEEFTEOMHEETLER Lz, 0%, RO
TNIIRANTKFZ 2 o208, 48 WH ETIE EF 2T, 60 8 E LFEITHR 20% TEIX W & 7e o7z,
PR BLR O MR O & DZE(IL, HELRH D H 72 Dk % 728D irAE O BN EHig o T-led b &
ZHiLd, 14BEBMIOEE O EAIFFICHFRBEEORELEZ b (X2.74-4), TXTOD
irAE @9 B, HIRPEBEENE -T2 (TR0 T 2%l 1) F5L, FUIRIBEREIS TE

[EMR100070-003 75% C 3/88 4 (3.4%) . EMR100070-001 5&5% C 49/1452 4 (3.4%) . EMR100070-002
ABRT 040 44 (0%) . LATFRNE], & 5 FEAE [0/88 44 (0%) . 13/1452 4 (0.9%) . 5/40 4 (12.5%) 1.
9% [3/88 4 (3.4%) ., 16/1452 4 (1.1%) . 1/40 44 (2.5%) 1. TH#i[2/88 4 (2.3%) . 11/1452 4, (0.8%) .
0/40 4 (0%) ] K OHURIRFERETCHESE [2/88 44 (2.3%). 7/1452 4 (0.5%). 0/40 4 (0%)] TH-
7oo PIEPEBLREHIL rAE OB 7 TV —RITHET L, BWRO H H7HI N AIRE 72 A X NI b
A DIERER R LT,
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2.7.4-1 I RTODIrAE DB FEIFEFH

10,
0.9,
0.8,
0.7,
0.6
0.5
0.4
0.3
0.2,
01]
0.0/

o 15 30 45 60 75 90 105 120

—— AESI
—— Competing risk

Cumulative Incidence

_ _ Time (weeks)
No. of Subjects at risk

AESI 1580 783 186 95 41 18 3 0
Competing risk 1580 783 186 95 41 18 3 0

Source: AESI_ONSETKM_CIF 30NOV2016 16:25 Outputid: 12-07-01-07-01-01-02-f-aeim-onsk1
root/Anti-PD-L 1/tasks/ISS_JP/AESI/1st/prod/pgm/batch_aesi.sas(MacroPgm: aesionskm.sas), = 30NOV2016, 15:19

Source: Integrated Summary of Safety Figure 12.7.1.7.1.1.2
AESI=adverse event of special interest and irAE=immune-related adverse event

7L — R 3 LL ko irAE ORI BRI 4 3% 2.7.4- 47 1277,

7 L— K 3 LLE® irAE (¥ EMR100070-003 %% T 1 4. EMR100070-001 56k T 23 4.
EMR100070-002 #BR T 0 £ 1238 Bz, 7 L— K 3 LD irAE OW)[a]5& Bl 0O SZME o g
fEiX. EMR100070-003 #&5% T 2.71 i, EMR100070-001 #&B%C 7.29 T ~7=, TN DHDERDH
BT D7, 1B ORRD tAE BT TV —OHMOFRIZEL D LD TH -7,
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& 2.74-47 BRERESRENOREIRESD 0 BRETIZRRLELIRTOITL—F3 UL
@ irAE D #)[E] FEI5 B A

003 001 002
(N=88) (N=1452) (N=40)
Statistics n (%) n (%) n (%)
Any immune-related adverse event
n (%) 1(1.1) 23 (1.6) 0(0.0)
Mean 2.71 12.01 NA
Median 2.71 7.29 NA
Q1; Q3 2.71;2.71 4.00; 16.14 NA
Min; Max 2.7,2.7 1.7; 64.1 NA

Source: Integrated Summary of Safety Table 12.7.1.8.0
Note:
1. There were no Grade >3 immune-related pituitary dysfunction, nephritis and renal dysfunction, or Type 1

diabetes mellitus events reported.
2. Statistics do not account for competing events and provide a simple description of the observations in the trial.
irAE=immune-related adverse event, Max=maximum, Min= minimum, N/n=number of subjects, NA=not applicable,
Ql=quartile 1, and Q3=quartile 3

EMR100070-003 7%k, EMR100070-001 5% & TY EMR100070-002 FRER DIE T 2551 N> & L
72X TO7 b— R 3 LLEOD irAE OFIRIFEHR O BB R 2 X 2.7.4- 2 1T, BERICES
L— ROFER L [FEEDMEM AR HIT-H, 7 L— R 3 LLED irAE OB D 7200 -, WAl
Y A7 OBWROH LML TE 2o T,
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2.74-2 TARTOHOY L— K 3 LLED irAE D #)[EIFEREFHEA

1.04
0.9/
0.8/
0.7]
0.6/
0.5]
0.4] |
0.3] PP
0.2] o~
0.1 pd
0.0/~

o 15 30 45 60 75 90 105 120

—— AESI
—— Competing risk

Cumulative Incidence

_ _ Time (weeks)
No. of Subjects at risk

AESI 1580 886 240 131 64 29 9
Competing risk 1580 886 240 131 64 29 9 20

Source: AESI_ONSETKM_CIF 30NOV2016 16:25 Qutputid: 12-07-01-09-01-01-02-f-aeim-onsk2
root/Anti-PD-L1/tasks/ISS_JP/AESI/1st/prod/pgm/batch_aesi.sas(MacroPgm: aesionskm.sas),  30NOV2016, 15:19

Source: Integrated Summary of Safety Figure 12.7.1.9.1.1.2
AESI=adverse event of special interest and irAE=immune-related adverse event

Ky OBEERF 1T irAE % 1 EDOAFE B L (EMR100070-003 5452 T 12.5%., EMR100070-001 545r
T 7.9%., EMR100070-002 3% T 5.0%) . irAE % 2 {438 Bl L 7o BRE 122 410 3.4%.2.4% M 1 2.5%.
irAE % 3 {F38L L7808 132 20 0%, 0.5%M% Y 0%, irAE % 4 {FLLEFREL L7 e
ZI 0%, 0.6% K% N2.5% Th -1,

TR O . 12 - 72 irAE O3B 1%, EMR100070-003 745% € 1.1%, EMR100070-001 5X5%
T 1.4%., EMR100070-002 5% T 0%, {RBRIE DG HWICE > 72 irAE OFE L1, EMR100070-003
BT 2.3%. EMR100070-001 55% T 1.7%. EMR100070-002 385 C 0% CTdh - 7=,

irAE OIRFIRIL (v FaxTof NoeFREGE2ET) M OMRIFOFEMIL itAE O& 7 Y
—DIHIZFHE LT,

2.1.81.3 AT I —FID IrAE
2.1.8.1.3.1 o 95 B8 & D fiffieh ¢

G B OIS IT, T T axT oA NICLDIREBLER 7L~ T LA & 572 7 IE
DIFELRNWER L ER LT,

EMR100070-003 75, EMR100070-001 75 K& 08 EMR100070-002 5557 0D 9™~ "C O45% B8 0D ififii
REF2.74-48 1TRT,

EMR100070-003 7% CTl&, #%BE O Mfilifsc 13380 bivigino 7z,
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EMR100070-001 FRBR Ti, S Bhd o MilgiL 12 4 (0.8%) IZ8H LT, b OWERE O
JRZREIX, NSCLC (4 44) . ®BMEAIE (3 44) . HENER OYRIE EECE (% 2 44) WONCEIE E
¥ (14) Thoi,

EMR100070-002 75k Tl%, FfE B DMK 58D bR o7z,

& 2.7.4-48 Y AR T D5 B E D i ¢

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 0(0.0) 12 (0.8) 0(0.0)
Jiliig 2% 0 (0.0) 12 (0.8) 0 (0.0)
Number of Subjects with irAE Grade 5 (max) 0(0.0) 1(0.1) 0 (0.0)
Number of Subjects with irAE Grade 4 (max) 0(0.0) 1(0.1) 0 (0.0)
Number of Subjects with irAE Grade 3 (max) 0(0.0) 2(0.1) 0(0.0)
Number of Subjects with irAE Grade 2 (max) 0(0.0) 7(0.5) 0(0.0)
Number of Subjects with irAE Grade 1 (max) 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with at least one Serious irAE
(All Grades) 0(0.0) 7(0.5) 0(0.0)
Jiliig 2% 0 (0.0) 7(0.5) 0 (0.0)
Number of Subjects Who Discontinued Permanently Due to an
irAE (All Grades) 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with at least one Temporary
Discontinuation Due to irAEs — All Grades 0(0.0) 3(0.2) 0(0.0)

Source: Integrated Summary of Safety Tables 12.7.1.1.3, 12.7.1.5.3, 12.7.1.14.3, 12.7.3.1.3, and 12.7.3.7.3 and Listing 12.7.1.10
irAE=immune-related adverse event, max=maximum, and N/n=number of subjects

K5y O E B O iR IE 7 L— K 1 Xt 2 Thotz (124 84), 7' L— K 3 OB
DO 1E 2 4 (BBRE 100070-001-102-0042 & TF 100070-001-118-0003) . 7' L— K 4 O 5 BE D
fiilg2IE 1 4, 7 L— R 5 OB OMEK L 1 41258 bz,

7 L— R 4 O5EREOiER L (W% O BYEOHERF (#8RE 100070-001-172-0001) 1Z78H
Nz, BRFILT ~L~ T EG R OK 7 %I 5% B o Ml 2 R 8L U=, B CT L O X ##
TIEMPEMER CUIMIR) DRO LN, RFERIZH L TERHAEAT 2 A K (80~250mg, 8 K
M2 & OFIRNEE) K OPTAEWEIZ X DIREB T, PEBRE (318 P ZE M Al B & O & oD
WHEAEAAEL T\, T—F 8y hA 7HEATAEROBRIFIIAHTH 72 GEM2RERIT
EMR100070-001 #%% CSR 15.3.4 THZ),

7 L— R 5 O BEO Mg L, SBko SO RE ERERE ($25RE 100070-001-208-0029)
IZRRD BT, BRI XIEBREE A 1 Bl 5 -S4, 20 H Bl 238 L=, [{ B © CT ORI
ZEMWERSI 2P S PSR O, MiKENSEDI DM OT 0 7T AR, f %@i@@%wT
RetED U | IREIPH OMERR KL O U o REilER, AR OISR Ch o7, mAEaLFaxTaAf
RIZ X DI EAT o 723, AESITE(L L, 24 A BICAFROT- DA 1T T Lo, ARSUTHE
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BTN o7z, RBRAYEMIL, ANERITIEBRIEE BIESH 0 CHl Lz, AERE ok 2
2.1.5 THICRE# L7z GEMZ2 ¥ 1T EMR100070-001 55% CSR 15.3.4 ITHE ),

72 0 B Ol AL 7 4. BRI OG- IEICE o - 5 BE O MBI IL 1 4. TREREED
B 5-FR T EE o 7o s E B O il 2 1% 3 44 123 BT,

EMR100070-003 55, EMR100070-001 552 K& OF EMR100070-002 5:X5% 0> 50 % B o fifillig 2 > #1)[a]
FEEURFH 1RO BRI A & 2.7.4- 49 (2R,

& 2.7.4-49 RIEBED il X DHEIFEREH., ARIKNE RV EERH

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 0(0.0) 12 (0.8) 0(0.0)
Time to First Onset of irAEs — All Grades (n=0) (n=12) (n=0)
Median (Range) (weeks)® 0(0;0) 6.36 (0.1; 23.6) 0(0;0)
Time to First Onset of irAEs Grade >3 (n=0) (n=4) (n=0)
Median (Range) (weeks)® 0(0;0) 5.07 (2.9; 22.3) 0(0;0)
Number of Subjects with irAEs for Which Medication Was
Administered — All Grades” 0(0.0) 12 (0.8) 0(0.0)
Corticosteroids for Systemic Use 0(0.0) 12 (0.8) 0(0.0)
<40 mg (Prednisone equivalent) 0(0.0) 2(0.1) 0(0.0)
>40 mg (Prednisone equivalent) 0(0.0) 9 (0.6) 0 (0.0)
missing 0(0.0) 1(0.1) 0 (0.0)
Duration of High Dose Corticosteroid Therapy — Median (n=0) (n=9) (n=0)
(Range) (days) 0(0;0) 9.00 (1; 21) 0(0;0)
Number of Subjects with All irAEs Resolved —
All Grades® 0(0.0) 9 (0.6) 0 (0.0)
Time to Resolution of All irAEs — All Grades - (n=0) (n=12) (n=0)
Median (Range) (days)* 0(0; 0) 21.0 (4;99) 0(0; 0)

Source: Integrated Summary of Safety Tables 12.7.1.6.3, 12.7.1.8.3, 12.7.3.3.3, 12.7.3.7.3, and 12.7.5.4.12

# Time to first onset includes all events up to 90 days after last treatment administration.

b Corticosteroids received at the time of the onset of the event were not necessarily used to treat the event and
duration of high-dose corticosteroid therapy might describe >1 episode per subject.

¢ Final outcome possibly not known at the data cut-off date for the ongoing study.

4 Summary statistics for time to resolution are computed using Kaplan—Meier methods. Time to resolution
includes all episodes for a subject.

irAE=immune-related adverse event, N/n=number of subjects

TRTOHWREN LT a AT A NIZLEREEZT. RAFIAREHEZLVF AT A
R (FL F=Yr 40 mg PLESUIFESE DY) 1 X BB E2% 1 - G580k 9 B, #
B 1~21 H), SEBE ORI 12 4% 9 4 TRIE L, FER O RfEL 21 B Th-o72, fih
D 3L OERIFIT, RIEIEN 24, LN 1H THoT2,
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2.1.8.1.3.2 REEEDKG K

EMR100070-003 7%k, EMR100070-001 35k & TY EMR100070-002 785% 0D3~~C D 40 1% Ba# D K
REF2.74-50 1TRT,

EMR100070-003 38R Tidk, FEEEOKGRIL24 (2.3%) IO L (WTFhiy 7 L— R 3
ESTE

EMR100070-001 82 ClE, SGZEEEDO KIGRIZ 134 (0.9%) (23RO b= [ZL— R 3 0HES
1L 34 (BB 100070-001-101-0100, 100070-001-120-0021 & X 100070-001-132-0004) (258 B4
el 7= R4 LU EOFERIRD N0 o7, EELRFRI2AIRO LN,

EMR100070-002 58 Tl&, SfEBED KGRI D binoTz,

RO B H I R O G-I BT 5 1 b 2 2.7.4- 50 12”7,

& 2.7.4-50 TARTOREEEDKEG X

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades)® 2(2.3) 13 (0.9) 0(0.0)
TR 2(2.3) 11 (0.8) 0(0.0)
NS 0 (0.0) 2(0.1) 0 (0.0)
Number of Subjects with irAE Grade 5 (max) 0 (0.0) 0 (0.0) 0(0.0)
Number of Subjects with irAE Grade 4 (max) 0(0.0) 0 (0.0) 0(0.0)
Number of Subjects with irAE Grade 3 (max) 0 (0.0) 3(0.2) 0(0.0)
Number of Subjects with irAE Grade 2 (max) 2 (2.3) 6(0.4) 0(0.0)
Number of Subjects with irAE Grade 1 (max) 0(0.0) 4(0.3) 0(0.0)
Number of Subjects with at least one Serious irAE
(All Grades) 0(0.0) 2(0.1) 0(0.0)
Ko 0 (0.0) 1(0.1) 0 (0.0)
T 0 (0.0) 1(0.1) 0 (0.0)
Number of Subjects Who Discontinued Permanently Due to an irAE
(All Grades) 0(0.0) 3(0.2) 0(0.0)
Number of Subjects with at least one Temporary Discontinuation Due
to irAEs — All Grades 1(1.1) 3(0.2) 0(0.0)

Source: Integrated Summary of Safety Tables 12.7.1.1.2, 12.7.1.5.2, 12.7.1.14.2, 12.7.3.1.2, and 12.7.3.7.2 and Listing 12.7.1.10
# After database transfer, it was noted that the event of autoimmune disorder in Subject 100070-001-101-0100 was
adjudicated as immune-related; however, it was not flagged as an irAE due to a data transcription error, so 1
subject experienced autoimmune disorder adjudicated as an irAE. This event has to be assignd to the category of
immune-related colitis. However, this subject experienced several episodes of diarrhea that were adjudicated as
immune-related and flagged as as irAEs. Therefore, the subject has already been included in the incidences
provided for immune-related colitis events.
irAE=immune-related adverse event, max=maximum, and N/n=number of subjects
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1 4 CRO LN A ORERE (ZOMO irAE) X, REMEO KR E L TEHFINDHET
b oTm, APEE (WBRFE 100070-001-101-0100) 125D FHiZ 5B L, irAE & HIBr S Cuiz7z
W, BEICREREO KGR & L CTEH I TV (F2.74-50),

R 100070-001-101-0100 1% 58 D BHEDOMIERF CTh 7=, HEBH X/ L— 3 OHACHK
JEREE K RO G- O 4.5 » A% PR 527V — R3O THIZ LS 7 L— N4 OIK
VT AMIEERBLLTZ, 7L K=Y 0 4 BREOEGHITIERITLE Lz, AROFER, KIEME
IHRFRD BTz, TRERFARA T2 10— 9RO ATREMEITRRA S o 728, et U HE R
THOREMGRITERD b oz, LrL, BEOKEIIHT IEERECRECThH T2 &
LR T, R ORFE R ONRBRER 5% OfE, 2T axT e A RIZKVERPERR L2 &
Nh, BOGREEBAN B INZ, 1| 5 AU ERICIN O OFLIEIE L, #BRE IR0 27
0o REEICE D EE Uiz, IR EMIL, P U v A ME 7R & B e U, FrfetEo T
EREH D LR L, B CEREE IR L BEH D Lo L7z GEMZeE HE EMR100070-001
B CSR 15.3.4 THER)

EMR100070-003 552, EMR100070-001 552 K& OY EMR100070-002 5:5% 0D 50 % B 0 K% O A)[a]
BRG], BRI BRI 4 2% 2.7.4- 51 120",
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* 2.7.4- 51 REBEDKBXDYEIFERFH., ARIKNE RV EERH

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 2(2.3) 13 (0.9) 0(0.0)
Time to First Onset of irAEs — All Grades (n=2) (n=13) (n=0)
Median (Range) (weeks)? 6.79 (4.1;9.4) 4.71 (0.3; 49.9) 0
Time to First Onset of irAEs Grade >3 (n=0) (n=3) (n=0)
Median (Range) (weeks)? 0 12.29 (4.7;20.4) 0
Number of Subjects with irAEs for Which Medication Was
Administered — All Grades 2(2.3) 13 (0.9) 0(0.0)
Corticosteroids for Systemic Use 2(2.3) 13 (0.9) 0(0.0)
<40 mg (Prednisone equivalent) 0(0.0) 2(0.1) 0(0.0)
>40 mg (Prednisone equivalent) 2(2.3) 10 (0.7) 0 (0.0)
Missing 0(0.0) 1(0.1) 0 (0.0)
Duration of High Dose Corticosteroid Therapy — Median (n=2) (n=10) (n=0)
(Range) (days)® 11.0 (7; 15) 24.0 (1; 69) 0
Number of Subjects with All irAEs Resolved —
All Grades® 2(2.3) 8 (0.6) 0 (0.0)
Time to Resolution of All irAEs — All Grades - (n=2) (n=25) (n=0)
Median (Range) (days)* 28.0 (5; 51) 18.0 (2; 299+) 0

Source: Integrated Summary of Safety Tables 12.7.1.6.2, 12.7.1.8.2, 12.7.3.3.2, 12.7.3.7.2, and 12.7.5.4.12

# Time to first onset includes all events up to 90 days after last treatment administration.

b Corticosteroids received at the time of the onset of the event were not necessarily used to treat the event and
duration of high-dose corticosteroid therapy might describe >1 episode per subject.

¢ Final outcome possibly not known at the data cut-off date for the ongoing study.

4 Summary statistics for time to resolution are computed using Kaplan—Meier methods;+denotes a censored
maximum value. Time to resolution includes all episodes of a subject Time to resolution includes all episodes for a
subject.

irAE=immune-related adverse event and N/n=number of subjects

G B D KA O FEFE BRI o Fh g1 X, EMR100070-003 #RABR T 6.79 . EMR100070-001
AERT 4.71 B TH-7= (EMR100070-001 #ERD 7 L— R 3 DL EOHFELTIF 1229 #), T TOHK
BENaANTFaxTof NICLLHEREZT, mHAREaLVFazxTef K (L R=Y 2 40 mg LA
BRSO RY) (X BIEEEZ T WRE 1T EN TN 22 4N 10113 4 Tho T (5
OHFYLAE © ZIZEF11.0 KTV 24.0 H, &iPH : 2124 7~15 H RN 1~69 H), FeERTE O K%
DEE L7 BRE X2 T 22 4 OV 8/13 4 Th v | [BHERE O Il X241 28.0 L TF 18.0
HTohoT,

218133  REMBEOF%

EMR100070-003 75k, EMR100070-001 75k & Y EMR100070-002 3R5R 09~ T D407 BEH O T 48
3 02.74-52 1277,
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EMR100070-003 38k Tik, SR ONFRIE 14 (#E5RE 100070-003-105-0002) 2 1 {4 (/' L—
R3D KT AT IF—FEH) Bdbhiz,

EMR100070-001 7k CTlix, FoZB#EONFRIZ 134 (0.9%) IZF8O LT, FBLEN 0.5%EDF
Gid, AST MY ALT M Th o7, HEICESTZFHRIT 2 KITRO LN, HHRE
100070-001-120-0014 (X SWik Ot OisBERE (HFiEE) BETHY ., TV~ 7 0 3 BloOE
BICEMIARR2Z BB Lz, S TbniedoT-, toFERE LT, FRBOmBMEILE (s
%) OETNEZ BN, #E5RE 100070-001-908-0003 (% SWi% D Lot o> B i M OV TE B 24 Bl BB
FHETHY, T~ T D1 HOEERIZTL—R3OECHEEFREE RN L— K 4 OFfFR2%2 %
Bll7o, MhooJRRE LT, FEE (BmAkORES#EAHE KOHHE (0 Y77y —n
NI E R, phazyme KM ONAF T a Ry) BBEZ B, TILH 24 OFGRIX 2.1.5 HIZFHE L7,

(7 — K5 OZAMFAL TR LZg5RE 100070-001-120-0014 3F N7 L — R 4 OFAR4
KO L— R 3 0OHCHREEFRZ BRI L, 1 L#5R#E 100070-001-908-0003) Oftic 7 L— K
4 LEOFERGIIBD N oT-, FL—F 3 OFELE 6 4 (BBRE 100070-001-101-0111,
100070-001-109-0014 .  100070-001-126-0005 . 100070-001-148-0012 . 100070-001-186-0012 & X
100070-001-404-0003) (ZF8H H4L, 7 L—FK 1 X X2 DERII S AICBD BT,

EMR100070-002 3% Tl&, FEREDAFRITIRD bvlehoTz,
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& 2.74-52 FTRTDREBEEDIF X

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades)® 1(1.1) 13 (0.9) 0(0.0)
TANRTGXUBT I ) T AT 2T —EHM 0(0.0) 9 (0.6) 0(0.0)
TI=T I NI ART =T — B 0(0.0) 9(0.6) 0(0.0)
B S AT R 0 (0.0) 4(0.3) 0 (0.0)
frsKic 3 N 0(0.0) 1(0.1) 0(0.0)
R4 0(0.0) 1(0.1) 0(0.0)
N AT IF—E LH 1(1.1) 0(0.0) 0(0.0)
Number of Subjects with irAE Grade 5 (max) 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with irAE Grade 4 (max)” 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with irAE Grade 3 (max) 1(1.1) 6(0.4) 0(0.0)
Number of Subjects with irAE Grade 2 (max) 0(0.0) 3(0.2) 0(0.0)
Number of Subjects with irAE Grade 1 (max) 0(0.0) 2(0.1) 0 (0.0)
Number of Subjects with at least one Serious irAE
(All Grades) 1(1.1) 4(0.3) 0(0.0)
TANRTGXUBT I ) N RT7 2T —EHM 0(0.0) 1(0.1) 0(0.0)
EREAZR S NS 0(0.0) 3(0.2) 0 (0.0)
AR 4A 0(0.0) 1(0.1) 0 (0.0)
R4 0(0.0) 1(0.1) 0(0.0)
cNZ A7 IF—E LA 1(1.1) 0(0.0) 0(0.0)
Number of Subjects Who Discontinued Permanently Due to an irAE
(All Grades) 1(1.1) 5(0.3) 0(0.0)
Number of Subjects with at least one Temporary Discontinuation Due
to irAEs — All Grades 0(0.0) 2(0.1) 0(0.0)

Source: Integrated Summary of Safety Tables 12.7.1.1.4, 12.7.1.5.4, 12.7.1.14.4, 12.7.3.1.4, and 12.7.3.7.4 and Listing 12.7.1.10
4 One case was reported and coded as autoimmune disorder Grade 3 that has to be counted as immune-related
hepatitis (Subject 100070-001-101-0072). With that subject, overall, 15 subjects (1%) experienced
immune-related hepatits.
b The events of hepatic failure and autoimmune hepatitis were recorded as Grade 4 and Grade 3 events despite a
fatal outcome.
irAE=immune-related adverse event, max=maximum, and N/n=number of subjects

14 (#BR4 100070-001-101-0072) TERH BN/ L— K 3 0 H O EEE L, S BEOTR
ELTHEHINDIREThoTz, ABREZEBMLIGA. REBEEOFRITEH 15 4
(EMR100070-001 #%% C 14 4, EMR100070-003 5B T 14) L7025,
BER 100070-001-101-0072 : #8213 SWIk D 2D NSCLC 8 Th 0 | IRREDEE OG-0
14 A% (FIREEEH-O 142 5 AtR) (27 b— R 3 OHCREREZRI L, RBRSINEICIEEE
O FURIRBEREAR THE B L7z, 449 H H OIRBEDOE G- D7D OREERFIZ 7 L— N 3 OESERM:
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DOFfER EANRD BTz, 2 BRICHEESE ERIEREME S 220 o Bl IR, B & O SERE kR
SRR BT, SHERE R OMEERED =D, #BRFIIABE Lz, 7L K=Y 80mg/HIZ X
LHEABEAT v A REEMMTOIL, AFELRIERE L (Feeif 15 7). HFERIZITbIZe o
Too TRBRBEDO G-I I S a7, TR ERNE, B R E I nE L EH v LM L7z GE
#7215 #1X EMR100070-001 585% CSR 15.3.4 THEHR)

EMR100070-003 55, EMR100070-001 552 K& OY EMR100070-002 5:5% 0D 405 BE O JIT ¢ D ] [B] %
BUREH], TR DL ORI 4 2 2.7.4- 53 12”7

& 2.7.4-53 REEEDHXROMEIFERR, AERKRERUVEERS
003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 1(1.1) 13 (0.9) 0(0.0)
Time to First Onset of irAEs — All Grades (n=1) (n=13) (n=0)
Median (Range) (weeks)? 2.14(2.1;2.1) 5.00 (1.1; 42.3) 0
Time to First Onset of irAEs Grade >3 (n=1) (n=8) (n=0)
Median (Range) (weeks)? 2.71(2.7;2.7) 5.21 (2.0; 24.0) 0
Number of Subjects with irAEs for Which Medication Was
Administered — All Grades 1(1.1) 13 (0.9) 0(0.0)
Corticosteroids for Systemic Use 1(1.1) 13 (0.9) 0 (0.0)
<40 mg (Prednisone equivalent) 0(0.0) 4(0.3) 0 (0.0)
>40 mg (Prednisone equivalent) 1(1.1) 9 (0.6) 0 (0.0)
Duration of High Dose Corticosteroid Therapy — Median (n=1) (n=9) (n=0)
(Range) (days)® 70.0 (70; 70) 13.0 (3; 55) 0
Number of Subjects with All irAEs Resolved —
All Grades® 1(1.1) 8(0.6) 0(0.0)
Time to Resolution of All irAEs — All Grades - (n=1) (n=26) (n=0)
Median (Range) (days)? 77.0 (77;77) 50.0 (1; 83) 0

Source: Integrated Summary of Safety Tables 12.7.1.6.4, 12.7.1.8.4, 12.7.3.3.4, 12.7.3.7.4, and 12.7.5.4.12

# Time to first onset includes all events up to 90 days after last treatment administration.

b Corticosteroids received at the time of the onset of the event were not necessarily used to treat the event and
duration of high-dose corticosteroid therapy might describe >1 episode per subject.

¢ Final outcome possibly not known at the data cut-off date for the ongoing study.

4 Summary statistics for time to resolution are computed using Kaplan—Meier methods;+denotes a censored
maximum value. Time to resolution includes all episodes of a subject Time to resolution includes all episodes for a
subject.

irAE=immune-related adverse event and N/n=number of subjects

G B D F 28 O PRI R o v Yufii . EMR100070-003 5452 C 2.14 ##, EMR100070-001 7
BRCS500 HThHholz (FL— RILEOFEGTIIENZLN 271 LOV521 ), TXTOMHEBRE N =
NTFaRxTaAf RIZEDEFEEZ0, BHEaLVFaxTeA R (FL F=Y2 40 mg LB
HOIFEY) 1T X DIREEZ T T-HBRE X Z N E N 11 4 V913 4 Th - 7= (EMR100070-003 #5R
TIEHE5HMI 70.0 H, EMR100070-001 75k 3£ 5- Wi o et 13.0 A, #PEIX 3~55 A),
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FeIZ BERE DT R NG U 7o B 132 Eh 1/1 4 O 8/13 44 Tdh Y . EMR100070-001 38R Tl[a]
BRI O P IEIT 50.0 B Th o7z,

21.81.34 REEEDRN R WES

GEREONGWIEEDO AT Y =L OV 7 H 7 3V —»NE Ehni : FUIRIREEE . BBk
REARA, 1 BUBE SR M OV T TR PR,

EMR100070-003 55, EMR100070-001 55 & U8 EMR100070-002 55k D9~ T OB O N5y
WEE A 2.7.4- 54 {7,

G B O Ny Ui E O R BLER X, EMR100070-003 7B T 5.7%. EMR100070-001 X5 T 4.8%.
EMR100070-002 #XBA T 2.5% CTdH o712, ZNHORBRTIEL, & bIEIRNE DN - T2 H ST IR
REAR NE M QNIRRT E Td o 7,

& 2.7.4- 54 ITARTHOREEEDRTWIES

003 001 002
(N=88) (N=1452) (N=40)
n (%) 95% CI n (%) 95% CI n(%)  95%CI

Number of Subjects with at least one

event 5(5.7) 1.87; 12.76 70 (4.8)  3.78;6.05 1(2.5 0.06;13.16
FOIR IR AR T E 4 (4.5) 1.25;11.23 55(3.8)  2.87;4.90 1(2.5) 0.06;13.16
FOIR IR RE TR IE 2(2.3) 0.28;7.97 7 (0.5) 0.19; 0.99 1(2.5) 0.06;13.16
BI'EHRER A 0 (0.0) 0.0; 4.11 6 (0.4) 0.15; 0.90 0(0.0)  0.00; 8.81
H o M F R I R AR T E 0 (0.0) 0.0; 4.11 2(0.1)  0.02;0.50 0(0.0) 0.00; 8.81
H Coa e M F R 0 (0.0) 0.0; 4.11 2(0.1)  0.02;0.50 0(0.0)  0.00; 8.81
RN/ 0 (0.0) 0.0; 4.11 2(0.1)  0.02;0.50 0(0.0) 0.00; 8.81
SRR BB RE N A 0 (0.0) 0.0;4.11 1(0.1)  0.00;0.38 0(0.0)  0.00;8.81
TEAEHREK TE 0 (0.0) 0.0; 4.11 1(0.1)  0.00;0.38 0(0.0)  0.00; 8.81

Source: Integrated Summary of Safety Table 12.7.1.1.6.0
Notes:

1. The 95% ClIs according to Clopper-Pearson.

2. No case of Type 1 diabetes mellitus was reported.
Cl=confidence interval and N/n=number of subjects

G BT D N Ay WA E D ARSI OB & U R 7 fBHT DA > M &, EMR100070-003 7852 T 5
4. EMR100070-001 385 C 72 4. EMR100070-002 #k5& C 1 412580 bz, BEENE - T-F
LUE. B ORI AR TE 2 & e AR IR SRR T E (EMR100070-003 U8R T 3 44,
EMR100070-001 387 C 57 4. EMR100070-002 i8R T 0 4. LA TFRIE) . FUIRAREERETCHERE (2 4.
TAHKO4), BOAEERRIBEREZZOHRRBRE 04, 44KV 04) Thol, ELEHS
AR & LT Sz B O Ny WA S O AR BRI O BIERBLR 2 [ 2.74- 3 127, BERI
FIFRFH & & BIC—EDMHE T EA L, 66 WHIFEITA 10% TRIZWE o7, FIFE LT, 10
76 148 B TIEPIEIRBLY 27 3D A Lc, 618 Z & OlFREY A =% 22 (free thyroxine:
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FT4) M ORURIAIEE A VE > (thyrotropin: TSH) OREFRMA X, RBREFELEO FHICRELE 5 2
ToATRBMEDN 8 2 73, BRI BLR OHEE T H W B VT2 BRE BT i o 7z,

2.74-3 REEEDRN S BIES O YR FERA

10.
0.9/
0.8
0.7]
06
0.5
0.4
0.3
02
01
0.0/~

—— AESI
——- Competing risk

Cumulative Incidence

90 105 120
. _ Time (weeks)
No. of Subjects at risk

AESI 1580 844 213 111 49 23 7 20
Competing risk 1580 844 213 111 49 23 7 20

Source: AESI_ONSETKM_CIF 30NOV2016 16:25 Outputid: 12-07-01-07-07-01-02-f-aeim-onsk1-s6
root/Anti-PD-L1/tasks/ISS_JP/AESI/1st/prod/pgm/batch_aesi.sas(MacroPgm: aesionskm.sas),  30NOV2016, 15:19

Source: Integrated Summary of Safety Figure 12.7.1.7.7.1.2
AESI=adverse event of special interest

EMR100070-003 iER Tix, 7L — F3LLEORNZWEEIZLY 14 (0.1%) DI OR 5 %
Wr L7=, EMR100070-001 35 CTld, WombsEE (227 1 — M Wz&h 84 (0. 6%) DIRERIE DI G-
Z iy L 7=, EMR100070-002 %&t%’ﬁf . /éﬁiﬁ;?em&%qﬂtﬁ B S TN WEEITRRD Lo T,

21.8.1.3.5 HEREEDRRKIRES

EMR100070-003 55, EMR100070-001 55 & U8 EMR100070-002 55k D9~~~ T DA #E BE o HUR
IR 5 2 5% 2.7.4- 55 (R T,

G B oD IR IRFE E O R BL= X, EMR100070-003 785% C 5.7%. EMR100070-001 752 T 4.5%.
EMR100070-002 #EE T 2.5% Th o717, OB TIL, FHRBLRNE D - 1251 kI
HEAK T 4E (EMR100070-003 #85% T 4.5%., EMR100070-001 5452 C 3.8%. EMR100070-002 ;&5 C 2.5%)
T OVHIR RS RE TTHEE (2 H 2.3%, 0.5% % (8 2.5%) TH o7,

EMR100070-001 3B CiX, 7L — F 3 O BEEZFRBREEIR TE? |1 % (% Br &
100070-001-103-0016) (2588 HivTz, T OMIZZ L— K 3 DL EDOiE B o FURREEE 11580 S
IRt

EMR100070-001 78k CILE RS 70 6005 B o0 HUAR IR L 5 4 ISR bivTz,
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o WEBRA 100070-001-103-0016 : #¥ERAE 13 SHR O LD Bk ORIEHEAEEEETHY . 15
BEOET ORS00 30 B (WIEE S0 86 A1) ICABER LT & 72 5 HUR S REIR TiE [FT4
25 0.59 ng/dL (JEUEME : 0.90~1.80 ng/dL) ., TSH 7% 53.84 plU/mL (FEYEfE : 0.35~5.0 uIU/mL) ]
EHRBEL, B, ELEOBOREEZESs T, =250 08 ol BR) oF
RERARVE VMRACIE, TSH X 10.70 plU/mL, FT4 1% 0.86 ng/dL Toh o7z, LARFrF T T
L DIREENM TNz, FIRIEEEIR TIE ORRIR I REIE Th o 72, HBRE 1L A7 RIE CIREE
L7z (GEMIZ215# 0T EMR100070-001 3-B% CSR 15.3.4 THZ ),

«  #ERA 100070-001-186-0013 : #e5RA 13 3MR O LMD RIE LEREE TH Y | IBBRIEDOETO
5015 Atk (WEE G0 57 Bt%) ICEERGEBEORRIRE (FL— R 1) ZRE L1,
FEHLRED FURAR A LE A CiL, TSH 1Z 0.03 pU/mL, FT4 13 2.96 ng/dL TH V| Pt H
Wk (ZFb— 1R 1) R ISni, FiFRRIUARE I TR o7c, FRIBRIZESH
(CHEBEARES LB ESNT, LRFaF I Al BRENMTDI. 7 5 HBICKRESIEE
L7z (2.1.8.13.11 HIZ b FOR A FLak L7z, FHM721F#HIT EMR100070-001 48k CSR 15.3.4 ITHZ
LSO

o WEBRE 1000070-0001-805-0014 : #ERE 13 TR D BYED B K OVAE B HEAMEEETH Y |
BBERDO BT OG-0 19 B (WIE#EG-0 229 Hi%) ICHEERBIBEERE (FL—F2) &
OEE 2 FIRIEEEIK TE (7 v— R 283 L72, 20 FlA B B OFRERSLVE ViR
TiX, TSH1E643 mU/L Tho7c, MHEHH* MHLARFrFrF R TUA 25ug1 H
1 B O G2 K DN ThNT, 2 » ARICAFGIIHRBIEZE L CHIE L (2.1.8.1.3.6
HIZH AR A FEH L7, 26572 HIZEMR100070-001 3{BRCSR 15.3.4 THE M)

«  HERFE 1000070-0001-805-0024 : #5RFE 1L TR D BYED IR EEEREE TH Y | IRERIEDE T
OFHD 14 At WIEEE-0 97 B#) ([CEEZRFRBHEERIK TE (71— R 2) 288 L7,
AREGIIEFHNCEHE R FR L S 7z, FERFO R LT & Tk, FT4 13
9.8 pmol/L (JEYEME : 12~22 pmol/L) . TSH i% 322 mU/L (JEYE(# : 0.3~4.2mU/L) Th-o7=,
LARFrX o M U ALK D1EEMThI, RURISREIR MEIT#HBEL & L CRE L

(FEAM 72 T # 13 EMR100070-001 585% CSR 15.3.4 THZ ),

«  #EBRF 1000070-0001-805-0026 : #7513 oM O BYED R LA TH Y . 1RBREDELT
OFEH (WEE-0 42 %) ICEERFRRERITEE (FL—R2) 283 L, KAFL
XEFRICEE G Ll S a7z, FEBIRFO BRI LVE A Tk, TSH X 0.02 mU/L A
i GRYE(E : 0.3~42mU/L), FT4 % 74.1 pmol/L (JEYE(E : 12~22 pmol/L) TH -7z, DLEX
A CIRMESENR DS D2, OFERITFRD SN2 o7z, T L K= 1 2 L HIREN
Toi, 4 BHBICAFEGIIEIE L GEMZE#HIT EMR100070-001 785k CSR 15.3.4 JHZH)

TBBREE D& 5-H 122 - 7= 50 B o HUR BRESE 13X, EMR100070-001 5858 CT 14 (0.1%) (2789
DAL, {REREE O 5B 3 - 7o 0 BE o LR IREE S 13, EMR100070-001 35k T 6 4 (0.4%) I
oL,
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& 2.7.4-55 FTRTOREEEDFIRIRES

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 5(5.7) 66 (4.5) 1(2.5)
BRI R R T i 4 (4.5) 55(3.8) 1(2.5)
FRR A B TUAE SE 2(2.3) 7 (0.5) 1(2.5)
B Oy I IR B B AR T E 0 (0.0) 2(0.1) 0(0.0)
B O M IR ¢ 0(0.0) 2(0.1) 0 (0.0)
SIRINI TS 0(0.0) 2(0.1) 0 (0.0
Number of Subjects with irAE Grade 5 (max) 0(0.0) 0(0.0) 0(0.0)
Number of Subjects with irAE Grade 4 (max) 0(0.0) 0(0.0) 0(0.0)
Number of Subjects with irAE Grade 3 (max) 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with irAE Grade 2 (max) 3(3.4) 47 (3.2) 1(2.5)
Number of Subjects with irAE Grade 1 (max) 2(2.3) 18(1.2) 0(0.0)
Number of Subjects with at least one Serious irAE
(All Grades) 0(0.0) 5(0.3) 0(0.0)
FOPR BRAE REAR T i 0 (0.0) 3(0.2) 0(0.0)
R i RE U E 0 (0.0) 1(0.1) 0 (0.0)
SIRNIS S 0 (0.0) 1(0.1) 0 (0.0)
Number of Subjects Who Discontinued Permanently Due to an
irAE (All Grades) 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with at least one Temporary
Discontinuation Due to irAEs — All Grades 0 (0.0) 6(0.4) 0(0.0)

Source: Integrated Summary of Safety Tables 12.7.1.1.6.1, 12.7.1.5.6.1.0, 12.7.3.1.6.1.0, 12.7.3.7.6.1.0 and 12.7.1.14.6.1 and
Listing 12.7.1.10
irAE=immune-related adverse event, max=maximum, and N/n=number of subjects

EMR100070-003 35k, EMR100070-001 #5% & Y EMR100070-002 35k 0D 50325 B 1H 0> FRR P 2 o
WIS, TP K ONalE R & 3% 2.7.4- 56 1R,
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TLeT 2.7.4 BRIRAIR M DBEE
& 2.7.4- 56 REEEDRRREZTOMERIFEEFRLA, ARKERUVEIERH
003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 5(5.7) 66 (4.5) 1(2.5)
Time to First Onset of irAEs — All Grades (n=5) (n=68) (n=1)
Median (Range) (weeks)® 10.29 (8.9;26.1)  12.14(2.0; 55.7) 8.29 (8.3;8.3)
Time to First Onset of irAEs Grade >3 (n=0) (n=1) (n=0)
Median (Range) (weeks)® 0(0;0) 12.43 (12.4; 12.4) 0(0;0)
Number of Subjects with irAEs for Which Medication Was
Administered — All Grades 5(5.7) 66 (4.5) 1(2.5)
Corticosteroids for Systemic Use 0(0.0) 10 (0.7) 0(0.0)
<40 mg (Prednisone equivalent) 0(0.0) 5(0.3) 0(0.0)
>40 mg (Prednisone equivalent) 0(0.0) 5(0.3) 0(0.0)
Duration of High Dose Corticosteroid Therapy — Median (n=0) (n=5) (n=0)
(Range) (days)® 0(0;0) 3(1;25) 0(0;0)
Number of Subjects with All irAEs Resolved —
All Grades® 2(2.3) 17 (1.2) 0(0.0)
Time to Resolution of All irAEs — All Grades - (n=6) (n=71) (n=2)
Median (Range) (days)* NE (42; 372+) NE (1; 535+) 105.0 (15; 147+)

Source: Integrated Summary of Safety Tables 12.7.1.6.6.1, 12.7.1.8.6.1, 12.7.3.3.6.1.0, 12.7.3.7.6.1.0, and 12.7.5.4.12

# Time to first onset includes all events up to 90 days after last treatment administration.
b Corticosteroids received at the time of the onset of the event were not necessarily used to treat the event and

duration of high-dose corticosteroid therapy might describe >1 episode per subject.
¢ Final outcome possibly not known at the data cut-off date for the ongoing study or ongoing with hormone

replacement therapy.

4 Summary statistics for time to resolution are computed using Kaplan—Meier methods;+denotes a censored

maximum value. Time to resolution includes all episodes of a subject.
irAE=immune-related adverse event, N/n=number of subjects, and NE=not estimable

o % B D R IR B 5E

D F) [E] 5% BLIRE ] o H il 1X . EMR100070-003

A ER T 1029 A .

EMR100070-001 X8R C 12.14 ¥ . EMR100070-002 BT 829 M Th -7, 7/ L — K 3 LL LD ERS

1HL 0D FLIR iR i

EMR100070-003 585k & Y EMR100070-001 38R D&

I O PR R

4213 EMR100070-001 ZRERD 1 £ DIRITZRD Hiv, #IEIFEELR 1%
T—H DI A A N b Lz
DHEFEBLRFE] D BAFER B 2 [X] 2.7.4- 4 |\ TR T, +$a%éﬁ+ X 60 ¥ H £ TR &

1243 T o7z,

EHIC—EDHEX THRAIZER L, 60 HLUEIZR 9% THIT W oo 77, [X2.7.4-3 LREEIC, &

FEERBELIZ10EELS 2 BHOM TR E L EF LR,
6 Z L d FT4 }o N TSH DOERIRFRAE 1T Z Df5 5

bIvle, 6

WBRE LN D 7 2
WA MIE LT-H

ENRRE LB %
EMEN D o T,
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2.7.4-4 % BEE D FKRIEE O 4B IR H

1.04

— AESI
0.9 ——— Competing risk

0.8
0.7
0.6
0.5
0.4
0.3] e et
0.2] e
0.1 S
0.0

O‘ ‘15‘ ‘30‘ ‘45I ‘60‘ ‘75‘ I90‘ ‘1(‘)5‘ ‘1é0

Cumulative Incidence

_ _ Time (weeks)
No. of Subjects at risk

AESI 1580 846 213 11 49 23 7 20
Competing risk 1580 846 213 111 49 23 7 20

Source: AESI_ONSETKM_CIF 30NOV2016 16:25 Outputid: 12-07-01-07-07-02-02-f-aeim-onsk1-s61
root/Anti-PD-L1/tasks/ISS_JP/AESI/1st/prod/pgm/batch_aesi.sas(MacroPgm: aesionskm.sas),  30NOV2016, 15:19

Source: Integrated Summary of Safety Figure 12.7.1.7.7.2.2
AESI=adverse event of special interest

FT4 }. Y TSH DO_X—Z2F A b D2 kiL, EMR100070-001 i85k (JLk/S—F) O_R—RAF A
VREOFHM & Be G IR T o> 1 BILL_E DR % 52 1 7o 950 & XU R L 72, EMR100070-003 #X5#
TliX, FT4 }x O TSH OFLRHFHEOHER 250 i L7, 5EMIE 3.2.5 TIZFEHE L 7=,

EMR100070-003 7k Tidk, TSH & FT4 OHEMEIZHAD < JEIEM: D 5055 B o FUR IR E 25 5
BITERO B AL, WRRIZHRIRBEREIK THED 3 44 (BRE 100070-003-204-0002, 100070-003-209-0003
J% Y 100070-003-302-0005) . AR ARESRE TLHESE e N D 1.5 A $R ISR B L 7= IR RS HEIS TEDS 1
4 (#£5R3E 100070-003-601-0001) . HURARFERETCHEREDS 1 44 (HBRFE 100070-003-407-0003) TH -
776

EMR100070-001 7% Tl&, TSH & U FT4 OHEEIZEE-D < S B oo FURIRFEE X 66 44 1278
B, ZDH 5 53 4 MM &I S 7e (FURISRBIR TEDS 47 44 HUIRISRE TTHESE DS 3 44
B OO P FR R SUZHRIRR DI HBL U 7 s M H R IR REAR TYEDS 3 44) . 7% 0 O#BRE ¢
X, R TR R R R A SR A 150 Z L IT TE ootz

TR T OPERE 3 5oy B O FUR MRS (FURIRBERBIR TE, LRI RE TUEIE K O HIR IR & 2
Eie) ICRT HEWIBE (FICHRIAEER) 25200, avFarxTad N DIREE T8
R X, EMR100070-003 55T 0/5 4. EMR100070-001 35 C 10/66 4. EMR100070-002 35k C
0/1 4T o7z, HEBED RSN EIE U2 BRE 322 2/5 4. 17/66 24 K% T 0/1 4T
H Y| [EERE O P IE X Z N NRTIE (FiPE : 42~372 ALLE) . REE (FEPFH : 1~535 BLLE)
FKON105.0 B (#iPH : 15~147 BLLE) TH 7=,
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2.1.8.1.3.6 REREDRIBHETE

EMR100070-003 &k, EMR100070-001 75k & Y EMR100070-002 5R5R 09~ T D407 BEH oD gl B

BRER 2% £ 2.7.4- 57 [T~ T,

EMR100070-003 752 T, % B o B HERE R 213380 b 720> - 7=, EMR100070-001 7B T

%, EBEORIBERERNSIX 6 £ ICRD b, R, MR K ORERR AR 2 5640 L 7 f5 5,
EEEORIBREIER 2D 5 b 3 AFFFME, 2 A1k, 1| AFFERAPATH -7, FL—FR 3
DG B O BB HEREAR 421 1 4 (WEBR#E 100070-001-132-0002) (2586 HiL=28, 7 L— K 4 &
5 OFERRIIBD LN 0T, EERFLILIA, BREORGHILICET2FLRIT 1 AITRD L
Nz,

BERE 100070-001-132-0002 : #¢5a#E 1L ol O BIEOEREIEHEAEE TH Y . IRBRIEOEIIT D
5.0 15 Bt (WEEED 7 5 A1) 127 L— R 3 OFEMERIBEEREZBIL L, 31 #
H ORI G- O 7o O ORFERFIZ T U w7 A0 K ORIBHERE R 2O WAFEBL L, ek e L
THETT . BECRIR, B0, O, BIRE MRMEZ Lo Tz, a/F Y —/13 0.4 pg/dL
(FLUEME : 0.7~24 pg/dL) T -7z, WERFILIEEIC TSH B & £F 5 HIR AR AE TUMEE 2 58 5
LTRBY, FT7~V =M X DIEEEZT T8, 31 38 B O KRR I BRI BEIS TEA
OB, TSH (X224 mU/L (GEYE(E : 0.35~3.5mU/L) . VA o A3 EENTH - 72,
LARTF B X0 K DIRRIC L D FRIRIREERIR TRE X E B i Ch o7, MHICE RraLF
V' 60 mg/ H OFIRNEE 5-23Bha SIS R, ERITEEE L, aTF Y — /W3REEN
(6.52 pg/dL) T -7, Jid MRI TIE FERRRIE XX T RAR TGO HienoTz, 2 HZIZ
BB ILRBE L7228, SER K OV VT — L ORGSR Ak LT, TRBREIRO B 513 F S8
IS, 14 BROIEROMAZICHB S, 75 ARICEBRE DT D % Tlksi S h
7o, TRBRAHYMERT I, BB A RITIRRIE L BEH Lol L7z (3.2.1.2 THIZ b EGR & ok
L7z, FEMIZ2 15 #0T EMR100070-001 7-B% CSR 15.3.4 THZ M),

#ERE 100070-001-506-0002 : #%82F 13 EMR100070-001 3RER DY S— MosskE<n7- sBiso

THEORIBRERELETHY . WREOEL L UEIORED 1 BRI (FL—R2) &
O HERAMERIB R ERENS (FL—R2) 2RBL, BREOELOKREH (FEEE:
D28 %) ICHEEREIBHIER S (FL—1R2) 23H L, SVEREIE R EMIER 2T AR
MBI HFELRTHoT, TOMOBEET 2 A50HEIL, 7 v v VREGRE, RBIE R R4,
RIS BB R K 2 BB HBR CTh o 7o, 1BBREDOYEIFR G- 0L FITHENHBL U, B, #
BREVIEGRA & 720 | BOPMELUS CTh o7z, #EREIIARE L, AiEEO8E, il &K O
NDBBO BTz, BEOER, ROSITEMERE GRS (V1L —F2) &oahk, K
LR BRI B RIS A V€ > (adrenocorticotropic hormone; ACTH) IZIE S L7272,
NR—2F A VRO ACTH 1 0.22 pmol/L (FEHEfE : 1.6~13.9 pmol/L) T -7z, 27 HZITHER
FIIFEEEZAEHERAS (VL —F2) sz, BIBKERE (F/L— R 2) OB
\Z ACTH I ZHIE S 7o 7223, 388l 14 H#% O ACTH 14 0.22 pmol/L ThHh -7, & Kz a5
Y O ARG L DIREB T Oz, SR EERRE AN R ORIFIXER, BIEEE R 2O
HRIFIIREIE CTh o7, IRBRAYERNL, 2PERIE R EREE R IR & B U, A
REANRITTRERAE & B ) &Il L7z, TRBRIKHEE 1. SERIE BB M RE A 2 JTE B & B
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TS 2.7.4 BRERAR &M DOHE

U LHI LT, R E LT, 2 FE UK DIRIE, BREWORF-72a LT — LDy
Wo, SRR B O EIE R L ORI RN E 2 Dz GEMZ I EMR100070-001 545k CSR
1534 HZH),

«  WBR#E 100070-001-805-0014 : #5R#E 1Z EMR100070-001 58BR DyE K/ — Mgk sz TR D
BHEO BRI OBEEESHREESE TH Y | GBEDOEEOR GO 19 A% (FEEG-0 229
A%) ICEEZRHFIRIEEIE TRE (ZL— R 1) 200 EERREIBEERS (FL—R2) &%
L7z, IO DOFERIEFICEELRFR LW Sz, TRIBERC X 25 ABEHIZ ACTH
K ONTSH OBIMAZRD bz, RXR—A T A VR OFHGHREE 19 HAjoO ACTH 1ZFhZEh
6.61 pmol/L (FEYEME : 0~11 pmol/L) K F429 pmol/L TH Y, W b EHEENTH - 7=,
tetracosactidhexaacetat # AV N/=F 7 7 UEBROFE R, MG LF YV — OS28NS
SN0l (R—RAF A B 121 nmol/L. 30 431 : 158 nmol/L. Z:YEE : 449 nmol/L ),
W O CT A T, IBBMEEEBOMEITR <, BEFTRLITRD bnolz, RIRFEIER
EDHE R aLF VU R ONT7 0 Ra a)vF ) A X HDIREMThi T, RS IT%IEIE %
L ClEfE Uiz, TRBREEOEGITE T 2 U ClkeE S 1v7z, TRBRHHY [ Al &k ONRBRIKIEE 13, Al
EHERE AN I TIRBREE & B 0 L L7z (REMEZ2 1 #R(1T EMR100070-001 #X%#% CSR 15.3.4 IH
ZH),

o #EBR#E 100070-001-109-0007 : #5R#E X EMR100070-001 58BR DOHE K/ — Mgk <7z ol o
D NSCLC FBE ThH Y | {GEEDOEEOR G H (FE& 50 98 H%) (ZIEEE /2 mIBHEE
R (FL—FR2) 2RI, N—RATA VIR OHEGREBRC ACTH ORIE X THON 20
Sz, FHEIEBL 2 HFTO ACTH (X 11.89 pmol/L (FEHESH : 2.2~13.2 pmol/L) TH v, FEHEMEN
Tholz, FRIEHEOK 4 L OG- IO KB TlZ, ACTH 1% 20.26 pmol/L TH 7=, A
FLHOOT L R=Y v OROBEIZL DIREMTON, T —% 7 v M4 7 R CRIB K EE
REOEIFIIRIEE ThH o7z, BFREOBEIIET /2 LTl Sz, 1EBREYEMIT, #IFE
FERE AR ITVRBREE & B 0 &l L7 (REM 72 F #1E EMR100070-001 7-8% CSR 15.3.4 THZ
LSO

«  #BR#E 100070-001-122-0015 : @5 # 13 EMR100070-001 5RO YLK — MMEEk <7z ol o
#ZHED NSCLC BBETH V| IGBRIEDOEIOHK G0 3 B FIRIE S0 45 B%) (CIEEERR
BUSREAR S (' L— R 2) 2RBILTZ, _"—RAF A FD ACTH 1% 2.42 pmol/L  (FEHEfH : 1.3
~1l1pmol/L) TH Y, BKEMENTH -7, REGFEBIRFIC ACTH [THIE SRno7eny, HH
11 H#%® ACTH IX 1.10 pmol/L Th -7z, RIBHEREDTDT XA XV v ORRAOEEIZ X
DI TONT, T—X 1y N4 7R CARRG ORI REIE CTh - 7=, 1RERY EAI K
OVEBRIRIES 13, BB RE A I XIRBRIE & BEH 0 & flr L7 (REMEZ2 1% % EMR100070-001
Bk CSR 15.3.4 THRHR)

o WEBRA 100070-001-186-0013 : #¥BR4 13 EMR100070-001 #RBR DHL K/ $— M osgk S 7= 3B o
LMEORIE R EREEF TH Y . {BBEEOBETOR S0 17 B (WIEE S0 59 A#%) ([CHEEE
REIBHREARAS (L —F2) 2588l U7, #BRE TR BRI K D ERIBRMROwE LG
LT e, 41 ARl ACTH IX 129 pg/mL  (FEYE(E : 6~50 pg/mL) . FHRIEHKFD =21
FV =X 1.2 ng/dl GEHEfE : 6~19 pg/dL) Th o7z, RIBHEEREDZHE RraLFy v
AN AT VT R T ARORT XY ALY U OFIRNEGIE NS T S 2 %Y U Ok R
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TS 2.7.4 BRERAR &M DOHE

a2 a/TF Y o ORABRGIZKDIREMTbNT, T—% B v A 7R CRIBERER 20z
IIREIETH -7z, BN ERNL, BIBHEREAR IR B L S|k L7 (2.1.8.1.3.5

THIZ b AR 2 3odk L7z, FEAZ2 53T EMR100070-001 #5R CSR 15.3.4 THE M),

EMR100070-002 75k i, Soz BEhE o R & RE

AEITRD BRI T2,

* 2.7.4-57 ITRTOREEEDEIBHETE
003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 0(0.0) 6(0.4) 0(0.0)
[RILE S F=i=% Ny 0 (0.0) 6 (0.4) 0 (0.0)
SR B R RE A 0 (0.0) 1(0.1) 0 (0.0)
Number of Subjects with irAE Grade 5 (max) 0(0.0) 0(0.0) 0(0.0)
Number of Subjects with irAE Grade 4 (max) 0(0.0) 0(0.0) 0(0.0)
Number of Subjects with irAE Grade 3 (max) 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with irAE Grade 2 (max) 0(0.0) 5(0.3) 0(0.0)
Number of Subjects with irAE Grade 1 (max) 0(0.0) 0(0.0) 0(0.0)
Number of Subjects with at least one Serious irAE
(All Grades) 0(0.0) 3(0.2) 0(0.0)
[RILE S F=i=% Ny 0 (0.0) 2(0.1) 0 (0.0)
LRI BB RE N A2 0(0.0) 1(0.1) 0(0.0)
Number of Subjects Who Discontinued Permanently Due to an
irAE (All Grades) 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with at least one Temporary
Discontinuation Due to irAEs — All Grades 0(0.0) 2(0.1) 0(0.0)

Source: Integrated Summary of Safety Tables 12.7.1.1.6.2, 12.7.1.5.6.2, 12.7.1.14.6.2, 12.7.3.1.6.2, and 12.7.3.7.6.2 and Listing

12.7.1.10

irAE=immune-related adverse event, max=maximum, and N/n=number of subjects

EMR100070-003 782, EMR100070-001 7%k K& T8 EMR 100070-002 5855 0D 9002 BEHE O Bl FERE A
DOHNEFEFRFH . TERECRI S N8 R 2 5 2.7.4- 58 12”7,
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% 2.7.4- 58 REBEDRIBHETEOMEERFH. ARIKEERUVRER

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 0(0.0) 6(0.4) 0(0.0)
Time to First Onset of irAEs — All Grades (n=0) (n=6) (n=0)
Median (Range) (weeks)? 0(0;0) 11.36 (0.1; 32.9) 0(0;0)
Time to First Onset of irAEs Grade >3 (n=0) (n=1) (n=0)
Median (Range) (weeks)? 0(0;0) 30.14 (30.1; 30.1) 0(0;0)
Number of Subjects with irAEs for Which Medication Was
Administered — All Grades 0(0.0) 6(0.4) 0(0.0)
Corticosteroids for Systemic Use 0(0.0) 6 (0.4) 0(0.0)
<40 mg (Prednisone equivalent) 0(0.0) 4(0.3) 0(0.0)
>40 mg (Prednisone equivalent) 0(0.0) 2(0.1) 0(0.0)
Duration of High Dose Corticosteroid Therapy — Median (n=0) (n=2) (n=0)
(Range) (days)® 0(0;0) 14.00 (3;25) 0(0;0)
Number of Subjects with All irAEs Resolved —
All Grades® 0(0.0) 1(0.1) 0(0.0)
Time to Resolution of All irAEs — All Grades - (n=0) (n=7) (n=0)
Median (Range) (days)* NE NE (2; 170+) NE

Source: Integrated Summary of Safety Tables 12.7.1.6.6.2, 12.7.1.8.6.2, 12.7.3.3.6.2, 12.7.3.7.6.2, and 12.7.5.4.12

# Time to first onset includes all events up to 90 days after last treatment administration.

b Corticosteroids received at the time of the onset of the event were not necessarily used to treat the event and
duration of high-dose corticosteroid therapy might describe >1 episode per subject.

¢ Final outcome possibly not known at the data cut-off date for the ongoing study.

4 Summary statistics for time to resolution are computed using Kaplan—Meier methods;+denotes a censored
maximum value. Time to resolution includes all episodes of a subject.

irAE=immune-related adverse event, N/n=number of subjects, and NE=not estimable

EMR100070-001 7% TR & 72 50% B O Bl HERE A 2 O F[EIFE B o0 v 11X 11.36 1 T
Holz, 7L —FR3LUEOERIIOHEDOEGRIZ 1 AR D LN, TRTOHFREN LT 3R
TuA FCEDEEEZ T . EHEaLVFaxTaA R(7L F=Y 2 40 mg LA SUTRSE O 3RY))
ICLDIEREZ T HRE X 24 CThole, MARILVT AT A ROBGHIMIL, 14 TiX 14
FOr25 H BID 14 Tik3 H Th o 7o, B ORIBE I AR 2 BE L7 gRE 1L /6 4 TH Y |
EIEREH O FIEITHEE AR R TH Y | B/IMEIX 2 A, &XEIZ 170 B THEYIY TH o7,

2.1.8.1.3.7 REMED 1 BBERRF

EMR100070-003 7%k, EMR100070-001 58k &% U EMR100070-002 #085% Tld, SeZRH @ 1 BUPER
FRITRE O B2 o 1=, 7272 L EMR100070-003 3A5R Tl 2 BUBE RIS 2 A 0F L T 288 1 4 (W
BR¥ 100070-003-901-0001) THERIFDOEAL K OIEEEZR 7 L— R 1 O 1 BPERFE (REREE L B &
D) BRDLNT GEHZLLTIZRT),
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TS 2.7.4 BRERAR &M DOHE

PBRA 100070-003-901-0001 : BRF 1 2 BUBEIRIF DWfE % A5 5 TR D FVED MCC BHTH Y |
BB ORI G- DK 3 » ARICHERFBE OB (FL— R 3) 3B L7z, BT RIS
o 2 ApERE (1M 4E~) Tho7-, 2045 A20 B OIMPEHEIX 412 mg/dL TH V| HEIRIF O E
{EDT=DWEBREIIABE LTz, A VAV T INF 66U LA AV T A9 M2U 1 H 3 B
X DR STz, A A Y UEIEIC X 0 MBHE X R EEN & 72 0 . 80~230mg/dL TH - 7=,
AREZOTDIEBIR OGN HE S, [F* 4 6 A 17 BIZER Sz, AHLolRIIEETH
ST, IRBRFHYERL, REGUIIEFRIK L BE A L ST L, AFEROFRE & LU CORBEORE R %
PR L7 GEMZR 41T EMR100070-003 545% CSR 15.3.4 THE M),

Z D#%OPBRIE T, RO OREDT Atk (WEiE-0258 A1) ([CEHERBRIFHEIL
L7z, WA, BROOEMFE T he— A RR D VRBERE (71— K1) &2l sz,
AKFEZDIZD, E MV AV UV DATAT 4 VT A —ECED 1 B 3 EIEFES (F* 4 10
H28 H~11 410 H) . 7 KUk 20 mL OHEIFARNE S ([F* 410 H29 H) KOS R Y 7
A9V 40 TU 1 BH1 BEIEZ F#&S5 (F* 411 A10 H~) (X DIRENTOIZ, 1BERY =R
L1 BUBEPR IS I XVREREE & B S Ll L7 R 72 15 EIZEMR100070-003 #ABRCSR 15.3.4 IHZ
)

GoE R D 1 U RIE OfEAT (FERTICHE L7Z PT O —& & LT 1 BB RIR. BRAEENEE O
PEMERE R IR S OBEIRIFIE 7 B 7 v R—v 2 &) ITA., BERIFR K OV s REE O F =5 % 5
filfiL 72, EMR100070-003 #E&. EMR100070-001 35k % 08 EMR100070-002 555k D B bR 73 Mo OV B
Bl O EFRE K 2.7.4-59 [T-7,

& 2.7.4- 59 WRRRE VS nERENEEER

003 001 002
(N=88) (N=1452) (N=40)

All grades Grade >3 All grades Grade >3 All grades Grade >3
Preferred term n (%) n (%) n (%) n (%) n (%) n (%)
YR 1(1.1) 1(1.1) 7 (0.5) 2(0.1) 0 0
1 B4 R 975 1 (1.1) 0 0 0 0 0
2 TRUHE PR 975 0 0 1(0.1) 0 0 0
& I 1(1.1) 0 47 (3.2) 18 (1.2) 0 0

Source: Integrated Summary of Safety Tables 12.6.2.1 and 12.6.3.1
# Case is under discussion with the Investigator and follow-up information is pending.
N/n=number of subjects

7 L— R 3 LLEOFERIE K& O A 2 53T L 7=, EMR100070-003 58k Tlk, 7 L— K3 LL
EOBERIFEN 14 (1.1%) 128D Hiv7=, EMR100070-001 RBR i, 7' L— R 3 LI EOBERIFEI 2
4 (0.1%). Z'L— K3 EDOEMBEN 184 (1.2%) IZBO LN, WTIHORBRTH 7 L— K 4
XL 5 OFZITRD N oT-, HEERPERKEIL 2 4, BEELRELET 3 AR O LT,
EMR100070-002 75k TlE, FERIF L MAEIFER D b ipd o7z,

EL 723 HmIC K 0 | irAE OBV O B D PERIFN 1 LIRS bz, 72, SCSOT—X 71 v b
F 7 #HIZItAE DRV O B L S MFEN | LG SNz, 2D DFELORERZ DL TFICRT
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o WEBRF 100070-001-164-0004 : #BR# XM Em s (1OM4E~) OIFEEEZ AT 5 ol kit
DOINEFERETH Y | IRBREOVEEE G- OR) 4 5 ARITHERIFYEY 8T ¥ R—Y 2D 720 APt
L7z, N—=R T A CREOMFEMIL 102 mg/dL (EYE(E : 74~106 mg/dL) Th ->7-, AWM H
ol EE, 20417 BB 2 140 mg/dL, 20l W EC 427 mgdL Th-7-, 204
B WMo OBHEIE 691 mg/dL TH Y, A bR Ak piEENBG sz, 204 1A
M B OmAEEE 471 mg/dL TH -7, 20T BB ISk, TR O Mk (446 mg/dL)
D= OWEBREIIABE L, BRI (7 L— K 3) LBMiEniz, R OHERFES T
VRV ADRRBR SN T, PEEBRE IR S, BRI L O A Y v
B L DIREEZ T B ILRBE L. 7> # A 20D 1 H1EEGEENE 2—~vnr 74U
DOEAHEEG 2SS NT-, REZOT-DIRBRIEOR G083 IE ST, BERFEORIFIIARRIE T
bolz, IBBRHYEMIL, AFRITRPIELEESH Y LT L, foJRKAE L TRBORM KM
EIMEZ SR Lz, ZOMo U 27 KFITIEMmAE vz GEMZ2E#HIT EMR100070-001
Bk CSR 15.3.4 HEM)

o BEBRE100070-001-135-0005 (SCS DT —H J1 v A 7HRITHE) - BRE 1T0WE DO LMD Tz
JERETHY ., EikE (FL— R3) 2L, BEETLHEBIERD bR hoT-, HEE
BRI OZFEGEE A L T\, inBREopEERE HIX 20T A W 0. FREIGTOEL
OG- HIIWIE#E561 H#%* Th o 7=, WlEEE567 B %*ZEmitE (71— R3) BHRBLLT,
MBEE 3545 mg/dL GEHER) | ~EZ 1B Alc 373 Thol-, FRIEHBOMIEEE 561
A 1&*@@*}‘%? $194 mg/dL Th - 7c, TRERHE Y ERIL, 1REREE L BEMEA2 S E TE RV E R

FEMEOB M OREE (B CAREENSWEE) Z5o7-, A4 AU 0 10 BALIZ X A 1E5 03B
WS HTz, o hses ngr O IMAEIEIL383 mg/dL, A > A U 3 AGE, CX7"F RIL1.1 ng/mL
ThHO., WIS IAFIFH OB MO K E MBI T 2 12IEI A+ Th Y, BOREETH ST,
AVAY T IAR RN, LAY T A0 M X DIREPBG S, =y he—1o
= O S A7, PIRIEEE-588 H 7% * O MAEEIEL 200 mg/dL Th o7, RBREOE G IXHIEE
7o TRBRFLMERIY, AEGUITRBRIE L BEDH 0 & fr L7z,

2.1.8.1.3.8 REEEDTERES

G B 0O TR E X EMR100070-001 35% C 1 412380 bz, #5RE 100070-001-122-0023
1 MDD NSCLC BETH Y . TV~ T DEITOEEDOK 3 it (5-HE0K 3.5 » A
B)CHEEE R 7 L — F2 O FREEEIR TIELZ BB LTz, A7V —= 7 KD ACTH (% 1.76 pmol/L

(FEYEfF : 1.3~11 pmol/L) . TSH % 0.83 mU/L (JL¥E{H : 0.4~4.5mU/L) Tho7c, KRELRODZW
IF> ACTH (% 1.1 pmol/L, TSH 1% 0.27 mU/L ToH-7-, 204 I H B 5D ACTH (X 1.1 pmol/L,
TSH L 0.22mU/L Tholz, RERIZXLT, LARTFaxr Y vAS0ug® 1 H 1 [EREO#
HROQTLUR=Y210mg @ 2 » AMOWIRIEIZ LS 1 B 2 B O&EEMTb-, KEGOET)R
IEREIE ThH o1, 7L~ T ORI, REZORBFNIEEEITOLLOFIE I, 1RRIEY
FERTIE, AFRIIIEFIE L BEH » &l Lz GEM 7S #1X EMR100070-001 38k CSR 15.3.4 I
ZMH),

EMR100070-003 545 & T8 EMR 100070-002 #A5R T i, e Bhf o0 F EAFEEF IR b o7z,
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2.1.8.1.3.9 REBEDBEXRUVEHERES

o B O R 8 K OV S RERE 2213 . EMR100070-003 3U5% & (8 EMR100070-001 #BR T4 1 41238
b%m\m&wmmmnﬁ%wlziéﬁﬁkﬁiﬁbkﬂ%éﬂto

o WEEBRE 100070-003-956-0001 : #ERE 1T TR D D MCC BB TH Y . IGBREEDET D5 D
12 B% (FIEERG0 54 At2) I27 L— R 2 ORMEMRBEEBEREZHBI L, X—R2 T A F
DU LT F=21F 89 pmol/L (FEHEE : 45~90 pmol/L) TH Y, HUEMNTH -7z, FHLREH
H 55 BH) 7 L7 F =203 199 umol/L fé@ D, ZJVvrF=r-27 U7 Z A% 31 mL/min

(FEYEfE : 90~150 mL/min) (2D Uiz, BB AT A FFEERORER, SHERMERE O W)
FAMERRD SN, UL, J?&lﬂ’f“@* T D OVE ANMED B MR SE MM 2 L2 B L
LD THY, BEMIIEIZY R ThH o7, BARICL Y, JRBEMEMERR & EDE
SNTz, AFNVT L R=Y 1 80 mg HEIFRNK G K7L R=Y 2 75mg 1 A 1 BfEA#E
HAZ X DIEHBMThi T, 6 R I hRAME MR 1L RE Lf:o 7 VT F = HEIND Tk
BRIEDOE P I STz, TREBRILYERIL, FRAME B R IR L B H 0 Ll L7

(FEA72 15 # 1X EMR100070-003 345 CSR 15.3.4 ITHE ),

o HEERF 100070-001-186-0012 : #¢ER7 13 EMR100070-001 75k 0O F Sy /S — MO8 G I iz 18
PEBERE AR ROREA G T2 MO BIEDIREE LEERE TH Y | IRREDOEE OGO 13
At: (PRI 5-0 167 B#) ([CIHFERERERAETAE (FL— R 1) Z%BLL, HEZR AST M

(7 L—R3), EERMSF CPKEEM (F'L—K4), FFEEELRALTHEM (FL—R1) KOIE
FEELFRIMEEETIE (FL—FR2) 2o T\, CTHREDREE., £ RO MAREIC
N EREREY » AEIER SR B2, B bidienoTz, 7 L7 F =213 141.47 pmol/L (X
— AT A URFITHEAEERN), HEEZ LT F =0 - 7 U T T AT 61.56 mL/min/1.73m? T o
7o BRI TN o7, AST EIKL QML CPK 3D 7= @A EAT v A RIZ X D1RE
T, BB AR2OERIFIIREIE TH -7, AST BIMO 7= DIEBRE O G2 1E Sz,
TR AL, SPEB AR & B U Sl L7z (2.1.8.1.3.11 TEIC L AGR 2 Fodk L
7o FEAZ2TEERIT EMR100070-001 5B% CSR 15.3.4 TS M),

EMR100070-002 752 CTl, S0y B OB R M OBHEREREE X580 B o7,
2.1.8.1.3.10 H®REBEOHRD

EMR100070-003 55, EMR100070-001 55 & OY EMR100070-002 55k 0D 7~~~ T O BE O 95
%3 2.7.4-60 12T,

EMR100070-003 35k Tl, ZEBEOFIZ ORBHRIL 5.7% TH V| 2 4 LL EICEO b - FRIT
I Th -7z, EMR100070-001 7B Tid, SEREDOIZOFIRIL 43% TH D . FHIERN 0.5%
MOFERRITE D FEE, %%&Uﬁfﬁﬁ%%&%f%oto EMR100070-002 FRER CTlL, #iE B o 5%
B OFBHEIL 10.0%TH Y, 2 4L EICRD DN FGILZ D %ﬁ&@fx{b&ﬁ:{“b&ﬂzrf&;oto

EMR100070-003 iR Ci, 7' L— R 3 uiwﬁa{“&ﬁ@@%‘ér P B AL o 72, EMR100070-001
AR TIX 7 b — F 3L EOREREOHZ 1T 2 44 (0.1%) 1258 Ewmt (28R 100070-001-502-0006
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X7 L— R 3 O3B, #EERE 100070-001-102-0037 1X 7 L— R 3 DF S FEMERB AR, 7/ L—R
4 L 5 ORIEREDO B ITZRD LIV o7,

o HRERFE 100070-001-502-0006 : #7523 13 EMR100070-001 3Bk D YLK/ S— MBS 7= ol O
THEDREE FROEBEE TH Y BBRIEOBEL OB E0 8 Btk (FIEIE 50 50 Hi%) ([2%5 (7
L—R3) B L7, 7THRICHEERZOFE (FL—F1) BRI L, BEREDOK 50%
\ZZ DFERIE D BV LAz, FZONMBLIT, SRR, FROKORKIETH D | s, 55,
MR, B, AL RBRE L O B IZER D bivie, MUTIERITERD Do 7o, ERiIITH
Niginoiz, BEOREO7L R=Yrr60mgl B 1E (10mg1 B 1 B~ RN S
K DIEEMTONT, 4 HRICARFERIZIZ L— R 1IZREL, 3 BRIZEE LT-, BB D705
BRIEO L E R S, 13 ARRICHB Sz, RIS ERTL, BI3E53E & B dH ) &
WrL7z, o)A & LT, fraxiparine 735 2 H AL/ (GEMIZR1E#H (% EMR100070-001 35k CSR
1534 HZH),

o WEBR#E 100070-001-102-0037 : #5R#E1Z EMR100070-001 58BR DOHE K/ — Mgk Sz TS O
O FELOEEEEAGEAEE CTH Y | FFEERMENEORE (VL — K1), ALK
B (7L —K2) ROZ MRS (FL—R3) 2R L, BREOHIO#EE R (FEk
Ho 27 %) ([CHEEERZT IENREZ (VL —FK1) R LE, AFRTIS5 BRI L—FK
3WTHEAEL, 24 HRRICZ L— R LIZRIR LTz, BBOTOHATF LT L K=Y 1 4 mg &7
W E. 7Y = F1 B 2EBAHEE., 7/v4 /) = K 0.05% 1 B 2 [[]@BET&E 5} O desoximetasone
0.25%MEF R FT e 512 X DRI Tz, TN b OFERFHEIE/REIE L, ZFL—FK3
DZ 9 FEVER S D 1= OIRBRIR OB 53l S e, 1RBRSERTIT, 25 OFGUIIRBREK L
BSE & 0 LI L7z GEZR 5 #iT EMR100070-001 345k CSR 15.3.4 IHHE M),

EMR100070-002 iER Cix, 7' L — K3 UL EOREEEOREZBITED bz noT-,
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# 2.7.4-60 ITRTOREEEDRED

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 5(5.7) 63 (4.3) 4(10.0)
% O FEIE 1(1.1) 22 (1.5) 3(7.5)
182 3(3.4) 20 (1.4) 1(2.5)
BER B B % 1(L.D) 20 (1.4) 2 (5.0)
HLBE 1(L.D) 4(0.3) 0 (0.0)
BEMERE 0 (0.0) 5(0.3) 0 (0.0)
Z I MRS 0(0.0) 5(0.3) 0(0.0)
BHPEE S FEIE 0(0.0) 3(0.2) 0(0.0)
HLBEMEFZ 92 0 (0.0) 3(0.2) 0 (0.0)
B R 9% 0(0.0) 1(0.1) 0 (0.0)
S IALBE 0(0.0) 1 (0.1) 0(0.0)
FRIEIE 0 (0.0) 1(0.1) 0 (0.0)
BER B2 0 (0.0) 1(0.1) 0 (0.0)
IR 2 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with irAE Grade 5 (max) 0(0.0) 0(0.0) 0(0.0)
Number of Subjects with irAE Grade 4 (max) 0(0.0) 0(0.0) 0(0.0)
Number of Subjects with irAE Grade 3 (max) 0(0.0) 2(0.1) 0(0.0)
Number of Subjects with irAE Grade 2 (max) 0(0.0) 23 (1.6) 1(2.5)
Number of Subjects with irAE Grade 1 (max) 5(5.7) 38 (2.6) 3(7.5)
Number of Subjects with at least one Serious irAE
(All Grades) 0(0.0) 1(0.1) 0(0.0)
Number of Subjects Who Discontinued Permanently Due to an
irAE (All Grades) 0(0.0) 4(0.3) 0(0.0)
Number of Subjects with at least one Temporary
Discontinuation Due to irAEs — All Grades 0(0.0) 8(0.6) 0 (0.0)

Source: Integrated Summary of Safety Tables 12.7.1.1.1, 12.7.1.5.1, 12.7.1.14.1, 12.7.3.1.1, and 12.7.3.7.1 and Listing 12.7.1.10
irAE=immune-related adverse event, max=maximum, and N/n=number of subjects

HEREBEORZ (25 MEZ) X EMR100070-001 3BT 1 4 (0.1%) ([Z@RD - (B
Br# 100070-001-117-0010)

BEERZE 100070-001-117-0010 : #¥B&FE 1% EMR100070-001 7&BR DL A S— MBS 7= RSO %
D NSCLC BBETH Y, 1RO BELO®E G0 7 At: (WEl&5-0 77 H#%) ([CEE irAE TH
LaFMRE (71— R2) MO EEERAEREDOZ SFEE (FL— R 1) 283 L, BHMEL
BOlewy 7 e R I UERBREOERHMES QOIMT-R- I~-MH), 7L K=Y 100 mg
1 1EREAFEGEO RN T Ay v 01%1 B 2 EEFES oM« A I~RP) (2L 51E5E
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TS 2.7.4 BRERAR &M DOHE

BTNz, #EPErE 7R %I 2EMERE RO O FEERRE Lz, AF2o70 2040
BB BB OE G Shu, G PrE TESACER S, RS EMIL. SETERE K
OV D FEIEITTREREE & B & 0 & b L 7o GEA 721/ 8 ZEMR100070-001 #88% CSR 15.3.4 THZ ),
TRBEE O£ H IR ICE - 7o 0 B O %692 13 EMR100070-001 3ER T 4 4 (0.3%) . 1BBRIEOE S
HREIZ 2 o 7= 50% B D 3895 12 EMR100070-001 5852 T 8 4 (0.6%) (i Bl
EMR100070-003 55, EMR100070-001 552 K& OY EMR100070-002 5:5% 0D 505 BEE O 5892 D W) [B1%
BUREH], TR DL ORI A4 2 2.7.4- 61 1TR T,

& 2.7.4- 61 REBEDHRDSOAEFAERL. BERKR R O EERH

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 5(5.7) 63 (4.3) 4 (10.0)
Time to First Onset of irAEs — All Grades (n=5) (n=64) (n=6)
Median (Range) (weeks)? 8.57(0.1;22.3) 5.79 (0.1; 67.1) 5.07 (0.4; 56.0)
Time to First Onset of irAEs Grade >3 (n=0) (n=2) (n=0)
Median (Range) (weeks)? 0(0; 0) 6.00 (4.7;7.3) 0(0; 0)
Number of Subjects with irAEs for Which Medication Was
Administered — All Grades 5(5.7) 63 (4.3) 4(10.0)
Corticosteroids for Systemic Use 0(0.0) 21(1.4) 1(2.5)
<40 mg (Prednisone equivalent) 0(0.0) 12 (0.8) 1(2.5)
>40 mg (Prednisone equivalent) 0(0.0) 8(0.6) 0(0.0)
Missing 0(0.0) 1(0.1) 0(0.0)
Topical Corticosteroid 5(5.7) 51(3.5) 4(10.0)
Duration of High Dose Corticosteroid Therapy — Median (n=0) (n=8) (n=1)
(Range) (days)® 0(0;0) 5.0 (1;29) 37.0 (37;37)
Number of Subjects with All irAEs Resolved —
All Grades® 334 40 (2.8) 2 (5.0)
Time to Resolution of All irAEs — All Grades - (n=7) (n=98) (n=6)
Median (Range) (days)? 76.0 (15;218+) 57.0 (1; 562+) 150.0 (47; 336+)

Source: Integrated Summary of Safety Tables 12.7.1.6.1, 12.7.1.8.1, 12.7.3.1.1, 12.7.3.3.1, 12.7.3.7.1, and 12.7.5.4.12

# Time to first onset includes all events up to 90 days after last treatment administration.

b Corticosteroids received at the time of the onset of the event were not necessarily used to treat the event and
duration of high-dose corticosteroid therapy might describe >1 episode per subject.

¢ Final outcome possibly not known at the data cut-off date for the ongoing study.

4 Summary statistics for time to resolution are computed using Kaplan—Meier methods;+denotes a censored
maximum value. Time to resolution includes all episodes of a subject.

irAE=immune-related adverse event and N/n=number of subjects

S BEE O 3892 O ) [EIREER R o th -l 1% . EMR100070-003 #5R C 8.57 . EMR100070-001 7%
B2 C 5.79 . EMR100070-002 352 T 5.07 @ Tdh -7 (EMR100070-001 #BxD> /L — R 3 LI L=
%1% 6.00 H),
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TS 2.7.4 BRERAR &M DOHE

TR -0 90 A% £ TICHBL L - % BE O3B ORI BUR I O G U A 7 ittt DA
~ ME, EMR100070-003 552 C 5 4. EMR100070-001 #5% T 64 4. EMR100070-002 552 T 6 44
([ZFR %imio FHBENE -T2 (1%L ) FRIX, Z 9FE, B2, BRR IR EE K& OHLEE T
Holz, BREKRHEO FANRORENST-OIZ 10 EEETTHY, 10 HHOBREBRBOHEE
EIXH 3.4% CTH o7, 12 3 HLABEORIEIFEEL Y 2 7 13K < | 66 3 B LAEITH 7% TRUEW & 72> 72
(X12.7.4-5),

2.7.4-5 % BEE D F45 O 1)) [0 F 35 B A

1.04

—— AESI
0.9 ——- Competing risk

0.8/
0.7
0.6/
0.5]
0.4.
0.3] P
0.2 ~
0.1, S/
0.0l

o 15 30 4 60 75 90 105 120

Cumulative Incidence

_ _ Time (weeks)
No. of Subjects at risk

AESI 1580 844 220 118 56 26 7 0
Competing risk 1580 844 220 118 56 26 7 0

Source: AESI_ONSETKM_CIF 30NOV2016 16:25 Outputid: 12-07-01-07-02-01-02-f-aeim-onsk1-s1
root/Anti-PD-L1/tasks/ISS_JP/AESI/1st/prod/pgm/batch_aesi.sas(MacroPgm: aesionskm.sas), = 30NOV2016, 15:19

Source: Integrated Summary of Safety Figure 12.7.1.7.2.1.2
AESI=adverse event of special interest

aNFaRTaAf RIZEDIEHEZZ T =853 13 EMR100070-003 58% T 0/5 4. EMR100070-001
AR T 21/63 44, EMR100070-002 FBR T 1/4 4, mHEI VT aZXT oA NIZE DR Z 2T I
BREIIEN TN 054, 8/63 4 (FGHIMOTIfE 5.0 A, iPH : 1~29 H) K044 ThH o7,
G BRE ORI DN RIE U 7o BRF 1L E T4 3/5 44, 40/63 4 KDY 2/4 4T Y | [RHEIRFH O H JefE
IXZNEN 76.0, 57.0 KTV 150.0 H TH 7=,

2.1.8.1.3.11 Z DD irAE

EMR100070-003 55, EMR100070-001 k&% ¥ EMR100070-002 35k DT XTOE DO irAE
B3 2.74- 62 T T,

EMR100070-003 58 TiX, & DD irAE (F78 D B> 7, EMR100070-001 &R TlX, £
fhd irAE 1T 12 BIZRO LT (R 44, HORERE 34, thOFRIIE 1 LICHRBD), 7—
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TS 2.7.4 BRERAR &M DOHE

R— 2 DBATHIZHEERTF 100070-001-101-0100 (2L L 7= B CLOEREEIL irAE 12344 795 & flllr
Nl T—XOEET T — |25 irAE & L TEH SN2, FEBEITIXIrAE 1IZ3%% 7 5
H O EILF 3 4 IS BL L Tz, EMR100070-002 FRBR CTiX. Z DM irAE 1358 H72 0
277,

LRMERRAT R GRS & N TR 1D RITRD b e o 7223, EMR100070-001 55k 0
FH B X — b @ 20 mg/kg O 2 — hTERO B B OAEREE 1R, JERD B2 O AT EENE
DHHERE L THESNTZ (2.1.91H), 7. Pfizer LN BBRIKHEE & 72 - 72 B9991002 AR (%
MpEaEc T N~ T T X F =T w2 AEG L. > 07— %, 7 H) THRE
[ZE S T RDS 1 (R CHERE) 586 HALTz, FERIITLLRE D 50)% B 0 il 2k DIRIZFL# L 72,

WL ORER T HE R E O E AR, SHMERERMERERE, hraa =X ik, &
JEM I E T (B O O3aE) BERITERD o7z,
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TS 2.7.4 BRERAR &M DOHE

%+ 2.7.4-62 FTARTDEDHD IrAE

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one irAE (All Grades) 0(0.0) 12 (0.8) 0(0.0)
g2 0 (0.0) 4(0.3) 0 (0.0)
B O 0(0.0) 2(0.1) 0(0.0)
JIR4AE © 0 (0.0) 1(0.1) 0 (0.0)
¥T e NU—IERE 0 (0.0) 1(0.1) 0 (0.0)
W% 0 (0.0) 1(0.1) 0(0.0)
iz i 0 (0.0) 1(0.1) 0 (0.0)
BAEH Y O~ 0(0.0) 1(0.1) 0(0.0)
5 &) g 0 (0.0) 1(0.1) 0(0.0)
Number of Subjects with irAE Grade 5 (max) 0(0.0) 0(0.0) 0(0.0)
Number of Subjects with irAE Grade 4 (max) 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with irAE Grade 3 (max) 0(0.0) 3(0.2) 0(0.0)
Number of Subjects with irAE Grade 2 (max) 0(0.0) 7 (0.5) 0(0.0)
Number of Subjects with irAE Grade 1 (max) 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with at least one Serious irAE
(All Grades) 0(0.0) 4(0.3) 0(0.0)
(EAS 0 (0.0) 1(0.1) 0 (0.0)
H O 0(0.0) 2(0.1) 0 (0.0)
¥T e NU—IEGRE 0 (0.0) 1(0.1) 0 (0.0)
Number of Subjects Who Discontinued Permanently Due to an
irAE (All Grades) 0(0.0) 5(0.3) 0(0.0)
Number of Subjects with at least one Temporary
Discontinuation Due to irAEs — All Grades 0(0.0) 2(0.1) 0(0.0)

Source: Integrated Summary of Safety Tables 12.7.1.1.7, 12.7.1.5.7, 12.7.1.14.7, 12.7.3.1.7, and 12.7.3.7.7 and Listing 12.7.1.10

% One case was reported and coded as autoimmune disorder Grade 4 that has to be counted as immune-related
myositis (Subject 100070-001-101-0086). With that subject, overall, 5 subjects (0.3%) experienced immune-related
myositis.

b After database transfer it was noted that the event of autoimmune disorder in Subject 100070-001-101-0100 was
adjudicated as immune-related; however, it was not flagged as an irAE due to a data transcription error, so in total,
3 subjects experienced autoimmune disorder adjudicated as an irAE (see text below for a description of the 3
subjects with autoimmune disorder).

¢ Additional discussion and subsequent re-evaluation of the case of Grade 2 encephalopathy (Subject
100070-001-186-0013) led to the conclusion that the case was erroneously assessed as immune-related, and the
classification will be corrected.

irAE=immune-related adverse event, max=maximum, and N/n=number of subjects
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TS 2.7.4 BRERAR &M DOHE

e B D 7%

FEREOHRIT 4 21RO 5 (W E EMR100070-001 5868), Z0 95 H 34157 1— K2
Thotz, OO 14 #HEERE 100070-001-131-0003) 1% WSO LMETH Y . FRBREOPIEIFEH D
38 HIZIZZ L— R 3 O RZRE Uiz, IBBREDOBEGIIH L&, arFaxTof NZLD1EE
DTOI, PR ORREITE L7z GEMZEH 1T EMR100070-001 3% CSR 1534 M), 44
DH b, FEREL L CHREZ AT 2BRE TN R o T,

BD 14 (BB 100070-001-101-0086) 1L 27 L— N 4 O H CHAEEELIH LI-0, KEG|I%
EBIHOfR & L TIRONDRETHDH, AMERELZED DL &, AEBEOHRILS 4 (03%) 12
WO BT (W T L E EMR100070-001 3U5k) . LAT O B CAREREE O OAGE % 2,

o WEER#E 100070-001-101-0086 : #BRE 1L TR D LMD MIEEE TH Y | IBBRIEOHEHE-D 3
AZICHe RS, MR T A CPKMAFES 7 L— N4 O CRERELHI L, 7L R
=" 60 mg/ H O AL L DIEHBEMTONIZN, JERITE(L Lz, FRAEO - OHERE
TETRERIIBEN., AFALTFL F=V a1 g HOHIRNESIC X D18EEZIT -, iz
7'v 7 U HH) Gamunex 25 g/ H DEFIRNE 512 L D IR0 BMG S vz, IS BN FIZIK T L
72, WBRE IR AR EIIRT L, EERGEMRO - OME S, HBREITE . BRIRKOE
SELTRy 7 BB, —RICREIR S — A X — I —Z 2 A EN T, EDO%, HEBRFEIX
FAFEICEE L, R—=A X =T —ZREShZ, £72, B~V _XAK R T AL A e 3—
T A VARG D KSR ERE DR DTz, 1 h Ath, 77 LMEEREZ L R LT
DFEMERE & £ O RIS FEBL L7, CPKITZEE LTz, BRBRE OIRBRIZZE L TV 223,
ANTRERERIZAKTE L TR Y . ATRERERY B Y 7 — 3 Uliig CHRRE LTz, B D iEmsE (7
L— R 4) ZREETHY . IBBRIEOBRETIEOR 5 » A OEBHEITIC L 2T £ TH L
TWe B2 bz, 1B EMIT, B OREREFIIRREE L s 0 Lol L, o h
& U CHafRIE 2 #2r L7z GEMZ2#H 1T EMR100070-001 55k CSR 15.3.4 THE ),

B TR L BEME A B E TE R WS L— R 3 LU Eo g CPK ¥ENAN 3 412388 B iz, irAE
DEFZTIL. MedDRA PT DIfiH CPK ¥EINIE., [EFEARHMIOXIS L 725 irAE D R[EEMED & 5 HHRIT
EENRoT,

«  WEBR#E 100070-001-101-0111 : #ER#E X EMR100070-001 5B& DHE K S— MIBEk <7z oD
BYED EREPRIERE CTH Y, IBBREOEIIOK GO 12 Btk (FIRIBE-0 26 B#) (CHE
7Rl CPK ¥ (7L — R 4) ZRB LT, REQIIEFIICEERFG LB SN, B8R
Fix, @E EM O X #HOEEOEEE. &K OF KT OB A F 2 RAaRREL%
P2 LT, ETHEECZZ DO LR b=, WIREYER, B SUIRMETERD /e
7o, BEBRFIEREEHOT-OABE L, EERIMF CPK M (7' L— R 4) 2RI LT, ARk
?® CPK 1% 3426 U/L (FEHEfE : 35~232 U/L) . b AR =121% 0.37 ng/mL (FEYEAH : 0~0.04 ng/mL)
Thol-, 3 A, BEZRIMS CPK L/ L — R 2 12d#E L (CPK 1092 IU/L) . 1 H#? CPK
X530 UL Thotz, MEOMER MR T 1 v 712 X HHRFENERICL b BT, KR
ay ha— /L ARRTholz, MH CPK IR 2RI Thi /e oo, RFELROERIF I

CONFIDENTIAL
Document No. 0900babe80cf3f04v1.0 INFORMATION
Object No. 0900babe80d07e1b

145/359



TS 2.7.4 BRERAR &M DOHE

HWTH -T2, KEZRO-DIEBRIEOBEE N IE ST, RS ERI, f CPK #1355
SEBED O W Lz GEMIZ2 S #IL EMR100070-001 357 CSR 15.3.4 JHE M),

o HRERFE 100070-001-186-0012 : #ER# 13 EMR100070-001 7k5% o> F &g /N — MIBER S -2
PEBREAR ROREAZ AT 2 MO BHEOIRE FRFEEETHY | IBREOELOEL D 14
E%(W@%E@Mﬂﬁ%)KE%@EﬁW?K%W(7VWF4X&@#E%ﬁ%ﬁ%Ké(7
L— R 1) 2L, \EHERASTEN (FL—R3), IEEER ALT BN (FL—F 1) RO
HELFRIMEEIK TE (F1—R2) 2o Tz, CTREDEER, Eﬁxj:%ﬂ}mm&r iz
N2 RGN Y o EEARAYERD AL 2 bl Ae o 7o, M X AR OFE S, S I3ER
Siignolz, 7 VT F U —BIX38231IUL, #EIZ/ LT F =2« 7 VT T ART
61.56 mL/min/1.73m? Tdh > 7=, HEMITITHONRD > 72, AST MM QI H CPK HEINOD 7= 8 &
HEAT v A RICEDIEEMTON T, EE/R MY CPK HEMIIEEE R L— K 1 OFRITEE
U, 1.5 % HIZEE Lz, AST #MO 7= OIRBRE O G5 1k Sz, 1RERIE Y EAT
i F CPK ¥R & B o . & L7z, i CPK H N HURIRFEREIR MEIC L 2 b D
ThorRiEEbEz b (2.1.8.1.3.9 HICHBORAFIH L7z, FEM 72 F#HIT EMR100070-001
B CSR 15.3.4 THERR)

o WEBR#E 100070-003-302-0005 : #ERE 1L SH D D MCC A TH Y | IGBREDE T D5 D
14 B# (FE% 50 81 At%) ([CHEREERMP CPK B (7 L— F 3) KOHIRIBERER TIE
(Z7L—1F2) 2B L7, 2015410 A 23 H® CPK (X 1863 ITU/L (FEHE(E : 30~200 IU/L)
Thot, MH CPKHEMIE 2 WkIZ7 L— R21Z#kRL (CPK716IU/L), &0 2 #ikiZ/ L
— F LI R L7z (CPK 300 IU/L) , AFGUZKTT HIREITATON R D o 7o, REROERIFITIA]
WThH oo, REROT-DIRBRIEOE G-l K7, RBREYSERGX, @ CPK HEINEIEER
FELERE DV &I L7z, i CPK EEANT RS RRIR TEIC L 2 b D TH L AlREMES B 2 6
7= (EMR100070-003 35k CSR —E# 16.2.7.1 L& 16.2.8.1.2, FHM2EHIT 15.3.4 10
ZH).,

S B DO 5%

BARNERRNT R G I B E T PR IR E BB O D RITFRD DI D2 o 7o A3, Pfizer #1203

IRBRIKIEE & 72 o 72 B9991002 3R (B Iy L~ 7 &7 v F =7 %20 HiG L7k
5% > 07 —%. 7 EHE UL FORGRICEH) TRD S 7028 14 K% O EMR100070-001
Bk O H B WY S — R D20 mg/kg O 2R — R TR LN LR O AREMED H % B Ok E 114
(2.1.910) 12X, WEBEOLHRITFFE SN U A7 LHE STz, WT ORG24tk
AT R REMNITE TR o T,

& 51z, EMR100070-004 25k (2 20T — % _—20F =4 v A7) THRTICE-S
72RO AIREMED & D HRMN 1 LITHD LT, T~ T UNDRRB L FE L, A
ITHRRII T o T2 (BLFORGRICFEED) . F72. EMR100070-001 3Bk (FFK M O 2MET —
BR—=ADT—H By bATH%) T L—R2DOLMHOERN 14RO N, 72720, £ABT
FTOTNREBIEORIEDRTRD GNTDOHTH Y | RIS EANL, AEGITIEIRIE L B L,
O EB#EH D T L=, 2D 4 4 ORGRZLLFICERT 5,
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TS 2.7.4 BRERAR &M DOHE

«  #BR#E 100070-001-101-0026 : #75E 13 A O LMD RERE TH Y . 7T~ 7 20 mg/kg
OFEEEE-D 13 B%IZ7 L— K 3 Olfid CPK #MARBL L, 2 BEO#KED 3 A% (WA
Hop 17 Af%) 27— R 3 0B CEESE (k. LFx) 2RBB Lz, 6 Ak, fEOH D
AT &0 B SUTRARIR O J5 R 0 BTN OFER D728, R 1T REIERE L2
L7-, CPK #1352 IU/L (FEUE(E : 38~234 IU/L) . CPK-MG (% 60.0 ng/mL (JE¥E(E : 0.6~
6.6ng/mL), hEAR=1 1% 147 ng/mL (GEHE(E : 0.03 ng/mL Kiili) TH o7z, LERBAETIE
TBEFRE C ST B 2L AT v v 7 235388 B, EE CT M & MA ORS R, MBRA
IR REITA DN o T, [ A ERS 20T 2 —RAEOR R, BEESICET RO 5N
T, BEHRITEFR Tholz, aLFarxTaAf NI DIERENMTOIL, ERITSGE LT, £
TN o7, GBS ERT, AEGUITRBRIE L BEH V L flr L7223, oK & L
TFEERLIER Lz 2.1.9 EIZ HAGR A 7ok L7z, #7215 #IE EMR100070-001 7% CSR
1534 HZH),

o WEBRE B9991002-101-2105 (Pfizer tEDFER) : #BR 1L ol O BIEO BB EE CTH Y, T
NN T ET X T =T O EZT, TV~ T 10 mgkg O 2 [BIHOES0 5 Atk ()
B 5.0 26 Hi%) 127 L— K 5 DILHRE T L— K 5 OMERAREZ2 R L, 157 08D X
I IR R ZER 2 P> T, AFERICH L CarFaxT oA NIZXDEFIIITONA
Mofo, FIRIC XV DR HEEZE ST, 1RBRISERMIT, KFERIEXT LT ROT F
TF=T LB D L LT,

o WEBRA 100070-004-353-0043 : #5413 S D B IED NSCLC B TH D . kL LTIAR
OG- 2%\ Tz, OMOBET 295EIE, JER S A N2 (2007 4F) K OWERIE T -
7oo 7oL 7 10 mglkg OYIE L OME—DEL.D 14 B#%IZ 7 L— R 5 O H 2t Ooimg,
7 L= R5ORMOAEKROT L— R 5 OFFRAERFHBLL, 2 DHDFERO T OPERE 1IIE
L7, IAFaRTFas FICEDEEMTONTEN, AL OFRFEE L7, Lk
XTI TR0 o7z, TRBRYERMIL, AFRET L~ T LEEH Y L L, il
DR E LT, 9FRTOEEBNR S A /S AW OFFIE (Z D% ODIRORIBBIE TR X2 L) |
TN TGN LR L TS 7 L— R 3 OEYs, 7 Ay Z BN X DRI K OVEEREE
P G- BAAARE AL CHN, APl OISR L TNz ISHEPE O R BT (R EER0> 84 mm DIFZE,
il EBE R OV EE O SE R K OWEIARDIEE) 235 2 b,

.« HERFE 100070-001-171-0009 : #5RE 1% 65k D B YLD FIEhR~DEER & (5 FIHEE £ Th
V. ToUL=7 10 mghkg DELEOHEGO 10 Atk (WIEEG-0 206 A2) (27 L— K2 DL
DR O L— R 2 ORI % 5B Lz, aAFa 27 a4 Rk BRI Th T,
AEGIEE Uiz, DR OO AR ORGSR, D & O O 52 0T e A E DB E D 5
FEDFRD DALz, TR ERIL, AERITRRIE L BER L Ll L, AELORK & LT
FLOW & 427~ L 7= (EMR100070-001 35 CSR —E# 16.2.7.2W, sEfiZafE#IL 15.3.4 HBH),

H O

HOREREITIAICROOIN, 20955 14 (#EFE 100070-001-101-0086) 13 405% BEH O 7%
W SNDHELGTH Y | RIEICHIE LT, SEBEOITFRICHDEIN DI ERPBO LN 14 (B
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TS 2.7.4 BRERAR &M DOHE

23 100070-001-101-0072) 1% 2.1.8.1.3.3 THIZ, AIEBIEO KGRI IN D EFLNRO LI 1
£ (B¢BR#E 100070-001-101-0100) 1% 2.1.8.1.3.2 THIZFC# L 7=,

X5 e N L—JEERE

o HEERE 100070-001-225-0002 : #5RE 1L M D BYED RIS ERERE TH Y . IBBRIED &%
522 B (WA 69 H#) IZ7L—RK3DXT v « RU—JEFERLOT L— KR 2 DK
MEEEN S = o —a RF—% B LTz, 2 BHOHERREOHR., ¥ - N —JEfER
EBEZDONDEET 0y 7 PR BT, BEHEZEAITIEX T >« S U —E R B 70 R
IO o7, JER (WEOIRE L O MK T) 1EX7 v« SU—JEfEREE —Z LT
Foo AAFART A RIZLDEWMIMTOI, AFLRITZ L— R LICER L, AFRITAR
WOBGHINCE S BEERAERL TH o2, IRBRIYEMIL, REMET 2 = 2 — o<
F—ITIRHIE & B U &I L ARG ORI & U CRERIE O I S ONRTTRIR O P8k (3
AT TFUROE XY —)V) ZfoR Uiz, IBBRSEMIL, £7 2 - S U—JEERITIRREK L
B H D Efllr L7, MoK & LT, BB OALFIEE (VAT TF U RO T ) 2 X%+ )L)
FOWERBORE QoME~) NEx bz GEMZRTEHRIZ EMR100070-001 545% CSR 15.3.4
HEH),

F DD irAE

752 BEBE O EFHEHIO% . rAE O—EITITE K, 58O BER, itk O Y v~ F 8BS
iz, £z, o TIrAE IS NTEMED 1 43R0 b, B0l CAFRICKH L TaLF 2
AT a4 FIHMERA ST, BIBEERSICHT AT oA ROMRABICAESNEHE L, 1 BTH
BLTWZ R L (LLTER),

o WEBRA 100070-001-186-0013 : #¢BRA 13 M DO LM DRI ERHEE TH Y . IBBREDE T D
#5020 Atk WEREGD 62 H 2 x H) %] 27— R2OMEZFBLL, EEZRFRIR
K (FL—FR1), FEERBMEHERSE (FL—FR2) KOTH (FL—F1) 2o T,
ORI M ORIE S ER DTt Ra a/LF Y ORI 5 L D 1BENMThbI -, AT
1A NIZEDIRBEOBRGRICIEA I L, AT v A RSN L OBE (Wb IEE
) LWz, A7 UK AIRENMTONL, BEITIEEL2 HZICEIE L, A%
GOFRBFNT, ERIEOERGITEOMOEE GIRA+S5) Ol STz, RREY
PERfE, FURIBRITIRBREK B H 0 | TR OMEIXTEERSE & BEd e U &Ik L7z, o
e LT, FRABOIEBME L OAT oA RORGNEZ ST, FH2 e L OHEIC &
0. KERITR-> TIAE IZHEINZ L S, SHEIEESND TETHD (2.1.8.1.3.5
HIZHAGR A5 L7z, 27255 1% EMR100070-001 45k CSR 15.3.4 IHE M),

«  WEBR#E 100070-001-122-0008 : #BR#E 1L NSCLC fRETH D . IBBREDOEL O ED 12 B (W]
Bl 5.0 26 A1%) ([27 b— R 2 OEERZHBL LTz, 7020 O OIRBHEIZmAPELTE & & 2
Wrliz, A7 oA FAREK, 7L F=yoromiRic 1o 1 B 1R X DEENMTH
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TS 2.7.4 BRERAR &M DOHE

. RFERIIEE L, IRBREOR5IIE T2 Lokt Sz, RIS ERL, gk (IR
PR ITTRBREE & B & 0 & fllEr L 72 (R 72 15 3 EMR100070-001 38R CSR 15.3.4 THZ ),

«  #EHRFE 100070-001-209-0003 : YBRF ITIR#E ERREEFH ThH V JRBIEDELT OFE-D 9 Hi% (F)
Blfe 50023 A1%) IZ7L—R2DO5E SRR EFKBL LT, 00 D OIRFHEX, 4 H R
T MR DB RE KR TR ONT B DD, WEOSEIREEKEZB LT, 7L K=Y
0 EEE T AT VRO 1 B 4 Bl WARICRETE 512 X DI T, #ERE 1XRE %
fEIL, KEZROZOIRBIEOL GNP IE STz, RERITRE LN, REETHH- 7, B
BRAE YRR AFRITTRBRIE L BEH 0 &I L 7o GERIZ2E #E EMR100070-001 38k CSR
1534 ),

«  PBRA 100070-001-193-0038 : HERF (ZINSFEEH TH U | IRBEROELL > HIROFEO 3 A
BICIHEEER T L—F 2 OO 2388 Uiz, WBREIX 1970 40 L g+ Hacie (7 L
— K1) OFEEEZAELTEY, H5HRFIC7 L— R 2 ~OELRRD Hiiz, i,
il D e OV RN C 2838 B U T2, BEIR BRI Db % 7 v Y AR 0.1%EA RS, h) 7
L)1 0.05%1 B 2 BTG LA R a/vF > v 01%ER R GZ X D18B™MTh
Tz, FEE N ONBEIR Bk R 98 ORRIFIIRRBIE Th - 72, 1RBRIEO B HIIEH 72 L Tkl S
7o TRBRFHMERRIX, oL OBRIR BRI TIRBREK L B 0 L oplr L7 GEM 7 X
EMR100070-001 7k CSR 15.3.4 THZ ),

BEBRHE 100070-001-102-0057 : #ERF (TIREE LEEEE TH Y | IBEEOET OG-0 14 A%
(WIEE G0 28 Af%) 127 L— R 1 OBHEY v~F (FL— R 2 O 2% Lz, VY
~F R F1% 67 KIU/L (FEHEME : 0~14.1KIU/L) Thotz, AFNT L K=V Nl X D8N
Thiv, IBBEEOBHIIAREG DD 14 A FW Sz, RAFERITRPE LR, A7 A RIC
K D1EW% I Lis, 6 » HRICEBEITOOIRBEIROE G 03RS, HIEE,
ARELIIREE CTh o7, BRI ERMIT, AFEQITRRE L BEH Ll L7s GERZR
1% EMR100070-001 55% CSR 15.3.4 THEM) ,

2182 FEAIZHS RIE (IRR)
2.1.8.21 E&E

T 7RG L BT 5 S BRI L ONEEREA S DL O HEICHEA S T A A EHE R L IRR L ER
L7,

o W9 % IRR : MedDRA PT O{EAIZHE D Kb, HYRBBUE, 77 4 7% — Kk, B
JEXOT 1 BLREUEICHEY L, BEANRT L~ T7EEOR B (FEIRNE S S OI%) IEEA
DOFEG ([EHEFRFFIZR DY)
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TS 2.7.4 BRERAR &M DOHE

o JERICEAT S IRR : BEENEGNT Vb~ T ORMRA G- & B & 2 18 S OYER D
MedDRA PT (FEE\, JESE, WAL, (KM, PPORREE, Waify, SR, 1ML OSE) 12344
L. BEART N~ T7HEEOR A GEIRAEREGPO3I%) T, FEHR»L 2 HURICEE L
L

21822 AR

EMR100070-003 §8% : 7L~ 7 OEFEE DK 30~60 JRIOHIE AX I VEEK YT ® R T/
Txy (VT2 RT3 25~50mg KONT & BT 2 7 = 650 mg OFARNEES- EFZED
OG5 L) [ X DR E %A L Lz (EMR100070-003 385k CSR 8k 16.1.1 ZR), A&
WAL, SHUIEOEERIE R O A KT A kS & @I Tae & Lz,

EMR100070-001 #88% : B 9IPie A% I VEL T 7/ 7 = 2 X DAL B EIZ IRR
ERBL-WBREZBRWOTEE Th - 7225, (EMR100070-001 545k CSR 14k 16.1.1 ZH) . 204
BB ORI ERM, IFREAZB SN OMNHHEEZES~OBEMIC LY | giEEEVHEE L
72. 20l E 7 0 OEBERFHEOLRET 71280, 7L~ T DEEE DK 30~60 43T DHL
ERAZIVHEE T YR T I ) 72 (P72 RTI025~50mg ROT® R T 2 7 7 =2 500
~650 mg DRI G- ULFRIFEOR A G2 L) I X DATERIENPBUE Sz, AiEONFIL, &
MU DFEYERRIE R OH A BT A S & dmUNHHEi e L L=,

EMR100070-002 388 : 7~~~ 7 DEEE DK 30~60 /3RiDOHFLE AX I VEE DTV R T2/
Txy (V72 RT3 25~50mg KONTE M7 2 7 = 650 mg OFARNES- IEFRZED
OG5 E) 1k D2 HLE L 7= (EMR100070-002 7B CSR f14% 16.1.1 ),

2.1.8.23 ITARTDIRR

EMR100070-003 7k, EMR100070-001 3k & T8 EMR100070-002 75k D3<To IRR (W%
JEMRIZEIT 2 IRR) %3 2.7.4- 63 [T~ T,

IRR OFEBLEIL, EMR100070-003 55k T 21.6%., EMR100070-001 78k T 24.2%, EMR100070-002
AT 30.0% Th o7z, T ORERTRIENF Do 72 IRR ITIEANTLE D i, FEERORENT
bolein, REZIZZLV—FR1XE2 Tho7z, 7L—F3LLED IRR OFBERIIES (Wb
EMR100070-001 752 T 14 4 (1.0%) 1. 1GEBEE O G IEIZE -7 IRR ORHER Ko7z [N
Ut EMR100070-001 58U T 33 4 (2.3%) 1,
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TS 2.7.4 BRAREMOBE
& 2.7.4-63 FTRTDIRR
003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one IRR (All Grades) 19 (21.6) 352 (24.2) 12 (30.0)
HEATLE S R 13 (14.8) 245 (16.9) 7 (17.5)
e 2(2.3) 74 (5.1) 1(2.5)
FEEN 2(2.3) 50 (3.4) 5(12.5)
e 1(1.1) 7 (0.5) 0 (0.0)
e K] 2 0(0.0) 6(0.4) 0 (0.0)
K I 1(1.1) 5(0.3) 0(0.0)
SN BOE 1(1.1) 4(0.3) 0 (0.0)
P 0 (0.0) 4(0.3) 0 (0.0)
AL 0 (0.0) 4 (0.3) 0 (0.0)
WS HEUE 1(1.1) 2(0.1) 0 (0.0)
77 47 ¥ — ik 0(0.0) 1(0.1) 0(0.0)
1 A OE 0(0.0) 1(0.1) 0 (0.0)
Number of Subjects with at least one IRR Grade >4 0(0.0) 3(0.2) 0(0.0)
AT D PG 0 (0.0) 3(0.2) 0 (0.0)
Number of Subjects with at least one IRR Grade >3 0 (0.0) 14 (1.0) 0 (0.0)
AT D PG 0 (0.0) 10 (0.7) 0 (0.0)
% ] 3 0 (0.0) 2(0.1) 0 (0.0)
77 47 ¥ —ik 0(0.0) 1(0.1) 0(0.0)
GHE 0(0.0) 1(0.1) 0(0.0)
Number of Subjects with at least one treatment-related IRR
(All Grades) 19 (21.6) 336 (23.1) 11 (27.5)
Number of Subjects with at least one treatment-related IRR Grade >3
0(0.0) 14 (1.0) 0(0.0)
Number of Subjects with at least one Serious IRR (All Grades) 1(1.1) 18(1.2) 0(0.0)
Time to First Onset of IRRs — (All Grades) 0.14 0.14 0.14
Median (Range) (weeks) (0.1; 2.1) (0.1; 26.3) (0.1; 2.1)
Number of Subjects with at least one Interruption Due to IRRs (All
Grades) 10 (11.4) 121 (8.3) 3(7.5)
Number of Subjects with at least one Infusion Rate Reduction Due to
IRR (All Grades) 9(10.2) 96 (6.6) 3(7.5)
Number of Subjects Who Discontinued Permanently Due to IRR (All
Grades) 0 (0.0) 33(2.3) 0(0.0)

Source: Integrated Summary of Safety Tables 12.7.2.1.0, 12.7.2.2.0, 12.7.2.3.0, 12.7.2.4.0, 12.7.2.5.0, 12.7.2.6, 12.7.4.1, and

12.7.4.7
IRR=infusion-related reaction and N/n=number of subjects
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TS 2.7.4 BRERAR &M DOHE

EMR100070-003 7%, EMR100070-001 75k & U8 EMR100070-002 7% Ci%, SET°IZ%E 572 IRR (X
PR B L7 72, EMR100070-003 5854 &% U EMR100070-002 3882 Cix, 7' L — K 4 @ IRR (338 ®
LR o T,

EMR100070-001 78k Ti%, IRR OFRBL=RITBBFHA LI 3 » H 2882 2 85FE & 2 (B
BRRA IS 3 o AL T O#ERE 2 5 te) CTRIBE CTho7 (£2.74-64),

#+274-64 IARTHIRR (EMR100070-001 588k, £#WERER VEHATHARA 3 »AZHE

Z D ERE)
All 001 001 Subjects
Subjects with >3 mo Follow-Up
(N=1452) (N=1206)
n (%) n (%)
Number of Subjects with at least one IRR (All Grades) 352 (24.2) 306 (25.4)
AT D PG 245 (16.9) 217 (18.0)
EE 74 (5.1) 58 (4.8)
FEEN 50 (3.4) 42 (3.5)
I 7 (0.5) 5(0.4)
% ] 6 (0.4) 5(0.4)
AR i 5(0.3) 5(0.4)
FEEBOE 4(0.3) 4(0.3)
i3 4(0.3) 4(0.3)
AL 4(0.3) 3(0.2)
0 TCRE 2(0.1) 2(0.2)
TFT7 4 TxF RIS 1(0.1) 1(0.1)
1 BB OE 1(0.1) 1(0.1)

Source: Integrated Summary of Safety Tables 12.7.2.1.0 and 12.7.5.1.2
Note: Time is counted from enrollment to cut-off date. Three months are interpreted as 90 days.
IRR=infusion-related reaction and N/n=number of subjects

EMR100070-001 iABR Clx, 7L — K4 DIRR B34 (ZDHH 2 LITRTHEIEEZ M E T DHRENTHE
H) @b,

o HEBRF 100070-001-151-0001 GEAICED S, 7' L— R 4, FifEdEs VI L3 HREMIFEE) @ #%
Bt 1x oll% 0O NSCLC 2 Cd v IRERIED 2 [B1 H O 5-BlAR DR 8 73 #4 N IEAITSE S K (7
L—R4) 2%H L, BUh, EEmie, &iE; CEHENTRD Sz, RBREOFGITE H
(& Az, DRI 70 bpm, IMJEIE 183/80 mmHg T 72, Eth. WA (XFEFFEL
K~ A7 ZEE L, DIEE=F—%2%F, V72t RT3 25mg ORI G N OF 4
AR DG EZ T2, Bath, SBREIIREEL, NA XAV A NTLREL T, BRI
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TS 2.7.4 BRERAR &M DOHE

OFE TR IESF, RELRIFEE Lz, RIS EMIL, AERITRRIE L BEH v Ll L
7= (GEAZ2 11T EMR100070-001 585 CSR 15.3.4 THE M),

BERFT 100070-001-107-0004 GEAIZS: D SUG, 7 L— R 4, FifdEza VIH & 3 2 EIIRE) « ¢
B 1% 6l D FYED NSCLC & Th 0 JaBREEO P a5 ITEACLE D KL (L — K 4)
ZHFBLL, B, PR T 20O Wi, BE O E0P K OYERENRD b,
[F H O IE 118/56, 167/124, 154/101, 138/84, 141/89 }2 T 107/49 mmHg, FEF& R 1 95%.
76% K% T8 94%. WRa%kis 86, usBz1m&@1m@m@%oto%%%®%5i¢tém
MR L N E R T U AL DIEREIMTONTZ, RERITIRBRIEO B 51 (L 30 /0 I [EE
Lto@%ﬁézﬁi\K%%i@ﬁik%i&@kﬂﬁbt(#M@%%iEMmmm&m1
#ABR CSR 15.3.4 THEM),

BERFE 100070-001-115-0021 (FEAIZEE S s, 7 L— 1 4) - #5E 1T SHE O B D NSCLC
BETH Y IRBREOYEIE G- OB 38 DRICEAMIME D KIS (FL— K 4) ZRBL L, M,
BERE Ny ONEFENGRD B v, oG ITEBICHE S, ARV U RRATF LT VR
=Y RyangBr AT N U AL DIEENTO L, E IR R B IR SR A fn
FEITHE CE 9, #BRE TR 220 | IZZEKA L SHAY LTWDIZHE 2006 T
B2 LT-, B =a2— LK BWEE S LI ORENMTb-, =7 U VifHRNE
&, Y7 ZE—VOWANRRGENTZ, Y72t FT7 I VOBHRNES KT FH 2
2 OFFIRINEE S b BRAG STz, SOG D FEBLOK) 45 5312 R 124 E L E1E 128/68 mm
Hg. WRFAET 132 bpm, PFEEERI 32 bpm, S0 = = — L2 X DEESE 4 Loy OFEH5-FE O R )
AR AL SR AL 1L 92% CTh o7, X HIZ 2 B OB D%, WA I X—R T 1 > DIREE
WEE L, BRE LT, #BREIIY 7 2 RT3 25 mg OHRRFZR G R OT® F T3 ) 7=
> 1000 mg DEFRNBEEZ L D RS2 32 1T Tz, KRGO - DGR OG- 13 1k s,
TR Y AT, AFRIIEFRIE L BEH 0 & L7z GEMZe g #IX EMR100070-001 55k
CSR 15.3.4 THE ),

EMR100070-003 B TiZ. 7L — 3D IRR IFZBRH Lo T,
EMR100070-001 3EEClE, 2L — R3O IRR (T 11 4 (B3 AEME L TARIN 34 BN 84)

IZRD N, ZHHDOWRED IS, FL—RK3DTF7 4 TX%—FUan 1 IR bz,

BEERE 100070-001-171-0001 (TFH 7 4 T — s, 7 L— K 3) : #E 1L 7SO BYED

NKIC%%T%U\%ﬁ¥®@@&5®%Tﬁ’ T4 TS (FL— R 3) 2R
L. 2t B, mins K O ESGEMERIS 23588 BTz, DR O X E TE o 72,
FEXY ALY 10 mg FHARNZE L. U7 2 K720 50 mg §ARMNZR S, =%~ ) > 0.3 mg
AN, B ReraF Y 125mg KON T =F 2 50 mg FFIRNE 512 L 21803 Toh
7o MERONRABITERIC L 0 88 Lz, 1GBREORGIIP s, B, KERIIEE
L7z (GEMIZ2 15 ¥ 0T EMR100070-001 7-B% CSR 15.3.4 THZ ),

EMR100070-002 B TiZ. 7L — R3O IRR IFBRH LN h o T,
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TS 2.7.4 BRERAR &M DOHE

EMR100070-001 RER T2/ L— R 3L EDIRR ZFEBLLIZ 14 4D 5 b, {RBRIEOE G HIEIZE -
727 L—R3LLEDIRRIT 104, WEBEEOFEGFIZE 727 L— R3LLED IRR 1L 44, &5
HEDOWERIZE 7227 L — K3 LLED IRRIEZ 1 4RO B, 7 L— R 3 LI LD IRR 2[EIE L 724
BEIT 134 THoT,

EMR100070-003 55R Tl 10HR3E & B2 B E TE 2V IRR OFBLRIT 21.6% Th > 72, FEHL
LINE Do T IRER K & B 2 05 E T & 22U IRR (FFEANITLE D S (14.8%) | 52 K OV (45 2.3%)
Thh, ZOMOELINTING 1 L OARITRD LT,

EMR100070-001 585R Tidk, 10HR3E & B2 B E TE 2V IRR OFBLRIT 23.1% Th > 72, FEHL
N 0.5%LL EOTREREE & BEME A2 B E TE 220 IRR IFEAICHED KIS (16.7%) . HIE (4.7%) K&
OFE (3.2%) ThHolz,

EMR100070-002 #k Ti, 1B & B2 5 E T m\ IRR OFHLHRIT 27.5%TH V. HEAIZ
PES BUGDY 17.5%, FEEADS 10.0%, FEFEEDS 2.5%DHERF TR H AT,

EMR100070-003 #Bk TiX, EHEZ IRR GEAIZED KIS) 1 1 4 (1.1%) IZ@ED bz,
EMR100070-001 78 Cid, EEZ2 IRR OFRBLIRIT 1.2%TH 0, 2 4 LA EICRIL L= HE IRR (X,
NS BOG (134, 0.9%) MOFEN 34, 02%) Th 7=, EMRI100070-002 7kl CTix, HE
72 IRR T8O HivZe o1z,

TR O HHPWTICE - 72 IRR DO3EHLE T EMR100070-003 B T 11.4%. EMR100070-001 55
T 8.3%. EMR100070-002 FBRT 7.5%Th v . &HHEDWHIZE -7 IRR OFIBLFEIXZNEN
10.2%. 6.6%% O 7.5%, BB OB EH IEIZE 572 IRR OFBFLRIZZNEN 0%, 2.3%% N 0% TH
277,

EMR100070-003 55, EMR100070-001 3%} O EMR100070-002 55 D IRR @ & 5[0 D ) [a]
B & 3% 2.7.4- 65 1R T,

1T & A EDIRRIIHIEIE GRFZFREBL L 4B H LA O G-RFZHEBL L 72 IRRIZFEF 1D 20 o T,

7 L— R 3 LI E® IRR &3 8L L 7= EMR100070-001 :BRD 14 4D 5 5, 9 ZIIHIEERGH, 54
X2 B H OBERHZEG A BL LT,

# 2.7.4-65 IRR D% 5 E1%4 71 0 472 5 3R B HA

003 001 002
. . (N=88) (N=1452) (N=40)
Number of Subjects with IRRs at
Infusion At risk n (%) At risk n (%) At risk n (%)
Infusion 1 88 16 (18.2) 1452 278 (19.1) 40 11 (27.5)
Infusion 2 66 3(4.5) 1086 53 (4.9) 27 1(3.7)
Infusion 3 60 0(0.0) 938 14 (1.5) 24 0 (0.0)
Infusion 4 52 0(0.0) 749 5(0.7) 22 0 (0.0)
Infusion 5 or later 47 0(0.0) 654 2(0.3) 21 0(0.0)

Source: Integrated Summary of Safety Table 12.7.2.10
IRR=infusion-related reaction and N/n=number of subjects
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TS 2.7.4 BRERAR &M DOHE

EMR100070-003 &8 & EMR100070-001 &BROKEET — X DT ZHEA N F & LT XTO
IRR (&7 L— ) OWEPEBLREH O RFERBIR A (X 2.7.4-6 177, KRS ZL D12, IRRD
HEPEBIREIC X D C OB TRO Hivie o7z, Z OBEHIX IRR ORI iéffzb\t&b (2
H#%2 HIE) &2 6N, Z OEMIRICHERE 30T 5 AlgetEI I o TRV E B 2 HivTe,
BU RS2 | IRR OPIEFBFNCH S A X e LIEATITRD ol

IRR OWIEFEBFAN D 4 BIOFEREE TTH728HRE D H> B, 4 [BIHOF 542 IRR 73
P58 LB 130 72 v > 72, EMR100070-003 3R5R Tik, 1 42035 5-2, 3, 4, 5 K6 [mIEIZZ
— N2 OEEE A FEEL L 7=, EMR100070-001 FRERTiX, 4 [0 H OB HZIZ IRR 2AFF L7298 13
114 Thotz, 2D HH 14 (BHEERAE 100070-001-408-0006) 1%, HIEFGHIZ 7 L — R 1 OEESL
FHEBL7%, 8 HDRGRHZZ L— R 2 OEER IRR 2 3B L=, Z Do 10 4123 L7 IRR
TWTNLIEEENSDZ7L—F 1 XX 2 Thote, TNHD 4 [HHOEEH#D IRR OFFIX, 5~
20 Al H OFHHHZRIL L, 54 Tl 4 [BIHOBEHHZIZ 2 4L EDO IRR OFEFHEDED Hiiz,

IRR OHEPFEHY A 7 (3% 5801605 2 8 H £ TOMMB R b @ -T2, 2~4 i H TIX IRR O 2 FE
FERIT B2k L7=23, ERSRIME T L7e, 48 HLABEIX IRR OFIEPREL U 2 7 130XV & 722
D, BREEHERO EFIZIL bTnE o7, IRR OP)EIFE B & & 5050 6% T b [FEEOH
M2 BTz,

71— R 3L EDIRR OFRBUTD -7 (144) 720, Z7L—F 3L ED IRR OFEHY 27
FENT B ORI S BARE ] 0 AR BLR DR ITEHR A 20 LB 2 bivTe,

2.7.4-6 IRR D #)[E] F 3R K 1

1.0

—— AESI
0.9 —— Competing risk

0.8
0.74
0.64
0.5
0.4,
0.3
0.2
0.1
0.0

(I)‘ ‘1‘5‘ ‘3‘0‘ ‘4‘5I ‘6‘0I ‘7‘5‘ ‘9‘0‘ ‘1(‘)5‘ I1éO

Cumulative Incidence

_ _ Time (weeks)
No. of Subjects at risk

AESI 1580 362 120 74 35 16 4 0
Competing risk 1580 362 120 74 35 16 4 0

Source: AESI_ONSETKM_CIF 30NOV2016 16:25 Qutputid: 12-07-02-07-02-f-aeirr-ons-km1
root/Anti-PD-L 1/tasks/ISS_JP/AESI/1st/prod/pgm/batch_aesi.sas(MacroPgm: aesionskm.sas), = 30NOV2016, 15:19

Source: Integrated Summary of Safety Figure 12.7.2.7.2
AESI=adverse event of special interest and IRR=infusion-related reaction
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TS 2.7.4 BRERAR &M DOHE

EMR100070-003 35k, EMR100070-001 73&5% & 8 EMR100070-002 35k IRR DIBER I ONE1E
B 2 25 2.7.4- 66 1277,

= 2.7.4-66 IRR DaEIRR K& D EIE R

003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Number of Subjects with at least one IRR (All Grades) 19 (21.6) 352 (24.2) 12 (30.0)
Number of Subjects with IRRs for Which Medication Was
Administered (All Grades) 19 (21.6) 348 (24.0) 12 (30.0)
Corticosteroids for Systemic Use 4 (4.5) 114 (7.9) 0 (0.0)
Number of Subjects with All IRRs Resolved (All Grades) 19 (21.6) 346 (23.8) 12 (30.0)
Time to Resolution of All IRRs (All Grades)
Number of events 27 469 14
Median 1.0 1.0 1.0
(Q1,Q3) (1.0, 2.0) (1.0, 1.0) (1.0, 1.0)
Range (days) 1;6 1; 562+ 1;2
Time to Resolution of All IRRs for Which Medication Was
Administered (All Grades)
Number of events 27 464 14
Median 1.0 1.0 1.0
(Q1,Q3) (1.0, 2.0) (1.0, 1.0) (1.0, 1.0)
Range (days) 1;6 1; 562+ 1;2

Source: Integrated Summary of Safety Tables 12.7.2.1.0, 12.7.4.2, 12.7.4.3, and 12.7.4.7

2 For 1 subject, an Infusion related fatigue was reported coded to Infusion related reaction with an outcome of not
resolved at the time of data cut-off. Meanwhile the outcome of the event was changed to resolved after a duration
of 30 days.

Note:+denotes a censored maximum value.

IRR=infusion-related reaction, N/n=number of subjects, Q1=quartile 1, and Q3=quartile 3

IRR DR % 5T 72 955 13 EMR100070-003 #5% T 19/19 44 . EMR100070-001 358 T 348/352 44 .
EMR100070-002 78 T 12/12 44 Tdb > 7o, KERGT OHERFE (ZI 0 19/19 44 346/352 4 K TN 12/12
4) CIRR (XA L7z, KEB4r @ IRR 133 B (Z[B1#E L 7=, EMR100070-003 35, EMR100070-001
AR & O EMR100070-002 3R5R CIREE DM 23588 H v,

21824 ZHIZBEd % IRR

ARIETIXZWICEE T 5 IRR 25 L7 5 2O PT (EHERZ 720, 2.1.8.2.1 TH) OFENTRER
ZEHET D GERICET 5 IRR IZHEELTZ 9 oD PT k<),

EMR100070-003 75 . EMR100070-001 #5% & O EMR100070-002 752 D3 CTDOZWIZES9 % IRR
23 2.7.4-67 12~ 7,
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TS 2.7.4 BRERAR &M DOHE

KrZBS9° % IRR O3B IL, EMR100070-003 52 T 17.0%. EMR100070-001 75k T 17.3%.
EMR100070-002 3858 C 17.5% Cdh > 7=, 2N 6 DOREBR TRIRNE D> 12245 IRR IXEA
WZPED K TCTH o7,

% 2.7.4-67 FTRTOEZWIZET % IRR

003 001 002
(N=88) (N=1452) (N=40)
n (%) 95% CI n (%) 95% CI n (%) 95% CI

Number of Subjects with >1

event 15(17.0) 9.87; 26.55 251(17.3) 15.37;19.33  7(17.5)  7.34;32.78
EATHE D RS 13 (14.8) 8.11;23.94  245(16.9) 14.98;18.90 7(17.5)  7.34;32.78
TEMIBEOE 1(1.1) 0.03; 6.17 4(0.3) 0.08; 0.70 0 (0.0) 0.00; 8.81
I EE 1(1.1) 0.03; 6.17 2(0.1) 0.02; 0.50 0 (0.0) 0.00; 8.81
TFT7 4T x—G 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0 (0.0) 0.00; 8.81
1 FBHOE 0(0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0 (0.0) 0.00; 8.81

Source: Integrated Summary of Safety Table 12.7.2.1.1
Note: The 95% Cls according to Clopper-Pearson.
Cl=confidence interval, IRR=infusion-related reaction, and N/n=number of subjects

EMR100070-003 7%, EMR100070-001 55% & O8 EMR100070-002 7k D 7' L — K 3 LI EO@ZHnIC
BH9 % IRR %% 2.7.4- 68 IR T,

EMR100070-003 75k & O EMR100070-002 #BR Cl, 7 L — K 3 LLEOZWNIZEIT % IRR 13729
Lo 7=, EMR100070-001 3BR CTld, ZL— R3 DL EOZKICET 2 IRR 1T 114 (0.8%) 12
RO LT,

% 2.7.4-68 JL—KR3LEDEKIZET S IRR

003 001 002
(N=88) (N=1452) (N=40)
n (%) 95% CI n (%) 95% CI n (%) 95% CI
Number of Subjects with >1 event 0 (0.0) 0.00; 4.11 11(0.8)  0.38;1.35 0(0.0)  0.00; 8.81
FEANITRE D B 0 (0.0) 0.00; 4.11 10(0.7)  0.33;1.26 0(0.0)  0.00; 8.81
TFT 4 TR 0 (0.0) 0.00; 4.11 1(0.1) 0.00; 0.38 0(0.0)  0.00; 8.81

Source: Integrated Summary of Safety Table 12.7.2.2.1
Note: The 95% Cls according to Clopper-Pearson.
Cl=confidence interval, IRR=infusion-related reaction, and N/n=number of subjects
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TS 2.7.4 BRERAR &M DOHE

EMR100070-003 558 Clid, 1RBRIE & B 2 5 E T X 72\ W2 B4 % IRR OFEBLHEIL 17.0% T
BT, IR L B A2 B E TEARWVEACHE O BUGD 14.8%DHERE GO Hil, ZDMoH
ZIINTHLE 14RO LR,

EMR100070-001 552 Tid, 1RBAZE & BIE: 2 5 E T X 2 W22 Bd4 % IRR OFEBLHEIL 17.1% T
BT, IR L B A B E TEARWVEAIHE O BUGD 16.7%DHERE IO Hil, ZDOmoH
LORBLRITNTID 1%ARH TH o7,

EMR100070-OO2 ABRClT, TR & B A B E TE RV T % IRR ORBLHEIL 17.5% T

. TRBRIE & BREME 2 S T E 2RV \73‘57\ ZRE D SN 17.5% DHERE 12588 BT,

EMR100070-003 7l Cid, HEEZRZMNICBET 5 IRR GEANIEI MIS) X214 (1.1%) IZ38H 5
L7z, EMR100070-001 38R Tl EELRZWICET 2 IRR OFBLFEIT 1.0%TH Y | 2 4 LL RIZIHEL
L7 FRITENCHE S )G (134 (0.9%)] O TH->7-, EMR100070-002 7REx CTid, HELZWr
(ZB99 % IRR (TFRBD SR o7z,

l

21.8.2.5 FERIZBET 5 IRR

ARIECIHERICBE T D IRR 203 L 729 DD PT (7L~ 7 OF GG HIZREIL L, 2 ALNIZE
. 2.1.82.1 HH) OfFMT#ERAFLHT D,

EMR100070-003 3%, EMR100070-001 #5% &% O EMR 100070-002 75k O 3~~~ T OERIZEH 9% IRR
B3 2.7.4- 69 (T T,

JEIRICEEF 5 IRR OFEBLZ (L, EMR100070-003 Bk T 5.7%. EMR100070-001 #XER T 8.5%.
EMR100070-002 3XBR T 15.0% T > 7=, T 5 DRER TIRERNE D - =R IR T 5 IRR 13
K OEETH - T,

#+ 2.7.4-69 TRTOERKIZET S IRR

003 001 002
(N=88) (N=1452) (N=40)
n (%) 95% CI n (%) 95% CI n (%) 95% CI
Number of Subjects with >1 event 5(5.7) 1.87;12.76 123 (8.5) 7.09;10.02 6 (15.0) 5.71;29.84
ELES 2(2.3) 028;7.97  74(5.1)  4.02;6.36 1(2.5) 0.06; 13.16
FEE 2(2.3) 028;7.97  50(34) 2.57;451 5(12.5) 4.19;26.80
it 1(1.1) 0.03;6.17  7(0.5  0.19;0.99 0 (0.0) 0.00; 8.81
% DR 0 (0.0) 0.00; 4.11 6(04)  0.150.90 0 (0.0) 0.00; 8.81
HliqiiNES 1(1.1) 0.03;6.17  5(03)  0.11;0.80 0 (0.0) 0.00; 8.81
N5 0 (0.0) 0.00; 4.11 4(03)  0.08;0.70 0 (0.0) 0.00; 8.81
kN 0 (0.0) 0.00; 4.11 4(03)  0.08;0.70 0 (0.0) 0.00; 8.81

Source: Integrated Summary of Safety Table 12.7.2.1.2
Note: The 95% Cls according to Clopper-Pearson.
Cl=confidence interval, IRR=infusion-related reaction, and N/n=number of subjects
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EMR100070-003 7%k, EMR100070-001 7X%% &% T EMR100070-002 552D 7' L— R 3 DL EDERIZ
B9 % IRR %% 2.7.4- 70 IR,

EMR100070-003 75k & O EMR100070-002 #Br ClZ, 7 L — K 3 LLEDOJERIZEIT % IRR 1358
57205 72, EMR100070-001 38ER Tl 7 L— R 3 LLEOIERIZBIT 5 IRR 1X 3 4 IR iz,
7 L— R4 DL EOSEKRIZEI T 5 IRR ITFEO b2 o T,

#+274-70 JL— KR 3LULDERKIZEHT 5 IRR

003 001 002
(N=88) (N=1452) (N=40)
n (%) 95% CI n (%) 95% CI n (%) 95% CI
Number of Subjects with >1 event 0 (0.0) 0.00; 4.11 3(0.2) 0.04;0.60  0(0.0) 0.00; 8.81
% PR 0 (0.0) 0.00; 4.11 2(0.1) 0.02;0.50  0(0.0) 0.00; 8.81
e 0 (0.0) 0.00; 4.11 1(0.1) 0.00;038  0(0.0) 0.00; 8.81

Source: Integrated Summary of Safety Table 12.7.2.2.2
Note: The 95% Cls according to Clopper-Pearson.
Cl=confidence interval, IRR=infusion-related reaction, and N/n=number of subjects

EMR100070-003 75k Cld, RBASE & BIE M 2 58 CX 22 WERICES T 5 IRR OFTIZRT 5.7%T
oo Te, TRBE & BEME 2 5 E T & 2R W EEE L USEDS 2.3% DR 25RO Hil, oMo HEG
WD E 1 AICHED B,

EMR100070-001 38R Tid, AR & B2 5 E T & 22V ERICEI T % IRR OFBLRIL 7.4% T
boto, IRBREE L B 2 05 T & 2 WEIED 4.7%, FEIS 3.2%DWERE RO B, T Do
FLROFBFETINTIE 1% Th o7,

EMR100070-002 35k Tl {R5R3E & Bt 2 48 T & 2V ERICBI 92 IRR OFEELIT 12.5% T

0. TREREK L BENE 2 A TE T ZRUIEEDY 10.0% M ONEFEN 2. 5% DA 12580 BT,

EMR100070-003 7B% Cix, BHEZRMERICEST 5 IRR X3RO H 720> 7=, EMR100070-001 35k
TiX, EEZRIERICET S IRR 1L 44 (0.3%) IZRBDHAL, WIRIFFEEN 34 (02%), EEEZ )
MR IR #2345 1 4 (0.1%) T 72, EMR100070-002 7B& Cid, EEAJERICEIT 2 IRR IZED 5
N not,

2.1.8.2.6 RAIREDFEND IRR

AT O A HER| D IRR OFBLR G L7z, f#TIZIE EMR100070-001 38R DL/ S— K TIHIL
L7cZWricBd9 % IRR [MedDRA PT OFEANILE D RS, FEMBMBUE, 7 F 7 ¢ 7 F > —Ik, i
FE ST 1 BANEBBUEICE Y L, REART L7 HREOR B (FEIRNE S UI%) IR HOF
% (EEREIIM DRV ] OBREEND, AIRIEOFER]O IRR &3 2.7.4- 71 1T T,

IRR (%, B3 L OWEERE 142 £ 7 25 4 (17.6%) (RIHEEEH © OPLERF 1395 4 1 229 4 (16.4%)
IZRRO AL, AIEEROFEIC LD BBIEOZEIT/ NS ol (R 2.74-71), ZL— R 3 L ED IRR
OFBERIT, AR Logig 2.1%) LS THEEED  OfERE (0.6%) TR -> 7223, i
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TS 2.7.4 BRERAR &M DOHE

B3R U OB 1T H U OfERE L0 QEHF IO W, JiRERIC K B RO ML IR
T&dH-7- (EMR100070-001 75k CSR # 15.3.1.15w &),

&2.74-71 BIREDHEMND IRR (JhK/— b, REMBHIHNRER)

Without Premedication® With Premedication®
Expansion Cohorts Expansion Cohorts
N=142 (100%) N=1395 (100%)
n (%) n (%)

Number of subjects with >1 event” 25(17.6) 229 (16.4)

Grade 1 4(2.8) 52 (3.7)

Grade 2 18 (12.7) 169 (12.1)

Grade 3 2(1.4) 6(0.4)

Grade 4 1(0.7) 2(0.1)

Grade 5 0 0

Missing 0 0

Source: Refer to Study EMR100070-001 Clinical Study Report Table 15.3.1.15w
a Prior to a letter sent to Investigators, IRBs, and IECs on || JEEIJ20 M except for subjects who had previously
experienced an infusion-related reaction, premedication with an antihistamine and with paracetamol was optional.
Upon receipt of the letter, premedication as outlined became mandatory. Premedication was formalized in the
protocol with Protocol Amendment 7 (Protocol Version 8.0; dated [ 20MD.
® The same subject may have received study drug with and without premedication.
IEC=Independent Ethics Committee, IRB=Institutional Review Board, IRR=infusion-related reaction, and N/n=number of subjects

2.1.9 AEMNEEER

EMR100070-001 75 & U8 EMR100070-002 785k 00 i Bt 7 <— kT 3, 10 KT 20 mg/kg D& 5%
ZTTERE OT —# EiA L HENOREFRS irAE X OVIRR & 1) Z7Hi L7z (3% 2.7.4-72),
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TS 2.7.4 BRAREMOBE
+&274-72 HAERNDEEER (AE#HE/\— . EMR100070-001 55 &% U EMR100070-002 5{5%)
EMR100070-001 EMR100070-002 Pooled
3 mg/kg 10 mg/kg 20 mg/kg 3 mg/kg 10 mg/kg 20 mg/kg 3 mg/kg 10 mg/kg 20 mg/kg
N=13 N=15 N=21 N=5 N=6 N=6 N=18 N=21 N=27
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Subjects with at Least One:
TEAE 13 (100.0) 15 (100.0) 21 (100.0) 5(100.0) 6 (100.0) 5(83.3) 18 (100.0) 21 (100.0) 26 (96.3)
TEAE Grade >3 8(61.5) 10 (66.7) 13 (61.9) 0 1(16.7) 2(33.3) 8 (44.4) 11 (52.4) 15 (55.6)
Related TEAE 9(69.2) 14 (93.3) 17 (81.0) 3 (60.0) 5(83.3) 2 (33.3) 12 (66.7) 19 (90.5) 20 (74.1)
Related TEAE Grade >3 0 5(33.3) 3(14.3) 0 0 0 0 5(23.8) 3(11.1)
TEAE Leading to
Discontinuation 1(7.7) 4(26.7) 6 (28.6) 0 0 0 1(5.6) 4 (19.0) 6(22.2)
Related TEAE Leading to
Discontinuation 0 1(6.7) 4 (19.0) 0 0 0 0 1(4.8) 4 (14.8)
Serious TEAE 6 (46.2) 6 (40.0) 8 (38.1) 1(20.0) 0 1(16.7) 7 (38.9) 6 (28.6) 9(33.3)
Related Serious TEAE 0 3(20.0) 3(14.3) 0 0 0 0 3(14.3) 3(11.1)
Any irAE 1(7.7) 3(20.0) 3(14.3) 1 (20.0) 0 1(16.7)* 2(1.1) 3(14.3) 4 (14.8)
Any irAE Grade >3 0 2 (13.3) 1(4.8) 0 0 1(16.7)? 0 2(9.5) 2(7.4)?
Any IRR 2(15.4) 5(33.3) 5(23.8) 1 (20.0) 2(33.3) 2 (33.3) 3 (16.7) 7 (33.3) 7(25.9)
Any IRR Grade >3 0 0 0 0 0 0 0 0 0

Source: SCS Listings 12.7.1.12 and 12.7.2.12
# Additional discussion and subsequent re-evaluation of the case of Grade 3 aspartate aminotransferase increased (Subject 100070-002-001-0013) led to the

conclusion that the case was erroneously assessed as immune-related, and the classification will be corrected.
Note: irAEs and IRRs according to the updated case definition.
irAE=immune-related adverse event, IRR=infusion-related reaction, N/n=number of subjects, and TEAE=treatment-emergent adverse event

Document No. 0900babe80cf3f04v1.0

Object No. 0900babe80d07e1b

CONFIDENTIAL
INFORMATION

161/359



TS 2.7.4 BRERAR &M DOHE

EMR100070-001 75k & EMR100070-002 5BR DA 7 — % Tlk, TEAE OFBLEIL 10 mg/kg #f &
20 mg/kg HE TRIFREE Td o 7275, TRBRIE & B 2 57 T X 72\ TEAE K OVRBRIK & BEdft: 4 43 E
TX72W7 L— R 3 LI ED TEAE O HLHRIT 10 mg/kg BETRE < L IGERIR & M2 G E TE RV E
BRIRO e 5 (EIZFE 5 72 TEAE OFBIZRIL 20 mgkg BECTRin-oTo, 7B, 7' L— K 3 LLED irAE
KOV L— R 3 LLED IRR OFBLHEL, mHEMN CREE CH -7, 3 mgkg FETIX, irAE O3EH]
T 10 LT 20 mg/kg BE & TR o 72,

BEVEDOREROIRCTIX, FREOWERELN V7o To 2 E2BETHIVER DD (3 mgkg B
18 44, 10 mg/kg #f 21 44, 20 mg/kg #f 27 %), MR A A T 2 HBRE 13 10 mg/kg #£ T 4 44, 20 mg/kg
BT 3 405, 3mgkg BETIEERO LN - 72 (MREZ AT 2955 138 O EED Y
AT EBGT D),

3 mg/kg #ETIL, irAE I£ EMR100070-001 &% & (8 EMR100070-002 #ER T4 1 4412788 BTz
(EMR100070-001 &5 : #7823 100070-001-101-0033 ([ZFHEHL L 7= 7 L— F 2 O HURAREERER TIE.
EMR100070-002 #5% : #8523 100070-002-002-0002 (23 HL L 7= 7 L— K 2 OBER B IREZ)

EMR100070-001 #XER D 10 mg/kg # (HEWIE/S— b &2 &Tr) THBLLZ rAE OFEMIE 2.1.8.1 1
(ZFCH#L L 72, EMR100070-002 78R D FH & #iHE 2 S— kD 10 mg/kg FE Tl irAE (3780 e o 7z,

20mg/kg #ETIEL, ZL— R3O irAE R 2 A4IZRO LT :

o HEBRA 100070-001-101-0026 : #¢ERA 13 Al O LD EE TH Y . 7L~ 7 20 mg/kg
DOEFE-0 17 HRIC7 L— R 3 OB CREREFELFRBEL, 7 L7 F o3 —8HN, Hxk
O R Z - Tz, RIS EMIIL, o OFZIIRBIELEEH Y LMl L, A5k
HOEBLGIFIF I, AT A RICXDEREMTb, Lz v T Fr¥r—EiL 28
DINIZHEAEENICER L, B OREREFIIRELOD 23 ARICERBEIE (GH~7 ey 7)) 2581 T

B L7z (2.1.8.1.3.11 FHIZ b AUR 2 Fl# L7z, FFMi7ZefF#i3 EMR100070-001 785k CSR 15.3.4
HZM) .

o BEBRA 100070-002-001-0013 : #YBRA 1% Rk D LMD T 2 > BEBETH Y, HEL L
TIPSR 5-BAMA D 34 BRI O ReT AIFEREREFE 2/ L T\ e, A7 U —="2 KD AST
1% 122 TU/L (EYEfE : 10~40 TU/L) . ALP 1% 743 TU/L (FEYEfE : 115~359 IU/L) . GGT 1% 108 IU/L
(FEYEE : 0~30IU/L) THY, BULEYEKWNALT (ZEEENTH - 72, IBREOEIT O
Ho7 % (WEEEO21 BE) 27 0—F 10O ALT #NARBE L, 6 HE, FL—FR3
D AST BEMMB R U7, AFELIEEL A O AST 1% 145 IU/L, ALP 13 947 IU/L, GGT I 138 IU/L
THY, EUAEVRNALT IZEEBNO £ E Th o 72, REBETOZDIRBREEO & G283 1k
STz, IRBYERNIL, AESIIIRBREE L BEZ L Sl L, R & U CRREB O
PER B AR Lo, SEMZ Mt L ORI L 0 . AFESUT - T irAE IS0 Sz &Il &
. DHEIEESNDTETH D,

EMR100070-001 #X Bt TlX. 20mgkg #E THEIZ 2 4 D irtAE RO b - (B HE
100070-001-101-0050 |ZFEEL L 7= 7 L— K 1 O3B K O i % A 3 2 45 E 100070-001-101-0055
WZRB L7 L— 2 OHK),

irAE O BLFIE 10 mg/kg B (14.3%) & 20 mg/kg #E (14.8%) TRIRETH Y . 3 mgkg #E (1.1%)
T o7z (322.74-72), IRR OFHRITTXTOHEHTREBE TH -7,
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TS 2.7.4 BRERAR &M DOHE

22 fERNEEEROXEICLSHHHA
BEFLOFHMIISHRO CSRICTH LT,

3 ERRREEDH

3.1 MRFHRE

EMR100070-003 55, EMR100070-001 55 & U8 EMR100070-002 508k Ci, ZZaMiHmicE £
7o MR FHIRREE DO N—R2 T A b OB EO R RAE UTFEEEIT/ NS < BRBICERDH 5
IR D B ho Tz, B 5- W O Mg F IR AR F O K313 7 L— 1 T2 Th o7,
FHRP @ -7- 7 L— R 3 DL EO MR PSR IL ) & EREGRAD K OE L Th -7z,

3.1.1 R—RSAUMDEIL

EMR100070-003 55, EMR100070-001 55 & U8 EMR100070-002 508k Ci, Z2aMiHmicE £
MR PRI DO N—A T A b2 b CUIELE) OFRETEREIT/NES <, R
FIZ MR D & D ATFRD B - 7=,

MRS A B 245 5Bk 0 CSR IZFC#L L 72 (EMR100070-003 345 CSR # 15.3.5.1 X (85 15.3.5.5,
EMR100070-001 75 CSR 3 15.3.5.1w } ' 15.3.5.10w, EMR100070-002 7% CSR 3 15.3.5.10v &
U 153.5.1w ),

3.1.2 B2 DHEBHEEDEL

EMR100070-003 55, EMR100070-001 55 K& U8 EMR100070-002 55 0D [fiifg =7 0 F A i B 5 D 1
S O K NCI-CTCAE 7' L — K& % 2.7.4- 73 1R,

EMR100070-003 78k Tl &5 01 O ik AR T O KES 1T 7 Lb— R 1 X2 Tho
Too FEBLED 5%LL LD 7 L — K 3 DL LRGP O MK FImAEERTEIL. 71— K3 o&i
(102%) MO L— K3 LI ED U U 8ER¥EED (20.5%) TH o7z,

EMR100070-001 78k Tl &5 81 O ik AR T O KES 1T 7 b— R 1 X2 Tho
Too FEBLED 5%LL LD 7 L — K 3 L Lo 5HM b O iR FrOmAEFER T IX, 7v— R 3 L Eko
U U REREEY (12.5%) Thoiz,

EMR100070-002 78k Tl & 58I O ik AR O KES 1T 7 b— R 1 X2 Tho
Too FEBLED 5%LL LD 7 L — K 3 L LSRR O Mg FImAEERTIL. 71— K3 o&iM
(22.5%) MOV L— R 30U 85K (7.5%) ThoT-,
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TS 2.7.4 BRERAR &M DOHE

& 274-73 MEFHREEEEDRSHEPDHZEA NCI-CTCAE F L—

003 001 002

Worst (N=88) (N=1452) (N=40)
Parameter On-Treatment Grade n (%) n (%) n (%)
Hemoglobin (g/L) High Any Grade >1 1(1.1) 14 (1.0) 0(0.0)
Any Grade >3 0 (0.0) 0(0.0) 0(0.0)

Hemoglobin (g/L) Low Any Grade >1 77 (87.5) 1112 (76.6) 38 (95.0)
Any Grade >3 9(10.2) 62 (4.3) 9(22.5)

Platelet (10°/L) Low Any Grade >1 30 (34.1) 245 (16.9) 8(20.0)
Any Grade >3 1(L1.1) 15 (1.0) 0(0.0)
Leukocytes (10°/L) High Any Grade >1 0(0.0) 2(0.1) 0 (0.0)
Any Grade >3 0 (0.0) 2(0.1) 0(0.0)

Leukocytes (10°/L) Low Any Grade >1 29 (33.0) 260 (17.9) 9 (22.5)
Any Grade >3 1(1.1) 5(0.3) 0(0.0)
Lymphocytes (10%/L) High Any Grade >1 0(0.0) 44 (3.0) 0(0.0)
Any Grade >3 0(0.0) 2(0.1) 0(0.0)

Lymphocytes (10°/L) Low Any Grade >1 60 (68.2) 829 (57.1) 22 (55.0)
Any Grade >3 18 (20.5) 182 (12.5) 3(7.5)

Neutrophils (10%/L) Low Any Grade >1 5(5.7) 150 (10.3) 6 (15.0)
Any Grade >3 1(L1.1) 12 (0.8) 0(0.0)

Source: Integrated Summary of Safety Tables 12.8.1.11.1 and 12.8.1.11.2
N/n=number of subjects and NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events

EMR100070-003 7%, EMR100070-001 55 & O EMR100070-002 5Bk O 57— & O IR F AR
BHEREDOR—=2F A4 U HF GBI O K NCI-CTCAE 'L — R~DY 7 b T —T V& FE
2.7.4- 74 ("7,

EMR100070-003 7k Tix, G-I/ L — R3 U EOBMARHLZ 94 (102%) D H 5,
27 L— RDOEALIZ 14 (1.1%) 12388 57z, EMR100070-001 iR Cix, &EHMHIc/L—FR
3L EDBEIMAZFRI L7624 (43%) DI B, 37 L— ROELIZ3 4 (02%), 2 7 L— ROEAL
X274 (1.9%) (258 Hii=, EMR100070-002 7Bk Clx, &E5HIFFIC7 L—F 3 O&RME5H
L7294 (225%) o556, 2 7 L— FROEIT 24 (5.0%) IZ3RD ST,

EMR100070-003 3Bk CTid, #&5HMHICZ7 L — K3 DU U REREGD 2581 L7213 4 (14.8%)
DI, 27— ROEAIT 34 3.4%) ITRO LN, BEHFEFIZZ L—F 4 DU 2 SERE
VEFBL LS54 (5.7%) D9 H 37— ROE(LIZ 14 (1.1%) . 2 7 L— FOE(IZ 2 4 (2.3%)

(ZF8 D HAL72, EMR100070-001 &% CTld, & 5B HTIZ 7 L — R 3 DU U ERERAD 2368 LTz 174
4 (12.0%) 56, 37— RFOEIT 324 22%), 2 7L— FOHEIT 41 4 (2.8%) 1T
iz, HEHHPICZL— R4 DU o REKEGEDEZHBE LT84 (0.6%) DHIH, 4 7 L—FKD
EAX 14 (01%), 37— FROELIZ 14 (0.1%), 2 7 L— RFOE(LIT 64 (04%) 125D D
72, EMR100070-002 788 Tl & 5HIRHFIC 7 L— R 3 DY L REREsD 2 588 L 72 3 4 (7.5%)
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DL, 3L —ROET1IL 25%). 2 7 L— FROETZ24 (5.0%) (ZRDH LT, ZL—
K4 DU o SEREAIIERD B o7,

x274-74 MAZHREBEEEREDOR—XS M4 UM HREEBHTDHEANCI-CTCAE ¥ L— K
ADTITTF—=TIL

Worst NCI-CTCAE Grade at Treatment

NCI-CTCAE Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Missing Total
Study Grade at Baseline n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Anemia
003 Grade 0 7(8.0) 15 (17.0) 2(2.3) 0(0.0) 0(0.0) 0(0.0) 24 (217.3)
N8 Grade 1 1(1.1)  38(432) 4(45) 1(1.1) 0 (0.0) 2(2.3) 46 (52.3)
Grade 2 0(0.0) 0(0.0)  9(10.2) 7(8.0) 0 (0.0) 1(1.1) 17 (19.3)
Grade 3 0(0.0) 0(0.0) 0(0.0) 1(1.1) 0 (0.0) 0(0.0) 1(1.1)
Grade 4 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Missing 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Total 8(9.1) 53(60.2) 15(17.0) 9(10.2) 0(0.0) 3(34) 88 (100.0)
001 Grade 0 238 (16.4) 238 (16.4) 42(2.9) 3(0.2) 0(0.0) 13 (0.9) 534 (36.8)
N2 G rade 1 9(0.6) 414(28.5) 227(15.6)  27(1.9) 0 (0.0) 3725 714 (49.2)
Grade 2 0(0.0) 12(0.8) 113 (7.8) 30 (2.1) 0 (0.0) 13 (0.9) 168 (11.6)
Grade 3 0(0.0) 0(0.0) 0(0.0) 2(0.1) 0 (0.0) 0(0.0) 2(0.1)
Grade 4 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0)
Missing 1(0.1) 3(0.2) 1(0.1) 0 (0.0) 0 (0.0) 26 (1.8) 31 2.1)
Total 248 (17.1) 667 (45.9) 383 (264)  62(4.3) 0 (0.0) 89 (6.1) 1449 (99.8)
002 Grade 0 2(5.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(5.0)
N=40 Grade 1 0(0.0) 13(32.5)  9(22.5) 2(5.0) 0(0.0) 0(0.0) 24 (60.0)
Grade 2 0(0.0) 2(5.0) 5(12.5) 7(17.5) 0(0.0) 0(0.0) 14 (35.0)
Grade 3 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Grade 4 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Missing 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Total 2(5.0) 15(37.5) 14 (35.0) 9 (22.5) 0 (0.0) 0(0.0) 40 (100.0)

Lymphocyte count decreased

003 Grade 0 22 (25.0) 5(5.7) 8(9.1) 0(0.0) 0(0.0) 0(0.0) 35 (39.8)

N8 Grade 1 1(1.1) 3(34) 12(13.6) 3(3.4) 1(1.1) 3(3.4) 23 (26.1)
Grade 2 0(0.0) 2(2.3) 9(10.2) 9(10.2) 2(2.3) 0 (0.0) 22 (25.0)
Grade 3 0(0.0) 1(1.1) 2(2.3) 1(1.1) 1(1.1) 2(2.3) 7(8.0)
Grade 4 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(1.1) 0 (0.0) 1(1.1)
Missing 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
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Worst NCI-CTCAE Grade at Treatment

NCI-CTCAE Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Missing Total
Study Grade at Baseline n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Total 23(26.1)  11(125) 31(35.2) 13 (14.8) 5(5.7) 5(5.7) 88 (100.0)
001 Grade 0 452 (31.1) 150(10.3) 157(10.8)  32(2.2) 1(0.1) 30 (2.1) 822 (56.6)
N=I52 Grde 1 6 (0.4) 102 (7.0) 100 (6.9) 41 (2.8) 1(0.1) 16(1.1) 266 (18.3)
Grade 2 7(0.5) 14(1.0) 114 (7.9) 85 (5.9) 6 (0.4) 15(1.0)  241(16.6)
Grade 3 0 (0.0) 2(0.1) 1(0.1) 16 (1.1) 0 (0.0) 1(0.1) 20 (1.4)
Grade 4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Missing 2(0.1) 3(0.2) 4(0.3) 0 (0.0) 0 (0.0) 84 (5.8) 93 (6.4)
Total 467 (32.2) 271(18.7) 376(25.9) 174 (12.0) 8(0.6)  146(10.1) 1442 (99.3)
002 Grade 0 14(35.0)  7(17.5)  8(20.0) 1(2.5) 0 (0.0) 1(2.5) 31(77.5)
N0 Grade 1 2(5.0) 1(2.5) 1(2.5) 2(5.0) 0 (0.0) 0(0.0) 6 (15.0)
Grade 2 0 (0.0) 0 (0.0) 2(5.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(5.0)
Grade 3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Grade 4 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Missing 12.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(2.5)
Total 17(42.5)  8(20.0) 11(27.5) 3(7.5) 0 (0.0) 1(2.5) 40 (100.0)

Source: Integrated Summary of Safety Table 12.8.1.12.2
N/n=number of subjects and NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events

BRI O BE R RAE O FEMI T38RO CSR ICFC# L 7=,

32 AEFRE

EMR100070-003 55, EMR100070-001 55 & U8 EMR100070-002 508k Ci, ZaMiHmicE £
T AL FRRAEE DR — AT A U936 O EO R T EIE TN E <, BRRIZERO & D15
MIERRD b holz, BEHETOEFREMEE ORKMBIEIIL— 1 XT2 Thotlz, %
BN mmMo T 7 b— R 3 UL EOACFREERET L AST ML O Y A—EBEINTH -7z,

T 7 OGO AE LR EME ORI M N EEEANTH Y | BROICEROH D
BAIERD bl hole, N—=RA T A Vb O L EOFHETIX, —H OB OB SULHE 37
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3.2.1 FFHaeRE
3.2.1.1 B D2 ARMTHER

EMR100070-003 55, EMR100070-001 557 & 8 EMR100070-002 5855 O FFH% REM ALl 52 % o & 5-
HAR OB K NCI-CTCAE 7' L — K& % 2.7.4- 75 IZR 7,

EMR100070-003 55, EMR100070-001 55 & U8 EMR100070-002 508k Ci, ZaMiHmicE £
T IFRERERMR AL DO X— R T A V)b O bE (IFZEER) OFRE T FEMEIT/hE < BRN
IZEBRD S HBIAIEERD bR h o Tz,

EMR100070-003 3Bk TlE BRI E Do 727 L— K 3 LLE OG-SR B o T Re A i R 5 1%
ALT ¥ 3.4%) THVH . 0o 7 v— K 3 UL oG WHIR O EEMREER T XTI 1
HDIHIZRD BTz, 7 L— R 4 ORGP O HERBMRAMEEE X 14 (AST HM) 125 6
72

EMR100070-001 3882 Tix, 7 L — R 3 LLEO#E G5 HIHF O FEERER A ORBLR X, v UL
B UEEINAY 2.0%, AST BENAY 3.8%. ALT HI8 2.3% CTh -7,

EMR100070-002 58k Tlx, 7 L— F 3 DL Lo G T O RRAEER T ORBL=RIT, v U
B BEEANAY 2.5%, AST BEAN2Y 0%, ALT H8INAS 2.5% CTH - 7=,

#+2.74-75 FFEEREEEE DR EHMFADHRANCI-CTCAE J L—F

003 001 002

Worst (N=88) (N=1452) (N=40)
Parameter On-Treatment Grade n (%) n (%) n (%)
Total bilirubin (pmol/L) High Any Grade >1 6 (6.8) 114 (7.9) 3(7.5)
Any Grade >3 1(1.1) 29 (2.0) 1(2.5)

Aspartate aminotransferase (IU/L) High Any Grade >1 40 (45.5) 446 (30.7) 18 (45.0)
Any Grade >3 1(L.1) 55(3.8) 0(0.0)

Alanine aminotransferase (IU/L) High Any Grade >1 21(23.9) 332(22.9) 8(20.0)
Any Grade >3 334 33(2.3) 1(2.5)

Source: Integrated Summary of Safety Table 12.8.2.24.1
N/n=number of subjects and NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events

EMR100070-003 7%, EMR100070-001 55 & O EMR100070-002 5Bk O 57— Z OIS HEMR A
ERF DONR—R T A U BHERGHR P O K NCI-CTCAE 7' L— R~DY 7 T —T V% HE 2.74-
76 1ZRT,

EMR100070-003 7% Cld, 587 L —R3 LI EDO ALT BnaRH L7= 34 (3.4%) O
IH2 7 L— FOE[T 14 (1.1%) .3 7' L— ROE(NIL 2 4 (2.3%) (12588 H47-, EMR100070-001
ABR T, BEHMTIZZ L — R30I ED ALT MZ2RE L7233 4 23%) ©o55H, 2 7Lb—FR
DEAIT 84 (0.6%) . 3 7 L— FOEARIL 234 (1.6%). 4 7 L— FOEMIT 24 (0.1%) (25RO
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EMR100070-003 58k Tix, & GHIFFIZ 7 L— R 3 LLED ASTEINE 1 4 (1.1%) (258D B,
37 L— ROEALTH 72, EMR100070-001 78k Cix, BeGHRIFIZ 7 L— K3 Ll ko AST H9hn%
FHELT=554 (3.8%) DH B, 2 7 L— ROEIT 21 4 (1.4%). 3 7 L— KOE(LIT 28 % (1.9%)
78 B ALz, EMR100070-002 &R Cld, &EGHIRHIZ 7 L— R 3 BLEO AST #INEER O B2
Mol

EMR100070-003 7Bk Cix, H5HIMFIZZL—FR3 U EOE U L EHINT 14 (1.1%) (27D
S5i. 2 7 b— ROELTH -7, EMRI100070-001 &BR Cid, #EHIMFIZ/L—FR3LEDEY
NVECEIINAERB LT 294 (2.0%) OB, 2 7L —RKOEMIZ 14 (0.1%), 3 7 L— FDOE[L
194 (13%), 4 7L — FOE(RIZ 84 (0.6%) (27 B/, EMR100070-002 35 Tix, &5
HMFIZZ L —=R3UEOE Y LEHEINE 14 (2.5%) IZRD LI 3 7 L— FOE(LTH T,

*&27.4-76 I ERBEEREEDR—X 4 UM o R5HBHFOHKRAKNCI-CTCAE ¥ L— KA
DI +TF—TIL

Worst NCI-CTCAE Grade at Treatment

NCI-CTCAE Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Missing Total
Study Grade at Baseline n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Alanine aminotransferase increased

003 Grade 0 63(71.6)  12(13.6)  1(l1.1) 2(2.3) 0(0.0) 0(0.0) 78 (88.6)
N8 Grade | 2(2.3) 5(5.7) 0(0.0) 1(1.1) 0(0.0) 2(2.3) 10 (11.4)
Grade 2 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Grade 3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Grade 4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Missing 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Total 65(73.9) 17(19.3)  1(L.1) 3(3.4) 0(0.0) 2(2.3) 88 (100.0)
001 Grade 0 1008 (69.4) 189 (13.0) 21 (1.4) 22(1.5) 2(0.1) 55(3.8) 1297 (89.3)
N2 Grade 1 3423) 77(53)  9(0.6) 8(0.6) 1(0.1) 6 (0.4) 135 (9.3)
Grade 2 0(0.0) 2(0.1) 1(0.1) 0(0.0) 0(0.0) 0(0.0) 3(0.2)
Grade 3 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Grade 4 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Missing 5(0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 7(0.5) 12 (0.8)
Total 1047 (72.1) 268 (18.5) 31 (2.1) 30 (2.1) 3(0.2) 68 (4.7)  1447(99.7)
002 Grade 0 32(80.0)  5(125)  0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 37(92.5)
N0 Grade 1 0 (0.0) 2(5.0) 0 (0.0) 1(2.5) 0 (0.0) 0 (0.0) 3(7.5)
Grade 2 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Grade 3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Grade 4 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Missing 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Total 32(80.0)  7(17.5)  0(0.0) 1(2.5) 0(0.0) 0(0.0) 40 (100.0)
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Worst NCI-CTCAE Grade at Treatment

NCI-CTCAE Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Missing Total
Study Grade at Baseline n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Aspartate aminotransferase increased

003  Grade0 45(51.1)  22(25.0)  1(L.1) 0 (0.0) 0 (0.0) 0 (0.0) 68 (77.3)
N8 Grade 1 1(1.1) 14159  2(23) 0 (0.0) 1(1.1) 2(2.3) 20 (22.7)
Grade 2 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Grade 3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Grade 4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Missing 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Total 46 (52.3) 36 (409) 3 (3.4) 0 (0.0) 1(1.1) 2(2.3) 88 (100.0)
001 Grade 0 908 (62.5) 253 (17.4) 21 (1.4) 27 (1.9) 0 (0.0) 56(3.9) 1265 (87.1)
N=I52 Grade 1 18(12)  86(5.9)  28(1.9) 21 (1.4) 1(0.1) 5(0.3) 159 (11.0)
Grade 2 0 (0.0) 2(0.1) 1(0.1) 5(0.3) 0 (0.0) 1(0.1) 9 (0.6)
Grade 3 1(0.1) 0 (0.0) 0 (0.0) 1(0.1) 0 (0.0) 0 (0.0) 2(0.1)
Grade 4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Missing 3(0.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 9 (0.6) 12 (0.8)
Total 930 (64.0) 341(23.5) 50 (3.4) 54 (3.7) 1(0.1) 71 (4.9) 1447 (99.7)
002  Grade0 22(55.0) 10(25.0)  0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 32 (80.0)
N0 Grade 1 0 (0.0) 5(125)  3(7.5) 0 (0.0) 0 (0.0) 0 (0.0) 8 (20.0)
Grade 2 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Grade 3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Grade 4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Missing 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Total 22(55.0) 15(37.5)  3(7.5) 0 (0.0) 0 (0.0) 0 (0.0) 40 (100.0)

Blood bilirubin increased

003 Grade 0 79(89.8) 3 (3.4) 0 (0.0) 0 (0.0) 0 (0.0) 2(2.3) 84 (95.5)

N8 Grade 1 1(1.1) 0 (0.0) 1(1.1) 1(1.1) 0 (0.0) 0 (0.0) 3(3.4)
Grade 2 0(0.0) 0(0.0) 1(1.1) 0(0.0) 0(0.0) 0(0.0) 1(1.1)
Grade 3 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Grade 4 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Missing 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Total 80(90.9)  3(3.4) 2(2.3) 1(1.1) 0(0.0) 2(2.3) 88 (100.0)

001 Grade 0 1244 (85.7) 53(3.7)  25(1.7) 19 (1.3) 8(0.6) 61 (42) 1410 (97.1)

N2 Grade 1 4(0.3) 4(0.3) 1(0.1) 1(0.1) 0 (0.0) 2(0.1) 12 (0.8)
Grade 2 0 (0.0) 1(0.1) 1(0.1) 1(0.1) 0 (0.0) 0 (0.0) 3(0.2)
Grade 3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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Worst NCI-CTCAE Grade at Treatment

NCI-CTCAE Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Missing Total
Study Grade at Baseline n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Grade 4 1(0.1) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
Missing 11(0.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 7(0.5) 18 (1.2)
Total 1260 (86.8) 58 (4.0) 27(1.9) 21(1.4) 8(0.6) 70 (4.8) 1444 (99.4)
002 Grade 0 37 (92.5) 2(5.0) 0(0.0) 1(2.5) 0(0.0) 0(0.0) 40 (100.0)
N=40 Grade 1 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Grade 2 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Grade 3 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Grade 4 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0)
Missing 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0)
Total 37 (92.5) 2(5.0) 0(0.0) 1(2.5) 0(0.0) 0(0.0) 40 (100.0)

Source: Integrated Summary of Safety Table 12.8.2.25.1
N/n=number of subjects and NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events

3.21.2 EYEFES

G5t AST/ALT, BBV L E KRN ALP OZA L&A 7 L, WP E O /I fErE D &
LR T LT,

Be U Le oY EFR (upper limit of normal; ULN) @ 2 fi#L4_Ed#E/1 & AST/ALT @ ULN O
3L LRI Z FIRFIZIEBL L I BRFE 1L 22 4 Th o7 (£ 2.7.4-77),

Hy’s law OMEHEICEEE T L a[REMEOH HERHE (e Ve o ULN O 2 fFLLEoEn s
AST/ALT @ ULN @ 3 UL LI Z [FRFICFEE L, ALP 28 ULN O 2 fZLLF) X244 Th-o7-,

INH?D 224 (Hy'slaw OFEHEIZEEY T 2 FIREMED & DR 2 4 % 5 Te) O IR B L Oy
PERFREE LIS O JFIK 2 2 U725 5, 22 43 X CCHRYPEFREE LA ORISR E Sz, ik
JFEESEDAORRNC I, FEaEEER, SR, THEPAZEE R N A LV AFRNE £, 22 4 DR
W Z&LLTFICRT,
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TS 2.7.4 BRERAR &M DOHE

®2.74-77 EYEFES
003 001 002

(N=88) (N=1452) (N=40)
Criteria n (%) n (%) n (%)
Concurrent (ALT or AST) >3 x ULN and TBILI >2 x
ULN 0(0.0) 21(1.4) 1(2.5)
Concurrent (ALT or AST) >3 x ULN and TBILI >2 x
ULN and ALP >2 x ULN 0(0.0) 19 (1.3) 1(2.5)
Concurrent (ALT or AST) >3 x ULN and TBILI >2 x
ULN and ALP <2 x ULN or missing 0 (0.0) 2(0.1) 0(0.0)

Source: Integrated Summary of Safety Table 12.8.3.1

Note:

ALP=

Concurrent measurements are those occurring on the same date.
alkaline phosphatase, ALT=alanine aminotransferase, AST=aspartate aminotransferase, N/n=number of subjects,

TBILI=total bilirubin, and ULN=upper limit of normal

Hy’s law D EHEIZEZ 23 2 WREME D & L R E

MEYLE O ULN O 2 {20 Fofgine AST/ALT @ ULN @ 3 {20l FosfahinZ RIS L,

ALP

D ULN O 2{EU T THo i F 1T 24 Th o7z (3£2.74-77),

Ll ZH D OPBRAITIINTI G Y LIS O IR AFAE LIZ 72, Hy's law OREAEITEE S L
mole, WTFNOPEERE GRS OFET OMEB 2 AT 2 EE TH Y | REEITIC
FEVITIERE 3 1T L T,

—

NG 240 & LLTFITRT

PERFT 100070-001-802-0002 : #5713 SHES D A DT I OVEHER 2 £F 5 B EFLE A CTh
ST, FOMOBET BRI, Rh LS AU R OIS T IETdh - 7, BB I3 L
YU AMAE (Fb— R 2) ROVEBHEITIC L DS ERAEM Y (71— R2) 2%BlLZ, A
Bk ow)al S 2201 B H. BT QEH) OBERIX YlREEILHE* THhoT-,
Ay Y == 7 HEOALT 1388 U/L (FEUEfE : 7~35 U/L) AST 13103 U/L (FEUEfE :13~35U/L ),
ALP [X150 IU/L (FEUEfHE : 30~130 IU/L) .2 E U /L E 111 pmol/L (GEYEHE : 1~21 pmol/L) .

GGT 13348 IU/L (FLHE(H : 5~39 IU/L) | [EFRIEAELL I 0.9 (FEYE(E : 0.9~1.1) ThH o7z, 2014
7 H3 HOALT 1391 UL (FEYE(E : 7~35U/L). AST % 203 U/L (GEYEfE : 13~35U/L) .

ALP [3228 TU/L (FEYEfE : 30~130 IU/L) R E U L E 21362 umol/L (FEYESE : 1~21 pmol/L) .

FEFSEEELL 1.1 GE¥EE : 0.9~1.1) Tholo, #EEG21H%* IZE AL Y AGE (71—
R 2) MROVTHSRERRATE SR 2S5 BL U, IR H ORI AR Lz, MOEs, R M OVEECT
MREOFER., BERIHEFLDOSZHOIFIRENRD b, TNHOREOHNEITENL, s
BAZLE O LR O R ORI T LTz, &b RERWAIIXKIEVILICHEEL, KV EE
IRAENSRRD BT, LacL, Kk I OIFEDH A X330 mm 75> H43 mm ~HEII L7, LLAl
DRERAERER L 1TV | KV O FEITERIE O /N ST IZBO bivlz, HEITFEMEL, &

BN E E T, HEROBZEITRD LT, RIEEONRIXIET Tho7ohd, FE I3
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TS 2.7.4 BRERAR &M DOHE

iR LT e, BEEBRERIE 22 mm DL YRR T 2B O LT RIEROEIC LD b D L EZ LI
7o B Tl OG> B FHEE TIRLRELIE DI D F8 8 b iz, FEE IR L TR Y |
JRESEER OO/ S 72 ilhg & BEE LT D & B X BTz, W I ZIm 523 A %+ 125RBE L 7=, #iml
P 524 A#%* OALT X 94 U/L (GEYE(E : 7~35U/L) . AST 13255 U/L (FE#EE : 13~35U/L)
ALP 1T 274 IU/L (FEYE(E :30~130TU/L) A E U L E 213104 pmol/L  (FEYE(E : 1~21 pmol/L) .
GGT 13684 TU/L (FEYE(E : 5~39 TU/L) | [EBREHEIT 1.2 (BRHEfE : 09~1.1) Th o7z, &A
N T SMSED T2 O F)EHE 525 B % I TIRBREE DT G R Ik S ivlz, AR G-33 B &% (R
FIIRBET OO E L, #IEE G333 H%* Rl CREMEITIC X 2 TR A a5 1R
B8 Cd o7, JRERYERTL. &L ™ A IMSE M O BHEITIC & 2 Rk A 8 130G
B & B U &I L7c, AFERITEFARMEIZ LY rAE SITHES T, 21vFaxTe
A FUFZ OMOGEEIHIERIC X 2RI Thbn e o1z,

«  BEBRF 100070-001-130-0007 : B 13 AR OLAEDRT, B AV o E#EE % 08 5 S
R CThoTe, TOMOPEET LA, e NEE, FFRNELROEYTh -7z, 27 U —
=V W ASTHIIN (7 L— R2) KOALT # (Z7L— K1) PR b, 1EREOHE
KowE—o# G B0 MERARD Th o7, WREICAEERRIIRO NN, HIE
Bl 8RR O F - IERFOSKPE CALP 850 (7 L— R 1) ALT ¥/ (/'L — K 1), AST £
m (ZL—FR2) RKO¥eE U Le 8 (71— R3) 2580 67, BBRESEMIT, b
DOEEINIERRIICER O 7a\ W B Lol U 7e, RAREIT O - DRSO BG83 Ik &, #E
B 532 H IR IR RO TO T2 DI LT, AEGIIEFZAIFHNIZ L VirAE & I13HE
ST, IATFaRTaA RULZOMOBEIMEHEEIC X DIERIAThN o7z,

N AT I F—EBRORE Y )LE O

BMEULE>®O ULN O 2 0L EOEENE AST/ALT @ ULN @ 3 {504 E O % RIFFIC R EL L,
ALP 28 ULN @ 2 {5 Tdh - 7= #8# 13X 20 4 (EMR100070-001 35k T 19 44, EMR100070-002 75k
T14) Thole (FF274-77), THHD 20 AITIENT LG HFEERE KL Y L HEINOIEY) L
HOIRRPEE LT, ERLOERRIR AR F 23588 b A7z 20 4 OFRGE 2 UL FITR T,

20 449 1 4 (B5RE 100070-001-120-0014) T, FELIZE o 72 B O K OVEMEF A~ 20
B B AL BER A 2.1.5 TE M (82.1.8.1.3.3 TEIZFU# L 72 GEHIZ2 1% ¥ % EMR100070-001 745% CSR 15.3.4
HBH) , W5RE 1T SISO LMEOEBEABEE TH Y  RX—RA T A VEHIIFIROENREZ A L.
7 B OFHM CHE SN EBHET B/ 2 » ToFEEBR 2 51 ITPWFAREZ BB LT, 18
BRHYERMIT, 20 OBOAEFRIIWVTNOIRRELBE LV Ll L7z, AR ITON
ehole, FAROMOIER E LT, HFIEOZERIRZE DY A XOEN KX OF 72 ISt vz 2 # 7T
DI B 2 bivlc, RELRILIrAE &HE ST,

«  #BR#E 100070-001-208-0032 : #eERE 13 AW D BIED HIE L ORIE B #ESBAE Th o7,
Z DM OBE T 2 FE L, EEBEIRMARE X ORI Th - 7=, HRFITAnEFEE (JL—F
3) BFEH LT, B2 O, FFIEY A XOBINEERD o122, HBREIIRICY A
V2MEBRAE, 20411 H 3 B ORBERFO E SR TS REREE O MAFE D Hiv, ALT
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TS 2.7.4 BRERAR &M DOHE

13328, AST (3234, ALP |% 527, #E UL E L 09 THoTz, 7L K=Y 40mg 1 H2 [H
RO GIZ X DIREMThi-, RE T EEEECThH o2, [F* 4 11 A5 B OREER: Tl
FHSREMAT IR LT W, ALT (£ 221, AST X101, ALP (3432, #E UL EL(30.6 TH
ST, BEEG CIIREHEIIRD bNeh-oT-,  [[* 411 H10 B ORFFEMRA CIIATFHERE
R IR &E <AL, ALT (% 531, AST [3488, ALP (3617, #E UL E 1T 0.7 TH T,
BB, HHREIHOTL R=y D 2~3mgExtEEH L, KOEGDOEZL 5T\, IF4E
RN TEINT, BORE NV ERY A NV AEFRIZEETH -T2, HERPERSIL, 7
LR=Y 3 80mgl A 2ENCHEI N, F*4 11 A12 B, 2R E &K ONEREES 2 1
D AR ORE O D HERF IIARE Lz, BARFREERHUR, BAFRa T —wEks7/a7l v
M FUA R OC BT PRIV TR bR ThH o7z, 2oL &, IFEREREEER I MM TH
D eIz, B OEMETFRORENLFEIIRD b2 ofc, I8 R OVERE CT
OFER, MM EE O AL & B3 2 fEE D BF 2Pk, Briz 72 8 Y o SEilEIR, AR
SATHEASMESRE R & B D & 2 AR o0 B Zp Pl e CMEIE RO bz, [A* 11 Al6 H
(R TXIRBE LT, IBBERF DAL IIE, mAEAT v A R80mg 1 H2 BIOMkEN & E iz,
[f* 11 A19 B, FAEROKERZ GO, MESEITENFEL, B CREMEFROME
R BRI o7, FFIREEFIE L IRE 22282 L, PUEEmits, filshiilk, oo At
P~ — 1 — R OB BUFR/C RIFR A B3 Lz, EETIERV EEZ 2 DD U ek
VB IR DTN RN EZRE, 2O OREOKERIINTNLIERE ThoTz, BIOIEEZ
T D ZENREINTN, BHEAT oA RNz, F* 11 A19 BICARFELRDT-
OIBBREE DB G208 h Ik S, WRE TR Z 1k Uiz, JRELSE R OV R P L FHR LT
FEER, JRBRIEMERMIT. FFEEIECOEETITRVWE BB, KEETICL LD THD
EHIWT U7z, HAROER, AOo@EE~—T—0REEORT a A KOZhEO K% & TeF
MR MA2BZET 5 L. SMEFRERRELEER L B bR, MORRKEE LT,
JHE S D R B D HET T3 2 B v 7o (FRMI72 1/ % EMR100070-001 7% CSR 15.3.4 THZ )

o WEBRA 100070-001-132-0002 : #¢BRE 13 SO BHEOEREE THY ., EU LN (UL
—R3) KUOMER (ZFL—R3) 2RI LI, BRI 21 8] B OF G5 ICITHERER AR &
£ I L OWF SRS FEL LT, BE DR S RAEEIE, E Ve 7.84 mg/dL GEYEM
0~1.5mg/dL) (7' L— K 3), 1AV /L v 4.71 mg/dL GEYE(E : 0~0.3 mg/dL) . GGT 1092 U/L
(FEEE:9~50 U/L) (7 L— K 4) [AST 116 U/L (J&¥EfE:10~40 U/L) (7 L— R 1) | ALT 232 U/L
(FEHEME : 7~50U/L) (/'L — K 2) KUOVALP437 U/L (EHE(HE : 30~115U/L) (/'L —FR2)
ThHYH, ZnHOREFEOH 204 10 A 1 BIZHRZIIABE L, PAZEOFHGiD 7o D CT i
A M OGRS E S TRe 235 Tl S 7z, [A* 4210 A2 H OFEH & VB #RERCT OfE R,
ARFEPLE, MRFEEPHORATEE . FFANIRE LR OB FE DAL, JESEER 0O A O B M OWEE LR
MERD BV, [A* 410 A2 B OB ISIREREE i OfE S, NHZEIRIR, R O Kk
Ik D BPR 72 BeAE 2 £ D NS PR M OB IR O AL 2358 B v Te, 47 B M85 i s
TiE, R O IEILROBE(L 3B D bz, HbBRFHC L, BEENESHRAE, NS
AW TIERE R R . SRS L XA T > NREO T ENHELE S iz, 2T, ey
VB VIMSE TS IS E D PAZRIC L Db O TH D ATREMER ® D LRiH S, E7o. BRI
BEAR FIE M OFIBHRE R EDOIBEIZ DD LR F u XL U ROT L K=Y v OGN kE S -
(2.1.8.1.3.6 HORIBHERE N BROBORICFEH) o F* 410 H6 B IZHERE XN HEERYITTHER
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HEE TSR O 72 ORI ORBRICERRE L7203, 522N RD bWz, ZOREIT
fThoihvd | [F* 410 A8 FIZHBRFILRFE L, U A BN (7 L— R3) [ZREETH -
oo BHO [F* 410 A9 HICEHAMEER (7L — R3) O OBERF 1T LTz, #BREI1X
ZTOEEABEL, BEROEHRDOIDE/NL E RHEMEELS mg D6 K] Z & DHAKROZEGIZX D
WA= T, [F* 10 A13 HOMEHEROVEREICT OfEFR. U U/ EREDILRARD b
7oy, MU EORAERE RO OREX REITRD D o7c, [F* 410 A14 BIZFEME L
TR R PR R B LA 9, [F* 4E 10 A 15 BICRROIRSEEIRT = — 7 O AIZREh L
7o WEBRE OB R ORRRAMIISE L-, [F* 4£ 10 A16 BIZIEmMITEaIcEIE L,
BT T 51 M H OTRERIEDOF 52Tl (ABEHF D45, 47 K TUV49 H H O 513470
72) o [FE*10 A 17 BICHRE 1T ZE LR TIRPE L, UV E X 631 mg/dL (7 L—
K3) ETIRT L7z, 72720, BEERFOFT RICIZEEMEERICL2mE Y LV E VIIENE £
Nz, IBBREOB G I SN, UL NI L — R3S 7 L— K2 GEEE) ~E# L,
BeHPIERCIEZ L— 3 GEEE) T L T\, IRBREYSERMIZ, eV ve s m (7
L—R3) KOWE (Zb— R3) IWABRIEEBER L, BEBLEEL LWL, BY L
EVKRNNT AT S —BHEINOMOFK E LT, FRROEEOMKEREIC L 2 IREHAZEN
Ezx b (218136 HIZHAORAFEHE L7z, M2 EHIT EMR100070-001 75 CSR 15.3.4
HEMH)

o BEERE 100070-001-101-0024 : #5rE 13 SHEE O BEYEOFEIGEMEEE TH Y . IBBREDEIT D
#5027 Atk (WEFEG-0 55 A1%) (ZIFEER ASTHM (7 L— R 3), ALT M (Z/'L—
K4), i ALP ¥ (ZFL—FK4) kUMb ressm (Fr—R3) 2HELE, 20
OB AR IL, . TRIM YR ThoTo, N—R T A D AST 13 14 TU/L (L
fif : 0~41 IU/L) . ALT 1% 21 TU/L (FEYE(E : 0~42 TU/L) . ALP 1% 57 TU/L (FEYE(# : 40~130 TU/L) .
E UL E UL 513 umol/L (EYEME : 0~22.2 umol/L) ThH o7z, T HDFERDIZHIEERIED
G nhiE S iz, FFEEERENSMTONTN, BRIIATTE R -7, 2D DFELHOER
JFHIIREIE Th o7, RBRHEYEMILZ. O 0HERIIERE L MR L LMW L-, /LT
ART EA RUTZEOMOERAEIHEIERIC X DEI3ITo T, IFEELOE U L e ot
DFRKE LT, A7V —=V JRHIRE SN A E 2 bive GEMZR B
EMR100070-001 7tk CSR 15.3.4 THE ),

o WEBRE 100070-001-101-0084 : #75E 1 SIS O B OB IGEGEEE TH O, P E Y
NEVEI (L —R3) KOFH (ZFL—R3) #3BlLT7-, ZOMOBES 2HEIL, B A
MR EONE 2 VAT B —VIfE CTh -T2, YHNTIRBRIIC L A FmEn b2, a1
AT A RIZKDIBEMTOND, Hbg R OIFIREMEIC L 22820/, BE ki
S OYMRIZEE D & FRIAE PAZE & 2 S e, MRS K OWEE S A7~ MEENMTDIL, Y
NMEVIETFL, b TV AT I F—BITLE Lz, IBRESEMITZ. ZhbOHERTIRHEK -
B e L & HIWT L, )RR & LT, JFRBOEIT R ONHEAZE A f&R LTz,

o BEERE 100070-001-151-0007 : #BrE 13 SO LEDIIENE (AT — 1IV) BETHY ., 1B
EEEGHICRE Y VEVIE (FL— R3) #RE L, TOMOBET 5L, I8 &)
JEM I CdhoTm, A2 V) —= 0 ZJHRCEB ORI 2, 7 L— R 1 D AST OV ALT #
IO 7 L — R 4 @ GGT AR B vz, WA TIEILE RS & 0T, #iE
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BoORORRESN, WELROELAFE~AT Y FRRESNZ, BHAEAT A RICkbiA
BTV, IBBRAESEMIT, & U e U MAEIIREA OBRER bE L2720, JEFFHO
FRZBIZ L5250 THDL BT LI, mE UL VMIE (FL—R3) IEEETEMEDH Y
IS, RIEBEOHR TIXRWEE X b,

o HEERE 100070-001-156-0014 : #5rE 13 AN O LMEDINEIERE TH Y | JBBREED 3 [B]H OF
H#HIZZL—FR3oe e riin 9.6mgdl) %5 L7-, 20l B OEE CT o
FER. RZE OB & OO PER BIZ X 290805 OFIREE AR bz, BV e
CHN (122 mg/dL, 7 L— R 4) O7-OBEREIIARE Lz, FTHERERAER R & LT, ALP
M (71— R 3), ASTHEI (7' L— K 2) KOVALT #81 (7' L— R 1) 258 b, 8.
NER & OV BRSO AL 8 BTz, RG2S L D IREBD RO Hivlz, CT
EORER, HEEEE O K X 72T RRIER I X 298800 6 O X DB OPAZEE £ 5 i
K OWFA O RRE LIRS FE D D ALTz, WRSEAITTYERRE P 1 5 CIIMRE 22 R b7,
+ IR I D BB AT MR E S, HRE IR L, RAERAT T ~BITLEE, %
Dtk BEEITOT-OIRBRIEOE 503 1k X7z, GBS ERT, BV L e s BNEEERK
R L Il LT, MO AEFSOMOJER L LT, BIBE OFEE % {5 B HERE D
HITHRE Z BT,

«  WEBR#E 100070-001-165-0001 : #75RE 13 AME O LMt DB RE TH Y | IBERERO 2 [0 H
DEGHIZIBEAZE (F L —R3) 23BlL7c, 71— F2® AST, ALT KO ALP 0 TN
ZL—R1OE U LE MRS b, YITE CREETFRR Db, TV =Y
60 mg/ B (2 K DTGB S =28, JEER CT THREMEITARD b, IR IRBRAE TRARE
KinE CTORREZE (7' L— K 3) ROWETHEFROIRZE B bz, TO%, #BREIIARE L,
WNARBERO I THENLIE A & 5 C RIS ORENRD b, @B AT v MEEMTbhiL, 7
N=y gk S/, 1RBRYERNX, IEPAZE (71— R 3) 1355 & B L &l
L., oK E L CREREZIIR LT,

o WBR#E 100070-001-184-0009 : #75RE 13 6 D LMt DINEIEEE TH Y . IGERED 4 B H O
gz ey re s (71— FR3) 2B L7z, UL e BN O R EED 7= H 1
BRETIABE L. JEER, MO S OVEAEES CT OFESE. s OB EL K OER % 1 © R BEST
MFRD DT, ABEHICHEERE ORBBITE L U, ABEHRICHEERE 1350 Uiz, TR Y AT,
F AR BEIRN TR BT T & G L7228 MR R R OV U L s B TEBRIE & BEE S 0 LM L,
DR & U CREROMEIT bR L, EREREERE OMoOFK & LT, BFELUH T
RIFEB L EZ N, £, FEEERE U AL E U BINSET 5 arFazxsaf Rickb
BEIITbT, FFERBITOR o7,

o WEBRA 100070-001-187-0002 : #ERA 1L SWik D BYEDORTIEE 2 £ 5 R LRRE THY . 15
BRIED 4 BIH OEGAZICEE e ALT N (FL— R 3), HEEZRASTHM (/1L—F3) kW
BEERZMPEY LEEM (FL—FR3) 2REL, IN6OFEZOTDABE LT, APk,
HEGEMREN D20, aLvFaxTaf RIZKDIEEPMThILZ0, CT OFEE,
B2 72 B DOERBMERTIRZE M OVl INE I AS3R0 DTz, TRBRYERIL. 2 b OFESITIEER
SEEBER L W L, o iR & U CRERZ IR Le GEMZ2 5 #Hi% EMR100070-001 78R
CSR 15.3.4 THZ M),
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TS 2.7.4 BRERAR &M DOHE

o WEER#E 100070-001-307-0004 : #BRE 1L A% O BHEDORTFIEE 2 1L ) BREE TH Y | IBRED 6
BB OFGZICHESRE, ©U A ROEREROEMA S IHERZE (FL—R3) ZRIBL
7o BEEMRE CEZHOMNER, U o G, AR OIFNIBEILRSGR O b vz, FLEARE
FIFFEIBRT K O 8 I5-IHE R L — 4 A & 5 NARSERO W THE RS e & 5 23 T, IR
EPAZEIIEIE Uiz, TRBR Y ERTIX, REGUIIRBRIE L BER L ST L, o RIA & L TR
B AR LTz,

o WEBRE 100070-001-403-0013 : #eERE 1T Mk D BEDHTEEB 2 £ 5 NSCLC HE Th v | 1B
BHEHIZERRFR (FL—K5) ZRBLLU-, AmaghT 2MErRREEa b8 Lz, 19
S WAL D MBS RE O FHM O 72 D O RG B SR A Tl TR SUIIFAAOIREILRITED 5
NI o T, FFRIUED MiEMAE O, B A BFRFURIIEME, ABFRGE 727U M
FKEPUF L OB TR o 7 HURIZEETH Y . BRFR VA L ZADIME~—h — 378D 57z
Do Tz, CHRIFRMIBERA DR R, CHRUFR D A L AFUEMMIE 0.04 GEHE(E : 0~0.80) TH Y |
C BUFSR 7 A )V 2 DFEfRITIRD B 7o Tz (BEEOGRIEMHNC X 28%3R<), B MugER
A NVATENE (0.25, FEHEE : 0~0.80) ThHo7-, ERFFROMIERAEOR R, EARFR
7Y o MU ToH o7z, INFIPHDOIFR U A L ARV OFER SNEBIE E B K &
D & vic, R ILAMEEE EAFRIC X 2IED 7= T LT, 1R YERIL, E&
HFRITTRBRER & B/ L LT L2 (1.5 TEIC b AR A FEH L=, ZEMZR 8
EMR100070-001 5% CSR 15.3.4 THZ ),

«  #BR#E 100070-001-176-0005 : #7513 SHEE DO Lt DRI FREERE TH Y | RERIED 2 [0 H
DOEEHHIZ AST HI (7' L— R 1), ALP # (7 L— R 3) KO Y v e 8 (71— K 2)
R LT, RBRBIMNFID SIEET DI ORI L 5 EEEIT D7, IRBREOB 5.3
IEENTo, BBRHEYEML. 5 OHERITIRBREK L B L &k LT,

o HEERE 100070-001-174-0004 : #e5rE 13 AW O LMD BHS 2 E ) B EABEE THY . 1A
IO GHIZE VU AGE (ZL— R4) KOEE U LECSE (77— R 1) 2588 L
2o ZOMOBET DHRMEIL, X—A T A NS T D E ALY T AUE, ALT 880 (7
L— R 1), ASTHIM (ZFL—FR1) RALP ¥ (F'L—FR2) Thot-, sEELEE L
U AIMAE (7L —K4) CREDH L E2HM SO ARBE L, CT Bt CHa Ok, EED
EACHEAN, B 0D 45 FE D K Je OVERJE 70> & WP FE O T {AIME R K 23380 BTz, £ Dtk &
BV LEVME (7 L— R 3) ROMIESREEL L7z, i MRI CIIFE OFT RITERD v o
7o RV T DIEDTZH T L R=>" 2 60 mg/ B O D&% 52 L DB NG SN, v
¥ b= RO IRNATIR O 503 T, ABEHIZ v 7 MEITSGE LTz, ABE#INCREL
LTEES 7 7 Y u— R X DTERORZICHE Lc, HERE I TIREBEITOTLDRAE AT~
BAT LT, IRBREYSERNIL, T U AT I F—B KO VLB ORI & BEe L L
I LTz, 2D DOHRIC L VIEBREOE GIIPR SN - 7208, IR EBOEITIZLY
ik,

o HEBRE 100070-001-208-0007 : #¢ERE 1L S O Lt DB IR RE TH Y | BB 5.4
RN OB RBEER E R L, O OHEZOZOWEREIIARE L, IEE CT TRAE
ITICPE S ZHOFERNRO b, HEELATE Y LVECOREORK EE 2 b,
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«  #BR#E 100070-001-109-0020 : #7ERE 1x SHEE D BIEO B NR T ERmBAE TH Y, 15
B 3 RIH OB GHZICEE Y VE VIE (7 V— R 3) 23BLLIZ, OB E 3 5 H/E
X, BRI RO va— VL ThoTe, AV U —=V TR L— 2O ALP I, 7 L—
K3 @ GGT HEM KL 2 #» Fr O OFEIIRAERFRD LTz, @ VL eV IAED 72 DIRER
EOPEENR SN, BRI EMIL. SV LY IEITIREREE & B 0 & L7z,
U R=Y250mg 1 H 2B DG X DIREMTONTR  RKRELOERIIAH Th 72,
7 ¥ B OIEEHE NDRIZRE CTH o720, RBERSINFI SIFE L T2 2 4 Fr OB RA 1
WTIH A AREINL, AFELROMORK L& 2 iz,

o WEBRA 100070-001-501-0001 : #¥ERA 13 SWisk O L DRF K OVE IR & £F © I L B E TH
0. JRBRIED 4 [B1 B OB HAZ IR 5 o i 2 R T 2 MAE O IN & OV BHETTIC K D 28k
REDBEALZREBL LTz, ZOMmoRE S 25T, 20FE» SR 2IAIECTH o7z, N—A

T A R GGT HIAM (7' L— R 3), ALTH# (Z'L— K1), ASTHM (FL—FK1) KO
ALP N (7' L— K 2) BNRD LN, EHEEEREOK R, FAEOFNEH 5 SRR
OBV, PRICAE T DB K A NE AN DT, B9 &2 R~ 2 MAafEo
B OV ONE 72 PR O 7= OTRBRIR DB 5.3 1k & vz, INERSIRYSLEE BRI & OAR S
73V — AEIRT 2 £ 5 WARERINA TN EFEE ISR ORGSR, R 2 11 5 EATHEIF R 2 KON
FFPREH 5 o WERFE 0 DIV IR ERIIEL, 240D O FGITEHRE & B /e U &l L 7=,

o WEBRE 100070-001-103-0014 : #%5rE 13 Al D Lt DY RE TH Y . 15D 4 [B1H 0%
B#lIce U ve sl (FL—KR3) Z23E Lz, B CT OfEE., FHRAoRN, BIEOls
PSR RIC L 2888025 OFROEIE, FESEES 0O K = 72 WG IE R 1 X 2 4850 & O8I
K B HRIAE OPAZEZ 1 5 FFN K OFAA O IBE LR TR S iz, WHRSIH T HENRE I 15 5

TITMEPZEDN RO HiL, + IR EDT-ORB AT NREE STz, Filc 22O NTis
Bk o REBAEIT O T2 DIEBER OB 53 P IR &7z, IRBREYERE, BV Ve HEINIiEER
LB L &I LT,

o HEBRE 100070-001-198-0006 : #ERE 13 6Bk D e DINEFE L TH 0 | IR G0 IER
(7' L— K 3) KOYUR B OMSEIIRE OMETT 2568l U7, MM IC L D ABEH ., 25 ixf|
EE T REIR K OVEARIBER S B L 7=, ALT 1% 76 TU/L (LY : 0~32 TU/L) . AST I 164 TU/L
(FEYEfE : 0~40TU/L) . ALP [% 671 IU/L (FE¥EfH : 25~150IU/L), & U /L E 13 78.65 pmol/L
(FEYEfE : 0~20.5 umol/L) TH V. FEHIRBEDFEMIZ & 0 SRERBINFT ) B AFAET D TR O
SR 728N 2 B 0o BT SRR O BT, TR AN, M8 & O EEST (ORER) 1305
Bk & BESEL 7R L &Il L7z,

o HEBRE 100070-002-009-0004 : #ERE X TR O LD BRELE TH Y. 65 H BICEERAESR
G (NI OIEENVE L 2258 0) L LTYL— R 3 OHEREZFEH L, 65 HEDE
HEEERAOMS, IERA K OMREILRENRS bz, FAOKRE Y L E 1T 7.1 mg/dL
(FEYEAE : 0.4~1.5 mg/dL) . C-SUSMERE 11T 12.62 mg/dL (FEEfE :0~0.14 mg/dL) \AST 1% 121 U/L
(FEYEME : 13~30 U/L) . ALT (% 120 U/L (JE#EME : 4~43 U/L), ALP % 1433 U/L (FE¥E(E : 106
~322U/L) Thotz, KERDOT-OIERBOF G083 Hk Sz, 66 B HDORE U L E %
2.6 mg/dL, C-FULMEE AT 16.46 mg/dL, AST (% 67 U/L, ALT I 81 U/L, ALP (%1037 U/L C
Holr, 69 HRICARERRIIEE L, BEVLE 1T 1.6 mg/dL, C-FUSPERE X 4.09 mg/dL.
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AST 1298 U/L. ALT IX 74 U/L. ALP (X899 U/L Th -7~ [FH. #EREZITIRFEE LT~ 155 Y
RRIE, ARESITIREREE & B e U & L7,

3.2.2 BHEERE

EMR100070-003 3%k, EMR100070-001 5% % TV EMR100070-002 588k > 7 L7 F = i O 5
M O K NCI-CTCAE 7' L — K& % 2.7.4- 718 |2~ 7,

EMR100070-003 55, EMR100070-001 557 & 8 EMR100070-002 585% Cix, ZaMiHncE £
2O VTFmrDR—=2T A UnbDOEE UIZER) o ii?i’ﬂ“a“ IhEL, ERRH
IZERD & DHAITERD DR - Tz,

EMR100070-003 3R Tl 7' L— R3LL Lo 5T O 7 L7 F = HINER i o 7o,
EMR100070-001 &8 Tlx, 7 L— F3 Ll EoEGEHMF O L7 F =L 6 4 (0.4%) 1T
%nf:o EMR100070-002 8k Tli%, 7 L— R 3 L EOEGHIFF O 7 L7 F= 8Nt 1 4 (2.5%)
2D BTz,

5 2.7.4-78 9LT7F= DS HB P DTFERA NCI-CTCAE ¥ L— K
003 001 002
Worst (N=88) (N=1452) (N=40)
Parameter On-Treatment Grade n (%) n (%) n (%)
Creatinine (umol/L) High Any Grade >1 35(39.8) 349 (24.0) 11 (27.5)
Any Grade >3 0(0.0) 6(0.4) 1(2.5)

Source: Integrated Summary of Safety Table 12.8.2.24.1
N/n=number of subjects and NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events

EMR100070-003 7%k, EMR100070-001 3% & TV EMR100070-002 iREk DOFE T — X D7 V7 F=
VREDR—AT A B E G O K NCI-CTCAE 7' L— R~DY 7 T —T V&% 2.7.4-
79 1TRT,

EMR100070-003 38R Tl & G HIRIHFIZ 7 L— R3LEO T LT F= U HINERD Hive o7z,
EMR100070-001 38R Tl & 5-HI I 7 L— R3L LD LT F = #INZE 5B L7 64 (0.4%)
DHIH, 27— FROET14 (0.1%), 37— FOEM/ITIL (02%). 4 7' L— ROBE[IT 1
4 (0.1%) IZF8D B, 14 (0.1%) TIHER—RA T A VD J L — R KHITH - 72, EMR100070-002
BRI, BEHMTICZ L= R3UED 7 LT F= I 14 2.5%) [ZRD B, 2 7 L—

DELTH -T2,
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#®274-79 JLT7FUERBOR—RXS54 U bR 5HBIHPDORANCI-CTCAE ¥ L— KA
DI +TF—TIL

Worst NCI-CTCAE Grade at Treatment

NCI-CTCAE Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Missing Total
Study Grade at Baseline n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Creatinine increased

003  Grade0 49(557)  20227)  3(34) 0 (0.0) 0 (0.0) 3(3.4) 75 (85.2)
N8 Grade 1 1(1.1) 7 (8.0) 3(3.4) 0 (0.0) 0 (0.0) 0 (0.0) 11 (12.5)
Grade 2 0(0.0) 0 (0.0) 2(2.3) 0(0.0) 0(0.0) 0 (0.0) 2(2.3)
Missing 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0)
Total 50(56.8) 27(30.7)  8(9.1) 0(0.0) 0(0.0) 3(3.4) 88 (100.0)
001  Grade0 1004 (69.1) 178 (123)  15(1.0) 3(0.2) 1(0.1) 55(3.8)  1256(86.5)
N2 Grade 1 13(0.9)  107(74)  24(1.7) 1(0.1) 0 (0.0) 5(0.3) 150 (10.3)
Grade 2 0 (0.0) 1(0.1)  17(1.2) 0 (0.0) 0 (0.0) 1(0.1) 19 (1.3)
Missing 4(0.3) 1(0.1) 0 (0.0) 0(0.0) 1(0.1) 11 (0.8) 17 (1.2)
Total 1021 (70.3) 287 (19.8) 56 (3.9) 4(0.3) 2(0.1) 72(5.0) 1442 (99.3)
002  Grade0 29(725)  6(15.0)  0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 35 (87.5)
N0 Grade 1 0 (0.0) 3(7.5) 1(2.5) 1(2.5) 0(0.0) 0 (0.0) 5(12.5)
Grade 2 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0)
Missing 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0)
Total 29(72.5) 9225  1(2.5) 1(2.5) 0(0.0) 0 (0.0) 40 (100.0)

Source: Integrated Summary of Safety Table 12.8.2.25.1
Note: No Grade 3 or 4 events were reported at baseline.
N/n=number of subjects and NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events

3.23 TEI73—ERVIN—E

EMR100070-003 75, EMR100070-001 55 & U8 EMR100070-002 545z D 7
FLg DR 5 B O K NCI-CTCAE 7' L — K% % 2.7.4- 80 (27”7,

EMR100070-003 #%%k, EMR100070-001 7%k &% O EMR100070-002 382 TiZ, 7 I 7 —EB KOV X
—EBOR—2T A OB E CUIEEE) OFRESUTFEREITNS <, BRIICEKRDO S
DARTFR S HiL7e o Tz,

EMR100070-003 382 Cix, 7L — R 3 L Lo GEHMFOT I 7 —EBHIMNE 14 (1.1%), U3
—EHINL 4 4 (4.5%) 12RO 5%7‘_0 71— K4 DU —BHEIME 14 (1.1%) (5O BT,
TL— K407 I T7—BEIMIBDO NIRRT,

EMR100070-001 382 Cix, 7L — R 3 L Lo GEHMFOT I 7 —BHIMNE 194 [1.3%, 7L
—RalZ 64 (04%) ], UV X—BEINIE 584 [4.0%, 7 L— K 41134 (0.9%)] IZRRD LT,

771

F—E RO AP
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EMR100070-002 ik Cix, 7 L — R 3 L EOEGHMFOT7 I 7 —B#EIMT 44 (10.0%). U X
—VPHEINT 74 (17.5%) ICROBNTZ, L —F 40U R—=EEINL3 4 (7.5%) IZ@RDLNT-
N, FL—R407 I T7—BEINIERD LN o T,

% 2.7.4-80 TE53—ERVYN—EEEORSHEPDHEANCI-CTCAE FL—F

003 001 002
Worst (N=88) (N=1452) (N=40)
Parameter On-Treatment Grade n (%) n (%) n (%)
Amylase (IU/L) High Any Grade >1 6 (6.8) 158 (10.9) 12 (30.0)
Any Grade >3 1(1.1) 19 (1.3) 4 (10.0)
Triacylglycerol Lipase (IU/L) High Any Grade >1 15 (17.0) 204 (14.0) 17 (42.5)
Any Grade >3 4 (4.5) 58 (4.0) 7(17.5)

Source: Integrated Summary of Safety Table 12.8.2.24.1
N/n=number of subjects and NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events

EMR100070-003 55, EMR100070-001 58 & OY EMR100070-002 Bk OFi &7 — 2 D7 27—
LY R—=BBE D=2 T A b EGHIM T O K NCI-CTCAE 7'V — R~Dv 7 7 —7 )L
B3 2.74-81 (T 7,

EMR100070-003 7k Cix, H5HIMFIZZ7 L —FR3UEOT I T —FBHIMNT 14 (1.1%) (27D
53, 37 L— RoE(NTH->7-, EMR100070-001 Bk Cl, &5HMHPIC7L—FR3UEDT
T—PHMAERBR L 194 (13%) D095, 27— RFOEIT 44 (03%). 3 7 L— FOEL
64 (04%), 4 7L — FOEIL 34 (02%) ([ZFEH HALZ, EMR100070-002 34U Tl &5
HRHPICZ7 L —R3EOT7 I 7 —BEMERE LT 44 (100%) O 5, 227 L— FOE[kIT 1
% (25%). 37 L— ROEIX24 (5.0%) IZBD LT,

EMR100070-003 3B Cid, &GP/ L —R3 U ED Y R—PHEMERI L= 44 (4.5%)
DHIH, 3 7L —ROET 14 (1.1%), 4 Z7L—FOEMIT 1 4 (1.1%) IZRO LT,
EMR100070-001 i CTid, #5HMFIC7 L — K3 L EDO U R—PHEMEZRH L= 584 (4.0%)
DB, 27— FOE[ITTL (05%). 3 7L —FOE[|IT 234 (1.6%). 4 7 L— FOE(LE
64 (0.4%) IZF Bz, EMR100070-002 55R Ci, &GHIMHFIC7 L— R3LLEO U N—EH
MZEFBEL L1274 (17.5%) D 5 6.2 7 L— ROEALIZ 14 (2.5%) .3 7 L— ROEARIEZ 3 4 (7.5%) .
4 7 L— FOEIT 24 (5.0%) IZRRD bz,

FEAEDT I T —BHME Y R—BHINIERZ > T 57, REEEOERIIRD b
2ot (2.1.8.1 IH),

% 2.7.4- 81 TEIS—ERVI)N—FEEEDR—XS5A Uh o5 B ORK NCI-CTCAE
JL—KADLI7 +F—T)L

Worst NCI-CTCAE Grade at Treatment

NCI-CTCAE Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Missing Total
Study Grade at Baseline n (%) n (%) n (%) n (%) n (%) n (%) n (%)
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Worst NCI-CTCAE Grade at Treatment

NCI-CTCAE Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Missing Total
Study Grade at Baseline n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Serum amylase increased

003  Grade0 73(83.0)  4(4.5) 0(0.0) 1(1.1) 0(0.0) 5(5.7) 83 (94.3)
N8 Grade | 1(1.1) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 1(1.1)
Grade 2 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)
Grade 3 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)
Grade 4 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)
Missing 3(3.4) 1(1.1) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 4(4.5)
Total 77(87.5)  5(5.7) 0(0.0) 1(1.1) 0(0.0) 5(5.7) 88 (100.0)
001  Grade0 882(60.7)  74(5.1)  16(1.1) 6 (0.4) 3(0.2)  259(17.8) 1240 (85.4)
N2 Grade 1 23(1.6)  27(19)  8(0.6) 4(0.3) 0(0.0) 6 (0.4) 68 (4.7)
Grade 2 1(0.1) 4(0.3) 5(0.3) 1(0.1) 0(0.0) 1(0.1) 12 (0.8)
Grade 3 0(0.0) 0(0.0) 1(0.1) 1(0.1) 1(0.1) 1(0.1) 4(0.3)
Grade 4 0(0.0) 0 (0.0) 0 (0.0) 0(0.0) 2(0.1) 0 (0.0) 2(0.1)
Missing 72 (5.0) 4(0.3) 0 (0.0) 1(0.1) 0(0.0) 7(0.5) 84 (5.8)
Total 978 (67.4)  109(7.5) 30 (2.1) 13 (0.9) 6(0.4)  274(18.9) 1410 (97.1)
002  Grade0 28(70.0)  6(15.0)  0(0.0) 2(5.0) 0(0.0) 0 (0.0) 36 (90.0)
N0 Grade 1 0 (0.0) 2(5.0) 0 (0.0) 1(2.5) 0(0.0) 0 (0.0) 3(7.5)
Grade 2 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)
Grade 3 0 (0.0) 0 (0.0) 0 (0.0) 1(2.5) 0(0.0) 0 (0.0) 12.5)
Grade 4 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0)
Missing 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0)
Total 28(70.0)  8(20.0)  0(0.0) 4 (10.0) 0(0.0) 0 (0.0) 40 (100.0)

Lipase increased

003 Grade 0 60 (68.2) 2(2.3) 4(4.5) 1(1.1) 1(1.1) 3(3.4) 71 (80.7)

N8 Grade 1 4 (4.5) 2(2.3) 2(2.3) 0(0.0) 0(0.0) 0(0.0) 8(9.1)
Grade 2 0(0.0) 0(0.0) 0(0.0) 1(1.1) 0(0.0) 0(0.0) 1(1.1)
Grade 3 1(1.1) 0(0.0) 1(1.1) 1(1.1) 0(0.0) 1(1.1) 4(4.5)
Grade 4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0)
Missing 4(4.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4(4.5)
Total 69 (78.4) 4(4.5) 7(8.0) 3(3.4) 1(1.1) 4(4.5) 88 (100.0)

001 Grade 0 815(56.1) 69 (48)  25(1.7) 21 (1.4) 6(0.4)  243(16.7) 1179 (81.2)

N2 Grade 1 23 (1.6) 18 (1.2) 8 (0.6) 6 (0.4) 2(0.1) 13 (0.9) 70 (4.8)
Grade 2 9 (0.6) 5(0.3) 4(0.3) 7(0.5) 1(0.1) 1 (0.1) 27 (1.9)
Grade 3 5(0.3) 2(0.1) 4(0.3) 10 (0.7) 3(0.2) 3(0.2) 27 (1.9)
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Worst NCI-CTCAE Grade at Treatment

NCI-CTCAE Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Missing Total
Study Grade at Baseline n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Grade 4 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Missing 70 (4.8) 6(0.4) 5(0.3) 1(0.1) 1(0.1) 21(1.4) 104 (7.2)
Total 922(63.5) 100(6.9) 46(3.2) 45 (3.1 13(0.9)  281(19.4) 1407 (96.9)
002 Grade 0 23 (57.5) 5(12.5) 2(5.0) 3(7.5) 2 (5.0) 0(0.0) 35(87.5)
N0 Grade 1 0(0.0) 0 (0.0) 2(5.0) 1(2.5) 0 (0.0) 0(0.0) 3(7.5)
Grade 2 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0)
Grade 3 0 (0.0) 0 (0.0) 1(2.5) 0(0.0) 0(0.0) 0(0.0) 1(2.5)
Grade 4 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.5) 0(0.0) 1(2.5)
Missing 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Total 23 (57.5) 5(12.5) 5(12.5) 4(10.0) 3(7.5) 0(0.0) 40 (100.0)

Source: Integrated Summary of Safety Table 12.8.2.25.1
N/n=number of subjects and NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events

3.24 ZDMDOELFRERE

EMR100070-003 &k D 7 L — R 3 DL EOFR G W F OEb &R 23 2.7.4- 82 1T T,

= 2.7.4-82 JL—R3ULDOEESHEPOELFREBREE (EMR100070-003 ;HER. &£
MR RER)
Parameter N=88
NCI-CTCAE Grade?® n (%)
Hypoalbuminemia
Grade >3 2(2.3)
Grade >4 0
Missing 3(33.4)

Alkaline phosphatase increased

Grade >3 1(1.1)
Grade >4 0
Missing 3(3.4)

Creatine phosphokinase increased

Grade >3 1(1.1)
Grade >4 0
Missing 9(10.2)

Gamma-glutamyltransferase increased

Grade >3 6 (6.8)
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Parameter N=88
NCI-CTCAE Grade® n (%)
Grade >4 0
Missing 3(3.4)
Hyperglycemia
Grade >3 7 (8.0)
Grade >4 0
Missing 4 (4.5)
Hypoglycemia
Grade >3 1(1.1)
Grade >4 0
Missing 4 (4.5)

Source: Refer to Study EMR100070-003 Clinical Study Report Table 46

# Toxicity was graded according to NCI-CTCAE v4.03 and reported for the worst toxicity recorded. A subject may have
more than one event within grade.

N/n=number of subjects and NCI-CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events

EMR100070-001 FRERDILK/S— b TIE, 13 & A EOBGHIR PO A L ERAHRFEIT 7 L — 1
Xid2 TH -7 (EMR100070-001 35k CSR % 66 Z:M) . FEBLAN 5%LL LD 7 L— K 3 LLEOES
IR O AL R AEIE R 2 L TIDR T

o GGTHEM: ZL—FR3MB974 (6.8%). ZL—FK4213304 (2.1%)
o BIKE: FL—R3INT24 (5.0%). ZL—FK40n44 (03%)
o BT FUTAIMIE: ZL—R3IN1324 (92%). ZL—F 42884 (0.6%)

EMR100070-002 FXEBR DL/ S— R TlE, 1T & A EOEGEHM T oA FHREMEEFIZT L — R 1
NiE 2 Tho7z (EMR100070-002 7k CSR ZHR), FILFED 5%LL ED 7 L— K 3 DL Lok 58
AL RAE R 2 LU FIORT

s EKTVTIUIMAE : ZSL—R308 44 (11.8%)
o BMEBEEGE : L — 3024 (5.9%)

o KFRYUTLAMAE: ZL—R30834 (8.8%)
« GGTHYM : ZL—K30824 (59%)

3.25 BRIRRILE Y

EMR100070-003 5% Cix., FT4 &N TSH O#EB AL EICK VFHME L7z, 7T\~ T7#E
D FT4 OEHEOHERB ITFEMEMEN TH 0 | BRANICER DO B AT b/~ 7=, TSH T
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1, 13 3 B EEMEOEMAFRD b7, ZHUT 1T ADIMUBEIZL Db D EE X BTz, 25 HHE
R O A& T I O EEITEEERN TH - 72,

EMR100070-001 55 (EMR100070-001 3% CSR % 15.3.5.14V, % 153.5.14W, # 15.3.5.15V, #*
153.5.15W 2/) Tlk, X—2 74 V' ROFEGHIM T 1 BIPL RGN 2 52 0 7ok T, LR O X
D72 FT4 e O TSH DORX—Z 7 A b DEALFRD BTz -

FT4 (pmol/L) :

o R—R T A AEMIEHEREN T, B GHIR I EYEMRTE O AT DT HRE 1T 741 44 61
% (82%), N—AT A MENEHEE LB 2 TR Y, #5HPICERERRBEOMNTRD b
THEREIT 84 (11%) Tholz,

o R T4 U MENHAEEN T, B T B B 2 A E IR BT BRI 1T 741 4
T4 (9.6%), N—AT A ENEEMAR CTH Y . 5P EERE L2 B2 PR 5
NIWEREIL 54 (0.7%) Tholz,

TSH (mU/L) :

o R=RT A MENEHEEN T, F G HIR IS EEE R OEFE O DI TR 1 756 4 H 62
% (82%), N—RAT A MENEEEEZBZ THY ., BRI EEEREOMEIFED b
TR E X 134 (1.7%) Tholz,

o R—R T A AENIEHEFEN T, 5 IR 2 8 2 D580 B TR 1X 756 4
1314 (173%), N—RA T A AMENEEEARGGTH O | 5 WM A2 B 2 2 @780
ONT-HEEREIT 104 (1.3%) Thoto,

EMR100070-002 352 (EMR100070-002 #85* CSR % 15.3.5.14V., # 15.3.5.14W., #* 15.3.5.15V, #
15.3.5.15W &) Tlx, "= T4 KOG T 1 [BILLEFEE 2520 72988k E T, ITD X
972 FT4 LY TSH DO RX—RA T A L InEDEALRBD LTz :

FT4 (pmol/L) :

o RN=RT A AMENIEHEEAN T, G-I TR O AFED S 7o BRE 13 37 4 4
4 (108%) Th-oiz,

o N2 T A MENFEUEEN T, BG5BT IEAEE 2B 2 D380 5= HEREIL 374+ 3
4 (8.1%) ThoT=,

TSH (mU/L) :

o RN=RT A AMENIEMEEAN T, KGR TR O A0 S 7oA 13 37 4 h 7
4 (189%) Th -7z,
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TS 2.7.4 BRERAR &M DOHE

o N T A MENFEEEAN T, B 5-HIRE ICEEE 2 2 DR DIV EERE 1L 3T A4 T
4 (189%) Th -7z,

G0 B OO HR AR B (HOIR IR REIR TE, HUIRARFERE TTEE K ONHIR IR K 2 & de) 13 2.1.8.1.3.5
H|\ZFEHE LT,

33 RERME
3.3.1 7RIV T DIMEDHA

EMR100070-003 7%, EMR100070-001 #%%5% & 08 EMR100070-002 55 D Hi Mk (4585k D CSR
TIXLRNZ e Ml MR & £iD) ORERZ £ 2.74- 83 (xd, FIMERE, WM., BT O
SEIRE, AN OV et (Module 2.7.2.4.1.5 2MR) & ORRE & T FEOR R IT Module
27241 2 H LT,

EMR100070-003 3R CTlX, ARI72MAERREZAT D 88 4D 55, HrdEhuikns 1 | ERGET
ol WERFIL3 4 34%) THY, WTNLHINEANTH 72, EMR100070-001 3R TiL, A2h72
MERREHT D 1396 4D H b, FUEEWHUAN 1 [BILLEBETH - 72 98E 13 53 4 (3.8%) TH
-7, EMR100070-002 FRERCTiX, A2 ERREGTH 40 40 5B, FUEBHUAD 1 [BILL L
PETHSTHIRE T 2 4 (5.0%) Tholc, ANRMEMEELAETLAARNEE R B3 4D,
PUEEMHUAD 1 BILL R Ch > 7ol 13 2 40 (4.7%) Th o7, FRHURDFHAM & FHl S 41T
WBN, N F— g VFLOFHIEIT E 2N STV e (Module 2.7.1.1.3.3 Z7),

#*2.7.4-83 nEMIIEDORER

Subjects at Risk EMR100070-003 EMR100070-001 EMR100070-002
Ever positive n/NO (%) 3/88 (3.4) 53/1396 (3.8) 2/40 (5.0)
Pre-existing positive n/N1 (%) 0/85 7/1230 (0.6) 0/40
Treatment boosted n/N2 (%) 0/79 0/1142 0/37
Treatment emergent n/N3 (%) 3/82 (3.7) 46/1301 (3.5) 2/37 (5.4)
Transient positive n/N3 (%) 1/82 (1.2) 15/1301 (1.2) 0/37
Persistent positive n/N3 (%) 2/82(2.4) 31/1301 (2.4) 2/37 (5.4)

Source: Integrated Summary of Safety Table 12.9.2.1.1

NO: Number of subjects with at least one valid result at any time point.

N1: Number of subjects with valid baseline result.

N2: Number of subjects with valid baseline result and at least one valid post-baseline result.

N3: Number of subjects with at least one valid post-baseline result and without positive baseline result.

Treatment emergent: Not positive prior to treatment with avelumab and with at least 1 positive post-baseline result
Transient: If treatment-emergent subjects have a single positive evaluation, or duration between the first and last positive
result <16 weeks and the last assessment is not positive.

Persistent: If treatment-emergent subjects have duration between the first and last positive result >16 weeks or a positive
evaluation at the last assessment.

n=number of subjects
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TS 2.7.4 BRERAR &M DOHE

U oo B TRER O M Module 2.7.1.3 IZFC# L7,
3.3.2 REREEEEEZOER

BHNRMEREREGTIHBED > B, X—=RA T A 2G0TI OR U CHERY PR D Bk
T o T X, EMR100070-003 3BT 3 4 (3.4%). EMR100070-001 #Bx T 53 44 (3.8%) .
EMR100070-002 i&B2 T2 4 (5.0%) ThH-o7-,

PUEEMPURDGIE TH - T2 iBRE N D7 N2 L ICEET D20 ENH DA, TEAE OFILEL, »
TN DORE L THIDPURD 1% T & o TR & DT IO T O I TR G Tld e o
T #ERE CRIRE Ch - T,

M ZRMORSR (a7 ) U ERE) ZHICEHME L7-FER. PrEEmHTRB MO8
B ICBL L2 IRR (X194 DA (ZDH 6 3 ZITIRBEOEZL G H IEIZE 572 IRR) TH 72720,
Gl R & Z O RREBRITRE SR o7 (Module 2.7.2.4.1.5 &),

4 NAZNFA 2, BRHIRRUVLREMEICEET S thDBRER
41 NAENLFAY

TN TIZE DA B YA (RE, BML, JEESI R OUGHELE) (253 28136580 5
N o7-,

EMR100070-003 7%, EMR100070-001 7 (JLK/S— R D A) &Y EMR100070-002 75k D A4 |
DEE ONER L DFRER B DOFE R % LL N ITR T,

EMR100070-003 3Bk Tlx, 7L~ 7IC L AR, DHEECSUIMERENZ 3 2 2GR b7z
Mo 7= (EMR100070-003 7k CSR % 15.3.6.1, & 15.3.6.3, % 15.3.6.6 XK 15.3.6.7 &),

EMR100070-001 585k (JEK/S—F) Tlk, 7L~ 72X DRIE, DU I 4 5 %
BIIRO DTz, BRRMICEROH 5585 & LT, FRIED 120 bpm LLET, RX—ZX T A >
25D 20 bpm LA ED EHZFED O -9 1 87/1374 4 (6.3%) . ARFHIELAS 50 bpm LLF T, ~X—
ATANBHO 20bpm ML EOKTARD SN HBREIT 171374 4 (12%) Tho -

(EMR100070-001 3%k CSR 2% 68 Z:Hf) ,

EMR100070-002 7R TlE, 7L~ 7IC KD NRMEL, AR SUIERENZ 3 5 2 203580 b7z
M7z (EMR100070-002 78k CSR 2 15.3.6.1v 2 OV 15.3.6.1w &),

42 BABIFTR

Z R BR TIX AR AT RO M X it &k 2 @RI 1TVy (EMR100070-003 #XE% CSR 9.5.1 IH,
EMR100070-001 £k CSR 9.5.1 T, EMR100070-002 Bk CSR 9.5.1 &) . F{RHIFT R.OZkIT
TEAE & LC#ETHZ L L LT,

43 LEHX

O 2 D FE B X EMR100070-003 7458 T 17%. EMR100070-001 #5% T 9%. EMR100070-002
HMEBRT 5% THY ., &bRERERNE: - 2 ONEEE TSR (EMR100070-003 X5k T 3.4%.
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EMR100070-001 55 T 2.4%, EMR100070-002 7% T 0%) Td 7=, EMR100070-003 55k Tk
FEEDORBLRN @D o TJRRIEL, MIBEFPERTH Y | &IilEOWREEE A3 2 8EFH OEIG D&
MolzlzbLE 2 b,
DEROFRRFTHE, VT L~ 7 ORTGEE & QTe DRIRDOIAMRIT O kL, DEROFKAR
e O B & QTe OBEUR DN (Module 5.3.5.3 QTc G ES M) 1CiiHi L7=,
FOIRHE R L OWREE i & QTe D BIFR DfENT % & Lo LB OFENT OFE R, 7L~ 712 X 5 L
IR~ DEERINCER D & 2 BT b o T2,

4.3.1 T—2 RUHRD DR

DEMOATIZIE 3 3Bk (EMR100070-003 785k, EMR100070-001 78k, EMR100070-002 #XE#)
DF—H @i,

I B OFRERTIL, BB Ok~ 2 KBERF O 551 K O 5% 2 RERFRILINIC QTe ZlE Lz, 7
UL 7 O MG R IRE X, PR G% KON 2 8 2 & O kBER O B 58l OG-8 T 14 2 Refi] LA
WHIE LT, 7L< 71285 IRR ZEOUL PRI 5720, 7V~ T HRERIICY 728 R
AT K BRI A HEICIT o2 GRBRTT UL~ 10 mgkg D G- %% F -9 X T OMBRE D
Ih, V7t RT I OB EZITTEBRE OIS 66~80%TH-72),

432 DER DR E RN

DX OFEAIRHTIZ . EMR100070-003 35 (10 mg/kg) . EMR100070-001 545% (1,3, 10 & O 20 mg/kg)
S O EMR100070-002 3% (3, 10 X TN 20 mg/kg) TT L~ 7 % 1 [HLL EFRE S, HEHIEHFIC
it il O LB OE BICES O LEROFHEZ 1 B EZ T 72T X TOWRE 245 L L,
EMR100070-003 55D 86 44, EMR100070-001 78R D 1474 44 & Y EMR100070-002 #5#k D 51 4 (Gt
1611 4) BEENT-, KEHOHEHRHE (n=1562) 1T7 ~/L~7 10mgkg O LG %% T,
EMR100070-001 7% & EMR100070-002 FBR DHLERE OVER K OFENITFLIL TW iz, T b 2
Bk & tb_"C, EMR100070-003 7Bk Cldmin (75 Ll L) O#ERE OBIE K OCBHEOEIE &) -
776

FEAMIE Module 5.3.5.3 QTe #hil # (2 ftdk L7z,

4321 DERORBHE

QTec DM TiZ, 4= 3 3R (EMR100070-003 3k, EMR100070-001 7k, EMR100070-002 ##k)
DREE R P_X—2 T A b DR (AQTe) Z &R K OSBRI AER LT,

PREBREEME A O IR IEREIC L0 D EdfIE L7z QT % (QT interval corrected for heart rate by
a project specific factor; QTcP) & TN Fridericia 212 & W L%k iE L 7= QT [EF@ (QT interval corrected
for heart rate by Fridericia formula; QTcF) # % H L7-,

EMR100070-001 FABA T 7 ~L~ 7 10 mgkg D545 1T 7= 1436 4Tl 25 H £ TOFTRTH
BIERE LT AQTeF K& Y AQTeP DI G-/ T 5 msec A, #5:-% 2 F[H] T 10 msec A (90%
CI @ _EBRIE 12 msec Ajifi) ThH -7,
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TS 2.7.4 BRERAR &M DOHE

25 H X 0 %1% 10 mg/kg A — b OFFFTRIGHE 100 4 A & 72 0 . AQTeF O FE-HIfE D 90% CI 73
IRL Tp oz, FRMTRIGEDS 100 2 ARG ORPERF R DA T, TX~< T EE#HD AQTcF O NFEIEH
10 msec 8 15 msec K & 72 o 77,

QTc DRPEM KL O AQTe LI H D ENRKEN 72, 10 mgkg 27— hTiE, 25 B H £ TD AQTCF
DOIEHE(R 721% 18.2~30.0 msec (FITHJ 20 msec) ThHh V. #ERE LD D72\ 33~91 i B CTIIAEHE(R
7213 11.7~329 msec TH o7z, AQTcP DXL >E L FEEETH - 72,

W DOHETH AQTCF M Y AQTcP DHERSIZ — T DIFEANITFRD B/ - 7=,

EMR100070-001 7Bk D 7 ~/L~ 7 10 mg/kg #5850 QTe DFEFIL, OB K VHEDORER &
EERBNTIRELL T,

43.22 FRARMICERDOH D LDERESE

DA%, PR A, QRS. QTcF, QTcP, AQTcF MY AQTcP DEGRIIIZEIRD & 2 B & fRAT L
72

42 3 B D KRR BT ORI G L T o 12T L~ T OB G- 22T - 9BrE O 5 b IR I
Mk CHIE S 7z DX TR HE Y O QTeF 23 500 msec % k- [B] - 7= #%5%%# 1% 10 mg/kg 24— F D
334 (2.1%) DI T > 7=, AQTCF 73 60 msec % F[a] 5 72 #5RF 13 10 mg/kg 24— K T 594 (3.9%) .
20mgkg 2 AR—RFT1H ThoT,

QTcP DFERGFEERTH O . HHHIMIH D QTcP 73 500 msec % E[F] > 7= # R 1% 10 mgkg = A —

FD 314 (2.0%) OHTH -T2, AQTeP 7% 60 msec % L[a] - 7= H5R#F 1L 10 mgkg =4 — b T 50 4
(3.3%). 20mg/kg 2 — K T24TH-72,

B HHIE @ QTcF X% QTcP 73 500 msec # LAl > 7= #BRF I, 7= kB KT I U ORIEIED
HEZ L DERRINCERO B 5 23RO b 72, QTcF 738 500 msec % k- [A]-> 7= #7853 1%
D 0 23 25/1214 4 (2.1%) . %&ﬁ&LﬁWB%ZIQTm Thv, FRETH-T,

TRBR FEH St s CHIE S 7z QTe D FH (G-I H1 0 QTeF Xid QTeP 7% 500 msec LA 7>, AQTCF

% AQTCP 73 60 msec LA _|) Z FERIZFEA 32 72 b D EE M 12 L D BRI O I E 21T > 72,
DEXOHICHIEN TE R o7 47 4 (BERFEEkiER CRIE SO LEROHIDT-0) ZEr
X, DEXOF YA E T QTeF 28 500 msee % kAl 7= #BE 1 IFHM 7T RE 7 12 A4 1 44, AQTCF 2%
60 msec % _b[A] > 72 WEERE 1 XEEA ATAEZR 20 4 2 L DA TdH - 72, AQTeP D HH|E T [7 UHEER
FHCRE PR STz, T ORERIICROHE & —F L, 1RBREHMEE ORIE Tk QTe O KEH
WRICHE 4L, BEEORBIEENSERFMMEIND Z L E2RB L TND,

QTe DEF DR S 472 3 44 % BITFHE L 72/ W T I ORE & OIE R OREEZH T 270,
QTe ZIEESHLZ ENMLNTVWIENEIHALTEBY, 34T 2 LI 0OIHS—RA A —H—%&{f
FALTWe, 34D 955 QTec DEFEICL Y 7L~ 7 D E %2 hlr L= BRE 12\ o 72,

«  QTcF 7% 500 msec % L[Fl> 7z (FYHIEIC L DG W H O QTcF 73 513 msec) #RERA
100070-003-404-0001 Ti%, ~X—RZ 7 A L FED QTcF I& 510 msec TH Y, Pk A X I VHE T
JAZaNT 2= VT I UKL DEHRENMTONZ, S5, $BREITEELRRE S L CRIM
POFRIE, BET Ry 7 X=X A= —fAKROENELZ A LTz, HIRHEEDFEETH
ST TODOLEXTIE, WINHOLER—  ZHHAENED i, QTe HIEDEEICHEL T
Wi EEZ bz,
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«  AQTcF 7% 60 msec % E[Al572 24 (FRISHE CTHER) T, QTe ZIER S5 Z ENFM LT
WHEMMBHEH STV, 14 (353 100070-001-159-0019) Tid_X— R F A FED QTcF
73 376 msec, #GHAMH D QTcF D KAEA 468 msec T 0 . 2 BRI, i IiLE K& ORARD
WENRH Y, QTe ZLESHELZ ENMONTVWDIEMTHILIA VX ot bhny, aaxoy
LW 7z RZIVBNIFHIN TV, Bl 14 (8 100070-001-122-0025) TlE~—
Z T A D QTCF 73 400 msec, #5115 D QTcF Dt KMEAS 491 msec T V) . wBER A
PRAL BIIER A=A A= —fBADIFRENRH Y, QTe ZHER SHEDHZ ENMBN TV DK
MTHHARLa R KR T2 RTINS TV,

S 612, IRBRIFEMENEE T QTcF X% QTcP O EA MIE iz 79 4 Tk, BHHIMHIZ QT LK
Kﬁﬁﬁéﬁbﬁm%é@wmﬁ%$ﬁ(%w%~F R ART > b DEMEENR, DEME, D
FHHEY, DEMEAREENR, Kb, AR, 2ER5E) 1TRD bR T,

%%%&%Lﬁ% TETERVWHEESESLE LT, LEBEX QT IERIX 7 A RO LN, T4 6
4, ClE QTe D Ha (BEHIRI > QTcF X% QTcP A% 500 msec LA E72> AQTcF X% AQTcP 73 60 msec
% Elrlo72) 0 wu&)%ﬂﬁ“ TRTCOPWHRE TQTe ZIEESHDL I ENHOLNTVWAHEYTHDH Y
7t R IVOFHRENMTONTZ, T 4D BINLDOERIZEIN TN~ TORGEETL
TR 1IN Do T, T4 1 4 TIRIEBRIEIENEE T QTe DEFE NHIE S N7=23, LERKOF L
M EIT N T & 72 o To, APERE (W5 100070-001-410-0004) (X7 /v =2 — VELH OIRENR H 0 |
&5%%¢@A@HW%Mmm%Lﬁot0%=x§4yﬁ@qm%Mnnmc&5%%¢®QRF
DI KAED 496 msec), QTc DEFIZ LD 7L~ T7 DOEEITHR S, AFELIMIE L, #
%%HQR%ﬁﬁéﬁé_k#ﬂ%hf“éi%f%ém7&//%ﬁ%bfwto

43.2.3 BEE—QTc DR

WRFE B —QTc f##T1X. EMR100070-003 545, EMR100070-001 55k & U8 EMR100070-002 75k C#
B & O 5% 2 R O 3 EhE & LEX OF — R R ORI ER R 2 22 1 DU EET 53T
DYEERE xR & Lz,

MICIRGDIRET NV EHNT, 7L~ 7 OMiEHFIRE & QTe LT AQTe DR H D BEf% % fif
ML,

BFIZ, QTcF XX QTcP 1%, ¥ 7 = b KT I VOFERNOT ~)L~ 7 OIiEHIEE & QTe DREf%
D LA ERIF IV,

W R B —QTe fRHTIZ. 689 £ DBEINLET-T ~ L~ TS L RS — B % F2 06 2 e R 5t
2L % 1 ERIEDLER 2194 SOEREZ AVWTE L7z, REEE— AQTe OREfROMENT T, [F
Lﬁ%%lﬂ%«~z74/ﬁ@@mﬁ@&w%%%%@%btmwE@@ S & N, T UL

WL D IRR R T 5720, IEFHOBMTT N~ 7 2R ETHRIIY 7B RT3
ﬁ&%ﬁﬁ%mﬁbnfwk(97iytF?ﬁV@&ﬁﬁEm\Tvaf1omﬁg?%~w%
DHIPH)

BEROETETALTIE, P72 RT3y (V720 FII U0 LEETHER) 12XV
AQTcP DO TN TIEH 2 NHERIERE (3.363msec) N HNT-, 7=t F7 I X IRR D
BEHXIX T O DIZHRBRPICHBEIEH SN HED 1 > Th b, ZOfRIITY 7 FT
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I L QT IERE OFHRE & 7R3k & —F L TV 5 (Husain 2010, Zareba 1997) , Zareba @ 3k T,
U7k KT 2500 mg &G ST BRSO QTe (453 + 43 msec) 13, fEFEAEERE (416 + 35 msec)
CHANTHEICIER L2 (P<0.001),

FHEMSEDBIREMNT OFER., 7 2B RIIVIET AT ORER ERIER2WEEZ LR
%2 LIXHEETHD (Module 5.3.5.3 ms-emr100070-001-002-003 FHEM S EBREH AL TS IR), ¥~
T RTIVICEDQTe DIERIL, V7 2 RTIINCE DTN~ T DREOENICED b
DTIEFERNEZZ BID,

U7z b RTIVEMEH LIEHERE T, 7oL T 10 KON 20 mglkg £ 514 0 i e A
J£ (maximum plasma concentration; Cmax) HERFSLDET /L CTHEE L7z AQTe D 90% CI & LRI,
WIS Tmsee Kiii CThoTz, V7=t T I UEFEH LR 72HE TIE, Crnax BIERF RO
AQTe 1T LV /NS D EFEABNI,

433 DEROHE

VR X O AT TUEL K 1600 44 O i =B HIFEIC & 5 1 [BIHIE D 16000 {4 % i 2 5 L FEX]
AW, FORERELLTIORT

o K7 ORNERE R T AQTeF LT AQTeP O Y I345% 5-71C 5 msec A, #5574 2 Wefi] C
10 msec AJifi (90% CI D _EFRIE 12 msec Aiifi) TdH -7z, QTcF, QTcP, AQTcF & TN AQTcP I%
X5 2 & A KE <, EMR100070-001 FABRD 10 mg/kg = A — b Tld AQTcF DIEHE(R 1L R ER 5y
DR ERF U CTHI 20 msee (FiPH : 11.7~329 msec) ThH o7z,

o JRBRSEMfERY ORIEIZ L D ERRIICER O H 5 0 ER B OfENTTIX. &5 T O QTcF 23
500 msec % _b[A] > 7= #BRE 13 10 mg/kg 2R — F D 33 44 (2.1%) DA TdH > 72, AQTCF 7% 60 msec
Z blal o 72 g8 E 1L 10 mg/kg 2AR— R T594 (3.9%). 20mgkg 2 A— FT14 ThoTe,
QTcP DFER B FEETH 72,

o DEXOHIHIE T QTCF 23 500 msec & 0] 7= g BRF 1 XFHE AT EE 72 12 4 1 4. AQTCF 73
60 msec & _E[A] o> 72 BRF IR AT REZR 20 4 2 4 DA TH -T2, ZTNHD 3 ZITNTID
QTc L & BT 2 LIROFEZ AT 570, QTe ZIEE S D Z LN LINTW5EYZNFH
LW,

o JRBRSEMMERS OHIE TIX QTe DHKAEAMEKIZHIE v, BFEOIEBLEHE KGN S 7z &
Ez bz,

o EBERET AL HIRTER L AQTCP O RIFR DM B2 LA FITRT -

e U7xlERTZIUIZED AQTP DO T 0 Tldd 20 AH B ER [3.363 msec (90% CI:1.851
~4.874), P<0.001] 278D LI,

o TAULY T DORREIZE D AQTCP 1Tk 2 BT/, V72 RT I VORBEOHIE
#% OFE X 13 0.003 msec/(ug/mL) (90% CI : —0.002~0.009) TH V., 0 L OHFEEITED B
72Tz (P=0.266),
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e U7zl b FTIVERMEH LIRS TIEX 7L~ 7 10 LT 20 mg/kg B 5% D Conax JIE
RELDE T /L THEE L7z AQTCP 13/h & < (N E4 3.492 K TN 4.172 msec) . 90% CI D LR
W E 7msec R CTH Y, 20 msec & K& < FlE- 77,

o [FAIBRIC, BRHETET T K DWgER B & AQTCF OBIROMFNT Tl 7L~ 7 DOREIZ X D AQTCF
WX T Bl NE<, V7 2 RT X U ORBOHMIER O/ X 13 0.005 msec/(ug/mL) (90%

CI : 0.000~0.010) THH, HETIER)»>7 (P=0.123),

e U7zl b RTIUEMEHLEEEBRE TIE. 7oL~ 7 10 OV 20 mg/kg 54D Conax I TERE

RODET IVTHEE L7z AQTCF 13/h &< (Z1ZEH 3.650 1Y 4.650 msec) . 90% CI @ _EBRIFT U

THH 7msec R TH Y, 20 msec 2 K& < FlEl- 72,

PIbEXY ., RS T — 2 RO T~ nE /) 7a—F Lk chr b —EH LT, &
IR B M O ER B & QTe D BIFRDOFRNT %2 & T BRI DT OFEF, 7~ L~ 712 X 2 D50 i
~OERRINTERD & % 5 BIT3RD b igino 7z,

5 HAGBEERARUVRETOREM
51 HNENH%ER
511 i

NR—= R F A CBEOERNIT, 65 AT, 65 bl b 75 s . 75 milbh b 85 At & O 85 mk LA b od
SSHATHEF L2385 ik LA F O WEBRE 1T 72 Dr o 127280 .75 ik LA I 85 Rim OB E LA LT,

(T

EMR100070-003 3 Ti%, EMR100070-001 35k L 0 2 ICHERF OB ERA LG L7z, 85 mAlili
DOWERE D 100 NMEH 72 0 OIRFEWIR L, EMR100070-003 752 T 0.10~0.14, EMR100070-001 7{5%
T0.54~222 Th-o7= (ISS # 12.53.2.1 ﬁﬁ’é) o

EMR100070-003 #%%, EMR100070-001 75k & O EMR100070-002 #5k O4FE 5l > TEAE OBEZE %
#2.7.4-84 "7,

TEAE OFBLERIIEROY 7 7 )— TR TRIKIIC Iﬂ&ﬁ?ﬂ@ 0. IS X DD R EIEEE
DAL o Tz, FlnD E5-& & BICEFMENMET 3 D2 HMITFERD bivie o7z,

& 2.7.4- 84 Final D TEAE DHE (REMMBTHRER)

003 001 002
(N=88) (N=1452) (N=40)

Event n (%) n (%) n (%)
Number of Subjects by Sub-Groups

<65 22 (25.0) 808 (55.6) 25 (62.5)

>65 - <75 35 (39.8) 435 (30.0) 13 (32.5)
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TS 2.7.4 BRERAR &M DOHE

003 001 002
(N=88) (N=1452) (N=40)

Event n (%) n (%) n (%)

>75 - <85 28 (31.8) 185 (12.7) 2(5.0)

>85 334 24 (1.7) 0(0.0)
Subjects With At Least One Any Treatment Emergent Adverse Events

<65 22 (100.0) 751 (92.9) 23 (92.0)

>65 - <75 35 (100.0) 410 (94.3) 13 (100.0)

>75 29 (93.5) 198 (94.7) 2 (100.0)
Treatment Emergent Adverse Events Grade >3

<65 14 (63.6) 427 (52.8) 10 (40.0)

>65 - <75 24 (68.6) 204 (46.9) 6(46.2)

>75 16 (51.6) 92 (44.0) 2 (100.0)
Related Treatment Emergent Adverse Events

<65 18 (81.8) 528 (65.3) 17 (68.0)

>65 - <75 26 (74.3) 271 (62.3) 13 (100.0)

>75 18 (58.1) 143 (68.4) 2 (100.0)
Related Treatment Emergent Adverse Events Grade >3

<65 209.1) 91 (11.3) 1(4.0)

>65 - <75 2(5.7) 37 (8.5) 1(7.7)

>75 0 (0.0) 18 (8.6) 1 (50.0)
Treatment Emergent Adverse Events Leading to Permanent Treatment Discontinuation

<65 0 (0.0) 97 (12.0) 3 (12.0)

>65 - <75 1(2.9) 66 (15.2) 2(15.4)

>75 1(3.2) 30 (14.4) 1 (50.0)
Related Treatment Emergent Adverse Events Leading to Permanent Treatment Discontinuation

<65 0(0.0) 45 (5.6) 1(4.0)

>65 - <75 1(2.9) 32 (7.4) 1(7.7)

>75 0(0.0) 13 (6.2) 1 (50.0)
Serious Treatment Emergent Adverse Events

<65 8 (36.4) 345 (42.7) 2 (8.0)

>65 - <75 18 (51.4) 165 (37.9) 5(38.5)

>75 10 (32.3) 68 (32.5) 1 (50.0)
Related Serious Treatment Emergent Adverse Events

<65 1(4.5) 45 (5.6) 0(0.0)

>65 - <75 4(11.4) 27 (6.2) 1(7.7)

>75 0 (0.0) 13 (6.2) 0(0.0)
Treatment Emergent Adverse Events Leading to Death
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TS 2.7.4 BRERAR &M DOHE

003 001 002
(N=88) (N=1452) (N=40)

Event n (%) n (%) n (%)

<65 1(4.5) 99 (12.3) 1(4.0)

>65 - <75 5(14.3) 46 (10.6) 1(7.7)

>75 2 (6.5) 18 (8.6) 0(0.0)
Related Treatment Emergent Adverse Events Leading to Death

<65 0 (0.0) 4 (0.5) 0(0.0)

>65 - <75 0(0.0) 2 (0.5) 1(7.7)

>75 0(0.0) 0 (0.0) 0(0.0)
Immune-related Adverse Events

<65 5(22.7) 90 (11.1) 2(8.0)

>65 - <75 8(22.9) 52 (12.0) 2(15.4)

>75 1(3.2) 23 (11.0) 0(0.0)
Treatment Related Immune-related Adverse Events

<65 3 (13.6) 77 (9.5) 2 (8.0)

>65 - <75 8(22.9) 41 (9.4) 2(15.4)

>75 0(0.0) 22 (10.5) 0(0.0)
Infusion-related Reactions

<65 8(36.4) 180 (22.3) 7 (28.0)

>65 - <75 7 (20.0) 110 (25.3) 4 (30.8)

>75 4 (12.9) 62 (29.7) 1 (50.0)
Treatment Related Infusion-related Reactions

<65 8 (36.4) 175 (21.7) 7 (28.0)

>65 - <75 7 (20.0) 101 (23.2) 3(23.1)

>75 4 (12.9) 60 (28.7) 1 (50.0)

Source: Integrated Summary of Safety Table 12.6.1.2.2
Note: Immune-related adverse events and infusion-related reactions according to the updated case definitions.
N/n=number of subjects and TEAE=treatment-emergent adverse event

TEAE

FElOY 7 7N —THOET/NE L, BRIICEWROZ2WEDOTHY , IZIE\EBEH R LD LEEZ
Hivm (ISS # 12.6.2.2.2 ),

irAE OV IRR

irAE 14 DY 7 7 — 7RI CHEEIL Tz, IRR OFRBRERIT, Fin s L bichT i BER1+5
HmNERD b= (F£2.74-84),
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51.2 451

B

EMR100070-003 7Bk CTlix, BPED 100 NMEHT- 0 OEZEIRNIL 028 TH Y, &M (0.11) OfELL
ETHo7 (ISS # 12.53.2.2 ), EMR100070-001 FRBRCTl. 100 ANFEdH7- 0 OBRGEIR X B
T 2.05, PET 2.20 TdH - 7=, EMR100070-002 7R Tid, 100 A& 7= 0 Ovg@E ML BT 0.11,
BT 0.04 THHT2,

TEAE, 7 L — K3 LL £ TEAE, 1RBR¥E & B2 5 T X 720 TEAE, {RBRE & B % 43
T&E72\W7 L— K3 Ll LD TEAE, EHE7: TEAE, [ABR¥E L BEMEZ 4 E C& 2WHEE: TEAE &
UBETICE o 72 TEAE OFEBRIT, BiEE LM TREMICFERE TH Y . LRI b/
Motz (ISS # 12.6.1.2.1 &),

TEAE

B L oINS L BRIICEROZ2WEDOTHY | IRTHEEN L0 EE 2 BT (ISS
#12.6.2.2.1 ).

irAE & OV IRR
irAE JZ OV IRR (557 & A MECHEEL L Tz (ISS 3 12.6.1.2.1 &),

5.1.3 Aig

EMR100070-003 7% & U8 EMR100070-001 nfc%ﬁo>f\~x T A VRETIE, Ky OERE S AN (£
LI 92.0% L T 82.1%) Th VY, RERM CREZ2EITRD bive - 7=, EMR100070-002 38k T
I, TRTOWHRENHARANTH ST,

H A A D mMCC %@UE%%ODTN/VV TOREMNT 7T 7 A WL BEIIINEAN EFEIL T
B, BARNIFEEOZEMEORBEITZRD bR ho T,

EMR100070-003 55D A AN S E N D TEAE OMEE %3 2.7.4- 85 12~ T,

EMR100070-003 352 Tik, HARAND mMCC & 3 A0k S iz, EEZ TEAE XA AN T 2/3
4 (66.7%) . SMEINT 34/85 4 (40.0%)., 7' L— K3 LLED TEAE IZAARANT23 4 (66.7%). 4+
[E AT 52/85 % (61.2%) . IRBRIEDOEH-HIEICE 7= TEAEIZHAANTO03 4 (0%) . FME AT 2/85
% (24%) IZRO BT,

AARNZORF B LT TEAE (B, WPM. HEWR. Wi, FFReaess . Mgy, BRI &
O BUBERIR) DR LT, ZNHOHELIINTRL 1 HADORIZEALTBY, ZhbnHEL
LEWT 5 TEAE (B, A vy A, &Y, oim, B Ap, Mo, FARe, FEEG. i
%, ERGERGE, @i & O 2SAMEATROONT-Z EnD, T D OFELITAARANICF
HOAEFRZLIIEZ BN ho7= (CTD5.3.53.6 % 1.2 M),
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TS 2.7.4 BRERAR &M DOHE

#274-85 AARAN/SEAD TEAE O#ZE (EMR100070-003 iX5&)
Japanese Non-Japanese

(N=3) (N=85)
Event n (%) n (%)
Any TEAE 3 (100.0) 83 (97.6)
TEAE Grade >3 2 (66.7) 52(61.2)
Related TEAE 3 (100.0) 59 (69.4)
Related TEAE, Grade >3 0 4(4.7)
TEAE Leading to Permanent Treatment Discontinuation 0 2(2.4)
Related TEAE Leading to Permanent Treatment Discontinuation 0 1(1.2)
Serious TEAE 2 (66.7) 34 (40.0)
Related Serious TEAE 1(33.3) 4(4.7)
TEAE Leading to Death 0 8(9.4)
Related TEAE Leading to Death 0 0

Source: CTD 5.3.5.3.6 Table 1.1
N/n=number of subjects and TEAE=treatment-emergent adverse event

EMR100070-002 558 Clk, FH &MY S— MIBGR I 70 B AR N OB LR AT T [ 2
H 6 4 N OYERN— MCBGR SN AR ANDOHEEE 34 4127~ v~ 7 10 mgkg # &5 LIZED
LMK OBEM IR BRI CTh o 72, AARNCOARIEEL L7z TEAE (EfE(b. NEEHABIE B
BEL MEIRAR M ERECEIN, FEEME AR, VU PRES, EMER T oEm, EME s i, EREk
FAREA . RN, IHERG, R P, RIS A AN IRPAZE R OEIN) 23388 HvT= 23,
INHOFERINTNL 1 ADORIRBL TSI EnD, BARNCEHEDEERLLITEZELOLN
7photz (1SS % 12.6.2.1 BHR),

EMR100070-002 552 > TEAE O RO 6L 2 THIZFEH L7,

JENERI O TEAE % 3FAf L 72 /55 (5% 2.7.4- 88) | F&MERI D TEAE IZHEE ORI v o7z
ZENE, BARANEIEANDEEREBE ORREE LT D Z LTl E B 6N,

514 BMI

RS

EMR100070-003 55, EMR100070-001 55k & U8 EMR100070-002 #%5% > BMI 51/0> TEAE D% %
7 2.7.4-86 1”9,

TEAE, 2 L — K3 Ll ko TEAE, #EfE7: TEAE, 1R¥R¥E & B2 5 T E e WEHE 72 TEAE &
OVRBREE & BN 2 5 TE R WIELIZE o 7= TEAE OREHRX, BMI D 4 SOV 7 7 )L—F[HW T
SERMICFARRE Th o7, JRBK L BEME 2 K8 TE 720 TEAE, JRBR3E L B2 S E CE 20
7' L— K 3 LA TEAE, JBRIEDIEEH.H1 112 F - 7= TEAE K ONRBRER & BB 2 5 E TE VA
BRIR D 5 1112 - 7= TEAE OFRBLERIL, BMI A3 25 kg/m? LA L 30 kg/m? A 2 OF 30 kg/m? LA Lo
BT I N—T T, MOV T I N—T X b Eo T,
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TS 2.7.4 BRAREMOBE
i< 2.7.4- 86 BMI Bl TEAE OIE (REMETHRER)
003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Number of Subjects by Sub-Groups
<18.5 kg/m? 1(1.1) 93 (6.4) 8(20.0)
18.5 - <25 kg/m? 25 (28.4) 620 (42.7) 29 (72.5)
25 - <30 kg/m? 41 (46.6) 439 (30.2) 2 (5.0)
>30 kg/m? 20 (22.7) 272 (18.7) 1(2.5)
Missing 1(1.1) 28 (1.9) 0(0.0)
Subjects With At Least One Any Treatment Emergent Adverse Events
<18.5 kg/m? 1 (100.0) 81(87.1) 7 (87.5)
18.5 - <25 kg/m? 24 (96.0) 577 (93.1) 28 (96.6)
25 - <30 kg/m? 40 (97.6) 423 (96.4) 2 (100.0)
>30 kg/m? 20 (100.0) 254 (93.4) 1 (100.0)
Missing 1 (100.0) 24 (85.7) 0(0.0)
Treatment Emergent Adverse Events Grade >3
<18.5 kg/m? 1 (100.0) 44 (47.3) 3(37.5)
18.5 - <25 kg/m? 17 (68.0) 310 (50.0) 13 (44.8)
25 - <30 kg/m? 24 (58.5) 223 (50.8) 1 (50.0)
>30 kg/m? 11 (55.0) 134 (49.3) 1 (100.0)
Missing 1 (100.0) 12 (42.9) 0(0.0)
Related Treatment Emergent Adverse Events
<18.5 kg/m? 0(0.0) 53 (57.0) 7 (87.5)
18.5 - <25 kg/m? 13 (52.0) 374 (60.3) 23(79.3)
25 - <30 kg/m? 34 (82.9) 312 (71.1) 2 (100.0)
>30 kg/m? 14 (70.0) 185 (68.0) 0(0.0)
Missing 1 (100.0) 18 (64.3) 0(0.0)
Related Treatment Emergent Adverse Events Grade >3
<18.5 kg/m? 0(0.0) 33.2) 0(0.0)
18.5 - <25 kg/m? 1(4.0) 48 (7.7) 2(6.9)
25 - <30 kg/m? 3(7.3) 62 (14.1) 1 (50.0)
>30 kg/m? 0(0.0) 29 (10.7) 0(0.0)
Missing 0(0.0) 4(14.3) 0(0.0)
Treatment Emergent Adverse Events Leading to Permanent Treatment Discontinuation
<18.5 kg/m? 0(0.0) 7(7.5) 0(0.0)
18.5 - <25 kg/m? 0(0.0) 68 (11.0) 4 (13.8)
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TS 2.7.4 BRAREMOBE
003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
25 - <30 kg/m> 2(4.9) 74 (16.9) 1 (50.0)
>30 kg/m? 0(0.0) 39 (14.3) 1 (100.0)
Missing 0(0.0) 5(17.9) 0(0.0)
Treatment Emergent Adverse Events Excluding Infusion-related Reactions Leading to Drug Interruption
<18.5 kg/m? 0(0.0) 11 (11.8) 3(37.5)
18.5 - <25 kg/m? 7 (28.0) 96 (15.5) 3(10.3)
25 - <30 kg/m? 10 (24.4) 57 (13.0) 2 (100.0)
>30 kg/m? 4 (20.0) 44 (16.2) 0(0.0)
Missing 0(0.0) 3(10.7) 0(0.0)
Related Treatment Emergent Adverse Events Leading to Permanent Treatment Discontinuation
<18.5 kg/m? 0(0.0) 2(2.2) 0(0.0)
18.5 - <25 kg/m? 0(0.0) 27 (4.4) 2(6.9)
25 - <30 kg/m? 1(2.4) 37 (8.4) 1 (50.0)
>30 kg/m? 0(0.0) 22 (8.1) 0(0.0)
Missing 0(0.0) 2(7.1) 0(0.0)

Related Treatment Emergent Adverse Events Excluding Infusion-related Reactions Leading to Drug Interruption

<18.5 kg/m? 0(0.0) 5(5.4) 1(12.5)
18.5 - <25 kg/m? 2 (8.0) 36 (5.8) 1(3.4)
25 - <30 kg/m? 3(7.3) 21 (4.8) 2 (100.0)
>30 kg/m? 1(5.0) 19 (7.0) 0(0.0)
Missing 0(0.0) 3(10.7) 0(0.0)
Serious Treatment Emergent Adverse Events
<18.5 kg/m? 1 (100.0) 44 (47.3) 1(12.5)
18.5 - <25 kg/m? 10 (40.0) 250 (40.3) 6 (20.7)
25 - <30 kg/m? 14 (34.1) 174 (39.6) 0(0.0)
>30 kg/m? 10 (50.0) 100 (36.8) 1 (100.0)
Missing 1 (100.0) 10 (35.7) 0(0.0)
Related Serious Treatment Emergent Adverse Events
<18.5 kg/m? 0(0.0) 5(5.4) 0(0.0)
18.5 - <25 kg/m? 2(8.0) 24 (3.9) 1(3.4)
25 - <30 kg/m? 2(4.9) 36 (8.2) 0(0.0)
>30 kg/m? 1(5.0) 18 (6.6) 0(0.0)
Missing 0(0.0) 2(7.1) 0(0.0)
Treatment Emergent Adverse Events Leading to Death
<18.5 kg/m? 0(0.0) 21 (22.6) 0(0.0)
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TS 2.7.4 BRAREMOBE
003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
18.5 - <25 kg/m? 2(8.0) 64 (10.3) 2(6.9)
25 - <30 kg/m> 4(9.8) 50(11.4) 0(0.0)
>30 kg/m? 2(10.0) 24 (8.8) 0(0.0)
Missing 0(0.0) 4(14.3) 0(0.0)
Related Treatment Emergent Adverse Events Leading to Death
<18.5 kg/m? 0(0.0) 1(1.1) 0(0.0)
18.5 - <25 kg/m? 0(0.0) 1(0.2) 1(3.4)
25 - <30 kg/m> 0(0.0) 3(0.7) 0(0.0)
>30 kg/m? 0(0.0) 1(0.4) 0(0.0)
Missing 0(0.0) 0(0.0) 0(0.0)
Immune-related Adverse Events
<18.5 kg/m? 0(0.0) 5.4 1 (12.5)
18.5 - <25 kg/m? 3 (12.0) 67 (10.8) 3(10.3)
25 - <30 kg/m> 10 (24.4) 58 (13.2) 0(0.0)
>30 kg/m? 1(5.0) 34 (12.5) 0(0.0)
Missing 0(0.0) 1(3.6) 0(0.0)
Treatment Related Immune-related Adverse Events
<18.5 kg/m? 0(0.0) 4 (4.3) 1 (12.5)
18.5 - <25 kg/m? 2 (8.0) 58 (9.4) 3(10.3)
25 - <30 kg/m? 8 (19.5) 49 (11.2) 0(0.0)
>30 kg/m? 1(5.0) 28 (10.3) 0(0.0)
Missing 0(0.0) 1(3.6) 0(0.0)
Infusion-related Reactions
<18.5 kg/m? 0(0.0) 18 (19.4) 1 (12.5)
18.5 - <25 kg/m? 4 (16.0) 128 (20.6) 10 (34.5)
25 - <30 kg/m? 9 (22.0) 116 (26.4) 1 (50.0)
>30 kg/m? 5(25.0) 85(31.3) 0(0.0)
Missing 1 (100.0) 5(17.9) 0(0.0)
Treatment Related Infusion-related Reactions
<18.5 kg/m? 0(0.0) 18 (19.4) 1(12.5)
18.5 - <25 kg/m? 4 (16.0) 117 (18.9) 9 (31.0)
25 - <30 kg/m? 9 (22.0) 114 (26.0) 1 (50.0)
>30 kg/m? 5(25.0) 82 (30.1) 0(0.0)
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003 001 002

(N=88) (N=1452) (N=40)

Event n (%) n (%) n (%)
Missing 1 (100.0) 5(17.9) 0 (0.0)

Source: Integrated Summary of Safety Table 12.6.1.2.4
Note: Immune-related adverse events and infusion-related reactions according to the updated case definitions.
BMI=body mass index, N/n=number of subjects, and TEAE=treatment-emergent adverse event

TEAE

BMI OY 7 7 N —7WOZEIT/NE L AREORWD TEINC L0 7T~ 7 OBEEMET T 5
EANTERD G hro 7= (ISS # 12.6.2.2.4 B/R),

irAE & UM IRR

irAE |3 BMI O %7 7 /L— 7RI THEL L TWe (3£ 2.7.4-86), BMI 2% 25 kg/m? L LD 7 70—
7 ClE, IRR M OVABRHK & BN 2 43 T & 720 IRR OFEILRN 25 kg/m? ROV 7 7 v—7" L L
RTEHNS T,

BMI D% 7 7 ) —F RO ZET/NE L REORED TN LY 7N~ T OEKMEPMETT 5
IR bR o T,

5.1.5 g

EMR100070-003 #BR Cid, T X TOHERE 2 MCC #E Th-7-, EMR100070-001 #XBR T,
NSCLC, JpELfm, B & OVE s K OMs e gL g O EIE 3 & > 72, EMR100070-002 #865k C
I, B A OVE BB RS OEIE D 85.0%, FEIEN R OHERE OFEIG N 15.0% Th -7,

RS

EMR100070-003 35k, EMR100070-001 75k & U8 EMR100070-002 585k OFERER D 100 NFEH 720
DIRBRF DO G IR & 3 2.7.4- 87 TR,
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* 2.7.4-87 R D 100 NEHT-Y DBRBROBERR (REMBRTIHRER)

003 001 002
Characteristic Statistics (N=88) (N=1452) (N=40)
Number of
:;‘:’if:;,sn (vy Adrenocortical Carcinoma 0(0.0) 44 (3.0) 0 (0.0)
Colorectal Cancer 0(0.0) 21(1.4) 0(0.0)
Castrate-resistant Prostate Cancer 0(0.0) 16 (1.1) 0(0.0)
Gastric and Gastroesophageal Cancer 0(0.0) 189 (13.0) 34 (85.0)
Ovarian Cancer 0(0.0) 228 (15.7) 0(0.0)
Urothelial Carcinoma 0(0.0) 158 (10.9) 0(0.0)
Head and Neck Cancer 0(0.0) 150 (10.3) 0(0.0)
Metastatic Breast Cancer 0(0.0) 168 (11.6) 0(0.0)
Melanoma 0(0.0) 51(3.5) 0(0.0)
Mesothelioma 0(0.0) 53(3.7) 0(0.0)
NSCLC 0(0.0) 340 (23.4) 0(0.0)
Renal Cell Carcinoma 0(0.0) 19 (1.3) 0(0.0)
Merkel Cell Carcinoma 88 (100.0) 0(0.0) 0(0.0)
Unknown 0(0.0) 15 (1.0) 6 (15.0)
Person-time
i)&go}]s:;:sper Adrenocortical Carcinoma 0.00 0.10 0.00
Colorectal Cancer 0.00 0.04 0.00
Castrate-resistant Prostate Cancer 0.00 0.04 0.00
Gastric and Gastroesophageal Cancer 0.00 0.54 0.09
Ovarian Cancer 0.00 0.57 0.00
Urothelial Carcinoma 0.00 0.43 0.00
Head and Neck Cancer 0.00 0.28 0.00
Metastatic Breast Cancer 0.00 0.44 0.00
Melanoma 0.00 0.20 0.00
Mesothelioma 0.00 0.21 0.00
NSCLC 0.00 1.30 0.00
Renal Cell Carcinoma 0.00 0.06 0.00
Merkel Cell Carcinoma 0.39 0.00 0.00
Unknown 0.00 0.06 0.06

Source: Integrated Summary of Safety Table 12.5.3.2.10
N/n=number of subjects and NSCLC=non-small cell lung cancer

EMR100070-003 35k, EMR100070-001 #5% & 8 EMR100070-002 FER O FEER D TEAE OMFEE %
#%2.7.4-88 1T T,
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TS 2.7.4 BRERAR &M DOHE

FHEEHE DY 7 7 N —7C TEAE ORBURBBERINARN 572 2 & ZBRE . TEAE OFEBERITHE
JEDY 7 7 — T CRERICFRE Th > 72,

& 2.7.4- 88 FERERI D TEAE OME (REMETHRER)

003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Number of Subjects by Sub-Groups
Adrenocortical Carcinoma 0(0.0) 44 (3.0) 0(0.0)
Colorectal Cancer 0(0.0) 21 (1.4) 0(0.0)
Castrate-resistant Prostate Cancer 0(0.0) 16 (1.1) 0(0.0)
Gastric and Gastroesophageal Cancer 0(0.0) 189 (13.0) 34 (85.0)
Ovarian Cancer 0(0.0) 228 (15.7) 0(0.0)
Urothelial Carcinoma 0(0.0) 158 (10.9) 0(0.0)
Head and Neck Cancer 0(0.0) 150 (10.3) 0(0.0)
Metastatic Breast Cancer 0(0.0) 168 (11.6) 0(0.0)
Melanoma 0(0.0) 51(3.5) 0(0.0)
Mesothelioma 0(0.0) 53 (3.7) 0(0.0)
NSCLC 0(0.0) 340 (23.4) 0(0.0)
Renal Cell Carcinoma 0(0.0) 19 (1.3) 0(0.0)
Merkel Cell Carcinoma 88 (100.0) 0(0.0) 0(0.0)
Unknown 0(0.0) 15 (1.0) 6 (15.0)
Subjects With At Least One Any Treatment Emergent Adverse Events
Adrenocortical Carcinoma NA 40 (90.9) NA
Colorectal Cancer NA 21 (100.0) NA
Castrate-resistant Prostate Cancer NA 14 (87.5) NA
Gastric and Gastroesophageal Cancer NA 177 (93.7) 32 (94.1)
Ovarian Cancer NA 219 (96.1) NA
Urothelial Carcinoma NA 146 (92.4) NA
Head and Neck Cancer NA 117 (78.0) NA
Metastatic Breast Cancer NA 161 (95.8) NA
Melanoma NA 50 (98.0) NA
Mesothelioma NA 53 (100.0) NA
NSCLC NA 328 (96.5) NA
Renal Cell Carcinoma NA 18 (94.7) NA
Merkel Cell Carcinoma 86 (97.7) NA NA
Unknown NA 15 (100.0) 6 (100.0)
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003 001 002
(N=88) (N=1452) (N=40)
n (%) n (%) n (%)
Treatment Emergent Adverse Events Grade >3
Adrenocortical Carcinoma NA 25 (56.8) NA
Colorectal Cancer NA 10 (47.6) NA
Castrate-resistant Prostate Cancer NA 6 (37.5) NA
Gastric and Gastroesophageal Cancer NA 113 (59.8) 17 (50.0)
Ovarian Cancer NA 109 (47.8) NA
Urothelial Carcinoma NA 79 (50.0) NA
Head and Neck Cancer NA 50 (33.3) NA
Metastatic Breast Cancer NA 82 (48.8) NA
Melanoma NA 24 (47.1) NA
Mesothelioma NA 26 (49.1) NA
NSCLC NA 181 (53.2) NA
Renal Cell Carcinoma NA 8 (42.1) NA
Merkel Cell Carcinoma 54 (61.4) NA NA
Unknown NA 10 (66.7) 1(16.7)
Related Treatment Emergent Adverse Events
Adrenocortical Carcinoma NA 30 (68.2) NA
Colorectal Cancer NA 16 (76.2) NA
Castrate-resistant Prostate Cancer NA 12 (75.0) NA
Gastric and Gastroesophageal Cancer NA 105 (55.6) 27(79.4)
Ovarian Cancer NA 146 (64.0) NA
Urothelial Carcinoma NA 100 (63.3) NA
Head and Neck Cancer NA 67 (44.7) NA
Metastatic Breast Cancer NA 117 (69.6) NA
Melanoma NA 38 (74.5) NA
Mesothelioma NA 42 (79.2) NA
NSCLC NA 243 (71.5) NA
Renal Cell Carcinoma NA 12 (63.2) NA
Merkel Cell Carcinoma 62 (70.5) NA NA
Unknown NA 14 (93.3) 5(83.3)
Related Treatment Emergent Adverse Events Grade >3
Adrenocortical Carcinoma NA 6 (13.6) NA
Colorectal Cancer NA 3(14.3) NA
Castrate-resistant Prostate Cancer NA 2 (12.5) NA
Gastric and Gastroesophageal Cancer NA 18 (9.5) 3(8.8)
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003 001 002

(N=88) (N=1452) (N=40)

Event n (%) n (%) n (%)
Ovarian Cancer NA 18 (7.9) NA
Urothelial Carcinoma NA 11(7.0) NA
Head and Neck Cancer NA 5(3.3) NA
Metastatic Breast Cancer NA 23 (13.7) NA
Melanoma NA 4 (7.8) NA
Mesothelioma NA 4 (7.5) NA
NSCLC NA 46 (13.5) NA
Renal Cell Carcinoma NA 1(5.3) NA
Merkel Cell Carcinoma 4(4.5) NA NA

Unknown NA 5(33.3) 0(0.0)

Treatment Emergent Adverse Events Leading to Permanent Treatment Discontinuation

Adrenocortical Carcinoma NA 49.1) NA
Colorectal Cancer NA 4 (19.0) NA
Castrate-resistant Prostate Cancer NA 2 (12.5) NA
Gastric and Gastroesophageal Cancer NA 26 (13.8) 6(17.6)
Ovarian Cancer NA 27 (11.8) NA
Urothelial Carcinoma NA 21(13.3) NA
Head and Neck Cancer NA 6 (4.0) NA
Metastatic Breast Cancer NA 22 (13.1) NA
Melanoma NA 12 (23.5) NA
Mesothelioma NA 15 (28.3) NA
NSCLC NA 49 (14.4) NA
Renal Cell Carcinoma NA 1(5.3) NA
Merkel Cell Carcinoma 2(2.3) NA NA
Unknown NA 4 (26.7) 0(0.0)

Treatment Emergent Adverse Events Excluding Infusion-related Reactions Leading to Drug Interruption

Adrenocortical Carcinoma NA 6 (13.6) NA
Colorectal Cancer NA 3(14.3) NA
Castrate-resistant Prostate Cancer NA 1(6.3) NA
Gastric and Gastroesophageal Cancer NA 29 (15.3) 4 (11.8)
Ovarian Cancer NA 29 (12.7) NA
Urothelial Carcinoma NA 35(22.2) NA
Head and Neck Cancer NA 8(5.3) NA
Metastatic Breast Cancer NA 19 (11.3) NA
Melanoma NA 8 (15.7) NA
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003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Mesothelioma NA 10 (18.9) NA
NSCLC NA 56 (16.5) NA
Renal Cell Carcinoma NA 3 (15.8) NA
Merkel Cell Carcinoma 21(23.9) NA NA
Unknown NA 4(26.7) 4 (66.7)
Related Treatment Emergent Adverse Events Leading to Permanent Treatment Discontinuation
Adrenocortical Carcinoma NA 3(6.8) NA
Colorectal Cancer NA 3(14.3) NA
Castrate-resistant Prostate Cancer NA 1(6.3) NA
Gastric and Gastroesophageal Cancer NA 11(5.8) 3(8.8)
Ovarian Cancer NA 12 (5.3) NA
Urothelial Carcinoma NA 7 (4.4) NA
Head and Neck Cancer NA 1(0.7) NA
Metastatic Breast Cancer NA 8 (4.8) NA
Melanoma NA 6(11.8) NA
Mesothelioma NA 7(13.2) NA
NSCLC NA 29 (8.5) NA
Renal Cell Carcinoma NA 1(5.3) NA
Merkel Cell Carcinoma 1(1.1) NA NA
Unknown NA 1(6.7) 0(0.0)

Related Treatment Emergent Adverse Events Excluding Infusion-related Reactions Leading to Drug Interruption

Adrenocortical Carcinoma NA 1(2.3) NA
Colorectal Cancer NA 2(9.5) NA
Castrate-resistant Prostate Cancer NA 1(6.3) NA
Gastric and Gastroesophageal Cancer NA 10 (5.3) 2(5.9)
Ovarian Cancer NA 7@3.1) NA
Urothelial Carcinoma NA 13 (8.2) NA
Head and Neck Cancer NA 5(3.3) NA
Metastatic Breast Cancer NA 10 (6.0) NA
Melanoma NA 4 (7.8) NA
Mesothelioma NA 8 (15.1) NA
NSCLC NA 22 (6.5) NA
Renal Cell Carcinoma NA 0(0.0) NA
Merkel Cell Carcinoma 6 (6.8) NA NA
Unknown NA 1(6.7) 2(33.3)
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003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Serious Treatment Emergent Adverse Events
Adrenocortical Carcinoma NA 21 (47.7) NA
Colorectal Cancer NA 7 (33.3) NA
Castrate-resistant Prostate Cancer NA 1(6.3) NA
Gastric and Gastroesophageal Cancer NA 96 (50.8) 8 (23.5)
Ovarian Cancer NA 83 (36.4) NA
Urothelial Carcinoma NA 65 (41.1) NA
Head and Neck Cancer NA 47 (31.3) NA
Metastatic Breast Cancer NA 66 (39.3) NA
Melanoma NA 20 (39.2) NA
Mesothelioma NA 21 (39.6) NA
NSCLC NA 141 (41.5) NA
Renal Cell Carcinoma NA 4 (21.1) NA
Merkel Cell Carcinoma 36 (40.9) NA NA
Unknown NA 6 (40.0) 0(0.0)
Related Serious Treatment Emergent Adverse Events
Adrenocortical Carcinoma NA 49.1) NA
Colorectal Cancer NA 1(4.8) NA
Castrate-resistant Prostate Cancer NA 0 (0.0) NA
Gastric and Gastroesophageal Cancer NA 8(4.2) 1(2.9)
Ovarian Cancer NA 7(3.1) NA
Urothelial Carcinoma NA 12 (7.6) NA
Head and Neck Cancer NA 4(2.7) NA
Metastatic Breast Cancer NA 11 (6.5) NA
Melanoma NA 3(5.9) NA
Mesothelioma NA 3(5.7) NA
NSCLC NA 29 (8.5) NA
Renal Cell Carcinoma NA 0(0.0) NA
Merkel Cell Carcinoma 5(5.7) NA NA
Unknown NA 3 (20.0) 0 (0.0)
Treatment Emergent Adverse Events Leading to Death
Adrenocortical Carcinoma NA 3(6.8) NA
Colorectal Cancer NA 3(14.3) NA
Castrate-resistant Prostate Cancer NA 0(0.0) NA
Gastric and Gastroesophageal Cancer NA 19 (10.1) 2(5.9)
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003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Ovarian Cancer NA 21(9.2) NA
Urothelial Carcinoma NA 28 (17.7) NA
Head and Neck Cancer NA 14 (9.3) NA
Metastatic Breast Cancer NA 23 (13.7) NA
Melanoma NA 5(9.8) NA
Mesothelioma NA 504 NA
NSCLC NA 39 (11.5) NA
Renal Cell Carcinoma NA 1(5.3) NA
Merkel Cell Carcinoma 8(9.1) NA NA
Unknown NA 2(13.3) 0(0.0)
Related Treatment Emergent Adverse Events Leading to Death
Adrenocortical Carcinoma NA 0 (0.0) NA
Colorectal Cancer NA 0(0.0) NA
Castrate-resistant Prostate Cancer NA 0(0.0) NA
Gastric and Gastroesophageal Cancer NA 1(0.5) 1(2.9)
Ovarian Cancer NA 0(0.0) NA
Urothelial Carcinoma NA 1 (0.6) NA
Head and Neck Cancer NA 0 (0.0) NA
Metastatic Breast Cancer NA 2(1.2) NA
Melanoma NA 0 (0.0) NA
Mesothelioma NA 0(0.0) NA
NSCLC NA 2 (0.6) NA
Renal Cell Carcinoma NA 0(0.0) NA
Merkel Cell Carcinoma 0(0.0) NA NA
Unknown NA 0(0.0) 0(0.0)
Immune-related Adverse Events
Adrenocortical Carcinoma NA 10 (22.7) NA
Colorectal Cancer NA 3(14.3) NA
Castrate-resistant Prostate Cancer NA 1(6.3) NA
Gastric and Gastroesophageal Cancer NA 23 (12.2) 4 (11.8)
Ovarian Cancer NA 17 (7.5) NA
Urothelial Carcinoma NA 24 (15.2) NA
Head and Neck Cancer NA 5(3.3) NA
Metastatic Breast Cancer NA 26 (15.5) NA
Melanoma NA 9(17.6) NA
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003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Mesothelioma NA 9 (17.0) NA
NSCLC NA 35(10.3) NA
Renal Cell Carcinoma NA 0(0.0) NA
Merkel Cell Carcinoma 14 (15.9) NA NA
Unknown NA 3 (20.0) 0 (0.0)
Treatment Related Immune-related Adverse Events
Adrenocortical Carcinoma NA 6 (13.6) NA
Colorectal Cancer NA 2(9.5) NA
Castrate-resistant Prostate Cancer NA 1(6.3) NA
Gastric and Gastroesophageal Cancer NA 20 (10.6) 4(11.8)
Ovarian Cancer NA 15 (6.6) NA
Urothelial Carcinoma NA 22 (13.9) NA
Head and Neck Cancer NA 3(2.0) NA
Metastatic Breast Cancer NA 21 (12.5) NA
Melanoma NA 8 (15.7) NA
Mesothelioma NA 8 (15.1) NA
NSCLC NA 32(9.4) NA
Renal Cell Carcinoma NA 0 (0.0) NA
Merkel Cell Carcinoma 11 (12.5) NA NA
Unknown NA 2 (13.3) 0 (0.0)
Infusion-related Reactions
Adrenocortical Carcinoma NA 9 (20.5) NA
Colorectal Cancer NA 8 (38.1) NA
Castrate-resistant Prostate Cancer NA 5(31.3) NA
Gastric and Gastroesophageal Cancer NA 41 (21.7) 10 (29.4)
Ovarian Cancer NA 53(23.2) NA
Urothelial Carcinoma NA 44 (27.8) NA
Head and Neck Cancer NA 22 (14.7) NA
Metastatic Breast Cancer NA 30(17.9) NA
Melanoma NA 18 (35.3) NA
Mesothelioma NA 25 (47.2) NA
NSCLC NA 86 (25.3) NA
Renal Cell Carcinoma NA 6 (31.6) NA
Merkel Cell Carcinoma 19 (21.6) NA NA
Unknown NA 5(33.3) 2(33.3)
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003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Treatment Related Infusion-related Reactions
Adrenocortical Carcinoma NA 8(18.2) NA
Colorectal Cancer NA 8 (38.1) NA
Castrate-resistant Prostate Cancer NA 5(31.3) NA
Gastric and Gastroesophageal Cancer NA 40 (21.2) 9 (26.5)
Ovarian Cancer NA 45 (19.7) NA
Urothelial Carcinoma NA 42 (26.6) NA
Head and Neck Cancer NA 22 (14.7) NA
Metastatic Breast Cancer NA 30(17.9) NA
Melanoma NA 18 (35.3) NA
Mesothelioma NA 24 (45.3) NA
NSCLC NA 84 (24.7) NA
Renal Cell Carcinoma NA 6 (31.6) NA
Merkel Cell Carcinoma 19 (21.6) NA NA
Unknown NA 4(26.7) 2(33.3)

Source: Integrated Summary of Safety Table 12.6.1.2.6

Notes:

1. Cells with NA consist of subgroups with no subjects in the study for subgroup analysis, cells were modified
accordingly in text.

2. Immune-related adverse events and infusion-related reactions according to the updated case definitions.

N/n=number of subjects and NSCLC=non-small cell lung cancer
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003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Number of Subjects by Sub-Groups
North America 51 (58.0) 1108 (76.3) 0(0.0)
Western Europe 29 (33.0) 222 (15.3) 0(0.0)
Eastern Europe 0(0.0) 46 (3.2) 0(0.0)
Australia 5(5.7) 0(0.0) 0(0.0)
Asia 3(3.4) 76 (5.2) 40 (100.0)

Subjects With At Least One Any Treatment Emergent Adverse Events

North America 55(98.2) 1053 (95.0) NA
Western Europe 28 (96.6) 199 (89.6) NA
Eastern Europe NA 41 (89.1) NA
Asia 3 (100.0) 66 (86.8) 38 (95.0)

Treatment Emergent Adverse Events Grade >3

North America 35 (62.5) 574 (51.8) NA
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003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Western Europe 17 (58.6) 98 (44.1) NA
Eastern Europe NA 25 (54.3) NA
Asia 2 (66.7) 26 (34.2) 18 (45.0)
Related Treatment Emergent Adverse Events
North America 40 (71.4) 727 (65.6) NA
Western Europe 19 (65.5) 160 (72.1) NA
Eastern Europe NA 18 (39.1) NA
Asia 3 (100.0) 37 (48.7) 32 (80.0)
Related Treatment Emergent Adverse Events Grade >3
North America 1(1.8) 115 (10.4) NA
Western Europe 3(10.3) 26 (11.7) NA
Eastern Europe NA 1(2.2) NA
Asia 0(0.0) 4 (5.3) 3(7.5)

Treatment Emergent Adverse Events Leading to Permanent Treatment Discontinuation

North America
Western Europe
Eastern Europe

Asia

2(3.6)
0 (0.0)
NA
0 (0.0)

156 (14.1) NA
25(11.3) NA
6 (13.0) NA
6(7.9) 6 (15.0)

Treatment Emergent Adverse Events Excluding Infusion-related Reactions Leading to Drug Interruption

North America
Western Europe
Eastern Europe

Asia

14 (25.0)
5(17.2)
NA
2 (66.7)

172 (15.5) NA

26 (11.7) NA
7(15.2) NA
6(7.9) 8 (20.0)

Related Treatment Emergent Adverse Events Leading to Permanent Treatment Discontinuation

North America
Western Europe
Eastern Europe

Asia

1(1.8)
0 (0.0)
NA
0 (0.0)

76 (6.9) NA
10 (4.5) NA
2(4.3) NA
2(2.6) 3(7.5)

Related Treatment Emergent Adverse Events Excluding Infusion-related Reactions Leading to Drug Interruption

North America 3(5.4) 68 (6.1) NA

Western Europe 2(6.9) 12 (5.4) NA

Eastern Europe NA 1(2.2) NA

Asia 1(33.3) 3.9 4 (10.0)
Serious Treatment Emergent Adverse Events

North America 25 (44.6) 435 (39.3) NA
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TS 2.7.4 BRAREMOBE
003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Western Europe 9 (31.0) 94 (42.3) NA
Eastern Europe NA 23 (50.0) NA
Asia 2 (66.7) 26 (34.2) 8(20.0)
Related Serious Treatment Emergent Adverse Events
North America 2 (3.6) 62 (5.6) NA
Western Europe 2(6.9) 19 (8.6) NA
Eastern Europe NA 1(2.2) NA
Asia 1(33.3) 3.9 1(2.5)
Treatment Emergent Adverse Events Leading to Death
North America 5(8.9) 130 (11.7) NA
Western Europe 3(10.3) 21 (9.5) NA
Eastern Europe NA 8(17.4) NA
Asia 0(0.0) 4 (5.3) 2 (5.0)
Related Treatment Emergent Adverse Events Leading to Death
North America 0(0.0) 4 (0.4) NA
Western Europe 0(0.0) 1(0.5) NA
Eastern Europe NA 0(0.0) NA
Asia 0(0.0) 1(1.3) 1(2.5)
Immune-related Adverse Events
North America 8(14.3) 123 (11.1) NA
Western Europe 5(17.2) 29 (13.1) NA
Eastern Europe NA 4(8.7) NA
Asia 1(33.3) 9(11.8) 4 (10.0)
Treatment Related Immune-related Adverse Events
North America 5(8.9) 108 (9.7) NA
Western Europe 5(17.2) 24 (10.8) NA
Eastern Europe NA 2 (4.3) NA
Asia 1(33.3) 6(7.9) 4 (10.0)
Infusion-related Reactions
North America 12 (21.4) 276 (24.9) NA
Western Europe 5(17.2) 48 (21.6) NA
Eastern Europe NA 8(17.4) NA
Asia 2 (66.7) 20 (26.3) 12 (30.0)
Treatment Related Infusion-related Reactions
North America 12 (21.4) 261 (23.6) NA
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003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Western Europe 5(17.2) 48 (21.6) NA
Eastern Europe NA 8(17.4) NA
Asia 2 (66.7) 19 (25.0) 11 (27.5)
Source: Integrated Summary of Safety Table 12.6.1.2.5
Notes:
1. For subgroup illustrations of events, Australia was combined with North America.
2. Cells with NA consist of subgroups with no subjects in the study for subgroup analysis, cells were modified
accordingly in text.
3. Immune-related adverse events and infusion-related reactions according to the updated case definitions.

N/n=number of subjects and TEAE=treatment-emergent adverse event

TEAE

IO 7 7N —FMOEITNEL T T OERMEIIFERRE TH -7~ (ISS % 12.6.22.5 %
&)

o

irAE & O IRR
irAE X OV IRR (FAEK & PERR CHEEL L Tz (3% 2.7.4- 89),
522 WRIDEETIE

EMR100070-003 FABR CiL, T~ TOHEREDN 7 m A A ORGF|Z4H L7z, EMR100070-001 7
B % OV EMR100070-002 i8R Tlx, 7'mtE X A & B ORAIBEH S, WG TROBITHIMIC Y
nt A AL B OAIZ WG LI ERE I o7, eI T rE R A L B ORA|ID
RISMESHER SN 2 LI kD, RIETROBATHFF SN2 (Module 3.2.8.2.6.2.4 Z2[), BRI
BROIEYEIRE, FoRIRE, 2R O ZED FESRARIE Module 2.7.1.3 (ZFC# L 72,

(e

EMR100070-003 5%, EMR100070-001 55 & U EMR100070-002 75k 0> #l1| o> #l1E THER] O TEAE
OREE % 3% 2.7.4-90 |ZR T,

ZrtA B X 2015 F 4 AICHEAINTZ, K OHREIZT T mt X A ORAIZEH L,
EMR100070-003 B Tl T X TOERE N 7 & 2 A ORA|IZ4H L. EMR100070-001 345k K& O
EMR100070-002 i&E: ClI 7 ut 2 A ORFINFHFARGE L 72> 7212127 1+ 2 B OBF O % B
W L7z, Z D7, EMR100070-001 75k C 12.5%. EMR100070-002 75k T 2.5%D#ERE N7 0t
A2 A & B ORF AW LT,

TEAE ORHEEIL, 7okt Z2 B LTt R A TEEEIZE -T2, ZIUT LB BRI
ot A A (1408, #iPH : 2~104 ) LTt 2B (106 #, %P : 2~49 ) THEI -
T2 L LBIE L TWDAREMED S D REMIIE Module 2.7.1.3.3 & T Module 2.7.2.3.4.3.1 &),
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#+2.7.4-90 HENDBETIZAD TEAE DBE (REMBIRER)

003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Number of Subjects by Sub-Groups
Process A 88 (100.0) 668 (46.0) 29 (72.5)
Process B 0(0.0) 567 (39.0) 10 (25.0)
Process A/B 0(0.0) 182 (12.5) 1(2.5)
Unknown 0(0.0) 35(2.4) 0(0.0)
Subjects With At Least One Any Treatment Emergent Adverse Events
Process A 86 (97.7) 651 (97.5) 29 (100.0)
Process B NA 499 (88.0) 8 (80.0)
Process A/B NA 181 (99.5) 1 (100.0)
Unknown NA 28 (80.0) NA
Treatment Emergent Adverse Events Grade >3
Process A 54 (61.4) 376 (56.3) 15 (51.7)
Process B NA 243 (42.9) 3(30.0)
Process A/B NA 92 (50.5) 0(0.0)
Unknown NA 12 (34.3) NA
Related Treatment Emergent Adverse Events
Process A 62 (70.5) 474 (71.0) 26 (89.7)
Process B NA 316 (55.7) 5(50.0)
Process A/B NA 131 (72.0) 1 (100.0)
Unknown NA 21 (60.0) NA
Related Treatment Emergent Adverse Events Grade >3
Process A 4 (4.5 91 (13.6) 2(6.9)
Process B NA 44 (7.8) 1(10.0)
Process A/B NA 9(4.9) 0(0.0)
Unknown NA 2(5.7) NA
Treatment Emergent Adverse Events Leading to Permanent Treatment Discontinuation
Process A 2(2.3) 132 (19.8) 4 (13.8)
Process B NA 52(9.2) 2 (20.0)
Process A/B NA 6(3.3) 0(0.0)
Unknown NA 3 (8.6) NA
Treatment Emergent Adverse Events Excluding Infusion-related Reactions Leading to Drug Interruption
Process A 21(23.9) 98 (14.7) 7(24.1)
Process B NA 76 (13.4) 1(10.0)
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003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Process A/B NA 35(19.2) 0(0.0)
Unknown NA 2(5.7) NA
Related Treatment Emergent Adverse Events Leading to Permanent Treatment Discontinuation
Process A 1(1.1) 65 (9.7) 2(6.9)
Process B NA 20 (3.5) 1(10.0)
Process A/B NA 2(1.1) 0(0.0)
Unknown NA 3 (8.6) NA

Related Treatment Emergent Adverse Events Excluding Infusion-related Reactions Leading to Drug Interruption

Process A 6(6.8) 44 (6.6) 4 (13.8)
Process B NA 29 (5.1) 0(0.0)
Process A/B NA 10 (5.5) 0(0.0)
Unknown NA 1(2.9) NA
Serious Treatment Emergent Adverse Events
Process A 36 (40.9) 295 (44.2) 7(24.1)
Process B NA 205 (36.2) 1(10.0)
Process A/B NA 69 (37.9) 0(0.0)
Unknown NA 9(25.7) NA
Related Serious Treatment Emergent Adverse Events
Process A 5(5.7) 49 (7.3) 1(3.4)
Process B NA 31 (5.5) 0 (0.0)
Process A/B NA 4(2.2) 0(0.0)
Unknown NA 1(2.9) NA
Treatment Emergent Adverse Events Leading to Death
Process A 8(9.1) 93 (13.9) 2(6.9)
Process B NA 57 (10.1) 0(0.0)
Process A/B NA 10 (5.5) 0(0.0)
Unknown NA 3 (8.6) NA
Related Treatment Emergent Adverse Events Leading to Death
Process A 0(0.0) 4(0.6) 1(3.4)
Process B NA 2(0.4) 0(0.0)
Process A/B NA 0(0.0) 0(0.0)
Unknown NA 0(0.0) NA
Immune-related Adverse Events
Process A 14 (15.9) 85 (12.7) 4(13.8)
Process B NA 38 (6.7) 0(0.0)
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003 001 002
(N=88) (N=1452) (N=40)
Event n (%) n (%) n (%)
Process A/B NA 40 (22.0) 0(0.0)
Unknown NA 2(5.7) NA
Treatment Related Immune-related Adverse Events
Process A 11 (12.5) 74 (11.1) 4 (13.8)
Process B NA 32 (5.6) 0(0.0)
Process A/B NA 32 (17.6) 0(0.0)
Unknown NA 2(5.7) NA
Infusion-related Reactions
Process A 19 (21.6) 177 (26.5) 10 (34.5)
Process B NA 131 (23.1) 1(10.0)
Process A/B NA 41 (22.5) 1 (100.0)
Unknown NA 3 (8.6) NA
Treatment Related Infusion-related Reactions
Process A 19 (21.6) 167 (25.0) 9(31.0)
Process B NA 127 (22.4) 1(10.0)
Process A/B NA 39 (21.4) 1 (100.0)
Unknown NA 3 (8.6) NA

Source: Integrated Summary of Safety Table 12.6.1.2.7

Notes:

1. Cells with NA consist of subgroups with no subjects in the study for subgroup analysis, cells were modified
accordingly in text.

2. Immune-related adverse events and infusion-related reactions according to the updated case definitions.

N/n=number of subjects and TEAE=treatment-emergent adverse event

TEAE

EMR100070-003 75k & EMR100070-001 35RO &7 — & OFE| O BE TR OFBR N -
7= (BLETRERMOZEN 5%LL E) TEAE %3 2.7.4-91 (29,
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#+2.7.4-91 HAOHETRAINDEBREASMN - (RETREBDED 5%LE) TEAE
(EMR100070-003 §£8&% & EMR100070-001 SHERDIEET—4)

Drug Manufacturing Process

Process A Process B
Preferred Term n (%) n (%)
W7 250 (33.4) 133 (22.9)
G 188 (25.1) 99 (17.1)
AAEOR 141 (18.9) 72 (12.4)
T 136 (18.2) 75 (12.9)
2 1M 118 (15.8) 54 (9.3)
R IR 107 (14.3) 54(9.3)
ik 111 (14.8) 40 (6.9)
7 VM % K] B 75 (10.0) 14 (2.4)

Source: SCS Table 12.6.2.2.7
n=number of subjects and TEAE=treatment-emergent adverse event

irAE X O IRR

irAE OFEHER|T, 7ut A B LT T a2 A ThTncEN>7- (2.7.4-90), IRR DF
BHRIIZ7a A AL TFet 2B CRBETHST-,

iIrAE OFHEN T o 2 B (6.7%) LTt A (13.1%) TEL . BRI O s
BIpoTWeZ EEBEL, 2.1.8 HEFRROHS Y A7 ET VEANT, "WAOIIETED irAE
DORNEIFEBRF N R T 5 B2 L7e (B4 2.7.4-7 OV 2.7.4- 8),
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274-7 WE|DBETFER D irAE D F)[EIFEIFAFHA

1.0 Process A (001 + 003)

094 AESI

: Competing risk
© 0.8
e Process B (001)
© 0.7
o AESI
8 0.6 Competing risk
© 0.5
2
© 0.4
> [P
g 031 ‘ e
O 0.2 1 ’,d“—'"_'—:"_;—

{,,"_’_-J-- 77777 Y —
o1 i ——
T~
0.0 == : .
0 15 30 45

Time (weeks)

No. of Subjects at risk

Process A (001 + 003) 748 663 585 479 350 211 165 128 112 89
Process B (001) 580 493 349 197 86 18 1 1 1

Source: AESI_ONSETKM_CIF 16AUG2016 14:44 Outputid: 12-07-01-07-13-01-02-f-aeim-onsk1
root/Anti-PD-L1/tasks/Exposure_PK/EXP_SAFETY/1st/dev/pgm/batch_aesi_processAB.sas(MacroPgm: aesionskm.sas), 16AUG2016, 14:40

Source: SCS Figures 12.7.1.7.13.1.2 and 12.7.1.7.13.2.2
AESI=adverse events of special interest and irAE=immune-related adverse event

RIF| O BIE TFRBI O irAE ORI B OfEHT Tk, EMR100070-003 7% & EMR100070-001 3
BROWET —H 2z, itAE OWJEEZEHFFH ORI 7o 2 A & B THELTEBY, Yuk
AATIETBEAB EERTHEARENPDOT NIZEVETHR LTz, ZOREOMIRTIX, 7rE X
B TliX 20 # B LARE DR R EF DD 2 < VIR ETIX 1 A DA Th oo 2 IR TR
T 5, irAE OYIEIZEEB O TIZRIE TRIC K 223/ E <, £ 2.7.4-90 & FEEICIRZE M
DB OB LT /RN B 5, BUFRAEIRIA 3 5 A Bl EO#ERE 2 3SR [FER O fiF
Wr&aiTo 4R, (A7 ntE R A & B OEOEAITFEETH -7 (SCS # 12.7.1.7.133.1, #*
12.7.1.7.13.4.1, [X12.7.1.7.13.3.2 X O\ 12.7.1.7.13.4.2 & /R),
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274-8 RREANOKETIZAD rAE O#EIFFEFE GEMAELARA 3 » A B X HHWER
&)
1.0 Process A (001 + 003)
09 AESI
’ Competing risk
o 08
8 Process B (001)
o© 07
ke AESI
g 0.6 Competing risk
g 0.5 1
© 04
> [P
£ os B _
O o2 T
’ ,rf‘# '
By S
0.1 A e )
T -
00 - ‘a:_).L‘,—‘ : :
0 15 30 45
Time (weeks)
No. of Subjects at risk
Process A (001 + 003) 741 662 585 479 350 211 165 128 112 89
Process B (001) 355 335 289 197 86 18 1 1 1

Source: AESI_ONSETKM_CIF 16AUG2016 14:44 Outputid: 12-07-01-07-13-03-02-f-aeim-onsk1
root/Anti-PD-L1/tasks/Exposure_PK/EXP_SAFETY/1st/dev/pgm/batch_aesi_processAB.sas(MacroPgm: aesionskm.sas),  16AUG2016,  14:40

Source: SCS Figures 12.7.1.7.13.3.2 and 12.7.1.7.13.4.2
AESI=adverse events of special interest and irAE=immune-related adverse event

IRR DfER T irAE & RIEROMEM 233D HAv7z, IRR OFEFEBFHIZ 7 n& X A & B THIE
LTuwWi=,

PLEX Y, TEAE GrAE 25#r) OFBRI T o 2B LHERXTTat R A TEN-ZH, FE
U A7 rERX A L B CRKTHSTZILE2ZETH L, BEREOETTrER A OEGH
MREN-TZ EICL b0 EEZ BN, FEKIZ, IRR (EITHEIHERGRICHEEL, 2.1.8.2 B) O
FHRBI T o2 A LB TRIBRETH- T,

53 BEODFE
T T OGP FHIRNE S THH L 2EBETHE, BFEORBIIWEEZOND,
54 EWMWEEH

T T O EAEHRERII IS L R o T, TS T ORE, FEWEREROT L~ T
FEICRERE TR SN ZLEBET L L. 7L~ T BTF b7 m—A P450 /3 HHHAAE
Ml 2w EetEnw L Z 2 65,
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FARIC, REEASEEhREAEAT Cld, AT @@kﬁ%ﬁiwfﬂ%TNw?7@7UT?VXK
WREERFEZehole, T~ 7 OFEYBREIL, MoEY L OFFRICL 2EEELZ TRV EE X
535 (Module 2.7.2.3.2.5.2 ),

MedDRA FALEEDOMH AAERIC P E I N2 HEFRITRD oz,

55 BREELXEMHEOHER

EMR100070-003 5%k, EMR100070-001 55k &% O EMR100070-002 55k Ok 5 & & 224 @@%M%
M LRSS, T oL~ T DOREFRE L IRR XX TEAE (&7 L—F) ORBLEO EFIZAHET
LIV o Tz, 7272 L, BBEREIC K D irAE (27 L—F) @%ﬁ#“@b"g“ﬁ)éﬁﬁﬁfﬂﬂﬁ)nmy)%nﬁ_o
T, BHGHIRIC X 2 REMICHT 2 HENTED bz, irAE O RERILRIIHR SR OER & &
HIZ B L7z GEMIE Module 2.7.2.3.4.3 ),

56 HEIRRMRELEFFOEHRA

BE T /L TIL, PD-1/PD-L1 ¥ 7 FIUAGREE R TR O 05 T8 % fe VAR~ U 4R % HEFF
THEDICEETHD, ik~ AET /LTI, PD-L1 &7 F /U RER ORI T O AR %2
fbEH, MEORBLHEL LH S, TNUODORENS, MIRFOT X~ 7 O 512 X 5 EX
IXBEFE /R & DWETER Y A7 pRE S % (Module 2.6.6.6 ),

TV TN KD R R O WA kT 5 5 B 2 ST 3 2 AR Al 8 AR B BRI T 5 L 72 v o 72
(Module 2.6.6.6 Z &),

FEARRER CITEIR T O 7 ~ b~ 7T O G EEIE Lz 720, EIRTO 7 b~ 7 OB5 0K T —
HIIAFAE L7V, EMR100070-001 385 T/ 83— N —OEIEA | R S0, RIS
i, UBOERIIE LN o2, IRASCETIE, R ATREZR LT T~ b~ 7 e 5 2 i
THZEEBTHDEOME L, TN~ TERERROEEE TR 2 » A CEREEIO 10 f5) LA EIZ
HIRRHEZATH) RETHDH I L& T 5,

Pkl e FOFIHTHICOWMESND Z EDRMLINLTWA 2D, FrAERIISIBICHT 25 U A7 138
ETERW, T~ I X DFIFEAICKT T AT T ~ v~ 7 OFHH O 43U O 1 4 ZFH
T ORI LR o7z, MEZ T v~ T B 5 FRROERGK£TH%R 2 » H CEEI O 10 %) L
FIFRAERT DL HIBETRETH D,

i
SRS
A

57 ®BEKRS

TRBRFEMEFHEECIE, BERGIIAEFRLE L CRET I EE2ME L, BET —4_X—AT
T, BER GRS S TVARY, L, % 7 —s =2k, 200 BEo7—%
7 R A 712 EMR100070-001 3R D 1 I &G0/ ®E Sz (7 3H), AEBRE ICITmER

BT BEFZGIIRD DN T,

BRI ERFS L L CEF Lo T,

HER OAERFZOFAMNIL 2.1.9 THIZFEH L 72, EMR100070-001 745 &% 08 EMR100070-002 548 ©
X, 7Y~ 7 20 mgkeg £ TO 2 BHEBOEE 21T 7, #BREBIIL220HE DD, 20 mgkg O
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HIRFIZ 10 mg/kg & Hoig U CEMEDOHMITRE O G720 o 72 FEIZ VirAE L OVIRR O BLH1E 10 mg/kg
& 20 mg/kg DGR CRIRE Th -7z,
WERGOEEITIL, JERITIE T HERIEZIT O X&E Th D,

58 EYELA

T L= TN K D F L SUTFEIRAF TS S TW iRy, Tk T E W ELH o R
D& D Z LD BTN D ERY) & TP ISR R R D720 T~ T2 X 5 HYEL A
D RIREPEITAR Y,

59 HBERRUVRBRR

T oYL= TN K D BEBUE IR X3 Wk EL S %%Wﬂwéﬁfﬁ%ﬁ 1L M L7275 7-. EMR100070-001 353
THEFR L U CERABEDEGERED 1 LICRD NN, KERIIREO T L BEENH Y, TN
o7 LB U &I ST, ICEERUE R IS S o T,

510 BPHEEGZRUHEBIREICHT SZEXIIEAHREDES

T AL~ TN & % H B BUES M ORI B X 2 52 8 A AP 9~ 5 BRI M L 2R o 7o, SRER
SFHIRFEIC S K L TV = TS K D HE RS K ORI T 2 B3 L B b D,
T TERERITET MG SN TWD Z b, HENEER R OB EOBRDO T ~ <7 D
RN D BRI 21T 5 ~& Th D,

6 mR&ET—4
BRI CT L= 7RIS IV TW B EIE R0,
7 R zeET -3 R—ZDSDEBMT—4

AECHERIKESO T —% X320 b0relnT -5 AL ICE > EBERAERSK
WERELHEE LS ECERVEERATFRZ2FOCEERAEFR) 28#ll T 5,
EMR100070-003 #8: <%, 20l BE (CSROT—4% B v vA 70T 20415 BR) »»
52016 FIH M 0 COEERAERELZIE L=, EMR100070-001 5% &% Y EMR100070-002
ATz, 20l P (CSRoF—%H v hA7ERT 20l RI D) 25 2051
AMBEECOERERAEEESEZNELZ, CSR DT —X W v A TR L - BELFEHS
DOEZELBEYNHA G H Council for International Organizations of Medical Sciences (CIOMS) 1 D4
EROCIOMST O Z A > U A FOFRTIEL (Module 5.3.5.3 [ Z 27 — % ~— 2 DG
Fe, CIOMSTI D Z A > U A F LONCIOMS I O EESM) . AEICENZ LT 5,

FTRToERPORBETIE, 20F017 B0 ETCOERERAFEFLEZIELT,
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EMR100070-003 #5k, EMR100070-001 #5% & O EMR100070-002 &5k

EMR100070-003 745k

EMR100070-003 #8520l B 25 20l BB :clcm-hEE A EEL
21 24) Robnz Module 5.3.5.3 Il % &7 — % ~— % EMR100070-003 35k D2
CIOMSII ®F 4 U A h KON CIOMS | OEESR), 20956 1 41%, O BHEICIRBREEZ K
1 B Lol L ks F (Il 55 8077664) ThH Y | RS RIGH

(Reference Safety Information; RSI) 7> Tl T & 275K & BEMEZ B ECERWFELTH o7,
TR O GITkE S e, PERE XA T v A FROARLVE CHIFERIEIC L DR EZ T 22, R
B CH -7z, BIOFHT-REERAERESRT, TS0 BEIIEREEZN 142 » BEE L72%&I0%
LA v o2 (IRES 8079034) THY | FBRILBHORWER TH 72, WHEIIAE
GooEE Lz, 20lFIARA 25 0FRA R ECc3 174) OEEREEEZO
BRI E R S Sz,

EMR100070-001 745k

EMR100070-001 3B i3 20l M B 725 20MEI B P £ CloH-REEREEHS
X375 1 (263 4) §B® vz (Module 5.3.5.3 Il % &% 7 — % ~— X EMR100070-001 3Bk D
H£EE, CIOMSII DT A U A R LN CIOMS [ O#EESRR), 0 5 HIRERIK & B4 5 E T
ERVEERAFEFELRILI0MH Q54) Thotl, 30D H, FELICEST-FELITFRO LT, 7
e (74) XIRBREMEENL PRI TELHRTHY (F2.74-92), 234 (194) ZRSINHTF
M WEEZRRIWER (suspected unexpected serious adverse reaction; SUSAR) Th -7z (3 2.7.4-
93), EFMICEERFG L LT, | HFoMERE bl Sz, AR EOR 5REORE %
HNTT N~ T70ERGE&ZFHE L, ELWREELYD S%2WT L~ 70 2%T-, &
G TRWERZR L) OFRBHE Sz,
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*274-92 EMR100070-001 SREE T 20l E M A BN 5 20 EME M EECICHRESN-FRATEZABRELBELEZET

TERVWEELGHEER

Time to first

Underlying onset (in
Cancer Verbatim relation to first
Disease Subject ID (Preferred Term) admin.) Severity Outcome Comment

8061627 195-013 Adrenal insufficiency 251 days Severe Not recovered Subject was treated with dexamethasone IV; discharged on

NSCLC (R HERE A 42) methylprednisolone

8065130 408-012 Hyperthermia 0 days Moderate Recovered Regarded as a symptom of an infusion related reaction

RCC (FEY

8067375 135-026 Pneumonitis 2 days Severe Not recovered Subject was treated with methylprednisolone IV; discharged

ucC (il 2%) on prednisone taper in improved condition; lung biopsy was
not performed. Possible healthcare associated pneumonia
presumed; gram-negative bacteria; discharged also on
azithromycin and sulfamethoxazole-trimethoprim

8074150 117-033 Pneumonitis 182 days Severe Not recovered Shortness of breath improved after methylprednisolone IV;

NSCLC (WfifiEa2e) transition to prednisone and subject discharged on
prednisone taper; in addition, received valganciclovir for
cytomegalovirus pneumonitis; history of chronic respiratory
failure and COPD

8074187 402-009 Infusion related reaction 0 days Moderate Recovered Not applicable

UC bladder (EAITEE S BR)

8079975 805-026 Autoimmune hepatitis 266 days Severe Not recovered Subject was treated with methylprednisolone; discharged on

ucC (H CAIEPERT ) oral dexamethasone tapering schedule

8080958 202-014 Autoimmune disorder 320 days Moderate Not recovered Subject was started on methylprednisolone with

NSCLC (B S sy b improvement in symptoms of fatigue and diarrhea;

discharged on prednisone tapering schedule

Source: Refer to Module 5.3.5.3 Il Safety Database Study EMR100070-001 — Frequency Tables, CIOMS II Line Listings, CIOMS I Reports

_(safety database), CIOMS=Council for International Organizations of Medical Sciences, COPD=chronic obstructive

pulmonary disease, [V=intravenously, NSCLC=non-small cell lung cancer, RCC=renal cell carcinoma,and UC=urothelial carcinoma
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& 2.7.4-93 EMR100070-001 SREE T 20l F M EH» 5 20 E R M EECICRESNE-FRATELVARELEELZE

ETERVWEELHEER

Time to first

Underlying onset (in
Cancer Verbatim relation to first
Disease Subject ID (Preferred Term) admin.) Severity Outcome Comment
8059512 223-008 Gastric hemorrhage 84 days Severe Recovered NSAIDs (prophylaxis for infusion) and corticosteroids (for
HN ('8 Hifn) localized edema of tongue) suspected to be related to event
8060548 222-026 Diarrhea 79 days Moderate Recovered Event improved after symptomatic treatment; therefore, no
NSCLC (T corticosteroid treatment initiated; reported by the
Investigator as occurring after each dose of IMP.
8061230 135-017 Sarcoidosis 121 days Moderate Not recovered The subject remained asymptomatic and required no steroid
Melanoma (rraAf =T R) treatment
8061810 142-019 Acute kidney injury 69 days Mild Not recovered No steroids given according to Investigator; alternative
NSCLC (BMEE A A) explanations: carboplatin, pemetrexed, dehydration
8062572 222-026 Diarrhea 99 days Moderate Recovered Discharge treatment included methylprednisolone (previous
NSCLC () occurrence captured in Case #8060548 above)
8063042 807-010 Palmar plantar 35 days Severe Not recovered Not applicable
HN erythodysesthesia
(5 + SRR AR
EEMERE)
8063042 807-010 Drug aggravated psoriasis 35 days Severe Not recovered Not applicable
HN (FLHE)
8065302 222-026 Diarrhea 119 days Mild Recovered The subject was treated with methylprednisolone with
NSCLC (R tapering schedule (previous occurrences captured in Cases #
8060548 and # 8062572 above)
8068294 204-022 Pneumothorax 200 days Severe Recovered Not applicable
NSCLC (K
8072143 172-011 Fever 22 days Moderate Recovered Not applicable
uc (FERY)
8072143 172-011 Dehydration 26 days Severe Recovered Not applicable
uc (i)
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Time to first

Underlying onset (in
Cancer Verbatim relation to first
Disease Subject ID (Preferred Term) admin.) Severity Outcome Comment

8073633 183-007 Nephrotic syndrome 124 days Severe Recovered with  Pulse therapy with methylprednisolone IV and kidney

NSCLC (R 7 v —ViEER) sequelae function slowly improved; change to prednisone

8074150 117-033 Respiratory failure 199 days Severe Recovered Shortness of breath improved after methylprednisolone IV;

NSCLC (IR A~ 42) transition to prednisone and subject discharged on
prednisone taper; in addition, received valganciclovir for
cytomegalovirus pneumonitis; history of chronic respiratory
failure and COPD

8074663 225-005 Alteration of general 14 days Severe Recovered Not applicable

uc status

(5 REREIRREIE T)

8075229 223-014 Diarrhea 12 days Severe Recovered Subject was treated with methylprednisolone sodium

UC bladder (T succinate IV with tapering schedule; per Investigator,
suspected to be related to amlodipine

8075229 223-014 Lipase increased 12 days Severe Recovered Subject was treated with methylprednisolone sodium

UC bladder (U X—EH) succinate IV with tapering schedule; per Investigator,
suspected to be related to amlodipine

8075570 116-013 Dehydration 146 days Severe Recovered Subject was admitted with dehydration and acute renal

ACC (Wi7A) injury; decreased oral intake; treatment included
methylprednisone sodium succinate I'V; discharged with
oral steroids

8075871 407-016 Acute cholecystitis 1 day Severe Recovered Not applicable

Gastric (BPENREEDR)

cancer

8075893 172-011 Pneumonia 49 days Severe Not recovered Not applicable

uc (M%)

8076643 184-016 Blurry vision 67 days Mild Not recovered Subject did not require steroids; Investigator stated possible

ucC (FEH) etiology of dry eyes; sensation of double vision was
attributed to ghost shadow that improved with eye drops

8076643 184-016 Dizziness 67 days Mild Not recovered Subject with brain metastases

ucC (FFEMED F 1Y)

CONFIDENTIAL 226/359
Document No. 0900babe80cf304v1.0 INFORMATION

Object No. 0900babe80d07e1b



TS 2.7.4 BRERAR &M DOHE

- Time to first

Underlying onset (in
Cancer Verbatim relation to first
Disease Subject ID (Preferred Term) admin.) Severity Outcome Comment
8078266 221-027 Acute on chronic renal 86 days Severe Not recovered Subject treated with methylprednisolone IV and then with
Bladder insufficiency methylprednisolone orally; creatinine laboratory values
cancer (B AR 4) decreased; alternative explanation: underlying advanced
bladder cancer, bilateral ureteral stenting
8079091 406-008 AST increased 220 days Severe Recovered with  Subject treated with prednisone I'V; discharged with oral
SCCHN (TANTGX BT I/ sequelae prednisone with tapering schedule; co-suspect: atorvastatin
rNT7V AT =T —FH calcium
i)

Source: Refer to Module 5.3.5.3 JlSafety Database Study EMR100070-001 — Frequency Tables, CIOMS I Line Listings, CIOMS I Reports

ACC=adrenocortical carcinoma, -Adverse Reaction Information System global (safety database), CIOMS=Council for International Organizations of Medical Sciences,
HN=head and neck cancer, IMP=investigational medicinal product, IV=intravenously, NSAIDs=nonsteroidal anti-inflammatory drugs, NSCLC=non-small cell lung cancer,
UC=urothelial carcinoma,and SCCHN=squamous cell carcinoma of head and neck
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TREBRHR L B O 72 WEE A EEZIL 3191 224 4) B b, Z0ob 254 214) TR
BRI OG-’ Thned o (GRBRIEEGBBRNCREBL L), 319 0 5 BLRBIENE - 72
MedDRA SOC I3, BEHER L OV A BIE (62 1) . —fi% - RHEFIS L OGN OREE (54 1),
BB (49 1) . FEER. Msids X OWERRRES (39 ). R LOURERE (21 #F) WONCH
BIORKERE (19 1) Thoto, 1BBRELBEHORVECICE T AERRIT 4T HETHD | %
BN E Do T2 FITE BT 61, B G 1), SFRFREET Q). MEE Q).
MR AR (2 4F) ROR 21F) T, ZOMoOESIIS 1 RO b, IRBREEBED R WEE
REFEFZOMIANL, ARBROXIGER GETHERERS) CTHENbOTH o7,

R L B2 GETCE RVWEBLRAEFLO O L 11+ (IS5 8080955) T, TABHE
YRR £ 5 KRR OFHI AT o7z (AR L& 51> TRWERZR L) oF50
WE), 2015411 H 21 B2 5 2016 44 H 30 H £ TIZ 492 14 (295 4) OEEZRAEREROBYH
BREWRNWE SN, BERAEE S T, IOt RITSRmiciE shinroiz,

EMR100070-002 #5R

EMR100070-002 #5213 20l I M 55 20 B £ o B A EES
X34 34) b Module 5.3.5.3 I Z 21T — % ~<—Z EMR100070-002 55 D7t
. CIOMSII O 7 A U A kKT CIOMS I O#EFESR), WaRITHREEIT, FaEm &k DT EWELT
PERIAMENS 1FETH D . W HIRRRIE L B L LRl S vz, BEEETIIRCICE ST F
EH55chor, 0020 0RO ETic4tt 4) OERELAERED
IBERRA T WA Sz,

LI X . EMR100070-003 3E% . EMR100070-001 358 & TN EMR100070-002 35 < 20045 .H [ |
A 200l E>5 201 WP E Clofs Sh-mEERGERERLOMEMIL. CSR
DOHEWIE & R TH o7,

EZHE (NSCLC, i) Zxi5 & Lz Z ofth o BAE LR

F—%7y 7S QoA M E) TNSCLC (EMR100070-004 #5% & OV EMR100070-005
AER) KOVHEW (EMR100070-007 35k & O EMR100070-008 #5R) Z /5 & L7-%45 I FH:R 5Bk 4 35
NETTH o= (32.74-94),
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+* 2.7.4-94 BEfREEZMRE L= DMOERBRERBROBE

Study No. Study Design Subject Population Subjects Exposed

EMR100070-004 Phase 111, open-label, two-arm, Subjects with non-small cell lung As of R 20M 458
randomized study to demonstrate cancer that has progressed after a subjects have been
superiority of avelumab versus platinum-containing doublet enrolled and 229
docetaxel in terms of overall subjects received
survival avelumab.

EMR100070-005 Phase 111, open-label, two-arm, Subjects with metastatic or recurrent Asof I 20 43

randomized study to demonstrate
superiority of progression free
survival with avelumab versus
platinum-based doublet

non-small cell lung cancer that has not
been previously treated (all
programmed death ligand 1 positive
subjects)

subjects have been
enrolled and 21
subjects received
avelumab.

EMR100070-007

Phase I1I, open-label, two-arm,
randomized study to demonstrate
superiority of maintenance therapy
with avelumab versus continuation
of first-line chemotherapy with
regard to overall survival or
progression-free survival

Subjects with unresectable, locally
advanced, or metastatic
adenocarcinoma of the stomach who
have not received chemotherapy for the
treatment of advanced disease

As of I 20 5
subjects were enrolled
in the Induction Phase
and 0 subjects received
avelumab.

EMR100070-008

Phase 111, open-label, two-arm,
randomized study to demonstrate
superiority with regard to overall
survival of avelumab plus best
supportive care versus physician’s
choice plus best supportive care

Subjects with histologically confirmed
unresectable, recurrent or metastatic,
adenocarcinoma of the stomach, or the
gastro-esophageal junction and 2 prior
courses of systemic treatment for the
treatment of unresectable, recurrent or
metastatic gastric cancer

As of I 20 59
subjects have been
enrolled and 29
subjects received
avelumab.

Source: Refer to Module 5.2 Table 1

EMR100070-004 745k

EMR100070-004 i8R Cix, —4» v bA 7S QOMERA B R) £ ClcEERAEFLIT
273 1F (186 4) B Bz (Module 5.3.5.3 Il %< &7 — % <— % EMR100070-004 ;B O E
#, CIOMSII D7 A > J A MK CIOMS | DEEHESR), 05 L7 N~ T 25 Lok
(CRBLUT-HERAERERIT M (654). ReXX AL E2&E LI-WBRE ORI L-EERAE
FHLUT 111 1 (76 4) . IBBREOE G MTOIR Do T-BRE 13 LT (GRBREER G- BIARTIC 3
BL7) EELAEERERITISMH W54) Thotlz, T-UL~T LBHEORWEE LA ERLILTT
(54 4), 7T~ T LBEM AR ETCERVWEERAFERFGIL 21 (164) THY ., IR
EERNC X 2 RRBEROFHIA TS| IBBRIEKEE N T N~ 7 L bH D Ll L7 EBER A
FEN RO LN, 209 B RSI NG FHITE 20 F4: (SUSAR) 1 11 (94) Thoto (&
2.7.4-95),
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%* 2.7.4-95 EMR100070-004 B2 T 20l EME B £ CIZRESN-FRATELVWTRILT T LEEREZEETEAL CRERIA

LEMXITERIKEEOHE) EELTHEER

Time to first

Underlying onset (in
Cancer Verbatim relation to first
Disease Subject ID (Preferred Term) admin.) Severity QOutcome Comment

8032932 18-003 Interstitial lung disease 40 days Moderate Not recovered  Subject was treated with oral prednisone (tapered schedule)

NSCLC (VIR ) and symptoms improved gradually; switch to prednisolone
sodium succinate IV later

8033931 18-009 Hypercalcemia 11 days Severe Recovering Not applicable

NSCLC (& BT ALAE)

8048738 34-001 Pleural effusion 28 days Moderate Recovered The subject was treated with prednisolone IV

NSCLC (Hg7K)

8053477 18-020 Vertigo 5 days Moderate Recovered Not applicable

NSCLC ((GLESERIEINY

8058886 34-003 Drug induced interstitial 78 days Fatal Fatal Subject was treated with methylprednisolone pulse and IV

NSCLC pneumonia and then switched to prednisolone, but reported as poorly

(B MR effective
8058886 34-003 Worsening abdominal 65 days Life Not recovered No histopathology available from aortic resectate
NSCLC aortic aneurysm threatening
(REhf)RAE)

8059362 915-006 Platelet count decreased 45 days Life Not recovered Subject received platelet transfusion, but platelet count did

NSCLC (U IR A A threatening not increase; therefore, Investigator stated that he could not
rule out autoimmune relatedness

8073034 706-005 Cardiac disorders 53 days Severe Not recovered  Assessment by Investigator not reported; subject was

NSCLC (LFEE diagnosed with unstable angina pectoris; coronary
angiography showed 2 vessel coronary artery disease

8074579 936-001 Hypoxia 36 days Severe Recovered Subject treated with methylprednisone IV and subject’s

NSCLC (IR FRIE) with sequelae  condition improved

8081369 53-005 Acute renal failure 17 days Fatal Fatal Please note: The event was meanwhile re-assessed to not

NSCLC (CBMEBARA) related

8081369 53-005 Hydrothorax bilateralis 17 days Fatal Fatal Please note: The event was meanwhile re-assessed to not

NSCLC (B9 K JE) related

Source: Refer to Module 5.3.5.3 lSafety Database Study EMR100070-004 — Frequency Tables, CIOMS II Line Listings, CIOMS I Reports
Adverse Reaction Information System global (safety database), CIOMS=Council for International Organizations of Medical Sciences, [V=intravenously,and
NSCLC=non-small cell lung cancer
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RSI 226 FPRITERNT L~ 7 LBEM A TECE RV CICE A EFEFEN 34 2 4)
BOLNT, 1 41T BROBEETHY ., T~ T OFKERIE 78 B#%ICFHEIL L 7= MR R
(I = 5 8058886) 7=t L7, BlD 1 413 MO BETH Y, 7L~ 7 Of 5Bk
17 Ataic g8l Lic At A ek oakE (IS 8081369) d7=wiE L7z,

RSIND PHITE 57~ L~ 7 LML KE CTERWERRAFFRGI M4 GEAHE KIS
40, FEHE3 R, REUE, RN, F7 - ROBIBEERSS 1) Tholz,

TN T EEEORNEERAEFER TTIHO O B BB G Do 72 MedDRA SOC (%, FFK
. MEhds JOWERIEE (19 ), —fk - £HHEEHELS LU S ORE (13 44F)  BYYER L O%
AHUE (11 1F) ONCDEREE 8 1) Thote, 7L~ T7 LEDORVIECICE T HERSR
X 21 CTh Y| BEENED o T FLRITHEEMET ) T, ZOMOFZITE | RO b,

EMR100070-005 745k

F—x75y b4 7 COMER D) FCICEERAEERELIION T4) oo, 20
IHT NN T LT BRSO LT EE A EERIL 3, XA ML X REOI LAY
TF U hkEG LT BRI TR BL LT R A A AT 2 1 (G ek B O IMREE ) | TRER
ORGP TONR o ToHBRE B L EE e A EFFRIT 41 (EREEREERY, KIRE&
Ir. PER L OVINBIECADA) TH-oT- (Module 5.3.5.3 [ Z 257 — % ~X— A EMR100070-005
AHERDOHESFE, CIOMSII D7 A > U A RO CIOMS I O EESR), 7L~ 7 LE#HO /WVE
ERAEFEGII2 M4 ERLOEN) Thole, 7L 7 EHEMAZGE CERVWEERAF
FHET 1M (BFGE) CTH Y, {RBRIEME RS THITE 2V $F5 (SUSAR) ThoT-, EHEREA
EHLIOMD I DL, HCICE ST ERRIIRD LN o7,

EMR100070-007 745k

HERAFEFRIAXIT ) T I7F RO 2 e oitdb 2507 dlisgo B 14 ()
A BTz (Module 5.3.5.3 |l % 2147 — % ~— & EMR100070-007 3Bk D45+, CIOMS 11 O
FZA VA RKRCIOMS I OFHEZESH),

EMR100070-008 5%

F—xHy A7 COMENRS WP FClcEEREEESIT 21F (104) B 5, =
DIBLT RN~ T oG U OB L EE R A EEGILS I, AV T h a5 Uit
BREICHEL L EHERAFFERIT 3 M (EIE, R L O/, N7 U 2 XL a2 LTk
FATRB LI HERAFFRIT | (SR | IRBREOE G- T oo 7o gBRF IR B L 72 &
ERAERGLIMF FEREIT 24 LK0OMK14) Tho7- (Module 5.3.5.3 I % &7 — % X
— Z EMR100070-008 iR DEEFF, CIOMS I DT A > U A kKO CIOMS 1 OEEZRR), 7
N~ T LB O R WEERAEEGI 44 (B, B, MR R R e U v e
VHM) Thoto, EERAEEG M (MK XIRBRIEYERN T L~ 7 L OREEFREZ R
B &I L, 1RBRIKHEE N T L~ T LER#EH D LW L2 FRTH Y, RSI 06 PHITE 20
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% (SUSAR) Tholo, HEIZESTEAEFEFRIIIMHTHY . WRITEBRIEOR L MThN ) >
o2 TR BL LT RBET RO UV 2 XL 2 G LT 1 BICHBLLIZERETH - T,

Ry Y R RS L LT BRI AR

B9991007 Bk (3 2.7.4-96) Tix, 7—4F v hA 7S QoMAENRA MB) £ CiIcEERS
EELIEBD SN0 -T2 (Module 5.3.5.3 [l 2207 — % ~—2 B9991007 B> CIOMS 1I
DTA LV ANER),

& 2.7.4-96 ROFV) UNEERRE LEBEAIRERBROME

Study No. Study Design Subject Population Subjects Exposed

B9991007 Phase I study to evaluate the Subjects with histological confirmation  As of | i} 20l 15
pharmacokinetics and of classical Hodgkin’s Lymphoma with  subjects have been
pharmacodynamics of avelumab relapsed or refractory disease who enrolled.

either have had prior autologous or
allogenic stem cell transplantation or
are not eligible for stem cell
transplantation

Source: Refer to Module 5.2 Table 1

OF R IER R
F—xHv 7S Qo ERF B) o0 RERRR (3 2.74-97) OFEEE L FIORT
B9991002 Bk

HELAEFRGTMRD LN (Module 5.3.5.3 [l Z &1E7 — % ~<— A B9991002 uﬁ%ﬁ@%
. CIOMSITI O A U A KO CIOMS | OEESI), 205 b7 )b~ 7 L B % 5 E
TERVWEERAERERIIN FEAILEIS 24, T 14), TUb~7 LBEORWEER
AEFRIT 41 CRTaiOREE 2 4 WKL OFEIRIARIES 1 4) . IBBRIEOR G- Thi /o
TEWEBRF IR L - EE A FERIT 2 (BAKKROKA) Tholz, L Lz 1 4 OBHHA
WIZE D & FERNTOTHR TH o 72 2 & M5 L O F IR A TR Sz, AERE LT~ L
~ 7 OEGRIE 19 AR K OT X F =7 O GG 26 AZRIODHRERE Lz, OIRIET v
~ 7 EEEHY, TR T =T LEER L S S v (SRR B O LR M AR ER T D FERE 72
BORIE 2.1.8.1.3 1),

B9991003 5k

HERAEFERITRD SN0 -7 (Module 5.3.5.3 [l 2 &7 — % ~— =% B9991003 B D
CIOMSII D7 A > U A FZH),
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B9991004 5

HEERAEFERIZIOLIC 13 RBET, MRELOMOEMS AN 34, BL24, HFERED
FEEGA 1 40) RO B, Wb 7~ b~ 7 L B U &l Sz (Module 5.3.5.3 I % &
MEF — & _— 2 B9991004 RERDEZ . CIOMSII DT A > U A F TN CIOMS I O EHEESR) .,

B9991005 5k

EERAEREST 1 GESLIREE) B b, 7k~ 7 L BE 2 L &HIr & 7= (Module 5.3.5.3
B 5T — 2 X — & B9991005 #ERDEEEHER, CIOMS T O F A U A kTN CIOMS 1 D #i
L),

B9991009 5k

FEERHEFRZIIRD LN -7 (Module 5.3.5.3 I 2 &1E7 — % ~— % B9991009 7k D
CIOMSII ®Z A > U A F&H),
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+*2.7.4-97 HRARERBROME

Study No. Study Design Subject Population Subjects Exposed

B9991002 Phase Ib, open-label, dose-finding Subjects with histologically or Asof I 20l 41
study to evaluate safety, cytologically confirmed advanced renal ~ subjects have been
pharmacokinetics, and cell carcinoma with clear cell enrolled.
pharmacodynamics of avelumab in ~ component. Primary tumor resected.
combination with axitinib

B9991003 Phase III, multinational, Subjects with histologically or As of I 20M 22
randomized, open-label, cytologically confirmed advanced or subjects have been
parallel-arm study of avelumab in metastatic renal cell carcinoma with a enrolled.
combination with axitinib versus clear cell component
sunitinib monotherapy

B9991004 Phase Ib/I1, open-label study to Subjects with advanced malignancies As of R 208 58
evaluate safety, clinical activity, (non-small cell lung cancer, melanoma,  subjects have been
pharmacokinetics, and squamous cell carcinoma of head and enrolled.
pharmacodynamics of avelumab in ~ neck, triple negative breast cancer,
combination with other cancer colorectal cancer)
immunotherapies

B9991005 Phase Ib, open-label, dose-finding Subjects with histologically or Asof I 20l 12
study to evaluate safety, efficacy, cytologically proven diagnosis of subjects have been
pharmacokinetics, and locally advanced or metastatic enrolled.
pharmacodynamics of avelumab in ~ non-small cell lung cancer
combination with either crizotinib
or PF-06463922

B9991009 Phase III, multicenter, randomized, ~ Subjects with As of I 20 33

open-label study of avelumab alone
or in combination with pegylated
liposomal doxorubicin versus
pegylated liposomal doxorubicin
alone

platinum-resistant/refractory ovarian
cancer

subjects have been
enrolled.

Source: Refer to Module 5.2 Table 1

Dby 7 — % A 0FER T ORBR TR b - EEARAERS (EMR100070-003 5
B, EMR100070-001 75k &% O EMR100070-002 55k CSR D7 — & 71w k7 7 1% K UMt oD S fifi 2 o>
A c 20l B £ CUE) O/, 1SS OEHFER L R TH 0 | FUKHE, irAE XX IRR
LT,

8 RADBEDFEMR (Single Patient Use) 2k 2REMEDIEBMIEHR

KETHRARIEDMH (Single Patient Use) (JRER IS FHHEIE 20140000500, {HERBA LA 123393)
XD, 1 ADO/NRBEICT V<7 (10mgkg, 34 27 0) 85 L, B8 IS0 LtEo
mMCC BH TH 1 | AR OILFRIE D EREITREDET L T\ e, 7T~ 7 ORARMEITBAT
Thbv., GOHE (KR L) iixr#fvzbof:ﬁi FHREITOT DT ~ b~ 7 O3 Ik S niz,
BB 1T T L~ T B HBMGORK 9 MBI Lz, TRBRYERIL, JECITR BT L B S
ECHIET L7,
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B 013-79 12 BMED mMCC BHETHY . 2016 £ 4 H 11 BICT N~ T7ORE2BB L, 7
UL ZIEE 3 EER G- SN, AEFRIIERD SN T, REREITORD 7~ b~ 7 O E 3F
EEhiz,

B 018-31 13 &ttd mMcC B ch v, 207 BB 7~ ~T70R5%ME L, &
BIRAERELN 2RO LN, REETORD &G 54 B&* 17~ ~T7 o3 1EENn
oo BEH 82 HR* | IRBRKHEHEFIZRENEC L= L xlE ST,

£ 015-78 (X BED mMCC B2ETHY . 200lEIT B0 7 L~ T O G E ik Th
STz, AEFRIIRO N2> T,

9 ZREeEMTFTVIT—k

BUFE SN O 5 11 A HAEAER (EMR100070-003 3%, ~X— K B) {2 DWW, AiEE TICEHE L
T =80y N7 ORI Z T, Flfirsss (F—22y br s 20+ i
AMB) 285 L7 (&8 5.3.5.1.3 Study EMR 100070-003 Technical Report Z/2), £7=. KEKR
HEER IR SNz 900 ALt d T—42h v b4 7 A 20l B P) (cov»Tyh
e L7z (&%FF5.3.5.3.7 90-Day Safety Update Report Zf), LA FICZDERZ R L, TNENOH
HEEEY 2—/L 5 ITIRIT LT,

9.1 EMR100070-003 (PartB) HfSfETHE
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. SRR CH 5, FhiP O Part B Tld, HRBIEEICKTT 5 2H LN RIBE O BE % %t
Gl L, RE 1R 42E0 X ) ICHEBEISA TS (EMR100070-003 7E5RFHHIE 45 10 B ),
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& 2.7.4- 98 WEREDNR (RV ) —=2 T OETERER)

PR T T
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9.1.3 PREE KR
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& 2.7.4-99 TARLIITOHRERR (REBTARER)

R R R Ve Y oA
(N=29)
T YL~ T OEEHFE GE)
SR R 72 12.55+10.293
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%1 UL, 5 3 AL 6.00; 15.86
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% 2.7.4- 100 FELGAOMETFHFE (REEFRTERER)

i T T
N=29
PERL n (%)
Bk 21 (72.4)
Qi 8 (27.6)
ANFE, n (%)
HA 26 (89.7)
i R RIS 2 (6.9)
B 1(3.4)
HAAN, n (%)
A 0
HE[E] 25 T %Y 29 (100.0)?
WP, n (%)
bk 18 (62.1)
PEIER 11 (37.9)
Fiim Gk)
n (%) 29 (100.0)
SRR R 72 72.249.84
HuE 75.0
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e/ ME. FRAE 47; 87
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65 ik AT 7 (24.1)
65 LA I 22 (75.9)
65~75 Ik AT 6 (20.7)
75~85 Ik AT 14 (48.3)
85 kLA b 2(6.9)
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n (%) 29 (100.0)
I HAR R 72 82.34+16.546
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1 6 (20.7)
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FT—H Ty NA TR T, 24MRBEITIC L VB L7z (BEF5.3.5.1.3 2IR), IEBREEERO
PR, NS, BERER. U LoREG. RS, BT OV ARG B ORI 2 I O ERE AR A
AT D 14 ($E5R#FE 100070-003-604-0002) H3FERICHAA AT SN, IRBREEE HBAA 2 W%
DT ESMEE N CRBEITA MG S, Z0EICEII L, Day 80 IZET- L7, b9 1 4 (WiBRE
100070-003-133-0016) 1%, {RERIE & BEMED 72 WA F RS (E & OWUILSE % 1 © 9 S8 HE1T 23 A
DFENGZEFL) OFRBIL ., BB~ ATINS 30 HLINIZHE Lz, T OREBRE 1X, MEIRER & LT
NEEBIZAEL ORERIRZE R OVF B E LT 1 DOIEERHRZ, N7 L— R 2 DO U N—BHEIIE )
JL—R20U REREEEE R L, IERE(TEMOFM TR AN DT, 1 [EIOTRERSE
BE#%, 71— R3O IRRIZ XV IRBRIEE 5.4 1k LT,

CONFIDENTIAL
Document No. 0900babe80cf3f04v1.0 INFORMATION
Object No. 0900babe80d07e1b

239/359



TS 2.7.4 BRERAR &M DOHE
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* 2.7.4-102 TEAE OHIE (REMBTHRER. £HEBRE)

001 003 Total
SCS SUR SCS SUR SCS SUR
(N=1452) (N=1650) Delta (N=88) (N=88) Delta (N=1540) (N=1738) Delta
n (%) n (%) (%) n (%) n (%) (%) n (%) n (%) (%)
Subjects With At Least One
Any TEAE 1359 (93.6) 1611 (97.6) 4.0 86 (97.7) 86(97.7) 0.0 1445 (93.8) 1697 (97.6) 3.8
TEAE, Grade >=3 723 (49.8) 953 (57.8) 8.0 54 (61.4) 55(62.5) 1.1 777 (50.5) 1008 (58.0) 7.5
Related TEAE 942 (64.9) 1102 (66.8) 1.9 62(70.5) 62(70.5) 0.0 1004 (65.2) 1164 (67.0) 1.8
Related TEAE, Grade > 3 146 (10.1) 170 (10.3) 0.2 4(4.5) 7 (8.0) 3.5 150 (9.7) 177 (10.2) 0.5
TEAE leading to permanent treatment discontinuation 193 (13.3) 239(14.5) 1.2 2(2.3) 5(.7) 34 195 (12.7) 244 (14.0) 13
TEAEs (excluding IRRs) leading to temporary 211 (14.5) 342(20.7) 6.2 21(239) 21(239) 0.0 232 (15.1) 363(209) 5.8
treatment discontinuation
delated TEAE leading to permanent treatment 90 (6.2) 103 (6.2) 0.0 1(1.1) 4 (4.5) 34 91(5.9) 107 (6.2) 0.3
Discontinuation
Related TEAEs(excluding IRRs) leading to 84 (5.8) 118 (7.2) 1.4 6(6.8) 6(6.8) 0.0 90 (5.8) 124(7.1) 1.3
temporary treatment discontinuation
Serious TEAE 578 (39.8) 740 (44.8) 5.0 36 (40.9) 37(42.00 1.1 614 (39.9) 777(44.7) 4.8
Related serious TEAE 85(5.9) 102 (6.2) 0.3 5(.7) 6 (6.8) 1.1 90(5.8) 108 (6.2) 0.4
TEAE leading to death 163 (11.2) 220 (13.3) 2.1 8(9.1) 8(9.1) 0.0 171 (11.1) 228 (13.1) 2.0
Related TEAE leading to death 6(0.4) 4(0.2) -0.2° 0 0 0.0 6(0.4) 4(0.2) -0.2°
irAE 165 (11.4) 232 (14.1) 2.7 14 (15.9) 15(17.0) 1.1 179 (11.6) 247 (142) 2.6
Treatment related irAE 140 (9.6) 193 (11.7) 2.1 11(12.5) 13(14.8) 23 151 (9.8) 206 (11.9) 2.1
IRR 352(24.2) 420 (25.5) 13 19 (21.6) 19(21.6) 0.0 371 (24.1) 439(253) 1.2
Treatment related IRR 336 (23.1) 403 (244) 13 19 (21.6) 19(21.6) 0.0 355(23.1) 422(243) 1.2
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TN 2.7.4 BRRMREMEOBE
i 2.7.4- 103 YITATIT)—IZHEE LTz irAE OE
EMR100070-003 EMR100070-001
SCS SUR SCS SUR
N = 88 N = 88 N = 1452 N = 1650
Any Grade | Grade23 | Any Grade | Grade23 | Any Grade | Grade 23 | Any Grade | Grade =3
(%) (%) (%) (%) (%) (%) (%) (%)
All irAEs 15.9 1.1 17.0 3.4 114 1.6 14.1 2.2
Sy BB 0 0 0 0 0.8 0.3 1.3 04
Sy BE R IB R 2.3 0 2.3 0 0.9 0.2 1.5 04
G BEELF 1.1 1.1 2.3 2.3 0.9 0.6 0.8 0.7
G %% BEEL N I e 5.7 0 5.7 1.1 4.8 0.1 6.1 0.3
FF R A B 5.7 0 5.7 1.1 4.5 0.1 5.6 0.1
BRI BB R T i 4.5 0 4.5 1.1 3.9 0.1 5.2 0.1
FRR B RE TTAE SE 2.3 0 1.1 0 0.5 0 04 0
R 2% 0 0 0 0 0.3 0 0.2 0
BB RE N2 0 0 0 0 04 0.1 0.5 0.1
1 BUpE PRI 0 0 0 0 0 0 0.1 0.1
THER R 0 0 0 0 0.1 0 0.1 0
PR REL T 0 0 0 0 0 0 0 0
G BB A M OV ek 1.1 0 1.1 0 0.1 0 0 0
SRR R E B T) 5.7 0 8.0 0 4.3 0.1 5.0 0.1
Z DAt o> Gy B HAES 0 0 0 0 0.8 0.3 1.2 0.5
il 0 0 0 0 0 0 0.5 0.3
TN/ 0 0 0 0 0 0 0 0
Z O G B G 0 0 0 0 0.8 0.3 0.6 0.2
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TS 2.7.4 BRERAR &M DOHE

9.2.2 SUR D&

TN T ORENET BT 7 AL, BIERICER AR ThHOREARETh o7,

A Bl 90 H ] SUR TR L7 7 ~ L~ T OReMT — 2%, SCS THEEADLZEMET 17 74
NERETH T, WEHMOLEREIZESE, TEAE ORBROEER RN THREND, FHO
BEMEY T VITERE SN o T2,

T oYL= T 10 mgkg DLEEET 0T 7 A Lk, 88 4D mMCC B3, KON 1738 4 &8 2 DT
PEBEERE I X > CTHOICRHME &, REIICEHEARE COOBARAFETH - 72, irAE IX, %
BEDM S, KIGHKR, T, WS (HRRIRFEE . BB ERRE N4, HrAIFEEL | BUBEIRIN) . Ak,
DR OB I EOY T 7 T —Th o7z (7 : SUR OFEHIE, S DITFEMIC T L7,
WHMWEEDYS 7 7N —7Th 5 FTREKES, BREOBEHERAE, X7 - AU—ERELDT
R RER OGERH SN, T T ORESNZY 27 & LGEINENT),

BEEN, BRBRT VA, KOREHERROEROE N EICLY, AEFGORBRL HEE
e 2 2 I3 TE RV, 7L~ 7 TR SN irAE OF BRI, S LPD-1 €/ 7 n—F )b
PR R OML OB PD-L1 & / 7 0 —F A G ORER LI L TV, IRR b biznd, =
FUS ITHRE ) & PEEFEC, KB 7RIEBREE OB G I 2 M & EICT L~ 7 OfE 4[5 H
DOFH-FTIZRE STV,

10 ERER UG
101 &%

mMCC BF DOLZAMEORE FIL, 5 1A HEEEEER (EMR100070-003 7R, N=88) IZESW\ T 5,

MO IX, BB IR ATET OB EF 2 x5 & Uz KR E 1 HEERR
(EMR100070-001 7k, N=1452) MK OVAARANOEBHER U  (XRPTEITHE O [E R X3 H e B E
Zxtge & U728 T EEGER (EMR100070-002 3ER, N=40) OLZRMET —ZIZ Lo TFFIn T
Lo T DERKRBR CRBBEEZRE L TWARWZ LICX Y, LM HIILHIE STV 528,
PLPD-1 X OWL PD-L1 € / 7 0 —F AHUEROBEMORIER (rAE) K OVIRR % H AT T2 2
T, TR T ORENT 0T 7 A NVOFERTR RIS ATRE & B 2 bz,

EMR100070-003 75k & OY EMR100070-001 FRBR ClX, 7L~ T7 OLEMET 1 7 7 A4 MTEIK
IZE B EE O RERFRE ThH 7, I bIBLEN Do 72 TEAE 139597 TdH - 7=, EMR100070-003
ARERTCIE, BB L BEME A2 S E TE WS L— R 3 LI Lo TEAE ORBLHKIL 45% TH 0 | R
& BN A R E CE RUVERE DO 5 IEICE 72 TEAE(F 7 A7 2 F—F EFH) 2 14 (1.1%)
RO DTz, BRI LEBEEMEL BETERWHELICE 72 TEAE IO o2 hoiz,
EMR100070-001 78k D22 &M O 1% EMR100070-003 585k & Bl L TN 223, JRERER L BE M 2
BETE 727 L— K 3 LI LD TEAE (EMR100070-001 #5% 10.1%. EMR100070-003 545k 4.5%) K&
OVEBRIR L BN 2 B E TEXRWETICE > 72 TEAE (ZNFH 04% K% TN 0%) DOFREIFRT,
EMR100070-003 55k & b~ CThH T E D> 72, EMR100070-003 545 Tld, 3 COHBRE TIEH
FRAHIM A 3 » A 2/ X T 7z, EMR100070-001 iRERTiX, 7 — % 4 v b A 7K CiIEBRGR#A M
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TS 2.7.4 BRERAR &M DOHE

M3 HEBZDPEREOFGIL83.1%THY . BHFHEMIRIA 3 » HEBE2 28 RE DT L~
TORENET 0T 7 A ML, WEBRE R EHELL L T e, CSR DT —F B v b A7 % KO o i
PR T 20l WP £ ol SN erET — 2 OfmIL, 1SS OfTiER L FETH
0. Fl- 2 ZEEORMBEITRD bhenoTz,

HANEE 2 x4 & L7z~ EMR100070-002 iABR D47 1 7 7 A /Lid, EMR100070-003 75k &
Y EMR100070-001 7k & 2RRIITEALL L Tuvio 1nBRgE & B2 S E TE W/ L— R 3 L Eo
TEAE O3B 7.5%, JRERHE L BEMEZ G E TX RV LEIZE 72 TEAE OFBLET 2.5%TH
ST, BARNIOHRIEBL L= TEAE NRD LN, ZHHOHERGINTNE 1 ADORIIFHILL T
WHZENDL, BRNIFROEERESLITEZ bR Tz,

irAE Offr Clx, B2 07 30— [KIGK. Mgk, T, Wk (FRIRES . BIE %
BN, FEBRFEE, 1 BUBERIE) . BR L OEREEES . %2, Toftl] 1[4 T 2 FL 2 FANC
JE L7z MedDRA PT ®O—EIZ L W EFE L, FANIHE LIZEZNEHME (arFaxTa A REE
SRV LD B R ARG REEE) #1T-o7,

EMR100070-003 35 & O' EMR100070-001 #45% Tl irAE OFHRITZNEI 15.9% K% O 11.4%,
7' L— R 3L ED irAE ORBRIIZNZEN 11% LN 1.6%ThH-oT-, BHEILVFazxTa A RN
L DIBEEZ T TR OEIA X ZNZEI 4.5%% D) 3.0%, IRBRIEOE G- 1EIZE 72 irAE D38
RIZZFNEN LI%KED 14% ThoT-, TEICE -7 tAE 1% 3 LR (WTFh b
EMR100070-001 55k : Mg, SYEFAR SR OFAS B OB RS 1 4), 61T, Bl
FEREICT L~ T LT R F =T RS Lz B9991002 B TlE, JEICICE - 7= g o
LN 1 LcRoon (27— 2 =205 0WiETH Y | 1SS DL RT5:
LHIZEENT),

EMR100070-002 7% Cl, irAE ORILHRIT 10.0% Th 72, 7 L— K3 LLED irAE, 5RO
B HIEIZE 572 irAE L OSETICE o 72 irAE 13380 bivZe o 7=,

TYL T ORE SN U A7 EHIE ST irAE OB A 3 2.7.4- 104 [ 23§, ARl #ii- 7%
& UC 1 BBE RIS g Bl G & U CHRFE S LI Y A7 IS iviz, F7-, SUR 2kl
EBICEECONT LT fE 3, NOWEEDY 7 7 —7 Th 5 TRIKEE, BRI OBHERE,
X7« NU—EGEHA DT RUBRROGREBEFELRN, 7NN~ T OREINTZY A7 L LTHE
METz, (F2.74-104 [ZITRFEHDO -0, TNENOFARI SV TIE SUR &),

CONFIDENTIAL

Document No. 0900babe80cf3f04v1.0 INFORMATION
Object No. 0900babe80d07e1b

247/359



Ve %% 2.7.4 BRHOR &M OHE
= 2.7.4- 104 TRILITDEESINT-) R LHIESINT- IrAE ORLE
EMR100070-003 EMR100070-001 EMR100070-002
SCS SUR SCS SUR N=40
N =388 N =388 N = 1452 N =1650
Any Grade Any Grade Any Grade Any Grade Any Grade
Grade 23 Grade 23 Grade 23 Grade 23 Grade 23
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
All irAEs 15.9 1.1 17.0 3.4 11.4 1.6 14.1 2.2 0 0
4025 B i i % 0 0 0 0 0.8 0.3 1.3 0.4 0 0
U EESPE NS 2.3 0 2.3 0 0.9 0.2 15 0.4 0 0
0% BT 1.1 1.1 2.3 2.3 0.9 0.6 0.8 0.7 0 0
P B N 4y AR 57 0 5.7 1.1 4.8 0.1 6.1 0.3 2.5 0
FOPR B 57 0 5.7 1.1 4.5 0.1 5.6 0.1 2.5 0
FOIR AR RS TE 4.5 0 4.5 1.1 3.9 0.1 5.2 0.1 2.5 0
FOIR R BE TR IE 2.3 0 1.1 0 0.5 0 0.4 0 2.5 0
SN 5 0 0 0 0 0.3 0 0.2 0 0 0
BB R R 42 0 0 0 0 0.4 0.1 0.5 0.1 0 0
1 H0HE R 95 0 0 0 0 0 0 0.1 0.1 0 0
TEERS 0 0 0 0 0.1 0 0.1 0 0 0
o BEEU RS % M OV RE P 1.1 0 1.1 0 0.1 0 0 0 0 0
SRS (R A &) 5.7 0 8.0 0 4.3 0.1 5.0 0.1 10 0
Z Ot D FE B HEAES 0 0 0 0 0.8 0.3 1.2 0.5 0 0
D3 0 0 0 0 0 0 0.5 0.3 0 0
D% 0 0 0 0 0 0 0 0 0 0
Z OO R 0 0 0 0 0.8 0.3 0.6 0.2 0 0
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TS 2.7.4 BRERAR &M DOHE

G B O R E VERIESONEGRE (SIRS) . BIETY v~ F R ORHEIIA | LOARRD LI, @&
WINE R GED LW, 7T~ TUANDRRPEHET Db DO Th o7, mEREOsEEDNE, o
ad R— A g, BEREMEEXIT (B O XITar) BRIFERD bhiRdoTz,

IRR (X, FANZHE L7z MedDRAPT O —%, FHORBIRFY K ONEIERIC L 0 FeE LTz,

EMR100070-003 75 & O EMR100070-001 7852 CTl%, IRR DR BLRIZZ LI 21.6% K% N 24.2%T
&> 7-, EMR100070-003 B CTIiZ27 L — K 3 LLE® IRR (T3 5107, EMR100070-001 752 T
7 L—R3LLEDIRR ORBLFEIL1.0%TH o7, 7' L— 4 @ IRR I EMR100070-001 552 T 3 44
RO BT, 2D 5B 2 AR E VH LT HANCHEBL L7z (EMR100070-003 #BR TiX, 7
TR 72 RO A I VIOFIBENMETH 5 72), 1ZEALED IRR IHIEIEGRIZ
FEHLL, 4 [\BLABEOE GRHZ IRR IZIZIERD Do 7-, 1ZEAEO IRRITFHEBLY B ICEE L
7o FHHEOWEEIZE - 72 IRR OFEBLHIL EMR100070-003 5452 T 10.2%, EMR100070-001 &5k
T 6.6%CTHY, EADOHKIZE -7 IRR DEBFRIZIZNEN 114% KT 83% Th - 7=,
EMR100070-003 :ER TlX 7 L~ 7 OFELEH IEIZE -7~ IRR T35 511, EMR100070-001 3XER
TOT L~ 7 OHHIEIZE 572 IRR OFBIREIT 23% Th o7z, FREHKITD b0, 7
L~ 7 10 mgkg DEHHE & 20 mg/kg DGR OFFHEFHLITHELL L Tz,

EMR100070-002 552 TiX, IRR OFILEIL 30.0%TH Y, 7 L— K3 LLED IRR [F58H Hiv7e )
o7z, 12 AED IRR IIHEFEGRHZHEBL L, 3 B H LIEOER5RHIZ IRR ITRBD bR o7, T
A= T OFREFIEIZE 572 IRRITFRD Bz o7z,

BRI E, Ao Z YA RO ER ZEEICFEN L2520t TR 6
7einolz, FEEMBUADRBEYECTH - I #iE OFGITIKRS (BB T 3.4~5.0%), 7L~ 7 D%
BT 1 T 7 A JTHUEEMHURD B ORERE & et oRE THEEIL TWie, o, T e—
TRAT OFER, FEIE, Filp, YR, BMI X O OOV 77— T, TEAE, irAE X OV IRR O
fERITFALL L Tz, TEAE GrAE 25 1e) ORBLEIL, WAOMETROTmE A B LT
ot R A TESTEMN, VIEBERFHOMNT ClI7nE A A & B TR TH-T-ILE2EETDH
LLRBROEIT, T AB LT TR ADEEHBNENT-Z Ik bDEEZDL
Nize BAAND mMCC Z iR ED T L~ T DRENT 1 7 7 A ME, REIICHE N & FEE
LTEY, BARNIEAOLZEEOREITRD bivien-oiz,

10.2  #&Em

T~ 7 10 mgkg DEEMET T T 7 A V1T, 88 44D mMCC BHE KN 1450 4 Z i % 5% Ot
OEATHEFHREE T L > THOIRHT S v, BRI BAF THOBR R Th o7z, T~ T
DFFE SN2 Y A7 LAHE S LTz rAE I3 . KBk, TPk, NormbEds (RURIREETE ., [
BEREARR) | k. DRI ORBN G ETe (ZDOROFEMR IO, Hiiczspme LT1 R
WERIA DG RS L L CTRESNT Y AV IZBIME N7, £/, FEIZ, SUR #EH%ZIZ, N
WEEDY 7 7 NV—TTh 5 FTRIKESE, BREOBHENE, ¥7 0 - AV—ERHELDT R
TR DGRIEBIERRN, 7T DR EINTZY X7 L LCBan), BEER, BT 1
Y ROV AR DEFRDOEND D, AEFFRORBRLEEILET 2 Z LT TERVR, TV T
B irAE O BRI, HLPD-1 €/ 7 0 —F WHUR L QMo B PD-L1 &/ 7 1 —F Ltk 5
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TS 2.7.4 BRERAR &M DOHE

REDFE R & HLL L Tz, IRR B SN2, 1EFE A ED IRR (FEE I TPEE T, OIEE5H
DIHNFBL LTz,

AARND mMCC &1 BE DT N~ T OREM,ET 7 7 7 A WL, 2ERIIINE N EERIL T
BY . BRNIFRAOLEMEOMEITE O b ole, BRNBEHEDOT NNV~ T OreMh7T a7
7 A MI BRI BAF ThHHOBRARETH > T,
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TS 2.7.4 ERERMR2MEOHE
11 {8
111 SETEHF—F
Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race {mg/kg) der Age term day (days) ship grade ous Action Outcome
001 1010012 WHITE 10 M ol =T 84 26 Not 5 Y DRUG Fatal
(N=1452) Related WITHDRAWN
BEEE 85 25  Not 5 Y DRUG Fatal
Related WITHDRAWN
1010037 WHITE 10 F B O EE#S 13 3 Not 5 Y DRUG Fatal
Related WITHDRAWN
1010040 WHITE 10 M AW EEEST 15 93  Not 5 Y DOSE NOT Fatal
Related CHANGED
1010051 WHITE 10 F 40 FEBHET 28 26 Not 5 Y DOSE NOT Fatal
Related CHANGED
1010061 OTHER 10 M oll ZEieE 253 68 Not 5 Y DRUG Fatal
Related WITHDRAWN
EEFE 253 68  Not 5 Y DRUG Fatal
Related WITHDRAWN
it 2 5 253 68  Not 5 Y DRUG Fatal
Related WITHDRAWN
1010103 WHITE 10 M U W=t 78 37  Not 5 Y DRUG Fatal
Related WITHDRAWN
1010111 WHITE 10 M 6l &EEET 36 1 Not 5 Y NOT APPLICABLE Fatal
Related
1020001 WHITE 10 M M EEET 28 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
1020006 WHITE 10 F 6l SRS 7 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
1020013 WHITE 10 F W EEET 66 1 Not 5 Y NOT APPLICABLE Fatal
Related
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TS

2.7.4 BRIRAIR M DBEE

Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study Subject Race {mg/kg) der Age term day (days) ship grade ous Action Outcome
1020020 WHITE 10 F 6l MBS 27 8 Not 5 Y DRUG Fatal
Related WITHDRAWN
1020022 WHITE 10 F AR M2 33 8 Not 5 Y NOT APPLICABLE Fatal
Related
1020040 WHITE 10 F SH OB a7 1 Not 5 Y NOT APPLICABLE Fatal
Related
1020056 WHITE 10 F 6l BT 49 1 Not 5 Y NOT APPLICABLE Fatal
Related
1020070 WHITE 10 F TR EEHET 53 Not 5 Y NOT APPLICABLE Fatal
Related
1030013 WHITE 10 F S0 BiE 80 1 Not 5 Y NOT APPLICABLE Fatal
Related
1030019 WHITE 10 F s HFrz 60 3 Not 5 Y NOT APPLICABLE Fatal
Related
EEHET 60 3 Not 5 Y NOT APPLICABLE Fatal
Related
1050002 WHITE 10 M 7B Bhi#s 146 1 Not 5 Y NOT APPLICABLE Fatal
Related
1070001 OTHER 10 M SH O EEEST 29 1 Not 5 Y NOT APPLICABLE Fatal
Related
1070006 NATIVE 10 F SB EEET 33 1 Not 5 Y DOSE NOT Fatal
HAWAIIAN Related CHANGED
OR
OTHER
PACIFIC
ISLANDER
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TS 2.7.4 BRERAR &M DOHE

Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome

1070019 WHITE 10 F A BhZEiesE 69 1 Not 5 Y NOT APPLICABLE Fatal
Related

1070026 WHITE 10 M M EEET 32 1 Not 5 Y DOSE NOT Fatal
Related CHANGED

1070035 WHITE 10 F M oESEET 97 1 Not 5 Y NOT APPLICABLE Fatal
Related

1070040 WHITE 10 F S EEAET 59 1 Not 5 Y NOT APPLICABLE Fatal
Related

1080007 WHITE 10 M A0 EREEREEASTE 10 28 Not 5 Y DRUG Fatal

# Related WITHDRAWN

1090013 WHITE 10 M 6l EEHELT 81 22 Not 5 Y NOT APPLICABLE Fatal
Related

1130005 BLACK OR 10 F M EEET 39 1 Not 5 Y NOT APPLICABLE Fatal

AFRICAN Related
AMERICAN

1130012 WHITE 10 F B RS 19 23 Not 5 Y NOT APPLICABLE Fatal
Related

1130033 WHITE 10 M M rROREE s 1 2 Not 5 Y NOT APPLICABLE Fatal
Related

1150011 WHITE 10 M Sl BT 100 15  Not 5 Y NOT APPLICABLE Fatal
Related

1150020 WHITE 10 M 6l SERtm 33 1 Not 5 Y NOT APPLICABLE Fatal
Related

1160010 WHITE 10 M 6l EEET 12 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
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TS 2.7.4 BRERAR &M DOHE

Dose Gen- Preferred Onset DurationRelation-Tox. Seri-
Study Subject Race {mg/kg) der Age term day (days) ship grade ous Action Outcome
1170007 WHITE 10 M Sl =28 7 8 Not 5 Y NOT APPLICABLE Fatal
Related
1170017 NATIVE 10 M B EBiET 53 1 Not 5 Y NOT APPLICAEBLE Fatal
HAWAIIAN Related
OR
OTHER
PACIFIC
ISLANDER
1180018 WHITE 10 M S BRsm 34 1 Not 5 Y NOT APPLICABLE Fatal
Related
1190016 BLACK OR 10 M B RSB 22 1 Not 5 Y NOT APPLICAEBLE Fatal
AFRICAN Related
AMERICAN
1200012 WHITE 10 F A0 LEFRELE ] 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
1200014 WHITE 10 F S0 ARFRE 47 1 Related & Y NOT APPLICABLE Fatal
1200022 WHITE 10 M ol H=EET 55 14 Not 5 Y DRUG Fatal
Related WITHDRAWN
1220022 WHITE 10 M SH SiERERER 25 33 Not 3 Y MULTIPLE Fatal
Related
1220028 WHITE 10 M S0 EEET 45 1 Not 5 Y NOT APPLICABLE Fatal
Related
1240006 OTHER 10 M 6l kT 45 1 Not 5 Y NOT APPLICABLE Fatal
Related
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TS

2.7.4 BRIRAIR M DBEE

Dose Gen- Preferred Onset DurationRelation-Tox. Seri-
Study  Subject Race {mg/kg) der Age term day (days) ship grade ous Action Outcome

1240008 WHITE 10 M ol EEET 66 1 Not 5 Y NOT APPLICABLE Fatal
Related

1300015 WHITE 10 F S0 240 1 Not 5 Y DOSE NOT Fatal

Related CHANGED

1300017 WHITE 10 M SH EBES 160 1 Not 5 Y NOT APPLICABLE Fatal
Related

1310007 WHITE 10 M 3 EEAELT 91 21  Not 5 Y NOT APPLICABLE Fatal
Related

1320005 BLACK OR 10 M B FRTE 87 5  Not 5 Y NOT APPLICABLE Fatal
AFRICAN Related

AMERICAN

1330005 WHITE 10 M 58 BumfE 12 1 Not 5 Y NOT APPLICABLE Fatal
Related

1330009 WHITE 10 F B ESBET 48 1 Not 5 Y NOT APPLICABLE Fatal
Related

1330012 ASIAN 10 F Sl BEEE i} 1 Not 5 Y NOT APPLICABLE Fatal
Related

1350001 WHITE 10 M 6l E=EET 145 1 Not 5 Y NOT APPLICABLE Fatal
Related

1390004 WHITE 10 F 40 rROREsE 23 18  Related 5 Y DRUG Fatal

WITHDRAWN

B mn 23 18 Not 5 Y MULTIPLE Fatal
Related

1410042 WHITE 10 F S MEEEH M 10 1 Not 5 Y DOSE NOT Fatal

Related CHANGED
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset DurationRelation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1480003 WHITE 10 F S AT 41 26 Not 5 Y DRUG Fatal
Related WITHDRAWN
1490021 WHITE 10 F 6 REEtEEmE 2 13 Not L] Y DRUG Fatal
Related WITHDRAWN
1500004 BLACK OR 10 F M wEmLESE 39 1 Not 5 Y NOT APPLICABLE Fatal
AFRICAN Related
AMERICAN
1510006 BLACK OR 10 F A EmET 13 9  Not 5 Y NOT APPLICABLE Fatal
AFRICAN Related
AMERICAN
1520004 WHITE 10 F Sl Ees#ET 7 9 Not 5 Y DRUG Fatal
Related WITHDRAWN
1520005 BLACK OR 10 M B O Em#ET 195 4 Not 5 Y NOT APPLICABLE Fatal
AFRICAN Related
AMERICAN
1520007 WHITE 10 F A EE#T 85 2  Not 5 Y DRUG Fatal
Related WITHDRAWN
1520011 WHITE 10 F [ B3t 113 1 Not 9 Y DRUG Fatal
Related WITHDRAWN
1560016 WHITE 10 F 6l mEE=s 3 15  Nat 5 Y NOT APPLICABLE Fatal
Related
1560018 WHITE 10 M 6l T 52 1 Not 5 Y NOT APPLICABLE Fatal
Related
1570006 WHITE 10 F S8 EEs#ET 50 57  Nat 5 Y NOT APPLICABLE Fatal
Related
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TS 2.7.4 BRERAR &M DOHE

Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race {mg/kg) der Age term day (days) ship grade ous Action Qutcome
1590004 WHITE 10 F ol EE#T 50 1 Not 5 Y NOT APPLICABLE Fatal
Related
1590026 WHITE 10 M B ERET 55 1 Not 5 Y NOT APPLICABLE Fatal
Related
1610006 WHITE 10 M M ERTe 38 1 Not 5 Y NOT APPLICABLE Fatal
Related
1620002 WHITE 10 F 6l HERET 49 1 Not 5 Y NOT APPLICABLE Fatal
Related
1620009 WHITE 10 M Sl T 32 1 Not 5 Y NOT APPLICAELE Fatal
Related
1640006 WHITE 10 M 0 <LETHM 11 2 Not 5 Y NOT APPLICABLE Fatal
Related
1640009 AMERICAN 10 F B et 5 1 Not 5 Y NOT APPLICABLE Fatal
INDIAN OR Related
ALASKA
NATIVE
1650009 WHITE 10 F B omERET 125 16 Not 5 Y NOT APPLICABLE Fatal
Related
1650016 WHITE 10 F AW s 29 25  Not 5 Y NOT APPLICAEBLE Fatal
Related
1650017 WHITE 10 M 6l HEERET 10 36 Not 5 Y NOT APPLICABLE Fatal
Related
1660012 WHITE 10 M 6l e 271 65 Not 5 Y DRUG Fatal
Related WITHDRAWN
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TS

2.7.4 BRIRAIR M DBEE

Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
1660047 WHITE 10 M ol SHEm 18 2 Not ) Y NOT APPLICABLE Fatal
Related
1670006 WHITE 10 F il mEFre 101 14 Not ) Y NOT APPLICABLE Fatal
Related
1670011 WHITE 10 M B sRsET 114 11 Not 5 Y NOT APPLICABLE Fatal
Related
1670012 WHITE 10 F B =2#T 21 1 Not 5 Y NOT APPLICABLE Fatal
Related
1670026 WHITE 10 F B =2 32 4 Not 5 Y NOT APPLICABLE Fatal
Related
1670028 BLACK OR 10 F ol 95 1 Not 5 Y NOT APPLICABLE Fatal
AFRICAN Related
AMERICAN
1680002 WHITE 10 F AW EEET 7 18 Not 5 Y NOT APPLICABLE Fatal
Related
1690007 WHITE 10 F G S 80 1 Not 5 Y NOT APPLICABLE Fatal
Related
1690018 WHITE 10 M 6l HEE#ET 38 1 Not 5 Y MULTIPLE Fatal
Related
1690020 ASIAN 10 F M ERiET 46 1 Not L] Y NOT APPLICABLE Fatal
Related
1720004 WHITE 10 F TR fst 6 B 2 11 8 Related 5 Y DRUG Fatal
WITHDRAWN
1720007 WHITE 10 M 6l EE#ET 22 24 Not 5 Y DRUG Fatal
Related WITHDRAWN
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TS 2.7.4 BRAREMOBE
Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1730006 WHITE 10 M WM ERES 8 1 MNot 5 Y NOT APPLICABLE Fatal
Related
1730022 WHITE 10 M ll EmET 28 17  Not 5 Y NOT APPLICABLE Fatal
Related
1760006 WHITE 10 M 6l AL F—F 104 5  Not 5 Y DRUG Fatal
Related WITHDRAWN
1760008 WHITE 10 F 6l BumfEtEavy 13 12 Not 5 Y NOT APPLICABLE Fatal
Related
1790007 WHITE 10 F R 73 5  Not 5 Y NOT APPLICABLE Fatal
Related
1790008 WHITE 10 M ERAHET 65 6  Not 5 Y DRUG Fatal
Related WITHDRAWN
1810003 WHITE 10 F EEAET 58 1 Not 5 Y NOT APPLICABLE Fatal
Related
1810013 OTHER 10 M EEAET 39 35 Not 5 Y NOT AFPPLICABLE Fatal
Related
1810017 WHITE 10 M ol T 25 11 Not 5 Y DRUG Fatal
Related WITHDRAWN
1840009 WHITE 10 F ol ERmET 65 1 Not 5 Y NOT APPLICABLE Fatal
Related
1850001 WHITE 10 F ol mE2i#ET 11 16 Not ) Y DRUG Fatal
Related WITHDRAWN
1860004 WHITE 10 M ol ERET 35 1 Not ) Y NOT APPLICABLE Fatal
Related
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1860019 WHITE 10 M M s 44 1 Mot 5 Y DOSE NOT Fatal
Related CHANGED
1860023 ASIAN 10 F WM ogsET 16 1 Not 5 Y DOSE NOT Fatal
Related CHANGED
1880003 WHITE 10 M B ERF2 19 4  Not 5 Y DRUG Fatal
Related WITHDRAWN
1890005 WHITE 10 F 6B RmEAE 92 6 Not ) Y DRUG Fatal
Related WITHDRAWN
1930003 WHITE 10 M S EB#T 52 1 Not 5 Y NOT APPLICABLE Fatal
Related
1930027 AMERICAN 10 M AW FEEET 33 7 Not 5 Y NOT APPLICABLE Fatal
INDIAN OR Related
ALASKA
NATIVE
1930031 WHITE 10 F 6l E2#T 5 7 Not 5 Y NOT APPLICABLE Fatal
Related
1930037 WHITE 10 F 5B oEET 80 1 Not 5 Y NOT APPLICABLE Fatal
Related
1930045 WHITE 10 F S OEET 56 1 Not 5 Y NOT APPLICABLE Fatal
Related
1930051 WHITE 10 F ik s e 47 1 Mot 5 Y NOT APPLICABLE Fatal
Related
1950007 WHITE 10 F S st 82 1 Not 5 Y NOT APPLICABLE Fatal
Related
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Dose Preferred Onset DurationRelation-Tox. Seri-
Study  Subject Race {mg/kg) der Age term day (days) ship grade ous Action Outcome
1950008 BLACK OR 10 6l EisEHAIREAEME &S 108 1 Not 5 Y NOT APPLICABLE Fatal
AFRICAN Related
AMERICAN

1950017 WHITE 10 B R 70 1 Mot 5 Y NOT APPLICABLE Fatal
Related

1950027 WHITE 10 6l FedtiT 12 11 Not 5 Y NOT APPLICABLE Fatal
Related

1980002 WHITE 10 M ERET 41 1 Not 5 Y NOT APPLICABLE Fatal
Related

1980003 WHITE 10 M FREre 34 1 Not 5 Y NOT APPLICABLE Fatal
Related

1980004 WHITE 10 ol sumgE 30 7  Not 5 Y NOT APPLICABLE Fatal
Related

1980006 WHITE 10 6l HE®ET 42 8 Not 5 Y DOSE NOT Fatal
Related CHANGED

1990004 WHITE 10 EEET 15 1 MNot 5 Y NOT APPLICABLE Fatal
Related

1990008 WHITE 10 ol Emtm 52 2 Not 5 Y DRUG Fatal
Related WITHDRAWN

2020002 WHITE 10 6l FEET 30 5 Not 5 Y DRUG Fatal
Related WITHDRAWN

2040010 WHITE 10 oll EET 48 1 Not 5 Y NOT APPLICABLE Fatal
Related

2040020 WHITE 10 6l BmsE 77 4  Not 5 Y NOT APPLICABLE Fatal
Related
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race {mg/kg) der Age term day (days) ship grade ous Action Outcome

2070003 WHITE 10 F ol =2 41 7 Not 5 Y NOT AFPPLICABLE Fatal
Related

2080006 WHITE 10 F 6l BT 23 1 Mot ] Y NOT APPLICABLE Fatal
Related

2080012 WHITE 10 M Sl R KN 1 Mot ] Y NOT APPLICABLE Fatal
Related

2080017 WHITE 10 F ERAET 76 1 Not 5 Y NOT APPLICABLE Fatal
Related

2080029 WHITE 10 M il R 20 4 Related 5 Y DRUG Fatal

WITHDRAWN

2080031 WHITE 10 F B EREEsESEHE 34 1 Not 5 Y DOSE NOT Fatal
Related CHANGED

2090005 WHITE 10 F ol R 76 10  Not 5 Y DRUG Fatal
Related WITHDRAWN

2090017 WHITE 10 F 3B EEET 3 1 Not 5 Y NOT APPLICABLE Fatal
Related

2210018 WHITE 10 F 6l BT 56 1 Not 5 Y NOT APPLICABLE Fatal
Related

2220012 WHITE 10 F A0 EE#T 92 1 Not 5 Y NOT APPLICABLE Fatal
Related

3020002 WHITE 10 F BT 106 1 Not 5 Y NOT APPLICABLE Fatal
Related

3030007 WHITE 10 M R 79 4  Not ] Y NOT APPLICABLE Fatal
Related
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3060007 WHITE 10 M 60 LFe 57 1 Not 5 Y NOT APPLICABLE Fatal
Related
4030013 WHITE 10 M 6l E&RFFH 4 3 Not 4 Y NOT APPLICABLE Fatal
Related
SR ES IR 6 Related 5 Y NQOT APPLICABLE Fatal
4050004 WHITE 10 M S EEiEiT 81 1 Not 5 Y NOT APPLICABLE Fatal
Related
4060005 WHITE 10 F A ofn 5 e 4 40 1 MNot ] Y DRUG Fatal
Related WITHDRAWN
4070002 WHITE 10 M AT 24 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
4080007 WHITE 10 F 70 Bhds 45 4 Not 5 Y DOSE NOT Fatal
Related CHANGED
4080009 OTHER 10 M M EmTER 16 7 Not ] Y DRUG Fatal
Related WITHDRAWN
5010007 WHITE 10 F AT 44 13 Not 5 Y DOSE NOT Fatal
Related CHANGED
5010012 WHITE 10 M LHEFEREET 99 40  Not ] Y DRUG Fatal
Related WITHDRAWN
5010015 WHITE 10 F BT 48 MNot ] Y NOT APPLICABLE Fatal
Related
5010037 WHITE 10 F B BT 2 22 Not ) Y DRUG Fatal
Related WITHDRAWN
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5010038 WHITE 10 M Sl ERET 43 1 MNot 5 Y DRUG Fatal
Related WITHDRAWN
5020003 WHITE 10 M M FEhEs 27 1 Mot 5 Y DRUG Fatal
Related WITHDRAWN
5020004 WHITE 10 F MW BT 91 68  Not 5 Y NOT APPLICABLE Fatal
Related
5030002 WHITE 10 M ol ERET 5 7 Not 5 Y DOSE NOT Fatal
Related CHANGED
6010003 WHITE 10 F M 25EEREET 19 11 Not 5 Y NOT APPLICABLE Fatal
Related
6010005 WHITE 10 F AR MmREFE 44 3  Not 5 Y DRUG Fatal
Related INTERRUPTED
6010006 WHITE 10 F ol EEEn 96 36  Not 5 Y NOT APPLICABLE Fatal
Related
6010013 WHITE 10 F A FF2 40 13 Not 5 Y NOT APPLICABLE Fatal
Related
7040005 WHITE 10 F ERAET 21 48  Not 5 Y DRUG Fatal
Related WITHDRAWN
8020002 WHITE 10 F S st 34 1 Mot 5 Y NOT APPLICABLE Fatal
Related
8030002 WHITE 10 F W oERET 30 2  Not 5 Y NOT APPLICABLE Fatal
Related
8050009 WHITE 10 M ol mEEET 73 27 Not 5 Y NOT APPLICABLE Fatal
Related
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8050024 WHITE 10 M 0 BiTLEsE 124 13 Not ) Y NOT APPLICABLE Fatal
Related
8080007 WHITE 10 M B e 29 Not L] Y NOT APPLICABLE Fatal
Related
9040001 ASIAN 10 M t gatE 149 Not 5 Y NOT AFPPLICABLE Fatal
Related
9040008 ASIAN 10 M ol E2#ET 15 10  Not 5 Y NOT APPLICABLE Fatal
Related
9080003 ASIAN 10 F A FFre 14 2 Related 4 Y NOT APPLICABLE Fatal
B REtER 4 14 2 Related 3 Y NOT APPLICABLE Fatal
9520003 ASIAN 10 M S0 @EEdm 7 1 Not 5 Y DOSE NOT Fatal
Related CHANGED
002 0010014 ASIAN 10 M S LEEE 53 1 Not 5 Y NOT APPLICABLE Fatal
(N=40) Related
0080003 ASIAN 10 M el 248572 9 4 Related 5 Y DRUG Fatal
WITHDRAWN
JERC e tnd 3 11 2 Related 5 Y DRUG Fatal
WITHDRAWN
003 1020004 WHITE 10 M M EtgEmET 109 1 MNot ] Y DOSE NOT Fatal
(N=88) Related CHANGED
1330003 WHITE 10 M ol 2T 69 1 Not 5 Y NOT APPLICABLE Fatal
Related
1350001 WHITE 10 M o6l T 124 25  Not ] Y NOT APPLICABLE Fatal
Related
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
2040008 WHITE 10 M 6l FFe 9 15  Not 5 Y NOT APPLICABLE Fatal
Related
2060005 WHITE 10 F 0 T 16 5  Not 5 Y NOT APPLICABLE Fatal
Related
5040001 WHITE 10 M 0 EEseT 43 26 Not 5 Y NOT APPLICABLE Fatal
Related
6080005 WHITE 10 M Bt 4 52 11 Not 5 Y NOT APPLICABLE Fatal
Related
6080006 WHITE 10 M AR 34 2  Not 5 Y DOSE NOT Fatal
Related CHANGED
Events are coded are in the latest MedDRA version available at the time of cut-off
Output ID: 12080873641952023938341DAC 20DEC2016 20:27
CONFIDENTIAL 266/359
Document No. 0900babe80cf3f04v1.0 INFORMATION

Object No. 0900babe80d07e1b



TS

2.7.4 BRIRAIR M DBEE

112 BELGEEERZHREL-EHN—%

Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
001 1010008 WHITE 10 M ol s 141 4  Not 2 Y DOSE NOT Recovered/Resolved
(N=1452) Related CHANGED
1010012 WHITE 10 M 6 Ex#EF 84 26 Not 5 Y DRUG Fatal
Related WITHDRAWN
BEHER 85 25 Not 5 Y DRUG Fatal
Related WITHDRAWN
1010027 BLACK OR 10 M 7T EEER 86 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
AFRICAN Related
AMERICAN
1010032 WHITE 10 F Sl Er it e R e 81 4 Related 3 Y DOSE NOT Recovered/Resolved
1= CHANGED
INEEERSE 73 10  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1010037 WHITE 10 F W ERET 13 3  Not 5 Y DRUG Fatal
Related WITHDRAWN
1010040 WHITE 10 M Al mRiEs 15 93 Not ] Y DOSE NOT Fatal
Related CHANGED
1010051 WHITE 10 F Al m==2#F 28 26 Not 5 Y DOSE NOT Fatal
Related CHANGED
1010061 OTHER 10 M 6l =iem 253 68 Not 5 Y DRUG Fatal
Related WITHDRAWN
{EBEEIESE 253 68 Not 5 Y DRUG Fatal
Related WITHDRAWN
it e 253 68 Not 5 Y DRUG Fatal
Related WITHDRAWN
1010065 WHITE 10 F SB T ToFHE 8 9 Related 2 Y DOSE NOT Recovered/Resolved
-] CHANGED
CONFIDENTIAL 267/359
Document No. 0900babe80cf304v1.0 INFORMATION

Object No. 0900babe80d07e1b



Ve %% 2.7.4 BRHOR &M OHE
Dose Preferred Onset DurationRelation-Tox. Seri-
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TREEE 11 §] Related 3 Y DOSE NOT Recovered/Resolved
CHANGED with Sequelae
ERE 11 6  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
EH 11 Related 3 Y DOSE NOT Not Recovered/Not
CHANGED Resolved
{EFp 11 6  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
1010072 BLACK OR 10 W aoarsEEs 449 15 Related 3 Y DRUG Recovered/Resolved
AFRICAN WITHDRAWN
AMERICAN R % I g 333 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1010073 WHITE 10 B ERs 67 5  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1010084 WHITE 10 M F@m 54 7  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
mepE ) JLE oHEm 54 9  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1010085 WHITE 10 Al B35 15 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
A2HETFe 23 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1010086 WHITE 10 M soaEEs 4 9 Related 2 Y DRUG Change in Toxicity
INTERRUPTED Grade, Severity or
Seriousness
HEREESE 12 2 Related 3 Y DRUG Change in Toxicity
INTERRUPTED Grade, Severity or
Seriousness
B RERE 13 Related 4 Y DRUG Not Recovered/Not
WITHDRAWN Resolved
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1010089 WHITE 10 F 5B MRS ERBIR 83 5  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
1010094 WHITE 10 F A JEEE 14 8 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
BB 22 10 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
BE 14 8§  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1010096 WHITE 10 M 6 & 17 3  Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
1010098 WHITE 10 M 4B rsE®R 28 10  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1010100 WHITE 10 M SH goaEEsE 157 50 Related 3 Y NOT APPLICABLE Recovered/Resolved
{EAHY S LINE 169 38  Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
1010103 WHITE 10 Mo TR g 78 37  Not 5 Y DRUG Fatal
Related WITHDRAWN
1010104 WHITE 10 Ml s 84 Not 3 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
1010105 WHITE 10 M SR EhyYLmE 29 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
{EAHY Y LS a7 ] Not 4 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
HigSsHhEs 26 11  Not 3 Y DRUG Change in Toxicity
Related INTERRUPTED Grade, Severity or
Seriousness
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1010109 WHITE 10 F ol &EmiE 299 15 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
R A 299 15 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1010110 WHITE 10 M 6l EEEE 206 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
1010111 WHITE 10 M 6l mbsLFFUER 2T 4 Related 4 Y DRUG Change in Toxicity
REF—FiEm WITHDRAWN Grade, Severity or
Seriousness
mpoLFFohRA 30 2 Related 2 Y NOT APPLICABLE Recovered/Resolved
REF—EEm
BT 36 1 Not 5 Y NOT APPLICABLE Fatal
Related
EEE 27 Not 3 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
1010112 WHITE 10 F Al mEmmEmp 31 14  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
FE 31 2 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1010113 WHITE 10 F M =T 134 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
{EEE FaE 127 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1020001 WHITE 10 M 30 EBEMET 28 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
B 2% 19 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
1020006 WHITE 10 F ol ampre T 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
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DEEE 6 1 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020013 WHITE 10 F 5@ 48 12 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
Rig 7K 23 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
Rk 39 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
g 7K 45 15  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
RaiE 9 19  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
PO L A 9 19  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
EBET 66 1 Not 5 Y NOT APPLICABLE Fatal
Related
HEE 9 19  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020014 WHITE 10 F B AEnEs 58 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
LIEELE 58 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1020020 WHITE 10 F 60 PR 27 8 Related 4 Y NOT APPLICABLE Recovered/Resolved
eI 27 1 Related 4 Y DOSE NOT Recovered/Resolved
CHANGED
KBS 27 1 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED
[inge 27 8 Not 5 Y DRUG Fatal
Related WITHDRAWN
1020021 ASIAN 10 M Sl EEBE 103 8 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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1020022 WHITE 10 F 40 Rk 12 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
R 7k 22 8 MNot 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
a7k 31 10 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
i) o=y 33 8 Not 5 Y NOT APPLICABLE Fatal
Related
1020023 WHITE 10 F M =EE 496 9  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
FEL 496 9  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020030 WHITE 10 F B rRsYILRE% 50 12 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
Lo 4 50 12 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020034 WHITE 10 F A8 sk 71 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020036 WHITE 10 F M HERREE 182 5  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
IV O B 182 5 Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED
1020037 WHITE 10 F 7R zSmEtd R 2 209 6  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
1020039 BLACK OR 10 F B =HERmEER T2 Not 4 Y DRUG Not Recovered/Not
AFRICAN Related WITHDRAWN Resolved
AMERICAN Bt 8% 10 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1% [ 10 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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1020040 WHITE 10 F SH s a7 1 Not 5 Y NOT APPLICABLE Fatal
Related
B 51 5  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
i hiE a7 6  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1020042 WHITE 10 F & T 20 9 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED
1020044 BLACK OR 10 M 60 /JRERE 203 12 Not 3 Y DOSE NOT Recovered/Resolved
AFRICAN Related CHANGED
AMERICAN *ERE 209 6 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020046 WHITE 10 M ol siimas 559 4 Mot 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020049 WHITE 10 M 6l SEdm 67 4 Mot 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
Him 27 2 Not 3 Y DRUG Change in Toxicity
Related INTERRUPTED Grade, Severity or
Seriousness
REK 51 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020050 WHITE 10 M Sl wim a7 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020053 WHITE 10 M S0 EE#ET 66 Not 4 Y DRUG Not Recovered/Not
Related WITHDRAWN Resaolved
1020056 WHITE 10 F ol #EEiET 49 1 Not 5 Y NOT APPLICABLE Fatal
Related
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1020058 WHITE 10 WM 55T 38 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
g 7K 5 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
g 7k 38 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
i 4 5 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020063 WHITE 10 70 B 82 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
MNEBERE 86 4 Not 3 DRUG Recovered/Resolved
Related INTERRUPTED
1020070 WHITE 10 M E=Li#ET 53 Not 5 NOT APPLICABLE Fatal
Related
REESE 42 Not 3 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
1030005 WHITE 10 A PR 15 3 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
INERER L 19 Not 3 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
KT 15 3 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED
FEEL 15 3 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED
FELEEEE 15 3 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
1030007 WHITE 10 B rSURTIFI—F L 43 4 Mot 2 Y NOT APPLICABLE Recovered/Resolved
=] Related
HFHGERERS 43 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
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Bl ke 43 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
Fifa ek 44+ 22 4 Related 2 Y NOT APPLICABLE Recovered/Resolved
iR 0 Bk RE 43 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1030013 WHITE 10 F | =2 80 1 Not 5 Y NOT APPLICABLE Fatal
Related
1030014 WHITE 10 F 4. mepEYILE A#8Em 61 Not 4 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
1030015 WHITE 10 F 4. =Nk a7 Not 4 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
1030016 WHITE 10 F | = o8 17 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
i 85 9  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
AR EaEETE 87 Related 3 Y NOT APPLICABLE Not Recovered/Not
Resolved
HEEREE A 71 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
HAAHEE 58 17  Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
{EF Ry L SE 85 29  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
Ak 85 12 Not 2 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severnty or
Seriousness
REE 58 17  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
REE 85 9 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
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B M 58 17 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
B 85 9 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1030018 WHITE 10 F 7B Bk 46 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1030019 WHITE 10 F 8. FA =z 60 3 Not 5 Y NOT APPLICABLE Fatal
Related
REAET 60 3 Not 5 Y NOT APPLICABLE Fatal
Related
e 60 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1030021 WHITE 10 M 6l FELEMKE 35 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1050002 WHITE 10 M 7B mRE#Em 35 30  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
RERIEER B 47 35 1 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
Rifi £ 122 13  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
Bifi ¢ 146 1 Not 5 Y NOT APPLICABLE Fatal
Related
Firh B tin i 122 6 Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
1050007 WHITE 10 F Al H|HEF 9 1 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
FREGEL 24 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
i HaE 24 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
1070001 OTHER 10 M 5 apETFse 12 4 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
BEhUry LG 12 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
EEET 29 1 Mot 5 Y NOT APPLICABLE Fatal
Related
SVEHEPEIR 13 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1070004 WHITE 10 M FAICEHEYER 1 1 Related 4 Y DRUG Recovered/Resolved
WITHDRAWN
1070005 WHITE 10 F BhiLaLmiE 54 10 Not 4 Y DRUG Recovered/Resolved
Related INTERRUPTED
1070006 NATIVE 10 F A s 25 Not 3 Y DOSE NOT Not Recovered/Not
HAWAIIAN Related CHANGED Resolved
OR R 7k 18 Related 2 Y DOSE NOT Not Recovered/Not
OTHER CHANGED Resolved
PACIFIC IEEOf; BR & 24 Not 3 Y DOSE NOT Not Recovered/Not
ISLANDER Related CHANGED Resolved
EB T 33 1 Not 5 Y DOSE NOT Fatal
Related CHANGED
REE 18 5 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
1070018 WHITE 10 F B mhEiesE 37 Mot 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
1070019 WHITE 10 F AW FOREEEE 68 Mot 4 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
BIREERE 41 10 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
e fE 69 1 Not 5 Y NOT APPLICABLE Fatal
Related
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Dose Gen- Preferred Onset DurationRelation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1070026 WHITE 10 M TH BT 32 1 Not 5 Y DOSE NOT Fatal
Related CHANGED
ELFEEEE 17 Not 3 Y DOSE NOT Not Recovered/MNot
Related CHANGED Resolved
Ve RO B 17 T Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1070032 WHITE 10 M 6l EEEEsE 1 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
F Vet R R R 1 2 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
1070035 WHITE 10 F 50 mak 7 15  Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
BT a7 1 Not 5 Y NOT APPLICABLE Fatal
Related
1070037 WHITE 10 F 6l e 93 10  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1070038 WHITE 10 F 3] e 96 Not 3 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
1070040 WHITE 10 F W e Es 54 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
EBET 59 1 Not 5 Y NOT APPLICABLE Fatal
Related
B S GHE 41 7 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
By iin 54 Not 4 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1070042 WHITE 10 F 6l = 50 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
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Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
B 50 4 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1070045 WHITE 10 F B = 62 6  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
B 62 6 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1070047 WHITE 10 F 6l REsE 33 15  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1070051 WHITE 10 F 50 vEon R 34 5  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
1080004 WHITE 10 M TR 54 6  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
1080007 WHITE 10 M 4l sEREEEESEHE 10 28  Not 5 Y DRUG Fatal
#n Related WITHDRAWN
1090001 WHITE 10 F 6l S-omfEnFe 125 10  Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED
BEFESNEE 125 10  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
1090007 WHITE 10 F 6l Epask 100 8 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1090010 OTHER 10 M4l s 14 4 Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
1090011 WHITE 10 M 6l fE& M 89 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1090013 WHITE 10 M Bl FEEiET 81 22 Not 5 Y NOT APPLICABLE Fatal
Related
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Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
i 7k 84 2 Not 3 Y MULTIPLE Recovered/Resolved
Related
1090018 WHITE 10 F M OERmEEAESRE 38 3  Not 3 Y DOSE NOT Recovered/Resolved
% Related CHANGED
1100002 WHITE 10 F 1 smx 39 25  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN with Sequelae
1100006 WHITE 10 F S LEMT 43 5  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
FAEMRIRES 11 7 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1110001 WHITE 10 F S EmEa 41 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1110004 WHITE 10 F Sl o sExs 497 5  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
{EEEES5E 497 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
Bt EIEtEHEL 295 3 Not 3 Y DRUG Change in Toxicity
Related INTERRUPTED Grade, Severity or
Seriousness
1110008 WHITE 10 M Al = 38 9  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
OEEh S iE 43 7 Not 3 Y DRUG Change in Toxicity
Related INTERRUPTED Grade, Seventy or
Seriousness
ShiL Y L0mE 43 4 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
i A 43 5  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
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Dose Preferred Onset DurationRelation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1120007 WHITE 10 ol = 18 12 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
IEH 18 12 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1120011 AMERICAN 10 A = 1 3 Related 2 Y DOSE NOT Recovered/Resolved
INDIAN OR CHANGED
ALASKA
NATIVE
1120016 WHITE 10 M smtm 132 4 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
1130001 WHITE 10 6l EmpEE 388 51 Related 3 Y NOT APPLICABLE Recovered/Resolved
B 1 312 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1% 1 347 4  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1130002 ASIAN 10 6l HEEREE a7 10  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
BEiEE a7 10  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
1130005 BLACK OR 10 M FEET 39 1 Not a2 Y NOT APPLICABLE Fatal
AFRICAN Related
AMERICAN
1130012 WHITE 10 M s 19 23  Not 5 Y NOT APPLICABLE Fatal
Related
1130017 OTHER 10 BEEIAHHE 24 9  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
S 45 7 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1130018 BLACK OR 10 F 6l EfmEEEESSE M 4 Not 3 Y DOSE NOT Recovered/Resolved
AFRICAN Related CHANGED
AMERICAN B b 19 5 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
e 19 5 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
& N 19 5 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED
1130021 ASIAN 10 F 6l Rk 16 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
RE Ak 29 5 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1130033 WHITE 10 M 5 R 11 2 Not 5 Y NOT APPLICABLE Fatal
Related
1150011 WHITE 10 M 5B mE 92 8  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
BT 100 15 Not 5 Y NOT APPLICABLE Fatal
Related
BrH 90 10 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
% a6 14  Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
1150016 WHITE 10 F cll fEss 53 3  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
{Fip 43 19  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
1150018 WHITE 10 F 6l B 36 6  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
CONFIDENTIAL 282/359
Document No. 0900babe80cf304v1.0 INFORMATION

Object No. 0900babe80d07e1b



Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1150020 WHITE 10 M 6l Sistm 33 1 Not 5 Y NOT APPLICABLE Fatal
Related
L EHE 15 7  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
FEL 19 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1150021 WHITE 10 M 5B AICE#ESER 1 1 Related 4 Y DRUG Recovered/Resolved
WITHDRAWN
FAIZESRG 1 1 Related 4 Y DRUG Recovered/Resolved
WITHDRAWN
FAIZESRG 1 1 Related 4 Y DRUG Recovered/Resolved
WITHDRAWN
1160001 WHITE 10 M B paut—F 28 1 Mot 4 Y DRUG Recovered/Resolved
Related WITHDRAWN
1160007 WHITE 10 F ol xBps a3 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1160010 WHITE 10 M ol st 12 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
EEWEEH 6 Not 2 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
i qinEnd 5 Mot 4 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
1170004 WHITE 10 M 6l FeEEE 34 2 Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
1170006 BLACK OR 10 M ol &m 70 5 Not 3 Y DRUG Recovered/Resolved
AFRICAN Related WITHDRAWN with Sequelae
AMERICAN
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (ma/kg) der Age term day (days) ship grade ous Action Outcome
1170007 WHITE 10 M S8 Es#T 7 8 Not 5 Y NOT APPLICABLE Fatal
Related
1170008 WHITE 10 M 5B fEk 489 4 Mot 3 Y NOT APPLICABLE Recovered/Resolved
Related
1170010 WHITE 10 M 7l EX-didikr 78 15 Related 2 Y DRUG Recovered/Resolved
INTERRUPTED
1170012 WHITE 10 M 7B gmEE 26 5  Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
lodi Ll o= 26 26 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
B i 5iE 26 8  Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
1170017 NATIVE 10 M T Es#ET 42 11  Not 2 Y DRUG Recovered/Resolved
HAWAIIAN Related WITHDRAWN with Sequelae
OR EEET 53 1 Not 5 Y NOT APPLICABLE Fatal
OTHER Related
PACIFIC
ISLANDER
1180003 WHITE 10 F B Bk 115 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
DEE 127 35 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
Bifi 4% 156 6  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
ik £ 156 4] Related 3 Y NOT APPLICABLE Recovered/Resolved
1180018 WHITE 10 M SB 8% 34 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resaolved
Biadim 34 1 Not 5 Y NOT APPLICABLE Fatal
Related
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset DurationRelation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
AaMEFe 28 Not 4 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
DEST 30 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
i R LE 34 1 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1190004 WHITE 10 F Bifi 2 112 10 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1190006 WHITE 10 F REEE 43 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1190012 WHITE 10 M 7R pEE 40 4 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
1190016 BLACK OR 10 M 5B BT 22 1 Not 5 Y NOT APPLICABLE Fatal
AFRICAN Related
AMERICAN
1200003 WHITE 10 F ol R EES 75 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
Fifi #% 51 15  Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED
1200012 WHITE 10 F A LEhELE §] 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
1200013 WHITE 10 F o] FEioEEmE 46 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1200014 WHITE 10 F M 2HFFE 47 1 Related 5 Y NOT APPLICABLE Fatal
v A iE 39 3 Related 4 Y NOT APPLICABLE Recovered/Resolved
BoREM% 44 Related 3 Y NOT APPLICABLE Not Recovered/Not
Resolved
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
Hin 44 2 Related 4 Y NOT APPLICABLE Recovered/Resolved
1200015 WHITE 10 F 50 SEEE 14 Not 3 Y DRUG Not Recovered/MNot
Related INTERRUPTED Resolved
e 14 Not 3 Y DRUG Not Recovered/Not
Related INTERRUPTED Resolved
1200022 WHITE 10 M 6l s 55 14  Not 5 Y DRUG Fatal
Related WITHDRAWN
1200029 ASIAN 10 F A0 pppEE 42 15  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
1200031 WHITE 10 F ) 43 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
SHEAEmES 43 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
gt 43 3  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1200033 ASIAN 10 F 7B BREEEmER 12 2 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
1200034 BLACK OR 10 F M =i 19 6  Not 3 Y DOSE NOT Recovered/Resolved
AFRICAN Related CHANGED
AMERICAN
1200039 WHITE 10 F M EHEEK 31 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
SaMHETe 40 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
2HETrE 35 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
MM TEREIE 4 32 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
{£ i F 40 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1200043 WHITE 10 6l mask 21 9  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
23 41 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1220004 WHITE 10 M o 17 16  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1220006 WHITE 10 M rsiEER 72 10  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
1220007 WHITE 10 M EHTRFSE 56 11 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
EERELT 36 11  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1220008 WHITE 10 M RS ESER 728 11 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
FR & t4 Rl fn £ 142 8 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1220009 WHITE 10 ol iz 448 4 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
1220014 WHITE 10 ol LEmEs 65 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1220017 WHITE 10 al LA r—3 21 6  Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
1220020 WHITE 10 A zim 78 46  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day ship grade ous Action QOutcome
1220022 WHITE 10 M SH iRmERERE 25 MNot 3 Y MULTIPLE Fatal
Related
1220028 WHITE 10 M Sl EEiT 45 Not 5 Y NOT APPLICABLE Fatal
Related
[ 35 Not 3 Y DOSE NOT MNot Recovered/Not
Related CHANGED Resolved
1220033 WHITE 10 F 6l LsEmea 140 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1220036 WHITE 10 F 70 EEAHM 1 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
fid i 5 FE4E 79 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
1220040 WHITE 10 F M T 56 MNot 3 Y MULTIPLE Not Recovered/Not
Related Resolved
1240002 ASIAN 10 M 6l EisttmizEd a7 Related 4 Y DOSE NOT Recovered/Resolved
CHANGED
HEE 87 Related 4 Y DOSE NOT Recovered/Resolved
CHANGED with Sequelae
1240005 WHITE 10 M 6l ABmskiEmE 28 Not 3 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
FE 28 Not 1 Y NOT APPLICABLE Recovered/Resolved
Related
1240006 OTHER 10 M 6l LovEEEEDE 26 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
EEET 45 Not 5 Y NOT APPLICABLE Fatal
Related
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Dose Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
EEE T 2 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severty or
Seriousness
1240008 WHITE 10 M En 66 1 Mot 5 Y NOT APPLICABLE Fatal
Related
1240009 ASIAN 10 i IS 04 4 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
1240014 WHITE 10 ol s 19 4 Mot 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
1260005 BLACK OR 10 4F Bk B 99 6 Related 3 Y DRUG Change in Toxicity
AFRICAN WITHDRAWN Grade, Severnity or
AMERICAN Seriousness
S chER ML 104 10 Related 2 Y DRUG Change in Toxicity
WITHDRAWN Grade, Severity or
Seriousness
¥ Bk B 113 6 Related 3 Y NOT APPLICABLE Recovered/Resolved
1260006 WHITE 10 5. IEE0f; BH & 41 8 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
{EF Ry L i &E 41 8 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1260007 BLACK OR 10 AR e s 14 15 Not 3 Y NOT APPLICABLE Recovered/Resolved
AFRICAN Related with Sequelae
AMERICAN
1300015 WHITE 10 S —AEtpEmEE 37 3  Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
5 M 240 1 Not 5 Y DOSE NOT Fatal
Related CHANGED
*EGER 231 1 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
BE 148 1 Mot 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
1300017 WHITE 10 M 5B E&iET 160 1 Not 5 Y NOT APPLICABLE Fatal
Related
=gl 124 4  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1300018 WHITE 10 M ol FHEZE a2 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1300023 WHITE 10 F s 4w 34 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1310006 WHITE 10 F Bl-EfHE 6 9  Not 1 Y NOT APPLICABLE Recovered/Resolved
Related
1310007 WHITE 10 M 3l EE<HETHEEAR 86 12 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
EEET 91 21 Not 5 Y NOT APPLICABLE Fatal
Related
1320002 ASIAN 10 M ol FIs>—+Em 309 3 Related 3 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
FIS5—¥i#Em 314 2 Related 3 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
TIS—F#Em 315 3 Related 1 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
FIS5—HiEm 37 3 Related 3 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
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Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/ky) der Age term day (days) ship grade ous Action Qutcome
FIS—tHFEm 319 4 Related 2 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
FES—H#Em 322 2 Related 1 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
FIS—EHEm 323 3 Related 2 Y DOSE NOT Change in Toxicity
CHANGED Grade, Seventy or
Seriousness
FIS—¥#Em 327 3 Related 1 Y DOSE NOT Change in Toxicity
CHANGED Grade, Seventy or
Seriousness
o a—E1#m 308 4 Related 4 Y DOSE NOT Change in Toxicity
CHANGED Grade, Seventy or
Seriousness
) —+#mn 311 3 Related 2 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
) v—F#Em 313 2 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED
) —+#mn 316 9 Related 4 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
Yoa—+1Em 324 4 Related 3 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
a—E#m 327 25 Related 4 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
mIE 1 1 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED
=, 1 1 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED
CONFIDENTIAL 291/359
Document No. 0900babe80cf304v1.0 INFORMATION

Object No. 0900babe80d07e1b



Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
meEYJLE t8m 336 13  Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
FE 1 2 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED
BlEBi#geTe 211 3 Related 3 Y DRUG Change in Toxicity
INTERRUPTED Grade, Severity or
Seriousness
i 344 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
IEH 1 1 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
1320004 BLACK OR 10 F 7. P 86 38 Related 3 Y NOT APPLICABLE Change in Toxicity
AFRICAN Grade, Severity or
AMERICAN Seriousness
Rk a6 38 Not 2 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
1320005 BLACK OR 10 M Ml s 71 8 Related 3 Y DOSE NOT Recovered/Resolved
AFRICAN CHANGED with Sequelae
AMERICAN =20 84 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
R0 4 a7 5 Not 5 Y NOT APPLICABLE Fatal
Related
FEERAR M AEE 86 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
AR a7 Not 4 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
1320006 BLACK OR 10 M 6l s 157 10  Not 3 Y DOSE NOT Recovered/Resolved
AFRICAN Related CHANGED
AMERICAN {E§ 157 3 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1320007 WHITE 10 M Sl 1 1 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
R 1 2 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
1330003 WHITE 10 F M HEE 7 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1330005 WHITE 10 M 5B BumfE 12 1 Not 5 Y NOT APPLICABLE Fatal
Related
1330009 WHITE 10 F s s 44 Not 4 Y DRUG Not Recovered/MNot
Related WITHDRAWN Resolved
EEAT 48 1 Not 5 Y NOT APPLICABLE Fatal
Related
1330011 WHITE 10 M 6B st 47 7  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1330012 ASIAN 10 F SEiv e 6 1 Not 5 Y NOT APPLICABLE Fatal
Related
1350001 WHITE 10 M I OF; B 80 Not 3 Y DOSE NOT Not Recovered/MNot
Related CHANGED Resolved
BT 145 1 Not ) Y NOT APPLICABLE Fatal
Related
BHEEAESMmER 125 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1350002 WHITE 10 F A = 11 9  Not 2 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
T 19 4 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
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Ve %% 2.7.4 BRHOR &M OHE
Dose Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mal/kg) der Age term day (days) ship grade ous Action QOutcome
EEEE 19 5  Not 2 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
B 1 12 Not 2 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
1350004 WHITE 10 M azsm 416 9  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1350007 WHITE 10 6l mask 104 31 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
FEDEMT ERE 104 10  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1350008 BLACK OR 10 6l mxmk 140 4 Not 2 Y NOT APPLICABLE Recovered/Resolved
AFRICAN Related
AMERICAN RAEN A 140 3 Related 3 Y NOT APPLICABLE Change in Toxicity
Grade, Severity or
Seriousness
= N 140 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1350010 WHITE 10 AW 2HEERRL 56 3 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
EEEE 30 9  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
MEEM 36 2 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
B I 5iE 56 6 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
= 36 2 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1350017 WHITE 10 M HLarr—L2 122 Related 2 Y DRUG Not Recovered/Not
WITHDRAWN Resolved
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race {(mg/kg) der Age term day (days) ship grade ous Action QOutcome
fifith iin 130 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1380002 WHITE 10 F 30 Bk 28 9  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1380003 WHITE 10 F S0 LERQTEE 15 2 Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
1380005 WHITE 10 F KEEEH 29 18  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
1390004 WHITE 10 F 0 =y 1 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
POk E51H 23 18 Related 5 Y DRUG Fatal
WITHDRAWN
B i 5iE 23 18  Not 5 Y MULTIPLE Fatal
Related
1410001 WHITE 10 Ml ierEEEE 46 8  Not 2 Y DRUG Recovered/Resolved
Related WITHDRAWN
1410004 WHITE 10 F SH eRORERE 27 Not 2 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
% 27 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1410014 WHITE 10 M 6l wmmRETE 41 9  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
REK 22 8  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1410027 WHITE 10 M TR EDEEMRE a0 2 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
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Ve %% 2.7.4 BRHOR &M OHE
Dose Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1410031 WHITE 10 G TS 25 6  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1410034 WHITE 10 ol Rk 47 2 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1410035 WHITE 10 6l @\ 13 11 Not 1 Y NOT APPLICABLE Recovered/Resolved
Related
RigE 13 11 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1410042 WHITE 10 SH RO EREE 9 Not 3 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
MEEE H 10 1 Not 5 Y DOSE NOT Fatal
Related CHANGED
1420002 WHITE 10 IEOf: 558 77 10 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1420005 WHITE 10 8l mim 34 4 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1420009 WHITE 10 6l $EmkEEE(E 109 7  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
{E+ R L fE 112 4 Not 1 Y NOT APPLICABLE Recovered/Resolved
Related
1420010 WHITE 10 6l @rtEIEhER 354 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1420011 BLACK OR 10 M EmkET{ 107 1 Not 3 Y NOT APPLICABLE Recovered/Resolved
AFRICAN Related
AMERICAN
1450004 WHITE 10 M EflmEne 78 8  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1480003 WHITE 10 Sl EFEE 41 Not 3 Y DOSE NOT Unknown
Related CHANGED
EB T 41 26 Not 5 Y DRUG Fatal
Related WITHDRAWN
fhlEscFs 38 Not 2 Y DOSE NOT Unknown
Related CHANGED
keI 41 Not 2 Y DOSE NOT Unknown
Related CHANGED
{E+ 1) o L fiE 41 MNot 3 Y DOSE NOT Unknown
Related CHANGED
1480004 WHITE 10 Rk 15 Mot 3 DOSE NOT Unknown
Related CHANGED
#EiE 15 Not 2 DOSE NOT Unknown
Related CHANGED
1490004 WHITE 10 Hin 52 2  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
% NI 84 Not 3 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
1490009 WHITE 10 6l EMIEDET 63 Not 4 Y NOT APPLICABLE Not Recovered/MNot
Related Resolved
1490018 WHITE 10 hT—TIIBEEE 21 3 Not 2 Y DOSE NOT Recovered/Resolved
[ Related CHANGED
Bhadim 141 MNot 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
= [n 8 47 22 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
Bi i 5 40 23 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/ky) der Age term day (days) ship grade ous Action Outcome
1490021 WHITE 10 6l Apmnre 10 Not 4 Y NOT APPLICABLE Unknown
Related
FR 2 4 Rl fiE 2 13  Not 5 Y DRUG Fatal
Related WITHDRAWN
1500004 BLACK OR 10 30 EREE 31 Not 3 Y DRUG Not Recovered/Not
AFRICAN Related INTERRUPTED Resolved
AMERICAN A% SER 31 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
S 10 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
R8¢ 23 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
i = I £ £ 39 1 Mot 5 Y NOT APPLICABLE Fatal
Related
I EN AR {4 A = M £ 4 23 3 Related 3 Y NOT APPLICABLE Recovered/Resolved
with Sequelae
FELELERE 23 3 Related 3 Y NOT APPLICABLE Recovered/Resolved
with Sequelae
1510001 OTHER 10 6l %@ 15 1 Related 4 Y DRUG Recovered/Resolved
WITHDRAWN
FAICEHEER 15 1 Related 4 Y DRUG Recovered/Resolved
WITHDRAWN
1510004 AMERICAN 10 6l SEspRMmisE 65 3 Not 2 Y NOT APPLICABLE Recovered/Resolved
INDIAN OR Related
ALASKA
NATIVE
1510006 BLACK OR 10 Al E# 13 9  Not 5 Y NOT APPLICABLE Fatal
AFRICAN Related
AMERICAN
1510007 WHITE 10 S0 BEEyLEmE 15 7 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
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Dose Gen- Preferred Onset DurationRelation-Tox. Seri-
Study  Subject Race (mal/kg) der Age term day (days) ship grade ous Action Qutcome
1510012 WHITE 10 M o6l & 55 3 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
IEH 55 3 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
1520001 WHITE 10 F 6l ierEREMImEE 142 14  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1520004 WHITE 10 F S ERiET T 9  Not 5 Y DRUG Fatal
Related WITHDRAWN
1520005 BLACK CR 10 M Sl EEET 195 4 Not a Y NOT APPLICABLE Fatal
AFRICAN Related
AMERICAN Y 2 disn-A 162 10  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1520007 WHITE 10 F Al EE#ET a5 2 Not 5 Y DRUG Fatal
Related WITHDRAWN
N ES 47 8 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1520011 WHITE 10 F M &2 113 1 Mot a Y DRUG Fatal
Related WITHDRAWN
D EHEE 18 17 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1520020 WHITE 10 M 7B =®m a6 6  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1520022 WHITE 10 M 6l /BEE 5] 17 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1530004 BLACK CR 10 F M B 108 8 Not 3 Y DOSE NOT Change in Toxicity
AFRICAN Related CHANGED Grade, Severity or
AMERICAN Seriousness
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
[ 119 10 Not 3 Y NOT APPLICABLE Unknown
Related
T 119 10 Not 2 Y NOT APPLICABLE Unknown
Related
R ET e 104 12 Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severnity or
Seriousness
Rk 119 10 Not 2 Y NOT APPLICABLE Unknown
Related
I 0F; PR & 119 10 Not 3 Y NOT APPLICAELE Unknown
Related
TR B M & 119 Not 2 Y NOT APPLICAELE Unknown
Related
B 108 a8 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
IEH 119 10 Not 3 Y NOT APPLICABLE Unknown
Related
1530005 WHITE 10 M TR HEREF2 36 4 Mot 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
AR M AR AE 36 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
Fify e 1 13  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
St EAEmESR 1 13 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
S EAEMNmESR 36 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1530006 BLACK OR 10 M Ml fLH=R 13 12 Not 3 Y DRUG Recovered/Resolved
AFRICAN Related INTERRUPTED with Sequelae
AMERICAN INEBERE 13 12 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1530014 10 F A EmERE 13 13 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
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TS 2.7.4 BRERAR &M DOHE

Object No. 0900babe80d07e1b

Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
BLACK OR Ere 13 4 Not 3 Y DRUG Recovered/Resolved
AFRICAN Related INTERRUPTED
B A7 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
e 16 MNot 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
il 9 8 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
il 24 2 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
g 44 Related 4 Y DOSE NOT Not Recovered/Not
CHANGED Resolved
1550001 WHITE BERE 191 67 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
SRS 191 3 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
Rig 7k 191 67 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
A K3 Ak i 42 5E 191 23  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1 7 & 3 A iE 149 6 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED
+ = iEBEAE 191 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
{EF+F1 Y L fE 149 6 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED
B MAEfE 2 qws 191 23  Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
FEL 191 23  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
3R Bk A fE 191 23 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
5w 191 23 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
BIEiggere 191 23 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
s 191 67 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1550012 WHITE 10 F 6l FHET 43 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
{E# 64 14  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
FHE— 1 —OnF 43 45  Not 3 Y DOSE NOT Recovered/Resolved
— Related CHANGED
1550013 WHITE 10 F B \BERE 3 8 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
EREAE 18 6 Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN with Sequelae
ETre 18 6 Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN with Sequelae
1550017 WHITE 10 M 6l Rk 51 3  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1560005 WHITE 10 F 6l /BERZE 19 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resaolved
1560013 WHITE 10 M 6l EE:mHMm 206 32 Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED
BEHEg~IL=F7 133 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1560016 WHITE 10 F 6l REEE 3 15  Not a Y NOT APPLICABLE Fatal
Related
1560018 WHITE 10 Ml EE#ET 52 1 Not 5 Y NOT APPLICABLE Fatal
Related
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset DurationRelation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1560038 WHITE 10 F A0 2in 11 6  Not 2 Y DRUG Recovered/Resolved
Related WITHDRAWN
1570006 WHITE 10 F B &=k 31 6  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
BT a0 57  Not 5 Y NOT APPLICABLE Fatal
Related
INERERE 44 28 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
REESE 44 T Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
PR 63 9  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
IEH 31 6 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1590004 WHITE 10 F S0 sk 35 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
RS 34 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
EEET 50 1 Not 5 Y NOT APPLICABLE Fatal
Related
1590006 WHITE 10 M ETEE 23 6  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1590007 WHITE 10 M L EEE 26 18 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
EFERA 26 18  Not 1 Y NOT APPLICABLE Recovered/Resolved
Related
BT EE 26 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1590009 WHITE 10 M 6l hAF—FLRESE 41 5 Not 2 Y DOSE NOT Recovered/Resolved
& Related CHANGED
AT 9 2  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
mER 4 7 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
EREE 41 5 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
R i 41 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
HERE 41 5  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
[l R ] 5 6  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1590011 WHITE 10 F sH &m 26 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
1590019 WHITE 10 M TR BBiEE 125 3 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severnty or
Seriousness
ECE R 54 70 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1590020 WHITE 10 M 60 FSoRFIF—FLE 12 18  Not 3 Y DRUG Recovered/Resolved
=] Related INTERRUPTED
BEERE 12 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1590024 WHITE 10 M SB EEDEARMALSE M4 24 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
fied i 5 R 44 2 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
s s 41 17  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1590026 WHITE 10 M 5B EBET 55 1 Not 5 Y NOT APPLICABLE Fatal
Related
Rk 37 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
s 37 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
1590034 WHITE 10 M ol ResttimiE A7 10 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1610006 WHITE 10 M TR SRTFe 38 1 Not 5 NOT APPLICABLE Fatal
Related
FAHM EEITIE 6 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
1620002 WHITE 10 F ol Bask 31 Not 4 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
EOf: R & 6 2 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
FEOR A2 33 6 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
BT 49 1 Mot ] Y NOT APPLICABLE Fatal
Related
DEYE 37 2 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
1620006 BLACK OR 10 F 6l HoEHR 36 10 Not 3 Y DOSE NOT Recovered/Resolved
AFRICAN Related CHANGED
AMERICAN
1620009 WHITE 10 M 5B dEmtERm G 23 3 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
EEET 32 1 Not 5 Y NOT APPLICABLE Fatal
Related
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
FAIZESRG 1 1 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED
Fifi 4% 23 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1630001 WHITE 10 M Tl EACESES 1 2 Related 3 Y MULTIPLE Recovered/Resolved
1640004 AMERICAN 10 F 6l #ERE 99 Related 3 Y DRUG Not Recovered/Not
INDIAN OR WITHDRAWN Resolved
ALASKA
NATIVE
1640006 WHITE 10 M 7B <LETFHM 11 2 Not 5 Y NOT APPLICABLE Fatal
Related
1640009 AMERICAN 10 F 3B ] 1 Not 5 Y NOT APPLICABLE Fatal
INDIAN OR Related
ALASKA
NATIVE
1650001 BLACK OR 10 F M EEmE 28 2 Not 3 Y NOT APPLICABLE Change in Toxicity
AFRICAN Related Grade, Severity or
AMERICAN Seriousness
1650004 BLACK OR 10 M AN mEsiE M7 2 Related 3 Y DRUG Recovered/Resolved
AFRICAN WITHDRAWN
AMERICAN
1650007 WHITE 10 M 50 SqLEEHE 258 3  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
R FAE 281 1 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1650009 WHITE 10 F S st 125 16 Not 5 Y NOT APPLICABLE Fatal
Related
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1650010 WHITE 10 M 5B REsE 38 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1650016 WHITE 10 F B EEET 29 25  Not 5 Y NOT APPLICABLE Fatal
Related
1650017 WHITE 10 M 6l E&ET 10 36 Not 5 Y NOT APPLICABLE Fatal
Related
REE 10 Not 2 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
1650021 WHITE 10 M 6l B{tsEs 21 6  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
&+ Ry L fE 23 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
BIElaET 2 29 4 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
1660003 ASIAN 10 F W EmEs 36 51  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
{EEEWAE 36 12 Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
1660009 WHITE 10 M 6l tor=oEEE 266 13 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
1660012 WHITE 10 M 6l RS 271 65 Not 5 Y DRUG Fatal
Related WITHDRAWN
5 242 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1660014 WHITE 10 M SH ApETe 82 25  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1660017 WHITE 10 M 6l fEmkRETT L 11 79  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1660019 WHITE 10 F ol ssmstkhs 140 10  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
[k 197 5 Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED
1660024 OTHER 10 M sl S-ominFE 66 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
FSRATPEF—E L 56 Related 2 Y DRUG Not Recovered/Not
5 INTERRUPTED Resolved
1660027 WHITE 10 M 6l SEtErEon L 4 8§  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1660032 WHITE 10 F 41 EmE 7 10  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
FHEMEE 30 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1660035 WHITE 10 F B xsE 89 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
B 89 4 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1660037 WHITE 10 F M rSoRFIF—HE 21 Related 3 Y DRUG Not Recovered/Not
= WITHDRAWN Resolved
BlEiggeT4 40 3 Related 3 Y NOT APPLICABLE Recovered/Resolved
1660042 WHITE 10 F 70 xmza 33 8  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
1660044 WHITE 10 M 6l meogEsE 8 8 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1660047 WHITE 10 M 8N Emtim 18 2 Not 5 Y NOT APPLICABLE Fatal
Related
IEE0f; B & T 9 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
FAIZEIEE 1 1 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
1660048 WHITE 10 F ol = 9 Not 2 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
1660051 WHITE 10 F 7B mmE 27 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
1670006 WHITE 10 F 60 mmFe 101 14  Not 5 Y NOT APPLICABLE Fatal
Related
PR & 4 Rl £ 47 7  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1670009 WHITE 10 M 7B BofsEttirhERE 29 12 Related 4 Y DRUG Recovered/Resolved
D WITHDRAWN
1670010 BLACK OR 10 F ol wEgsRemt 364 3  Not Y DRUG Recovered/Resolved
AFRICAN Related INTERRUPTED
AMERICAN
1670011 WHITE 10 M TR Eg#e 114 11 Not 5 Y NOT APPLICABLE Fatal
Related
B I 5iE 121 Not 4 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
i 114 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1670012 WHITE 10 F 1 anEre 14 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
REET 21 1 Mot 5 Y NOT APPLICABLE Fatal
Related
1670014 BLACK OR 10 F 6l =i 35 10  Not 3 Y DOSE NOT Recovered/Resolved
AFRICAN Related CHANGED
AMERICAN & /& B i 37 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
Bifi 45 53 8  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
gt 35 10  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1670016 WHITE 10 F 6l apBETre 2 9  Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
EmE 102 2  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
SEE R EE 102 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1670019 WHITE 10 F M = 78 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
REk 78 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
IEH 78 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1670020 WHITE 10 F B omhs 123 8 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1670025 WHITE 10 F B Fm@m 16 3 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED
' =E 16 4 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED
IEH 16 2 Related 3 Y DRUG Recovered/Resolved
WITHDRAWN
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1670026 WHITE 10 F M mEFEESHHE 14 1 MNot 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
EBET 32 4 Not 5 Y NOT APPLICABLE Fatal
Related
{EEEWSE 11 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
i 8¢ 5 10 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1670028 BLACK OR 10 F ol 95 1 Not 5 Y NOT APPLICABLE Fatal
AFRICAN Related
AMERICAN £ m 72 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1670030 WHITE 10 M sl R 6 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
R & i i 73 10 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
i ¢ 74 9  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1670032 WHITE 10 M £ m 24 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1680002 WHITE 10 F REBAETT 7 18  Not ] Y NOT APPLICABLE Fatal
Related
i 2% i MNot 2 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
R & A 2 Not 2 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
1680004 WHITE 10 F 70 @rEEAEMMERE 36 5 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED with Sequelae
1680005 WHITE 10 M 6l ShiLioLmiE 29 17  Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
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TN 2.7.4 BRRMREMEOBE
Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1690002 WHITE 10 F S0 FRASELEETFI/ 219 18 Not 2 Y DRUG Recovered/Resolved
FSURTIS—HiE Related INTERRUPTED
fn
FI=2F2/h320RA 219 18 Not 2 Y DRUG Recovered/Resolved
JrS—Hign Related INTERRUPTED
REK 219 Not 2 Y DRUG Not Recovered/Not
Related INTERRUPTED Resolved
1690003 WHITE 10 F B &=&iT 43 Related 2 Y NOT APPLICABLE Not Recovered/Not
Resolved
1690007 WHITE 10 F M oEB#El 80 1 Not 5 Y NOT APPLICABLE Fatal
Related
1690014 WHITE 10 F ol oS 99 Not 4 Y NOT APPLICABLE Unknown
Related
1690018 WHITE 10 M 6l EmfET 338 1 Not 5 MULTIPLE Fatal
Related
B 5iE 24 12 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
1690020 ASIAN 10 F TR EmtEREzESD 33 Not 3 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
Rk 8 10  Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
0T B & 8 10  Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
FREBAETT 46 1 Not 5 Y NOT APPLICABLE Fatal
Related
1690026 WHITE 10 M 20 s 2 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1700005 WHITE 10 M 6l F&E 284 9  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
IEH 284 9 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1700015 WHITE 10 M Sl L EAE 3 6  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1710001 BLACK OR 10 M Tl FFo4SEL—FEE 1 1 Related 3 Y DRUG Recovered/Resolved
AFRICAN WITHDRAWN
AMERICAN I Of; BR & 5 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
O BE & i 1 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1710004 WHITE 10 F 6l Em 53 13 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
1710007 BLACK OR 10 F G L 118 6  Not 3 Y NOT APPLICABLE Recovered/Resolved
AFRICAN Related
AMERICAN
1710008 WHITE 10 M 7R EEEH 3 3 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
1710010 ASIAN 10 F 6l Bhz 41 6  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1710014 WHITE 10 M TR % 75 7 Related 2 Y NOT APPLICABLE Recovered/Resolved
1710018 BLACK OR 10 M ol 1®mEE 1 1 Related 2 Y DRUG Recovered/Resolved
AFRICAN WITHDRAWN
AMERICAN
1710019 WHITE 10 M sl Eh 23 4 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
1720001 WHITE 10 M o] miEE% 51 8 Related 4 Y DOSE NOT Change in Toxicity
CHANGED Grade, Severity or
Seriousness
1720004 WHITE 10 F 7B vFop R 11 Related 4 Y DRUG Not Recovered/Not
WITHDRAWN Resolved
B 1 A 2 11 8 Related 5 Y DRUG Fatal
WITHDRAWN
1720007 WHITE 10 M ol EE#S 22 24 Not 5 Y DRUG Fatal
Related WITHDRAWN
1720009 WHITE 10 M Sl e 4 2 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
By M 5iE 4 2 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1730001 WHITE 10 M Sl BhiLmE 29 8 Not 4 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
1730006 WHITE 10 M Sl mEREH 8 1 Mot 5 Y NOT APPLICABLE Fatal
Related
1730007 WHITE 10 F 6l RS T 167 2  Not 1 Y NOT APPLICABLE Recovered/Resolved
Related
H i 4 & 1fn 113 4  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1730015 WHITE 10 F M AHETE 43 4 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
SanEre 52 14  Not 4 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
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Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/ky) der Age term day (days) ship grade ous Action Qutcome
1730018 WHITE 10 M 7B BEEEEA 135 3 Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
1730019 WHITE 10 M 6l maxk 14 4 Mot 4 NOT APPLICABLE Recovered/Resolved
Related
oy o 14 7 Not 4 NOT APPLICABLE Recovered/Resolved
Related with Sequelae
1730021 OTHER 10 M 4B = 43 7  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
#m 3 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
ke 48 T Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
EH 48 T Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1730022 WHITE 10 M Sl mER#ET 28 17 Not 5 Y NOT APPLICABLE Fatal
Related
1740003 WHITE 10 M 6l mEkE a1 13 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
ELEERE 72 5 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
=i 72 5 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
B EEmESRE T2 5  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1740004 WHITE 10 F B BhHHLmE 40 5  Not 4 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
1740006 OTHER 10 F BB 55 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
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Dose Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1740007 OTHER 10 50 EmFE 25 6  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
EIE 25 T Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED
1750001 WHITE 10 Al ER4EE M 2 Related 3 Y DRUG Change in Toxicity
WITHDRAWN Grade, Severnty or
Seriousness
FHEMFE 34 2 Related 3 Y DRUG Change in Toxicity
WITHDRAWN Grade, Severity or
Seriousness
1750009 WHITE 10 6l &+t L 15 5  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
{E+ Ry L fE 19 4 Not 4 Y DRUG Recovered/Resolved
Related WITHDRAWN with Sequelae
{EF Ry L gE 22 Mot 3 Y NOT APPLICABLE Not Recovered/Mot
Related Resolved
1760001 WHITE 10 ol CREORERE 111 3 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
1760006 WHITE 10 ol DavRF—F 104 5  Not 5 Y DRUG Fatal
Related WITHDRAWN
1760008 WHITE 10 6l BumsEtESavy 13 12 Not 5 Y NOT APPLICABLE Fatal
Related
S5 4E T RO 12 11  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
1790003 WHITE 10 5B EEEE R 29 3 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
EEBEST 42 9 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
s 29 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
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Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1790005 WHITE 10 M 60 BRAIN TUMOR S/P 296 7  Not 3 Y DOSE NOT Recovered/Resolved
RESECTION Related CHANGED
1790006 WHITE 10 F S0 rEREEE 98 8 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
1790007 WHITE 10 F ol apgre 42 7  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
EE T 73 5 Not 5 Y NOT APPLICABLE Fatal
Related
BRSNS 42 7  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1790008 WHITE 10 M 6 E&:#T 65 6  Not 5 Y DRUG Fatal
Related WITHDRAWN
EEE 8 11  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
e 48 6 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1810001 WHITE 10 F sB eRop R 12 8 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
FOf; FR &4 21 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
LIEERE 27 11  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
ETEE 12 8 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1810003 WHITE 10 F 6l Baxk 42 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
BT 58 1 MNot 5 Y NOT APPLICABLE Fatal
Related
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
1810004 WHITE 10 F W FFiERE 55 Not 4 Y NOT APPLICABLE WMot Recovered/Not
Related Resolved
Bt 22 31 11 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED
= 31 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1810013 OTHER 10 M Al s 39 35  Not 5 Y NOT APPLICABLE Fatal
Related
1810017 WHITE 10 M 6l HEB#T 25 11  Not 5 Y DRUG Fatal
Related WITHDRAWN
1830002 WHITE 10 M 7B 5% ERGER100 3 Related 3 Y NOT APPLICABLE Recovered/Resolved
¥
{En £ 100 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
[ End 100 3  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1840003 WHITE 10 M B wEoR R 85 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
EEtEHEL 85 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1840009 WHITE 10 F 6l mrEYLE KN 62 Related 3 Y NOT APPLICABLE Not Recovered/Not
Resolved
0% B & 62 Related 3 Y NOT APPLICABLE Not Recovered/Not
Resolved
BT 65 1 Not 5 Y NOT APPLICABLE Fatal
Related
1840010 WHITE 10 F 6l Bk 89 3 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mgl/kg) der Age term day (days) ship grade ous Action Outcome
Him 89 8 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
Hin a6 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resaolved
Bk 89 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resaolved
1 i 96 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resaolved
1850001 WHITE 10 F 6l FRALELZBER 11 13  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
I OF; B & 11 13 Related 3 DRUG Recovered/Resolved
WITHDRAWN
EE T 11 16 Not 5 Y DRUG Fatal
Related WITHDRAWN
1850010 WHITE 10 F 70 SttEAEMmEE 22 13 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1860004 WHITE 10 M S rEoREEEE 22 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resaolved
EBHET 35 1 Not 5 Y NOT APPLICABLE Fatal
Related
1860009 WHITE 10 M M EE 85 2 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
1860012 WHITE 10 M ol FrR/SEUEETI/ 168 3 Related 3 Y DRUG Change in Toxicity
FSURITS—HiE WITHDRAWN Grade, Severity or
m Seriousness
mepSL7FoHRA 169 6 Related 4 Y DOSE NOT Change in Toxicity
HEF—E CHANGED Grade, Severity or
Seriousness
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
1860013 WHITE 10 F 3B HORRSY LT 57 11  Not 3 Y DRUG Recovered/Resolved
T LB 5E Related INTERRUPTED
2:hy oL B 58 207 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED
ke 33 4 MNot 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
=k 44 13 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1860017 WHITE 10 F B FEHIRMEE 28 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
IERE H i 1 9 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1860019 WHITE 10 M SH Ei T 8 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
g T 9 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
BT 29 16  Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
EEET 44 1 Not 5 Y DOSE NOT Fatal
Related CHANGED
S BfERE 29 11 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
IE i T 9  Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
1860023 ASIAN 10 F M EEET 16 1 MNot 5 Y DOSE NOT Fatal
Related CHANGED
EE 12 Not 3 Y DOSE NOT MNot Recovered/Not
Related CHANGED Resolved
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1860024 WHITE 10 F ol ambhmER 85 7  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1860029 WHITE 10 M 7R o 8 2 Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
1870002 WHITE 10 M 5B FRASEUETFI/ ST 2 Related 3 Y DRUG Change in Toxicity
FSURATTS—HiE WITHDRAWN Grade, Severity or
m Seriousness
FI2=Fs/R70 A 68 Related 3 Y NOT APPLICABLE Not Recovered/Not
JrS5—+HHEm Resolved
mepE)JLE 1800 69 Related 3 Y NOT APPLICABLE WMot Recovered/Not
Resolved
1880003 WHITE 10 M 7B TRFe 19 4 Not 5 Y DRUG Fatal
Related WITHDRAWN
HERBE 8 15  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
1880010 WHITE 10 M 6l AapETre 64 29  Not 4 Y DRUG Recovered/Resolved
Related WITHDRAWN with Sequelae
1880011 WHITE 10 F ol &Ez ar 7  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
P e 62 29 Related 3 Y DRUG Recovered/Resolved
WITHDRAWN
FE 87 2 Not 1 Y NOT APPLICABLE Recovered/Resolved
Related
e S 45 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
1880023 WHITE 10 M Al R 99 2 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
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Dose Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1890005 WHITE 10 E BNTE 5 6  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
BEA=E 92 6  Not 5 Y DRUG Fatal
Related WITHDRAWN
1920002 WHITE 10 M ALYz 45 4 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
BE 44 g 7K 1 8  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
MalsEiE 20 4 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
M 34 15  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
IS S 32 2 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
FAE#®EHm 32 1 Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
1930003 WHITE 10 S E&sET 52 1 Mot 5 Y NOT APPLICABLE Fatal
Related
1930018 WHITE 10 6l = 68 3  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
IEM 63 29  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
1930021 WHITE 10 M mEAE 2 5  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1930027 AMERICAN 10 AB rEonEREE 33 Not 3 Y NOT APPLICABLE Not Recovered/Not
INDIAN OR Related Resolved
ALASKA EEAETT 33 7  Not 5 Y NOT APPLICABLE Fatal
NATIVE Related
EiE 33 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
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Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1930028 WHITE 10 M 6B L EMEE 69 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1930031 WHITE 10 F 6l T 5 7  Not 5 Y NOT APPLICABLE Fatal
Related
1930034 WHITE 10 F 7B rEopEEE 35 9  Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
K& 35 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
S04 T O B 27 8 Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
1930037 WHITE 10 F B = 51 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
Rk 65 14 Not 2 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severnty or
Seriousness
Fazk 79 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
EBHET 80 1 Not 5 Y NOT APPLICABLE Fatal
Related
1930043 WHITE 10 M 8l {EmE 27 11  Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
54 P 0 B 19 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
1930045 WHITE 10 F W oEBES a6 1 Not 5 Y NOT APPLICABLE Fatal
Related
Bk 23 5  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1930048 WHITE 10 M AR FEEEtEEmE 80 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
1930050 WHITE 10 F W hE 65 2  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1930051 WHITE 10 F AW /AR A 45 2 Not 2 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
2] 45 3k A E 47 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
ffi = i [E 5E 45 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
B 4k a7 1 Mot 5 Y NOT APPLICABLE Fatal
Related
1950007 WHITE 10 F M rEREE 65 Not 3 NOT APPLICABLE Not Recovered/Not
Related Resolved
EEHET 82 1 Not 5 NOT APPLICABLE Fatal
Related
1950008 BLACK OR 10 F ol B 99 Not 4 Y NOT APPLICABLE Not Recovered/Not
AFRICAN Related Resolved
AMERICAN FAHHEE 100 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
F B AR M2 E 88 6 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
FAEEAR M F25E 94 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
FIEEARAAZE M &£ 108 1 Mot 5 Y NOT APPLICABLE Fatal
Related
1950009 WHITE 10 M 7H Edm 189 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
I O B 218 6  Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
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Ve %% 2.7.4 BRHOR &M OHE
Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (ma/kg) der Age term day (days) ship grade ous Action Outcome
43 189 1 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1950011 WHITE 10 M 6l EREEmE 28 15 Not 4 DOSE NOT Recovered/Resolved
Related CHANGED
DEEE 288 3 Not 3 DOSE NOT Recovered/Resolved
Related CHANGED
1950017 WHITE 10 M 58 mRFe o4 12 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
EBHT 70 1 Not 5 Y NOT APPLICABLE Fatal
Related
DEEE 54 6  Not 4 Y DRUG Recovered/Resolved
Related WITHDRAWN
HEER 29 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
B I 5iE 54 16 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
1950018 WHITE 10 F 6l [EERREE a5 1 Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
1950020 WHITE 10 F sl mn 32 4 Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED
IERERE 28 3 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
fifi ¢ 32 13 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
1950025 WHITE 10 M TR % 11 6  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
1950026 WHITE 10 F 70 SitEsmER 35 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mgl/kg) der Age term day (days) ship grade ous Action QOutcome
1950027 WHITE 10 M 6 HHET 11 MNot 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
EBifET 12 11 Not 5 Y NOT APPLICABLE Fatal
Related
1980002 WHITE 10 W rEoREEE 27 MNot 3 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
EEBHET 41 1 Not 5 Y NOT APPLICABLE Fatal
Related
1980003 WHITE 10 M ToFO94/)LR8 24 Not 3 Y NOT APPLICABLE Not Recovered/Not
) Related Resolved
o) e oS 34 1 Not 5 Y NOT APPLICABLE Fatal
Related
1980004 WHITE 10 ol tmEsHn 29 Not 3 Y DRUG Not Recovered/Not
Related INTERRUPTED Resolved
B SE 30 7  Not 5 Y NOT APPLICABLE Fatal
Related
#® h i 2 11 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1980006 WHITE 10 ol &g 42 8 Not 5 Y DOSE NOT Fatal
Related CHANGED
kEE 43 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1990002 WHITE 10 SH mlF4e 12 11 Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
Bifi 3% 12 11 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
1990004 WHITE 10 M EssT 15 1 Not 5 Y NOT APPLICABLE Fatal
Related
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
K& A 4 4 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
1990008 WHITE 10 M 6l E 32 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
B m 52 2  Not 5 Y DRUG Fatal
Related WITHDRAWN
T Of: R 16 6  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
Rsi 7K 16 6 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
Bt 32 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1990009 WHITE 10 M 2B & 34 Not 3 DOSE NOT Unknown
Related CHANGED
=4 34 Not 3 DOSE NOT Unknown
Related CHANGED
2020002 WHITE 10 F ol m=&iET 30 5  Not 5 Y DRUG Fatal
Related WITHDRAWN
Rk 17 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
2020005 WHITE 10 F 70 rronEERE 68 Not 3 Y NOT APPLICABLE Unknown
Related
2020008 WHITE 10 F W FAIZESES 1 3 Related 3 Y MULTIPLE Recovered/Resolved
2020009 WHITE 10 M 8l FAICEIRE 1 1 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
2020010 WHITE 10 F 5B /mEAE 31 34 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
{Ei 22 9  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
2020018 WHITE 10 F A EF )Y L a7 4 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
Rt 4% 47 5 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
2040002 WHITE 10 M Sl & 68 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
ETESE 68 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
2040005 WHITE 10 M ol EEES 42 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
Hm 10 2 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
2040007 WHITE 10 M 2 267 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
2040010 WHITE 10 F EE T 48 1 Mot 5 Y NOT APPLICABLE Fatal
Related
[Er 40 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
2040012 WHITE 10 M i 64 8  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
2040018 WHITE 10 F aMEre 19 10  Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
FEEN AR M A2 fE 34 Not 2 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
FR & 1 Bl fiE 19 10  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
2040020 WHITE 10 F ol Fask 54 22 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
RO & oM 22  Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
INE S HE 13 11  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
R EEREmEy 17 7  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
B M i 54 22 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
= dinknd 7 4  Not 5 Y NOT APPLICABLE Fatal
Related
REdE 77 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
2040022 WHITE 10 F M FEEIR MRS a6 8 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
[ 9 5 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
2040025 WHITE 10 F A = a8 3  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
BHH T2 74 6  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
g K 91 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
BHER 98 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
= a8 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
Rk 74 6  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
REK 84 3 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
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RE Ak 91 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
EE 74 6 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
EE 84 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
ETEE 84 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
2040029 WHITE 10 F B = 51 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
B 51 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
2070003 WHITE 10 F ol mEiET 41 7  Not o Y NOT APPLICABLE Fatal
Related
2070005 WHITE 10 M 6l msmEE 148 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
2080002 BLACK OR 10 M 6l 8% 44 3 Not 1 Y DOSE NOT Recovered/Resolved
AFRICAN Related CHANGED
AMERICAN
2080006 WHITE 10 F 6l =i 16 Mot 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
EEEST 23 1 Not 5 Y NOT APPLICABLE Fatal
Related
R8¢ 16 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
2080007 WHITE 10 F M e 39 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
FEEL 39 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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2080009 WHITE 10 M T8 Fi 109 1 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
2080011 BLACK OR 10 M 3B B 52 13 Not 3 Y NOT APPLICABLE Recovered/Resolved
AFRICAN Related
AMERICAN
2080012 WHITE 10 M Sl rEopEsE 19 Mot 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
EB T 31 1 Not 5 Y NOT APPLICABLE Fatal
Related
2080013 WHITE 10 M 7B 2MEEREEREEE 68 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
2080017 WHITE 10 F 6] HEET 76 1 MNot 5 Y NOT APPLICABLE Fatal
Related
2080018 WHITE 10 F AWM o mE 50 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
BB 14 B 7K 50 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
Bk 56 28 Not 2 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
a7k 56 27  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
2> B TE 56 28 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
{EF 50 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
FHEMEEE 56 28  Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
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2080026 WHITE 10 F 6l SrLzERE 114 14  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
EHERREERE 121 7 Not 4 Y DRUG Recovered/Resolved
Related WITHDRAWN
2080027 WHITE 10 M HEERAE 76 5 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED
2080029 WHITE 10 M AOAR) DS LT 16 MNot 3 Y DRUG Not Recovered/Not
T LA Related INTERRUPTED Resolved
HEH 16 Not 3 DRUG Not Recovered/Not
Related INTERRUPTED Resolved
it ik £+ 20 4 Related 5 Y DRUG Fatal
WITHDRAWN
2080031 WHITE 10 F 0 EmEREES5E M 1 Not 5 Y DOSE NOT Fatal
Related CHANGED
izl 22 Not 2 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
Rk 5 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
{EE 22 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
ek 5 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
R 22 Not 2 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
2080032 BLACK OR 10 M 4B BRAE 18 4 Not 3 Y DRUG Recovered/Resolved
AFRICAN Related WITHDRAWN
AMERICAN
2090002 WHITE 10 Ml s 478 8 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
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2090005 WHITE 10 8l F=EET 76 10  Not 5 Y DRUG Fatal
Related WITHDRAWN
R EH AR 0 42 5E 19 3  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
ERE 19 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
2090007 WHITE 10 W sxgn 242 3 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
2090013 WHITE 10 M R 34 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
2090017 WHITE 10 sBhNLL o LmE T 2 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
BT 31 1 Mot ] Y NOT APPLICABLE Fatal
Related
{EF 1) L i fE 11 10  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
B ¢ 18 3 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
2090021 WHITE 10 ZIREEE 6 7  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
E5e 92 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
Bsi 7k 6 T Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
B 5 92 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
2100010 WHITE 10 o, 81 26 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
g 81 26 Not 3 NOT APPLICABLE Recovered/Resolved
Related
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2100013 BLACK OR 10 F AR Bask 40 4 Not 3 Y NOT APPLICABLE Recovered/Resolved
AFRICAN Related
AMERICAN [EECEE 2 4 MNot 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
[EECEE 35 13  Not 3 Y MULTIPLE Recovered/Resolved
Related
mE B 25 MNot 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resaolved
2100016 WHITE 10 F 70 zum 5 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
2100021 WHITE 10 F M BE8H 24 4 Mot 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severnty or
Seriousness
o 32 4 Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
EEEs 41 5 MNot 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
% 32 4 Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Seventy or
Seriousness
% fiF 32 4 Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
2100023 OTHER 10 F S0 o EEES 27 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
2100025 WHITE 10 F sl EHrTRRSe 1 9  Not 4 Y DRUG Recovered/Resolved
Related WITHDRAWN with Sequelae
2210001 WHITE 10 F M EBEE 17 3 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Seventy or
Seriousness
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LREME 27 3  Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
2210005 WHITE 10 F W EEE 25 6  Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Seventy or
Seriousness
2210006 WHITE 10 F B o®mhiE 32 Not 2 Y DOSE NOT Not Recovered/MNot
Related CHANGED Resolved
2210018 WHITE 10 F ol T 56 1 Mot 5 Y NOT APPLICABLE Fatal
Related
2210025 WHITE 10 M 5B MR 1 2 Related 3 Y MULTIPLE Change in Toxicity
Grade, Severity or
Seriousness
FAIZE#ESEEG 1 1 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
2220002 WHITE 10 F Al FWEBBEZRER 120 Not 4 Y NOT APPLICABLE Not Recovered/Mot
Related Resolved
2220003 WHITE 10 F 6l FELEMKEE 11 3 Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
ELELtKE 13 2 Not 2 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
2220006 WHITE 10 F S0 EMESICESSH 14 3  Not 4 Y NOT APPLICABLE Recovered/Resolved
L™y Ll fE Related
2220012 WHITE 10 F AR pak 79 Not 3 Y DOSE NOT Not Recovered/MNot
Related CHANGED Resolved
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
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EE T 92 1 Not 5 Y NOT APPLICABLE Fatal
Related
RE sk 42 MNot 2 Y DOSE NOT MNot Recovered/Not
Related CHANGED Resolved
2220015 WHITE 10 M sl opEsa 24 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
I O BR 24 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
IS O PR & 99 13 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
2220018 WHITE 10 F ol EAE a6 20 Not 3 Y DRUG Change in Toxicity
Related WITHDRAWN Grade, Severity or
Seriousness
2220023 WHITE 10 M ol pasRE 67 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
HESDE 67 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
2220026 WHITE 10 F A TE 3 6 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
T 49 4 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
SEEEEERET 43 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
K 51 17 Related 2 Y DRUG Recovered/Resolved
INTERRUPTED
R B 35 10 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
IEH 31 4 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED
IEH 49 4 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
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2220027 WHITE 10 6 ZAIZESER 27 1 Related 3 Y DRUG Recovered/Resolved
WITHDRAWN
Fifi 2% 11 9 Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED
2230002 WHITE 10 £ EmE 15 8 Related 4 Y DRUG Recovered/Resolved
INTERRUPTED
2230005 WHITE 10 6ll & 72 5  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
2230006 WHITE 10 ol #m a7 2 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
2230008 WHITE 10 6l EEitZE 60 6 Related 3 Y DOSE NOT Recovered/Resolved
CHANGED
2240002 WHITE 10 6 mEEES 6 3 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
2250002 WHITE 10 8l X5 -AL—EEET0 20 Related 3 Y DRUG Change in Toxicity
WITHDRAWN Grade, Severity or
Seriousness
FHES =2 —0 50 20  Not 3 Y DOSE NOT Recovered/Resolved
INF— Related CHANGED
3010002 WHITE 10 S0 AL9R 57 1 Not 4 Y DRUG Recovered/Resolved
Related WITHDRAWN with Sequelae
3020001 WHITE 10 y—S LAz Lk3 253 Related 4 Y DRUG Not Recovered/Not
R7x5—t14m WITHDRAWN Resolved
3020002 WHITE 10 Rk 44 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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EBET 106 1 Not 5 Y NOT APPLICABLE Fatal
Related
s 3 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
ELEEKEE 92 Not 3 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
954 1 o R R 92 MNot 4 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
3030007 WHITE 10 M FRBAETT 79 4 MNot 5 Y NOT APPLICABLE Fatal
Related
3060001 WHITE 10 F M EQD 52 142  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
[ 52 3 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
3060007 WHITE 10 M DA% 57 1 Not 5 Y NOT APPLICABLE Fatal
Related
3070002 WHITE 10 M Sl s 24 Not 3 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
REk 8 15  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
3070004 WHITE 10 M 4B fEEREEE 92 14 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
3070006 WHITE 10 F 6l &im 16 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
3090005 WHITE 10 F =11 63 4 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
EETFTHRDEE 29 9  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
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4020001 WHITE 10 M ol rEonEEEE 61 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
EO S 82 Not 4 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
4020004 WHITE 10 M ol B 15 29 Related 2 Y DRUG Recovered/Resolved
INTERRUPTED
4030003 WHITE 10 M S0 Em 225 2  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
4030010 WHITE 10 F 3 EAE 28 4 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
4030012 WHITE 10 F ol IAICESEE 1 1 Related 3 Y DRUG Recovered/Resolved
INTERRUPTED
4030013 WHITE 10 M 6l ERFF# 4 3 Not 4 Y NOT APPLICABLE Fatal
Related
SMErEIR S RAEIERE 1 6 Related 5 Y NOT APPLICABLE Fatal
B 0 fiE 1 Not 4 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
4040003 OTHER 10 F 3l acfEtifs 22 28 Related 3 Y DRUG Recovered/Resolved
WITHDRAWN
4040004 WHITE 10 M ol BmpE 23 47  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
4040005 WHITE 10 M 6l EREmERE 85 12 Not 3 Y DRUG Change in Toxicity
Related INTERRUPTED Grade, Severity or
Seriousness
4040008 OTHER 10 F 5B EfEm 15 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
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By fiE 52 7  Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
4040010 OTHER 10 M 5B RO EREE a2 Not 3 Y DOSE NOT Mot Recovered/Not
Related CHANGED Resolved
4040011 OTHER 10 F M FAYR 11 12 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
4040017 OTHER 10 M 5H Bask 27 Not 3 Y NOT APPLICABLE
Related
4050002 WHITE 10 F 6ll BFRaHiE 101 Not 4 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
4050003 WHITE 10 M TR EHE 24 3 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
#® hiE 37 2 Related 3 Y DRUG Change in Toxicity
INTERRUPTED Grade, Severity or
Seriousness
4050004 WHITE 10 M 5B EE#ET a1 1 Not 5 Y NOT APPLICABLE Fatal
Related
MERE 43 Not 2 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
4050010 WHITE 10 M 5B ERET 2 Not 4 Y NOT APPLICABLE Mot Recovered/Not
Related Resolved
4060005 WHITE 10 F ol i i S E 40 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
e 19 6  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
4060008 WHITE 10 M 58 Bm 19 5  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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S Hm 47 5  Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
4060012 WHITE 10 M 7l BhLLYLmE 11 3  Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severity or
Seriousness
4060014 WHITE 10 M 4B #m 8 Not 3 Y DOSE NOT Not Recovered/MNot
Related CHANGED Resolved
4060015 WHITE 10 M 6l =R T 8 Not 4 Y DRUG Recovered/Resolved
Related INTERRUPTED
4060017 WHITE 10 M OEERHm 18 1 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
4070001 WHITE 10 F BHER 43 26  Related 2 Y NOT APPLICABLE Recovered/Resolved
{EE R 37 Related 1 Y NOT APPLICABLE Not Recovered/MNot
Resolved
4070002 WHITE 10 M 7R amEERe 16 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
EBET 24 1 Not 5 Y DRUG Fatal
Related WITHDRAWN
4070005 WHITE 10 M 6l £5@EREET T1 Not 3 Y DRUG Not Recovered/MNot
Related WITHDRAWN Resolved
4080004 WHITE 10 M 7Tl RItEnE 51 9  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
4080006 WHITE 10 M M EAICESERE 99 1 Related 2 Y DRUG Recovered/Resolved
INTERRUPTED
4080007 WHITE 10 F M s 45 4 Not 5 Y DOSE NOT Fatal
Related CHANGED
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4080009 OTHER 10 M Sl ETEE 16 7  Not ] Y DRUG Fatal
Related WITHDRAWN
5010001 WHITE 10 F S0 ESiteT 66 19 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
BBt o7 8  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
5010002 WHITE 10 M ol HaEiET 163 18 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
5010007 WHITE 10 F EEET 44 13 Not 5 Y DOSE NOT Fatal
Related CHANGED
5010008 OTHER 10 M #ET—H—LEF 225 Not 3 Y DRUG Not Recovered/MNot
Related INTERRUPTED Resolved
mL 196 22  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
=nFHEERE 141 6 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
MEEESHE 226 1 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
RS- 169 5  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
BBH5-o0% 226 Not 3 Y DRUG Not Recovered/Not
Related INTERRUPTED Resolved
s 180 9 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
e EEMmESE 119 10  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
5010009 WHITE 10 F Bifi 4% 1 13 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
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5010012 WHITE 10 M SEEHBEREET 99 40  Not 5 Y DRUG Fatal
Related WITHDRAWN
g 82 T Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
5010015 WHITE 10 F EBHET 48 Not 5 Y NOT APPLICABLE Fatal
Related
Fekn 30 6  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
5010022 WHITE 10 F B Tara 32 1 Mot 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
BEEE 32 1 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
5010027 WHITE 10 F ol HmsisT 29 5  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
5010032 WHITE 10 M Al EEEEtER 15 8  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
5010034 ASIAN 10 F B H7F—FINBESME 28 5 Not 2 Y DOSE NOT Recovered/Resolved
i Related CHANGED
5010037 WHITE 10 F M EsiT 2 22  Not ) Y DRUG Fatal
Related WITHDRAWN
B #% 2 Not 2 Y DRUG Mot Recovered/Not
Related WITHDRAWN Resolved
5010038 WHITE 10 M Sl AETEREIE S 25 6  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
HERET 43 1 Mot 5 Y DRUG Fatal
Related WITHDRAWN
Bl 4% 15 11  Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
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5010039 WHITE 10 F 6l =) 4 7  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
=i 4 7 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
5020003 WHITE 10 M 7B AT 27 1 Not a Y DRUG Fatal
Related WITHDRAWN
B £E 15 13 Not 4 Y DRUG Recovered/Resolved
Related WITHDRAWN
5020004 WHITE 10 F Al T 19 4 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
B 85 3 Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severity or
Seriousness
BT 91 68 Not 5 Y NOT APPLICABLE Fatal
Related
=5 19 4 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Severnty or
Seriousness
BIEREET e 20 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
5020007 WHITE 10 M TR E% 8 50 Related 2 Y DRUG Recovered/Resolved
WITHDRAWN with Sequelae
5030001 WHITE 10 M ol BTESE 48 6  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
5030002 WHITE 10 M BT 5 7  Not 5 Y DOSE NOT Fatal
Related CHANGED
=5 5 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
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5030004 WHITE 10 M 6l BTEE 31 6  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
5040002 WHITE 10 F ol EEEgEE 20 5  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
5040019 WHITE 10 F 6l EEES 22 10 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
5050001 WHITE 10 F 6l BT 78 10  Not 3 Y DRUG Change in Toxicity
Related WITHDRAWN Grade, Seventy or
Seriousness
FEEB ST 78 MNot 3 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
5060002 WHITE 10 F M AaMBIEEERET 2 Not 2 Y NOT APPLICABLE Recovered/Resolved
& Related
FER 1 2 Related 2 Y NOT APPLICABLE Recovered/Resolved
5060005 WHITE 10 M Sl Eak 36 21 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
EEE 36 21 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
6010003 WHITE 10 F 3 esEmKEET 19 11 Not a Y NOT APPLICABLE Fatal
Related
T2 wEE 4 Not 4 Y DRUG Not Recovered/Not
Related INTERRUPTED Resolved
6010005 WHITE 10 F A0 Rk 33 10  Not 3 Y MULTIPLE Change in Toxicity
Related Grade, Seventy or
Seriousness
flod )13 o= 44 3 Not 5 Y DRUG Fatal
Related INTERRUPTED
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
6010006 WHITE 10 F 6l e 96 36 Not 5 Y NOT APPLICABLE Fatal
Related
6010009 WHITE 10 F 3B s —TF 68 5  Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
6010010 WHITE 10 F i BN P 43 5  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
6010013 WHITE 10 F M HFe 40 13 Not 5 Y NOT APPLICABLE Fatal
Related
6010014 WHITE 10 F Al Rk 136 16 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
6020001 WHITE 10 M 5B Zimgs 23 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
S 52 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
7040001 WHITE 10 M ol SfpE 169 14 Not 4 Y DRUG Recovered/Resolved
Related WITHDRAWN with Sequelae
7040004 WHITE 10 M 5B MEEESE 40 119  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
7040005 WHITE 10 F 5B EBET 21 48  Not 5 Y DRUG Fatal
Related WITHDRAWN
7040007 WHITE 10 F 30 rEoREEE 11 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
REAETT 42 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
% HiE 41 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
7040010 WHITE 10 M 6l Hak 83 4 Not 4 Y NOT APPLICABLE Recovered/Resolved
Related with Sequelae
8010001 WHITE 10 M 50 pEgEs% 70 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
S74F 1 O BH 38 4 Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
8020002 WHITE 10 F S0 BhisLmE 22 2 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
FRBAETT 34 1 Not 5 Y NOT APPLICABLE Fatal
Related
EEET 22 Not 2 Y NOT APPLICABLE WMot Recovered/Not
Related Resolved
8030002 WHITE 10 F S0 mrhhyHLiEm 29 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
0T R & 1 T Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade, Seventy or
Seriousness
BT 30 Not 4 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
BT 30 2 Not 5 Y NOT APPLICABLE Fatal
Related
8030003 WHITE 10 F 50 #apEscEs 25 Not 4 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
=il 43 8 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
8030006 WHITE 10 M  S5B BEldim 47 5  Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
{E.1fn F 47 2 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
#m 26 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/ky) der Age term day (days) ship grade ous Action Qutcome
8050003 WHITE 10 M 6l ETFEE 26 14 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
8050006 WHITE 10 F 3B R 50 9 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
RE R 63 9  Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade, Seventy or
Seriousness
8050009 WHITE 10 M ol EEi#T 73 27 Not 9 Y NOT APPLICABLE Fatal
Related
s 69 12 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
8050014 WHITE 10 M 78 FTHEBD 227 7 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
HikigigETE 230 66 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED with Sequelae
Bgidgre 230 66 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED with Sequelae
8050015 ASIAN 10 M 5B Rk 96 7  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
LHE M7 16  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
Hm 42 3 Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED
8050017 WHITE 10 M 6l mTEE 55 3  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
8050022 WHITE 10 F AB ResfERmsE 11 16 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
8050024 WHITE 10 M 7H BiTLERsE 124 13  Not 5 Y NOT APPLICABLE Fatal
Related
Hikg#EETE 98 16 Related 2 Y DRUG Recovered/Resolved
INTERRUPTED with Sequelae
REEE 123 8 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
8050026 WHITE 10 M 6l mpsmeeTEE 43 29 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
8070001 WHITE 10 F M O FAIZESERE 1 1 Related 2 Y DRUG Recovered/Resolved
INTERRUPTED
8070003 WHITE 10 F ol piEz 276 83 Not 4 Y DRUG Recovered/Resolved
Related WITHDRAWN with Sequelae
8080001 WHITE 10 M S LERmig 199 MNot 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
8080003 WHITE 10 M Sl (& 8 8  Not 4 Y NOT APPLICABLE Recovered/Resolved
Related
8080007 WHITE 10 M TR EsES 29 MNot 5 Y NOT APPLICABLE Fatal
Related
tHEEH 25 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
9010001 ASIAN 10 M 4l 4Lz a0 12 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
9010006 ASIAN 10 Ml oEw 39 MNot 3 Y DRUG Not Recovered/Not
Related WITHDRAWN Resolved
9020003 ASIAN 10 F S8 EE#T 74 18  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
9020022 ASIAN 10 M 6l AtRKEA 43 15 Related 1 Y DOSE NOT Recovered/Resolved
CHANGED
FEEL 54 2 Not 1 Y NOT APPLICABLE Recovered/Resolved
Related
9030001 ASIAN 10 M SH ERi#T 171 Mot 2 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
9030005 ASIAN 10 M 58 Sm/BE 29 14  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
9040001 ASIAN 10 M 6l ageHE 149 Mot 5 Y NOT APPLICABLE Fatal
Related
HIEFB 129 27  Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
9040008 ASIAN 10 M 6l FrEERE 11 Mot 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
EEAST 15 10  Not 5 Y NOT APPLICABLE Fatal
Related
FEL 1 15 Not 1 Y NOT APPLICABLE Change in Toxicity
Related Grade, Severnity or
Seriousness
FEEL 16 Not 2 Y DOSE NOT Not Recovered/MNot
Related CHANGED Resolved
9040012 ASIAN 10 F 6l =Emig 1 17 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
[k b6 16 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
{K I 43 8  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
% HiE 56 16 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action QOutcome
9040013 ASIAN 10 M S0 @EEdim G 13 Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
9040015 ASIAN 10 M 7B T&E 14 12 Related 2 Y DOSE NOT Recovered/Resolved
CHANGED
® HF 20 6 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
9050001 ASIAN 10 M Rk 15 27 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
9060002 ASIAN 10 M 40 #m 155 4 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
Hin 183 7 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
i 281 6  Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
9060005 ASIAN 10 M ol ZEEiT 144 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
9060006 ASIAN 10 M Sl R RE 329 9  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
9060009 ASIAN 10 M 5B AT a8 2  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
9060010 ASIAN 10 M 6l Sz 15 8  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
9060012 ASIAN 10 M SB {EmF 44 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
9060013 ASIAN 10 F A BHLYLMmME 15 9  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Gen- Preferred Onset Duration Relation-Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
BhiLL o LME 29 2 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
9080003 ASIAN 10 F B HFe 14 2 Related 4 Y NOT APPLICABLE Fatal
B REERF 14 2 Related 3 Y NOT APPLICABLE Fatal
EY 3 Related 3 Y DOSE NOT Not Recovered/Not
CHANGED Resolved
9090007 ASIAN 10 F Al FEBiteT 85 16 Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
BT 86 15  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
9090009 ASIAN 10 M 5B EBTREE 148 137 Not 1 Y NOT APPLICABLE Recovered/Resolved
Related
9100002 ASIAN 10 M 60 EEi#T 137 8 Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
9500002 ASIAN 10 M 4B s 10 12 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
9500004 ASIAN 10 M 5H mE#EHm 17 5  Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
A0 % H 24 17 Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
9520003 ASIAN 10 M 5B mE&EHMm 7 1 Not 5 Y DOSE NOT Fatal
Related CHANGED
002 0010011 ASIAN 10 M TR BmE= a5 Not 3 Y NOT APPLICABLE Not Recovered/Mot
(N=40) Related Resolved
0010014 ASIAN 10 M Al LEEE 53 1 Not 5 Y NOT APPLICABLE Fatal
Related
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Dose Gen- Preferred Onset DurationRelation- Tox. Seri-
Study  Subject Race (mg/ky) der Age term day (days) ship grade ous Action Qutcome
0020015 ASIAN 10 M 6 LEpAEESm 91 32  Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
0040001 ASIAN 10 M 70 ALz 148 7  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
0050003 ASIAN 10 M 70 SHm 120 7  Not 3 Y DRUG Change in Toxicity
Related WITHDRAWN Grade or
Seriousness
0080001 ASIAN 10 M 7B fLYR 50 6  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
AR 82 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
0080003 ASIAN 10 M 6l angFz 9 4  Related 5 Y DRUG Fatal
WITHDRAWN
B HR IR IR 3 1 2 Related 5 Y DRUG Fatal
WITHDRAWN
0090004 ASIAN 10 F M e 65 5 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
003 1010003 WHITE 10 M 8B BHm 14 5  Not 2 Y DRUG Recovered/Resolved
(N=88) Related INTERRUPTED
1010004 WHITE 10 M 7B #&im 28 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
1020004 WHITE 10 M TR EMFEdET 109 1 Not 5 Y DOSE NOT Fatal
Related CHANGED
B s m 104 5  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
#m 104 5 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
1020006 WHITE 10 F 6l sk 8 27 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
1050002 WHITE 10 M 6l FS2RFIF—FLE 19 31 Related 3 Y NOT APPLICABLE Change in Toxicity
= Grade or
Seriousness
1330003 WHITE 10 M 6l SL7oISHRm 22 13 Not 4 Y DRUG Recovered/Resolved
i Related INTERRUPTED
SHETe 15 6 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
REAETT 69 1 Mot 5 Y NOT APPLICABLE Fatal
Related
{E+ Yo L fE 43 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
R i 22 13 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
Him 15 3 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
1330010 WHITE 10 M 7B LoymEteeumeE 39 4 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
1330012 WHITE 10 F 6l anEre 29 3 Not 2 Y NOT APPLICABLE Recovered/Resolved
Related
BIEERE 29 3 Not 3 Y DRUG Change in Toxicity
Related INTERRUPTED Grade or
Seriousness
1350001 WHITE 10 M ol atsre 137 Not 2 Y NOT APPLICABLE WMot Recovered/Not
Related Resolved
I 0F; B & 135 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
REAETT 124 25 Not 9 Y NOT APPLICABLE Fatal
Related
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Object No. 0900babe80d07e1b

Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
ERETEEGE 74 19  Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
R B 74 Not 2 Y DOSE NOT Not Recovered/MNot
Related CHANGED Resolved
% 135 Not 2 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1350003 WHITE 10 M 2l $E3 SR RE 301 7  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
BhIEsCTE 301 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
1360002 WHITE 10 F 0 RIEEAREAE 25 Not 4 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
2040004 WHITE 10 F 7B R BIRMAE 34 Not 3 Y DOSE NOT Unknown
Related CHANGED
2040008 WHITE 10 M 6l FFFe 9 15  Not 5 Y NOT APPLICABLE Fatal
Related
2040009 WHITE 10 M 50 L AMIRERER 110 18  Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
2060002 WHITE 10 M TH &EEs 3 2  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
FEE 455 2 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
2060005 WHITE 10 F B =BT 16 5  Not a Y NOT APPLICABLE Fatal
Related
2060007 WHITE 10 M 6l EFHIE 5 10 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
AlETE 5 10 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
EiEE ] Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
NEREE 5 10  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
e 15 4 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
=Jinks 3 ik 5 10 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
AR 5 10  Not 1 Y DOSE NOT Recovered/Resolved
Related CHANGED
i HE 15 Not 2 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
2090001 WHITE 10 M 6 ALAzRE®EE 513 4 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade or
Seriousness
2090005 WHITE 10 M 2 & A Rina s 68 18  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
2090006 WHITE 10 F et 197 30  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED with Sequelae
B 226 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
RELE#E 4] 48  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
2090009 WHITE 10 M 68 HESE 120 1 Not 4 Y DOSE NOT Recovered/Resolved
Related CHANGED
4040004 WHITE 10 M 7B EEEHEBREEIMmI9 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
eHEEEERET 85 Not 3 Y NOT APPLICABLE Not Recovered/Not
Related Resolved
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4050001 WHITE 10 M 30 FEOELKEE 39 5  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
F= ar 2 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
EE 1 17 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
R 59 22 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
4050002 WHITE 10 F sl EwLTEaE 44 21  Not 4 Y NOT APPLICABLE Change in Toxicity
Related Grade or
Seriousness
R 44 16  Not 3 Y NOT APPLICABLE Change in Toxicity
Related Grade or
Seriousness
4070002 10 M 3l EES 115 24  Related 2 Y DRUG Change in Toxicity
INTERRUPTED Grade or
Seriousness
ok 115 11 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
HERKIEE 115 24  Related 2 Y DOSE NOT Change in Toxicity
CHANGED Grade or
Seriousness
5040001 WHITE 10 M ?. BT 43 26 Not 5 Y NOT APPLICABLE Fatal
Related
6040001 WHITE 10 M fasE 74 17 Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade or
Seriousness
S5t R OR R 42 33  Not 2 Y DOSE NOT Change in Toxicity
Related CHANGED Grade or
Seriousness
574 4 RO R & 74 17 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
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Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Qutcome
6080003 WHITE 10 M S HEEKEET B8 Mot 3 Y DOSE NOT Unknown
Related CHANGED
6080005 WHITE 10 M i 2% 92 11  Not 9 Y NOT APPLICABLE Fatal
Related
6080006 WHITE 10 M AR 34 2 Not 5 Y DOSE NOT Fatal
Related CHANGED
FAIZESRE 1 6 Related 2 Y DRUG Recovered/Resolved
INTERRUPTED
REE 11 16  Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
iR 27 Not 3 Y DOSE NOT Not Recovered/Not
Related CHANGED Resolved
= 13 10 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED with Sequelae
9010001 ASIAN 10 M | T 259 15 Related 2 Y DRUG Recovered/Resolved
INTERRUPTED
R iE 98 22 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
9020001 ASIAN 10 F 70 g 35 19 Not 2 Y DRUG Recovered/Resolved
Related INTERRUPTED
Fify 70 15  Not 3 Y NOT APPLICABLE Recovered/Resolved
Related
9530002 WHITE 10 M 7H IRESHSEEpEE 191 3 Not 3 Y DOSE NOT Recovered/Resolved
Related CHANGED
BEEMAES 191 3 Not 2 Y DOSE NOT Recovered/Resolved
Related CHANGED
Fdra]is 130 2  Not 3 Y DOSE NOT Change in Toxicity
Related CHANGED Grade or
Seriousness
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Dose Gen- Preferred Onset Duration Relation- Tox. Seri-
Study  Subject Race (mg/kg) der Age term day (days) ship grade ous Action Outcome
9550002 WHITE 10 M sl OEEED 22 4 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
DI EITE 84 2 Not 3 Y DRUG Recovered/Resolved
Related WITHDRAWN
9560001 WHITE 10 F 7 RAEREHEL 60 10 Related 1 Y NOT APPLICABLE Change in Toxicity
Grade or
Seriousness
RAEEEEEH 55 6 Related 2 Y DRUG Change in Toxicity
INTERRUPTED Grade or
Seriousness
9560002 WHITE 10 F ol &5 4] 14 Not 3 Y DRUG Recovered/Resolved
Related INTERRUPTED
Events are coded are in the latest MedDRA version available at the time of cut-off
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