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ERXIHEREOZFBERUHAEDORZE
1 EFE®IC
TV RX~wT (iR z)  (BLF, AKZ) X, KED Genentech, Inc. (LT,
Genentech 1) (2 & ¥ AI# X4 7= Programmed Death-Ligand 1 (PD-L1) ##Efy & L7z, B Mbf&
a7l Gl (IgGl) £/ 7mn—FAbikThsd, 78 M) 7 AHFHEI200mg (LT,
AH) X, 7TV IR TEENE S E LTERT D AMEIRNERAITH D, KENX
Genentech f1:, F. Hoffmann-La Roche, Ltd. (UL, Roche ) & OVR A SUSRRE A 1 [R] C B3
BHED LT,

PD-L1i%, & U CHEEMIE ST EME FICRET X Ry Th D, PUEBEREICT
LR EIZ S T HIRISPURIE R & OFF AERIC X D IEH b S, TR Z KB T 5,
F 70, IEMAL T MM EIZ1X, Programmed Death 1 (PD-1) [ O B7-1 & FEIEAL D RAKDHEELT
Do PD-LINZNODZFERICHEET DL, T MIEEHE, A b0 A 2 pEA K OS5I s
DEE S, T AROEEERN AR LCmslcE S Y,

Z OMRIIAK, B OISR 2RI RS RIC AT A ZE A DTS, L,
FEESMAE CIL, MEEAIAD FIZ8EL L 72 PD-L123 T #ifld Lo PD-130% B7-1 & /56325 2 & T,
GIEEER B2 b S D EEINTWDY, 51T, PD-LIOFKB LM Z &Tr% < O
DOIEFECRD LN TE Y (MICINEE, EERAE, fEE) 2, WO OBEEEE I
PD-LIDOEEIFI & THAR &EOEELHRE I TV (BHEY, EMEREEY, Mg, IR
S, %)

AIL, ©EMUKT7 77—V T A AT VLA TAT7Z VDb b PD-LIOMIES KA A ATkt T
DEBFE 7 v— sk U, HEE L7 EFER A B N IgGUZHRTH 7 L — AU —
7 ROVEFER A EDE D Z & TER LD, R, K£FEHEHD CH2 R A A I2H 5298
MOT X JEBEIENT ARG XU nbT 72V ICERSN TS 720, N EAEEHEEZ K X,
Foy BRI HT D REEMEA 1T E A ER SV, & b [gGIPURIE NK Mifae~ 7 n 7 7 — %
? Fey ZRRIZHEA L, antibody-dependent cell cytotoxicity (ADCC) {&MEZ/RTRY, 7 I/ FE
FIEDOERIZ LY Foy ZHFE (FFIZ FoyRITA) ~OfEGMEZIK T ¥ 72854121, ADCC iGME
TGS T D Z EBFONTNDY, ZDI=s, AT Foy ZEEZI Lict 7 =7 2 =&ML
FEREZ T 5 Z L7 <, PD-LIBBNEMIEZEE LRNWEEZLND,

1.5
1.5

1.5.2 BRORERE
1.5.2. 1 JEERIRBAR D#ZHE
(1) HEZhHpt

RIETE FPUEBED 7 L—2 U —J B2 T 57280, 7 A& HW= in vivo IR T
%, PLEEMPUA (anti-therapeutic antibody; ATA) PEAEIZ K DN R EZRETHZ L2 HIE L
T, AEDOFEARTHDLE M ~TAFATHAR (PRO304397 % NPRO314483) ZAHEH L7,
IHEDXATHUKIE, TR 1gGa DT L—AU— 7 EFINC, AKIEHERD PD-LIFE SRS
(T7eb bl ZMHEK) #HAALTIER LD TH S,

X A T HRD PRO3043971%, ~ 7 A Foy AR & OFEEMERE 2 B & LT, Fe fEIKIZ =D
DEIFZEE (D266A, N298A) MNEA X TW5, F£7-, PRO3144831% Fc FEMIC AR 4 iH
AL TW2RWs DD, KIGE (Escherichiacoli) %M WTIER L7278, Fey AR E 2RI
FMEERT D7D E e N FESRBEEA R L T\ 5,

RIEF VK A THURD in vitro IEMEZE LT 572912, b b XId~ w7 A PD-L13EH293HM}a %
AW FESBFERER, b NI =27 4 VL OIEMAL T a2 WV - EATEERER, v X
1L~ 7 2D PD-1, PD-L1}2 O B7-10#A# 2 & A 2 W 72 /6 A FLETEERER, I NCeffED b
N Foy ZF R Z= AW /SRR 2 £ L7z, ZOfEE, A3IX, BN, =74 LK~
7A@ PD-LUZK LT, @WEFMEZ S > TS T 5 Z & az, AR PD-L1 &FEAT
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HZLIZEY, PD-LINEDOZFEERTHD PD-1E BT-1EfEATHZ L2 HE L, £,
AL Foy ZARMWITIZ L A EFEEET, Foy ZBMREI LI EINELHE L RN &R
Sy W

F A T HUA PRO314483D in vivo HFUBEHEVEIE, SHEH O~ v AEEBMET L& VT,
PRO314483 (10mg/kg) #Zi3[E], 1~3MM&E LG L CHli L7z, EOREE, HLPD-LIFuAIIELE
D invivo = U AEEBAEE T WIS THIEE R A2 /R 3 2 &, FRICREIRMEO BV RS ISR L T
TRV 2R T 2 & SRS S VT,

RIRHJSEBEER & LT, VU v BRI/ RIS 7 /L A (Lymphocytic Choriomeningitis Virus;
LCMV) EYLTT AT BT B HL PD-L1TUED in vivo SEF/E 2 384 L 7=,

AFEIT, @4Ltﬁ£$%ﬁﬁ%%%%bfwﬁmw,mH%mn(A4ﬁ%7/nywm
HEE S OIEREIRIT I 1T 52 2MEREE) M OVICH STA (ZaMIRERER T A KT 4 2) 1ZiEn,
AR R, )L\H]l %&Uﬁ'ﬂ””f RIETEE, =0 AV LSHEMEFIRN KO TS
AR, I QN2 26 [T IRPY # G- TR L 72,

(2) IEhhe
AFEO I ENRE LA RE 2 M3 2 72012, BB R OVSE # 5- 0 3y B Re 5k 2 5506 L 7=,
Hia & 5oy ERE (PK) (X, HMERBRCGRINLE-BMETOHII=7 4 FLEH, K
ﬁmiS&wmmyg%ﬁ%ﬁ%ﬁ%(%wm&ﬁ)f&%bk%%%%w(ﬂﬁbto%@
FER, BEEIIHEICHE THEIL, PK T X=X ITHHEZITED benoT-, #5414
H O RIZEWT, 2R T ATA 258 S 7,
ﬁ@&ﬁﬁ@PKi anﬂm&UCDrvvx(uTvvx)%mb%ﬁﬁ%ﬁ@&ﬁﬁﬁﬁ
B (FRIRNE 5 IH =7 AP NE R8I A& G- a3 (IR & 2 W3
T&%)&U%L%ﬁﬁﬁémrﬁ%(%mmﬁﬁ)@F%%%wfﬁMLt077xK$%
10} %50 mg/kg Z 1A, FH3EIEARNE S Liz5a, 3RIE®&R 5% WE#H5%148) OIiE
R IIAEICIK T L, 2T ATA S Sz, 3B & 5%0H 257 H Ol & 139
FEHOABTHDOKI2ME LA LTWie, —F, =27 A4 PITAHES, 15K V50 mgkg %
leEWE&éwimEﬁ@%WW&ELtﬁm,%ﬁ%@%%ﬁ%of%%b,ﬂ(ﬂﬁ
(\ZHEREZEITRR D D2 o 7o, ARIEISK S0 mg/kg & FHehH Lz & & AUCo,% H
wf%ﬁbké%%%ﬂ%%ﬁ,%ﬂ%m&m%&wﬂs%f@otoﬁ% 89% Dl {4 T ATA
DR STz, ATA KA E TIEPKICHEL B2 - 00, SHEICKT 5 ATA Bt &k Ok
PEEN O SRR B LRI Th o 72,
IYACEE UL, AR AR & O 2 BRI 72 A R BR IX FEHE L TN RS, =2 A
IV DTEFRBO MR EOEEEITMERE S FHEL TRV, FIHERLIEFITHML, Mk~
DOBATIZV 70T PR S vz, ARIEORH L OPEIZ B 2 3Bk LI L Tuiauy, A3
o e MEE 2 7 a—F uhuk LAk, R & ORI O R IXNIAME 1gG LRI TH D L5
ZBivb,
AREDOHA P PEEEBRIZ OV T H M L TV 2RV, 1gG ITHHFITBIT T2 Z LMo
TN510,
BALB/c ¥ 7 AIZF A 7 HiiK PRO304397%# % 5- L 7= & = ® PK/PD (FEJ17%7) HAbR4 30 L,
PK X OVPD v — % —& LT CDSEHMEK O CD4RGE T U > /RER o> PD-L1ICHEA L 724t PD-L1
PUABZ M LI-, FORE, BE5E8 & HPD-LIFARDO KRR CD8F M Y CDAREME Y /3
B E PD-L1~OfE & Fre RN BhEME R & 5 2 & AR ST,

(3) FEMEARER
AEOFERBR T 0 7 7 MF, EHEEEE~OHIRNEGEENE TREEZTR— 45 X
I EHEIE AL, ~ v A2 MR 5aER, =7 A POV RBIERIRN L OV F e HaER, B =
7 A P26 B FFAIRN B G3ER, & NI EALIE A2 N in vitro A N A VR,
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=7 AV IVEOE MR E O TZEnERER, WONc e RO =7 A FOVIE R R E W
TR A A RO MERBR 2 206 LTz, ~ 7 A& H W2 WERIRN & 5 R8Tk, KERS5%D
M SERENZEICIRT L, 72, ATAEANEHEEICREO N, TOD, ~v 2% H
W22 2 2 D G O BRI FER L o7z, AT RO =7 411D
PD-L1ICxt L, FREOHKGIEEEZRL, REZRGICL22FBELHEFFAIRETHL Z LD,
AEO LG HEMIMNIC K b E LB L L ChH =0 A PV ERIR LT, D=7 A Pk
%50 mg/kg/ i F TOHETSIMAM (BHRED RN U THE, WONZ26EM] (BF27E]) ##k
WG LIz L X ORRFEIIREFTH -7,

I E TOCHRAREIZT, PD-1/PD-LIRREE OLEIC , MBSt EET e MEIERBEICKIZ
TREMV AT PNHEET D ERRIN TSI, $£i%% IR U CHEER RS RIE T ATHE
HERENEEZ BNDT20, REDOARA T RERIZIEM L Tuvau,

1.5.2. 2 BRIRBAR D&
(1) WIS T D G BASE D% A

ﬁﬁﬂ@ﬁ%ﬁﬂ@%éﬁék L’CO)ﬁﬁfﬂ?Eﬁ%ﬂéﬂi, 20114F6 A X Y k[EHIZ T Roche/Genentech £1:1Z
BRlG S V7o, B AE MR EE B 2 xt g & Lo Esh e 1 fRERIR ﬁ%(mmwwgﬁ%)@
| G2 RIEIar 1751§J BUOTAAN0.01 mgkg 7> razo mg/kg OF 5B O G T 5T
DL, WTNOHEICEWNTY, HERIREE (DLT) 138D bivied o7z, PCD4989g R
DTV I F Y —F—H &AW TREMEY T HE %7»%%mb KEHZY OFGENSE
EHEBITOZY M EZ T I 2L —ra VTR VRMF Le, ZO/R%, 15 mgkg Gl E)
231200 mg/body (B 1[EI# ) L RFREORFERER L /25 2 LRI, 2B 11 FHRBRLIRE,
1200 mg/body (i 1[m#e5E) ZHELIFHE L L=, PCD4989g iBROYLEIE A T — 2 (FE/Nmiaft
A, B, EMEREME, R B, T OMOEMIESEE 2R TlIeett, AN,
PK X O W ORER 21T > TV 5,

% ®1%, Roche/Genentech L1, 20134E5H 725 PD-L1EGM O BATHEST I XEREIEIE /NI fidi
JE A b g & LT MEsh e 11 FRERIRABR TH D GO28625:BR (FIR #kBR) K O20134E8 A 75 JRHT
HEAT TSR ME IR/ NI RE s 2 b G & U 7o tiEdh a8 T AR BRI EUBR © & 5 GO287537 0k (POPLAR
BR) &IEhE L T\ D

:@;5m,mﬁr B7RHEAT SUTHRFEME 0 FE /Nl e fifi e FB 38 CAR A AR 1L D A3 h PE s 7
XN A E %2, Roche/Genentech 113, #5712 PD-L1BGMEEBRE T NT, ARF|EAFEEE
D WA RSN TRZBE L, AFZ2 RHICERREG R 22 2B E LT,
2014414 X v PD-L1BGYED JRFTHEAT XATHERREAME O FE/ N fitiges & kh 52 & U 7= [E B 3L 1R 26 11 4]

BIRRER CTd 5 GO287543 8k (BIRCH #liR) A Bt L7z, 7=, WATL T201443H kv, »
AACIFRIERGAT o SOTHETT 12 (B U 7= R T T SRR M 0 FE /Nl e i ges 2 b g & L 7= [
B[R 25 I AHEG IR 3BR T 5 GO28915:ABk (OAK #RER) A BHAA L7-,

Genentech #1:1%, PCD4989g R DI/ MEILfifE = A — K, KO2OOMWAE 11 FEG KRR
(FIR 55k & OV POPLAR &) DORGAEICEED &, AF % W T ERIED R T ElT XTIk
/INHE R it R 0 “RIG R LARE OTRE L L TR TH 5 Z L 238, 7T PD-L1GME D BH THIFF
“C‘%’ 5 Z &b, FDA %} L20144-12 7 1T Breakthrough Therapy DFRE HEE 21TV, 20154F1

RIZHaEZ =TT,

Genentech f1:1%, Breakthrough Therapy D5 E A4 31T 72 Z & LU 4 D FDA & Ok R T b
&IZ, 20164F2 WK ETH/ NI RE L2 5T D 7KER IS 21TV, [RIF107 ST T F 7 2
B METFIRIERAT A L < 13T %ﬁbt%%@#dﬁﬁﬁﬁuﬁbfﬁE%ﬁﬁb
oo 705, AANIKET, FEHRME IS 2016475 H I HEAT X5 O IR b B2#E 4 Xk 4
WA EZ RS LT\ D,

=07, WM, R U7 ERRRRBR RIS A O &, FE/N IR (28 L C20164E4 1 IZKGE
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HEEZATVY, 201749 IS, DS AARSERRIERAT AT L I3REATHRICHEE L, RAnEIT 303
B N e (o U CRRRZ G L7z, Zods, R/ NMRafiig & & b8 TR LRI
HAGEBHEEBITONTEY, 2017490 OARITIE, RE LEEISHET KRB EEh TN 5,

Q) EWNIZI T B HERBA%E Of% &

EWNTIE, HFAEKIZ T, 203F9A L EBERFEZNRE L, AKFID10 mgkg & TU20
mg/kg BEHREDOBREME, ek, WK OWIHIA 2 EOfME 2 BRY & U725 1 A ERRER

(JO289443 %) 2 F&hn L7z, JO289443 R DAER B H AR NI W T b & [FER D kL -
FIEE (1200 mg/body, MRS 5) CARAOE G R KN L= 2 Lo b, 20l ot
B E 2 E L7z B¢, EEELFEZE I FHERRBR TH D OAK R~ MERE LT, —
¥, WESNCERT O TREEHRRBR (PCD4989g i) o T —4 Qo » o
PD-L1FG I/ N fiE B TR WREIVRIB I Tz, 20T — X CHES&, ik
1%, PD-L1BGE DI/ INHIRRAfE B 2 xf g & U= [ERS LRSS 11 AR CTd % BIRCH 7R
~DOBMNERE LTz,

BIRCH #B& CiX, PD-LIBGMEFE/INHIRRNGE B 2T, AFIOEBWAEMERRIE Sj, KEO
BDAEMEPHER I N, BAAERIZEWTHRBEEREEE B L ERE N,

A, OAK RERDFERMN D, 2 AALFIIEREITH O SR PTHEFT TR vE IR/ N e i B
IZBWT, XX ARHCHT 224 MO ERIEE | e ¥ AR 5 AHKIRE
® OS NP— KE0.73 (95%CL: 0.62~0.87) } K OKAK|OBEMEN RS-, EHIZ, OAK &
Broo A AR NEHIEGE DA, ZEMEOREITRBRESROBEEFRFETHY, BARAIBWNT
HAHEHRAENPIFFTE D 2 & AR émto_m%®#% ZHEEO X, YIBRRREZREIT TR
O IENBIRIE Z) T D ARBNOARBHRFEEITH) 2L & Lz,

1.5.2. 3 HEESNEE LIS ICRE 9 S BH
e, AANE, Fx O%hEEE x4 s L CRBENEITT TH 5, ENT201741 7 K8 ¢ £
ORI & LT IZE#T 5,

o ALFHIFEIERIGHE D PD-LIBGMEYIBRAGE /0 ETT « T3 O FE/INHI AR Al |26t 9~ 2 A1 HLA 9%
15 0 GO2943158R (5 T AHERIREAER)

o ALEEIERIBE O UIBRAGE /2 LT - TR O FE/ N M (2% 3 DRk & OO R
15 0 GO294367k 5k, G0294373 5k, GO294385E: (55 111 AH G R FER)

o FE/NHRE TR () D ARHIHANT X DI ARBEYE © GO29527RER (5 T AR R AR 3UER)

o CRIBEOAERSL IR (T 2 bR E & OOFHBE - GO3008 155k (55 I AH IR
aRR)

o (LHEIEEEZH T 2 UBRAEEZREIT « TR OIREE bR k3 2 A K B A S
GO2929475x% (55 111 AH ER PR AUER)

o RIFEDOUIRAREREIT - TR OIRES B R 23T D ARH BAM#E L Kk OMb 29k & off
FHEE - WO300705008% (55 111 AH B PR 3R )

o HARGIBRE D E Y A 7 fipE iR VIR K RIS 5 D AR AN X DIk B R
WO02963655k (55 11T #8 i R #ER)

o ALFEIERIBEOHELT - RO MIEE 23T 2 ARH8 & XAV X2 T OO HEE
WO029637788% (55 111 8 i PR 3 ER)

o BRI TR D ARHKI BMEEIC K AT ATBIRE © WO39210588R (55 TIT A EF AR FER)

o ALFEIERIBIEOFINAGE - HHEDO MY TN AT 4 THREE G L LIZAHKI L nab-
paclitaxel & DFEFBYE : WO029522 (55 T AH A R BR)
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1

1
1)

2)

3)

4)

5)

6)

7)

8)

9)

5.4 HHRUERM

AFNZF T D i OF M REEEHITN13.4 5 N 20154F) |, SETEEITHT.7H N EHEH SN T
WA RN & 2 S NSO, BWIRFIZIE, 13.2%7° Stage 111b, 18.8%7° Stage
IV EZWE, ZnbOREOSFEEGFRIE, TNEIN16.7%, 58%EHWEINTNDHY, =
oD Z L, JJFTELT « BB IE NRRTE X EMICERDEEN S 2 HERERTH
HEWZ A,

JRPETHEST - BB IR/ NI RR I S O IR BABE ClE, REeEX A2 XU & T 5BI7E
DEEHEIRHE To~157 ARREDAFHIR PR IMENFT O D L Ik o7, IFEARTH AR
AU7= immune checkpoint FAEA] (=R L~T KON ALTr ) X~7) (2L 0, FErET - 58
PEIE/ NI B B O A F I IR EE I S D, Lo L, BICAEGFHMEZER T 25 3KAIHK
DHNTEY, FEANHREITE O 72 7 RGER IR X3 2 B E OB I D TEv &35 %
SY LR

AFNL, EFSILEE U FHERRER Th D OAK REBOFEEN D, FEZFw x4 %A%
DOMFHFNCH B AR OLRE & AR RSN, F72, EWNEROAMERRE L RER
é%ﬁﬂ&*%bf%@ BAEMNRBO LN TNDZ 05, BHAANIBWTHAFIOA HME
ﬁ%ﬁéhéo@%K%ﬁ@ﬁXi%%imﬁdﬁ@%%ii%ﬁﬁ%f%@,é%ﬁéﬁ%
BHROSFE LBV LEEEOIRFNRKD b TWD, AFITEWADN E BRI wet a2 /15
HENE LT, PERENBIZERTAEERNEOI2E L TIEDSITONS, ULEomalE z,
UIBRASRE 22 AT ST ME O FE/ NI I (26§~ D ARFN O AGRHFE 1T 9,

5.5 ZEXM

Blank C, Mackensen A. Contribution of the PD L1/PD 1 pathway to T cell exhaustion: an update on
implications for chronic infections and tumor evasion. Cancer Immunol Immunother 2007;56:739—45.
Dong H, Strome SE, Salomao DR, Tamura H, Hirano F, Flies DB, et al. Tumor-associated B7-H1
promotes T-cell apoptosis: a potential mechanism of immune evasion. Nat Med. 2002;8(8):793-800.
Thompson RH, Kuntz SM, Leibovich BC, Dong H, Lohse CM, Webster WS, et al. Tumor B7-H1 is
associated with poor prognosis in renal cell carcinoma patients with long-term follow-up. Cancer Res.
2006;66(7):3381-5.

Hino R, Kabashima K, Kato Y, Yagi H, Nakamura M, Honjo T, et al. Tumor cell expression of
programmed cell death-1 ligand 1 is a prognostic factor for malignant melanoma. Cancer.
2010;116(7):1757-66.

Mu CY, Huang JA, Chen Y, Chen C, Zhang XG. High expression of PD-L1 in lung cancer may
contribute to poor prognosis and tumor cells immune escape through suppressing tumor infiltrating
dendritic cells maturation. Med Oncol. 2011;28(3):682-8.

Hamanishi J, Mandai M, Iwasaki M, Okazaki T, Tanaka Y, Yamaguchi K, et al. Programmed cell death
1 ligand 1 and tumor-infiltrating CD8 + T lymphocytes are prognostic factors of human ovarian cancer.
Proc Natl Acad Sci U S A. 2007;104(9):3360-5.

Herbst RS, Soria JC, Kowanetz M, Fine GD, Hamid O, Gordon MS, et al. Predictive correlates of
response to the anti-PD-L1 antibody MPDL3280A in cancer patients. Nature 2014;515:563-7.
Nimmerjahn F, Ravetch JV. Fcy receptors as regulators of immune responses. Nat Rev Immunol
2008;8:34-47.

Shields RL, Namenuk AK, Hong K, Meng YG, Rae J, Briggs J, et al. High resolution mapping of the
binding site on human IgG1 for FcyRI, FcyRII, FcyRIII, and FcRn and design of IgG1 variants with
improved binding to the FcyR. J Biol Chem 2001;276:6591-604.

10) Van de Perre P. Tranfer of antibody via mother’s milk. Vaccine 2003;21:3374-6.
11) Guleria I, Khosroshahi A, Ansari MJ, Habicht A, Azuma M, Yagita H, et al. A critical role for the
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programmed death ligand 1 in fetomaternal tolerance. J Exp Med 2005;202:231-7.

12) Wafula PO, Teles A, Schumacher A, Pohl K, Yagita H, Volk H-D, et al. PD-1 but not CTLA-4 blockage
abrogates the protective effect of regulatory T cells in a pregnancy murine model. Am J Reprod
Immunol 2009;62:283-92.

13) D’Addio F, Riella LV, Mfarrej BG, Chabtini L, Adams LT, Yeung M, et al. The link between the PDL1
costimulatory pathway and Th17 in fetomaternal tolerance. J Immunol 2011;187:4530-41.

14) ESIBAEE o X =B A RIE#RE v 2 —. 20155003 A%t Tl http:/ganjoho.jp/

15) Sawabata N, Asamura H, Goya T, Mori M, Nakanishi Y, Eguchi K et al. Japanese Lung Cancer Registry
Study: first prospective enrollment of a large number of surgical and nonsurgical cases in 2002. J Thorac
Oncol. 2010 Sep;5(9):1369-75.
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1.6 HEIZETA5ERAKREICETLIER
1.6.1 SNEIZHITHEZBHFIKR
T MY 7 AHEFRELI200 mg (LA, ARH) ONEICIIT R A FHRI A DL ISR
5o
201747 A R AT, AFNI 13D [E THEBEZ IS L T\ b, KETIE, Genentech, Inc. 73
2016425 A IZ /P EAT AT M IR S R OTRIRIE L L CRRBE TG L, ZD%, 2016410
AT T FF8EN % 5 T DS AALFFRIE O RAT H SUIHA T B U 72 858 I/ N e i o 1R
PRI L U TR A ES L7z, BRINTTIE, F. Hoffmann-La Roche, Ltd. 73FE/ NS M OVR 1% F
FEREDIRIRIE L L C2016F4 A IR HFE ATV, 20174E9 H IR 2 IS L7z,
AFNORFHIRAERMSCE L LT, KEUHA SCE L OBRIN R STEOFIFR O 2 1.6.212
L, KERMSCEDOFR S, BN SCE R OAFIORE YT — 4% 2— b (Core Data Sheet)
EENENL6.3, 1.6.4%N.6.512RMT 5,
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1.6.2 HARAGHRMAXZEDOHREE
1.6.2.1 REFMNXEZOMRHE

AFNIORFZANERACE L LT, KEORMILE Q017440 ) OFFMEZ LTI
2Ny

1 %hEe - R

1.1 BTG RE L RE

TNV (TTVYR2T) 1L, LTSS T 2 RETHEST SUXEB M IR I R B aE 2

LT 5,

o AT ITFUEETALTFIIEOMEIC TR, XX

o &K Z G T L FRIEORAT R XITMEITR ISR BEITICE o 72, XX, iUk s
{LZIRIE DT T2 120 A NSRS EI TICE » 7=,

Z DWIEN, TR L BRI RS & RBRGE ST, IS OAGRMEE, MERSBRIC X

0 ERRA AMERHER SND Z ENKME L o TN D, [HEFEE (14.1) &2/

1.2 EBHIE/DNMRaimRE

TN 7%, A&RKEETCFERIEORETH SXUIET TR ISR BEITICE - 7B IR N
fafifis (NSCLC) HBFZInE & 45, EEO EGFR T ALK B FHICEBENH H5E51F, —h
5 FREICKT LT FDA VKR LGN T B> b U 7 OFGRICHIT S, ZOMafT T TF 2k
ITICESTZRETH D Z L, [HE#ARE (14.2) 22/

2 HAE- A&

2.1 HERAERUEERTDa—)

TRy MU 7 OHESEHAEE L TIE, 1200 mg %38 BB T605 T CEMERET 5, B51T,
BHEITIZE D E T, IIHFE T2 WVWEERRELT HE TLE 5, HIEEG OEEMEICRHED
RIFNE, ZFORIZETOEREEIVDETIToTHLRY, FIRNKEERN SR —F 285 % L
WZ &,

2.2 HEDZEER

T M) 7 OHERBBEIFHEREINLRD, ROWTANTEY LESEE, TN 7oEs

HIRFET D,

e Grade 2D il [E45 L OMEH LR (5.1) =5

o LYEME FPR (ULN) O3fE 2B S5ELUTOT ANRTEX BT I ) v I A7 27— (AST)
N7 7=73 ) v 7 A7 27— (ALT) , XX ULN D15 2B 234U TFToke Y
VB LR O EoEE (5.2) 25

o Grade 2 I3D FHRIXIT KGR [EE L OMEH EoEE (5.3) 25

o JEfEME NS, RBIBHEEEAR S, FUIRIRFEREIR FIE, HUIRAREERETCHEIE T Grade 331340
MBS R O EoEE (5.4) 23]

o Grade 2D R ARIEMETME[EE L OMEH EoEE (5.5) 25

Grade 2 XT3 DL, X Grade3 X134 (ULN OUEZB 2 5) 7 I 77— XLV —E 1Y

N [ES RO EoEE (5.5) 23]

Grade 3 34 DY ELE RO H LoEE (5.6) Z25HH]

Grade 2 infusion-related reaction[ 2% & UM FH EDEE (5.7) #5H]

Grade 3D 3¢5

BIEF S Grade 0~1CEE L= HFZFTIE, TV N Z70EEZFHBALTELEZ 20V, KOV

THNTEY LT-AE, T8 M) 7o EEZ KA HIET 5,

e  Grade 33 TADMfER[EE L OMEH EoFEE (5.1) 25

e ULN DO5fE%#H %25 AST Xt ALT, XIE ULN D3fEE2 2 5 VL e[S K OMEH E
DEE (52) ZBMH]

e Grade 40 FHIXITKIGR[EE KR OER EOFEE (5.3) 25

| o o @
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o Grade 4D FHERK[EE L OMEH LOFERE (5.4) 2]

7 I T SEAGERE /B E A I, T 0 N U —EERE SUIBERAN S (42 Grade) [B8 & OMEH
ForE (5.5 #ZH]

Grade 3 3 ZADIRFBIIENEFEME[E M O LR (5.5) 22

Grade 4DFER UL FFHMEER  (Grade Z D72y [BEKOEN LOIEE (5.5) 2]
Grade 3134 infusion-related reaction[ 45 & OMEH DR (5.7) =5

Grade 4D 3¢5

2.3 AEBRUES

A :

TR B OV 25 % FIREZ2BR Y, BRI 7O @ 720 & 9 gl = B M AT 5, 7'

kU 2 A~ A ORFI Th D, WRPE-> TS, BELTWD, UL BRI T3 3R

HDONDYGE, TONATIVIIFERETDHZ &, XA TLERVIBEE RN &,

B IT R D@ RS D,

o TEUHNUZ20mL ZNA T ANLHKETID,

o USP (ZEM L 7= EH H0.9%HE(LT R U 7 4250 mL i/~ 7[R Vb =1 (PVC) , &
VxF L (PE) XAV AL7 0 (PO) BNZHEAL, mRT 5,

o  FHUTTEHH0.9%MELT MY U ALANTITDRNT &,

o Ny ZZBHNINIESETRET S, IRVEERW &,

o [HHL, XIIZEDOT L MU ZONAL TIVITERT D,

B DRTF :

AAENAAIFANTIRIM S LT,

FARBITEDBICRET S 2 &, FREOT v M) ZHikE2 T HER LAVWEAIE, konwTh

DOGMTRFETE 5,

o EEMRMFTIHEE, ARSI OEMETET 5, ZORMICIE, iRy 7/ TO=RE
PRATRER] & SR BRI S £ 5,

o 2C~8C (36°F~46°F) THWEirRfFT 256 1EL, 24RFHIE TET %,

WS SR &,

ROIRERWNZ &

BE5

wEEEEIE 60 /0% 0T CRIEEHAIRNE 5325, FHET A 12k, BEWEARE CTEAMAME

DIRVIRE A > T A > 7 4V F— (FLE0.2~022 pm) &4 25 2 &, HIEEGOZEENR

I THhiuE, TOBOETEE % 30 5 TIT>TLU,

[ UFET A > CHFZRIRFCRG LanZ by,

3 Fz - A=
FESHE, 1200 mg/20 mL (60 mg/mL) O M A~k . DA, HEMEH A 7V A D

4 ==

b2 SR

2L

5 ZEERUFEALDEFE

5.1 SR RRE Mo ffifid

T N 7 OEGHENCBNT, RENTEMEORIER XM EENEE (RIBRKEAT 2 A RO
BHZZEL, oA RFEKOLNEOLEER) BRI L TS, MlEEO X TR R A
RN E I NEREEBET S 2 L, Grade 2 UL EDRIERICK LTI, AT A REa7L R=>
UM EE LT 1~2 mgkg/ HEEH L721%, A7 A R&W#ET 5, Grade 2 OJififigizxt LTI
HETLZETT B MY 7 OEEAEIKIE L, Grade 3 Xk 4 DflilER OHEITT 2 MY 7 O
HaXACHIET A HE - HE 22) 221,
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FEIRRBR AT, 2.6% (51/1978) DEFEICEB W THIEANTKE L THB Y, MlEEIC Xk 5T 1L2
BRI L TW 5D,

IRBEESEHE -

Ty MU 7 G U IR EROERRE 523 B, 6 f (1.1%) THilBENSREE L7, T bE
HD OB 1 FNFEmPitilgs <, 141X Grade 3, 3 i Grade 2, 1 #1l3 Grade 1 Dfififiss T >
Tre TRV MY ZOEEIZEFITHRIES N, 3 Bl CIIMERIZES Li-, BEE TOHM (f
JAE) 1X2.6 WA (HiPH : 15 H~42 B H) , FreeWif (PO9ufE) (215 B (#EHE - 6 B~3.1+%
A) Thot-, BENMEEDOMERN 5 6] (1.0%) THRBELLZ,

NSCLC :

T MY 7 &ZBH L7z NSCLC B3 1027 #il9, 38 f5il (3.7%) THilEANFEE LI, T bHER
FD 9 H 1T EmlilEss ©, 2 HliX Grade4, 13 1% Grade3, 11 51X Grade?2, 11 51 Grade
1 DR TH o7, T MU 7 OEEIT 24 BITRIES N, 21 FHZREIBREAT B A RIZXk
DIRENHAT ST, 2 s 38 filH 26 5 TIEAflER IXTER Lz, RBLE TCOMIM (PofE) 1%
330 (HiPH :3 H~187 W A) , FifeiM (Fhfl) 1X14H A GG 0 H~12.6+47 H) T
Hotm,

5.2 GEREMDRF

T M) 7 OBGHNZIBNT, REMNMEEOTFER BIBERERATeA ROFHEZZEL, o]
RN D2 NE DL EFR) BNEIAL TS, T2 b 7 ORGH CIFEGERE R 1R 5
NTWD, HROBBEDIER DR E D MBEEZBILZEL, 71 N 7 ORI R O FE
HMZ, AST, ALT KO YL 2F=X Y 7452 L, Grade2 U ED T AT ) —
B (RRRCRE Y L E S OEIMNR AL NG EET) I LT, BIBREAT A R
TV R=Y UMY E L LT I1~2 mgkg/ BEL Lictk, A7 a4 REWT 5, Grade 2 DREN
EEOHFRIZH L TET Y N 7 OB 2K L, Grade 3 XL 4 ORENTELEOIFRDOGE
X7y MY 7 oG EZKANCHIETHHE - HE 22) KCEWER (6.1) 5],
FEIRERBR (K (n=1978) T, Grade 3 X 4 ® ALT ¥iIN7AS 2.5%, AST HIM8 2.3%, U LE
HEINS 1.6% 8L L T\ %,

SREE FFEH

PR EROFE S (n=523) TlE, Grade3 X% 4 @O ALT NS 2.5%, AST BN 2.5%, b UL
BN 21%38 8L UT-, SEMEMEDOITFRIT 1.3% (7/523) OBRETERILIZ, ZhbOREH
Hr, 1 BIDFR CTIELT L, S BI23 Grade 3, 1 #1125 Grade 2 DF K THo7-, BWELFE TOHAM (HF
JAE) 1%, 118 H P 04~77 B H) Thotz, 4BITIET Y MY 7 OGN~ H
WrEi, ZhoBEFEORTT 'Y N 7 OBRGHBBICIFRPER LILET X7,
NSCLC :

NSCLC #3 Tli%, Grade 3 XU 4 @ ALT #4128 1.4%, AST HEA0A 1.3%, #E U LE U HEHA
0.6%FBL LT=, SENMTEMOIFRIL 0.9%DEFHE (9/1027) THELLZ, b 9 fFild, 1 X
Grade 4, 4 1% Grade 3, 3 51X Grade 2, 1 %1% Grade 1 DRBENTEMEITFR TH 72, BEE TO
AR (PofE) 1 X228 H (&P : 1SH~42 0 A) Thot-, 7HTIEIT L Y 7 OGNk
Bchlrsh, ZhHBEOTTT v M 7 ORGEBEZICHENER LZEBRE TR o7,

5.3 EREEMOKXEX

T RN OEGHNTBNT, GEMEEORER XTI TH (BIRREATaA ROMfH %%
L, oOBA#ERFKRORNEOEEFR) BEALTND, FTRISCKRBRDOBMEEIER A 720 E
IMBEEBIEL, Grade 2 O TR XIIKRGENLONT-HETT Y N 7 0F G5 2KES 5,
JERN 5 HABAZ TRt L7z, EHEELESGAIE, 7V =Y 1~2 mgkg/ HRY Ex2 5
95, Grade 3 O FTHIXIIKGRDOGEIZTT B N 7 DOEEEIRIEKL, ATV K=y
1~2 mg/kg/ H RN G L VB L%, WEINLORARAT oA FREIZHVEZ 5,

Grade 2 & Grade 3 O THIXIIKRIGRWTNOHAE S, KD Grade 0 720 L Grade 1 12243 S
e, A7uA ROM&EZ 1 7 HEL BT THET 2, F50 12 @ LINIZ Grade 0 720 L 112
SEL, BIBEREAT oA RBAROTL F=Y2 10mg/ HAY B FICEE SN TWHE1T,
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TN OG5 EFET 5, Grade 4 O THIXIIKIBRDLGEIX, T MY 7O 5 %K
DAZHIET AHE - HE (2.2) ROEIER (6.1) Z&M#E],

FER BRI T, KIGR UL FRIEEIED 19.7% D BEE (389/1978) THREL T\ 5,

IREE FFEHE -

Ty N 7 EERE U IR ERORERESE 523 I, 98 B (18.7%) TREGHR XIX FHINREL LT,
10 511 (1.9%) 1%, Grade 3 XiE 4 O FRIZFH L7z, 46 (0.8%) ITHIEMNEMED RIGR UL T
FIC, HEEETOMM (PRl X178 GG : 1.1~3.1 B H) Thote, RENTEEDOK
EIE, TNHHREDOI L3P TIHRIBEEAT oA REHIZEIVEER LR, 720 1 HloKE
RITIBEET, THICHE S BRETHLE L,

NSCLC :

T MU 7 &S L7 NSCLC B3 1027 i, 19841 (19.3%) TKREGR T TFHRINFH LT,

12 5l (1.2%) 1%, Grade 3 ORIGR XIX FHRIZHEL L=, 5 F] (0.5%) 1X0ESTEMED KRGS X
IXTHIC, BB E oMM (PRfE) (21 B @GP : 12 H~34 B H) Thote, ZNHLEH
D 5B 1 H1% Grade 3, 2 i Grade 2, 2 i Grade 1 OFEN{EHERIBR XILZTFRHITH - 77,

TIENEEORKIGR T TR, ZhOBEOY L AFITIIRIBREAT oA RE5IZL 0 IHEE
L7223, %0 161E, KBRDZHEET HRNTHAEITO DT LT,

5.4 HEREMHORNDMBES

T N 7 OFEGHNTNT, GEREMEO FIRIREE, BIRSIER SO BUBERE  OFER
WM N T K= R EET) BRILLTWD, WS ORI & TR 72 00 E 9
FEBETDH L,

TEARRE

T M) IR BESNTIRE FREBRED 02% (1/523) T, FERERBREHL WD, TE
KRR DEEIEIR D 2N E ) MBIE L, BRMICKLETHIIRIERE AT 1A RE5HR L
EUMFAEIT O, Grade 2 XX Grade 3 O FTHAZICKH L CIET Y N 7 OEGE2IRIKL,
Grade 4 ® FHEAEKOZEIIT Y U 7 O 52K ACHIET L - HE (22) ROEHEH
(6.1) &R,

FIRARPES

FORAREEBE DFEMIE, W I _N— R T 1 VRO TR LoMThh o tz, Tk MU 2
OFERT R OG- FEBIC, RIS E =2 715 2 L, TS REREICRE DN H
STHEEROEF I LTE, T8 N 7 25T 5, JEMEMEFIRIFEREIK FEOSL AT,
TN 7 OEGEARIEL, MBS U THRIRRALVE iR E AT 5, AR F R IR RE
RTFREILAR T CFRFEIEIC LIV ERL, RIBEREAT vA FRGIIITOR, JEMEEF R IR
BETLHEIEDBR BT T B b 7 O G 2RIE L, LIS U THRRBEO® 5 289 5, H
PRI REAR TE - AR IR RE T E DR A = o b — L &, FURRBSRE NS E S L TV AR
HELleoleh, TRV NV 7 OBRG2HATHHE - AR 22) KURIER (6.1) &),
R ERER AT, HURIRBEEEIR TE & RIS RE TUEIE X2 4 3.9% (77/1978) KON 1.0%
(20/1978) DEF THILL TV 5D,

LREBE L FEH -

Ty N 7 a®RE LR EREEE 523 Bl 2.5% (13/523) THURIRIEEEIS FREAREEL L
7o 145173 Grade 3, 12 #4175 Grade 1~2 T, RAIOFHEE COMM (FFIAfE) 1354 A (FiPH :
21 H~113 7 H) Tholc, 7+m—7 v 7 HEMEGELNTZEFED 16% (21/131) Tik, HIK
PR AR VE > (TSH) I LERBEDX—ZA T4 V&2 TV,

FORARFSRE TUHEIE 1T, RIS BRI AE D 0.6% (3/523) TRBL L=, ZHSRE EREERE 3 {4
I% 1 6172° Grade 2, 2 {73 Grade 1 @ FURIREERETCHESE ©, FELE TOHIM (Hofi) 1X32 W H
(#iH : 1.4~58 WH) Thol, 7+ —7 v 7HEMEPEONTZBEE D 3.8% (5/131) T,
TSH N LB BEDN—RF A % Flal-o7z,

NSCLC:

T b 25 L= NSCLC B3 1027 #ilH 4.2% (43/1027) THURIEREIR TIES R L2,
3 %725 Grade 3, 40 %75 Grade 1~2 T, FILETOMRM (Fdefi) 1X4.8 4 H (&P : 15 B~31
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HH) Thotz, 7Hu—7 v 7HIEMPIEONT-BED 17% (54/315) <TiX, TSH AHIM LA
BEOR—AT A U EBZ T,

FOR IR BE TUIESE 13, NSCLC A& D 1.1% (11/1027) THBLL 7=, 8 B2 Grade 2, 3 #2% Grade
1 ORI EE TUHESE C, FELE CoOMM (Pl X498 A (HEFE 21 H~31 7 A) Tho
2o 70 —7 v THEMENSFONIZEED 7.6% (24/315) TiX, TSH NED L& BEDR—
AT A % Tl T,

BIEHETS

BERARER 2R C, BIREREREAR 2N 04% (7/1978) OEFTHRILL TW\W5H, ZiLbid Grade 3 28 2
%, Grade2 284 5], Grade 1 281 T -7=, 2 BIORIEHEEER2ITHE LT,
FEBMERIBHREAROLEITT 2 P 7 OREEZIREL, AFLT L F=Y 1 1~2 mgkg
HZFIRNEES L%, IERALESINLEZLRO 7L F=Y' 0 1~2 mgkg/ HFYSEIZHI #x
%o JEWRDY Grade 1 LA FICWMESNIZFEA CTAT oA NOWAELAD, 1 4 A LI EE 0 Tl
T 5, FRN 12 HELUNIZ Grade 1| L TICES N, RIBKEAT oA RRKEAT L =Y~
10 mg/ HAHY ELL FICHE SN TE Y, MfFEL 2T 255 13 FREERIT T CLERRIEIC
bHGEE, TR N 7 ORGEFBETAHE - AR (22) KUEWER (6.1) &M,
HER TS

TR NV ZEEHICBNT, 7T Y K= 2% BRI OFRIIEN A DN TN D, i
JERIDN VR IR 2N, R FRR A 1 (0.2%) M OYNSCLC HE 3 61 (0.3%) THRILLT-,
1 BUBERIFICRT L CTIE, A > AV OG5 ZB46T 25, Grade 3 LA EO & MbE (22 M RE dofE e >
250~500 mg/dL) OHE, TV NI IV OREEKRET D, A AV UL L0 RN =
Y he— L ENTRRT, TR N 7ok EFBETAHE - AR (22) KOEIWER (6.1)
i iy

5.5 Z 0o fEEEMSRIEA

T OMOGEREMERIER & LT, BEMANIE, e/ EREMREDE, ¥7 2 « NL—JE
R, BREPAIEMERME R Qe (5T 2 7 —B RO SR—E8na&te) 28, T V270D
FEHID 1.0%LL T THREL TV D,

BRAR % /A 2¢

BEME A O D BRI BT IR D 72N E D B FE A BLE L, SR SUIMR D A D L5510,
Grade (2D OLT T N 7 ORGEKAICHIET D, AT R (AFALTLR=YnRr»
1~ 2 mgkg/ HFEY &) OFRNEGIZEVIEEL, WELALNTZLREZOAT A K (LR
=Y 60 mg/ HFHY &) ([CUIV X 5, GERDS Grade 1 L FIZSGES NIRRT, A7 A F%
1 A A LB Cld 5[ H3E - AR 2.2) ROEIWER (6.1) 5],
BEFRUOERE -1 —0O/F—

HE L R =2 —a XF—OERNB RN E ) NBEFE B L, 78GR 5T i) M E
XIEX T v NRU—EBERER A ONT-HEIE, Grade I200 b 5T T MU 7 0L %2 KAID
Hikd 5, WE, EFHNTAZITY, RIBREATeA FegEE (L K=Y 1~2 mgkg/
H) OBttE=EETHHE - HE 22) KOEWER (6.1) #5M],

fEE 2%

ML R IR 2 22 EREMERER S, BRIRFRBR 21K T0.1% (2/1978) DHEFIZHRIL T\ 5, AlkEER
DBAGESIEIR D 2N E ) I BE 2 BIE L, Grade 3 DL EDIMIET 27—l TV S—PHE
(>2.0 ULN) , X(% Grade 2 X% 3 OFERPBO ONTZHAIL, 7Y MY 7 OF 52K
o AFNT L R=vnrr 1~2 mgkg AHYEOFIRNKEGICLVIEEL, JERNSSGES L
LIEAZ L F=Yrr 1~2 mgkg/ AFAYEIZUIV 2 5, 12 HELINIZIIGEY 2 7—8EE Y
NX—EfED Grade 1 UL FIZHGE S L, UIHEROIERSHER L, BIEREAT oA ROV
R=>">2 10 mg HEY &L FICEINTEGAIE, T8 N 7085 %2HH3 2%, Grade 4 O
e I OVFR MERRE S (Grade (202D B 720) OREE, T/ N 705 %2 KAICHIET 5
[k - HE 22) ROREIEHR (6.1) &),
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5.6 R

Ty M) 7 EEENZBWT, EEORKY (BUE, ~V_AMNRE, ROBERH IR -7~

A AR T Y TREREET) PREELL TWD, BEEOBBECIERA 2NN E S 0 EBFE A BIE L

%%@%# bivle CUIERINT) BAEITAEYMEIZ L VG T 5, Grade 3 LA EDEGED
BE7T e N OERGERIETHHE - HE 22) RXOEIEH (6.1) &),

%mﬁ% KT, YT 38.4% (759/1978) DHE THRIELL TW\W5,

IREE FFEHE -

TR N 7RG U REE ERCERFE 523 B, 197 6l (37.7%) TREGENFEBL L 7=, Grade 3

NiZ 4 DREGT 60 B (11.5%) THRILL, 3HIRGETH LT L7z, Grade3 LLEDEGEDJRHK & L

T HED > T=DITIREIEGE T, 376 (7.1%) THoT-,

NSCLC:

NSCLC B#FZ x4 & L TiTh o BIEA(LRER GRBR 3) <Ix, BRI TEY MY 7 854

(43%) OFFH» KX AEEH (34%) L0 HE->7-, Grade 3 XL 4 OEYEOFBLHEX

T RNU TEEHIN 92%, REXIBAELGHIN 22% Tho7z, 7 MU 7 EHAE] 2 4

(1.4%) MO FvZXvr&E56 3 6] (22%) 75, YD 7=HI T L=, Grade 3 LI EDEYED

FRE L TR bZD->T=01EME T, T8 MY 7&EHIOD 7.7% TRE LT,

5.7 Infusion—-Related Reaction

T M) 7 OBEKRRBRIZIBVWT, EE O infusion reaction 2AFH L T 5, Infusion- related
reaction DFBLHIT, BRI TIT 1.3% (25/1978) , JRIE ERFEEE T 1.7% (9/523)
NSCLC A& TIE 1.6% (16/1027) Th o1z, B IXH%E D infusion reaction 233 bt%%‘
TIX, AEZPErT 5035 EEZ% & L, Grade 3 X% 4 @ infusion reaction 233H L7-HBEF T
72y N 7o 2KAIHIETAHE - HE 22) X BWER (6.1) &R,

5.8 £ - RRIREM

T MU 2K, TOEREFEND, ERICERG L SBRIBICHEEL R HEERS D, B
FEERT, PD-L1/PD-1 B AFLET S &, AR EOKRIENGEREM G S TRIEETIC
BAHYZAINEEDLAEERD D Z EWRENT VD, EIEF $ﬁ%ﬁ%¢é%Q,Xi$ﬁ
I B NEE L= 5a0%, TRIBISHT 5 Y 27 2 BEICHAT S 2 L, EIEATREZR otk
RLTIE, TN ZOBRGH R OEEEGH DR EL 5 1AM, xﬁ%ﬁmb\ﬁi&/ﬁ%ﬁo
KBS L Z LRI ER~OF L (8.1, 83) &M,

6 =I{EMA
PUFORWERIZOW T ORI thIEZ S RO Z &,
o SuEBIEMEDOfER [ZEEROEH EoEE (5.1) 22
E B DO IFR [ZEROEH EoEE (52) 2]
G BENME DO KGR [EE RO EOEE (5.3) 25
oy BN E DNy B L OMER EoEE (5.4) 23]
Z DO OGIEBEMERIER 5K OH EOER (5.5) 5]
R [ R OMEH EoEE (5.6) 5]
Infusion-Related Reaction [Z%5 K OME A E0iEE (5.7) 25/
6.1 BEREREABRAKAE
ERREBRIT X E I E KM TITOND T2, &2 EAORKHER CTH LN T-RITEHRBLZRZ B D
AN ORI IBT DB R BT 5 Z LT, F£72, BRHBR CALNTZRIE
BN EBEORIRIZIE N THA LN DRIERRBLREZ T 25 & IR 5720,
JREE_ESSHE
VAT TF O LR B 2RV EETEIT IR EREAE
Ty N 7 ORENE, R 4 (ZHEEE, 4A—7 0T -0L, BMEEEER) 1BV TR L
2o ZORBRTI, VAT TF U E2ETLFRIEORBIG L 7 59, RREN VD, IR L
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SEPRVE TR A B FIRIEIC X D168 12 7 H UL ERRB% IR EBEITICE » 72, ST
SOTHARB MR I B R R 119 Bl &2 58k L7 [ERREER (14.1) 2], BE&EIL, 7' FU 72
1200 mg FFARNE 5%, 3 BB T, FRTEX2WEENBET £ T, IRBETHRRD
SNDETZIT Iz, &HGHB P IEIE 15.0 8 (FPH - 0~87 ) Tho7-,
®bEoTREH (220%) 1395 (52%) , BAEGER (24%) , TH (24%) K OELD
(22%) , b %h o7 Grade 3~4 OFIEM (Z2%) (39F57, JREGEYE, &, TH, W
LT F =N, EPAZE, ALT 0, K7 bV o AME, SAEEER, MufiiE, W&/, B
AR MEMETH -7,

TN IG5 6] (4.2%) TIROFZRNT NN HEELL, BT L BUE, M5
1k, DAGFEZE, PR RS E, B 1 6] (0.8%) T, FELCREAIZISUV TR ML
e EIRBEITNRD bz, BMERHO=O T M) 7 oE0RHIEES7-BEIL, 42%
(5/119) Thot=, ¥ERIICES>T-EWERIL, TH/KRBER (1.7%) , 3857 (0.8%) , BHUE
(0.8%) MOWEINEE (0.8%) ThHoto, BHEHDDT Y N 7 OGN S B
1% 35%TH Y, TORWER TR GZ -7 (21%) DOI%, B, JEyr, TR, REEY, E
MNIEED B, BEMK, MR, RRMERRE, R, SoEYy, EXGERYE, 7 L7 T8, 8
BRIGE, K N U T AME, R, % O FEIE R OFRIRIMAR ZERRIE Th - 7o, EEZRRIEH 2%
BL-HBEIL 37%T, BbEho7- (22%) OITFH, BZE, BuilE, AMkEREE LR
EThHoT,

BIRE AT vA REGEG IR /VE Rk e g e 3 50 BEEEORIER AL LT
BT 193% (23/119) T, 209 bREIBREKEAT oA FREHEGELEE LIZEBFIT 12.6%
(15/119) , HIVEAFTRFEEO L ELE L L2 BEIT6.7% (8/119) ThH-o7T-,

6 B (5.0%) Ti%, EMEMEORWERICH LT L F=Y 231 H 40 mg LLEICAYS T2 &
TROBEG SNz [EEROER EOERE (5) 228,

40T N ITEEHIO 10%LL ETHRELZREWEHZR 1, 1%L ETHRELL 7= Grade 3~4
DERERARAE R 25K 2 177,

£ 1 W4 DR ERABE O 10% 2L - THI L-FIER (4 Grade)

TV MY Z N=119
BIfEH 4 Grade (%) Grade 3~ 4 (%)
—fk - RHEE
P 7 52 8
A PR A 17 2
FEEL 14 0.8
BB E
LR 24 :
AN 22 2
Mg 16 0.8
s 15 2
JiE g 15 0.8
Rt L USRREE
AR ¢ 24 ’
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BRI L USSR E

T/ 2E e 18 3
ESVERE 13 0
BEJE ¥ & OR TAifkiES

Z O FEIE 18 0.8
bz 17 0.8
FRYE

JR B R G 17 5
FERER, MIZRIs K UMtRRREE

Nk b 14 0
- A 1 12 0

©OwT, BE, BIREOBEREET

b ORAHMETRIE, PRIEEIE, VR ONREEE G
¢ P, KBS, HE(EREIES N,
MR, LREEDE, TIEEE A O 2 & e
¢ RBRIBOR KON IE & e

H O RG% & e

TORE, RFER, SIERREUER, BRREBIREDS, RLBEMERGE, € O REMES, BRI

MO BB & & e

& PRIRERGY, MIEPEREORGY, BEMEAR K& OBR B R iE 2 2 T
bR R ONE MR 2 T
b PR IR R OV VR R R 2 T
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2 B 4 ORI FRIEERE D 1%LL FTHEL L 7~ Grade 3~4 DGR A 8

ERIRRAE Grade3~4 (%)

K7 b U U AE 15
7= I B

U R E

21,

TIT Y RAT 72— N
7 LT F =N

1KV BRI gE

ALT ¥

AST 80

il U U AIAE

E~ 7R S UE

EmE VUL E IE

—_
(=)

WIW WA ||l || ©

1BREED H B BETEIT X ITEEB R B - B

TRy N oM E, R 1 (iR, A—7 0 T01, HMBGRER) ISRV CRME L
2o ZORBRTIL, ALF LGP &Y | FEOFEEL Y A OifTh U7
EBEATICE o 7, XL ASRAZ & IR b PR IE UL L L O A S K DR
% 12 B AUWNITHRBEITICE 572, RFET XTSI R B L RO 2 x5 & U 7= HEEG BRI
BT, 310 Bl &8k Lo [BRRER (14.1) 258, B&EIE, 7' MU 2 1200 mg FRIRN
5.7, 3 AFEMRET, FFRTERVEENEELT S £ T, XIXEEZ N UK AT W CReET
MROHNDE TR, HEGWIRP R EIX 123 8 (&P : 0.1~46 ) ThH o7z,
KbLE0oTZEIER (220%) 13957 (52%) , BAJEGE (26%) , MO (25%) , JREGEYE
(22%) , B 21%) LOERE 21%) , &bZ 0 o7 Grade 3~4 DRIWEMH (=2%) 13RI
Ye, A, ¥y, MKk, WHEAZE, JREKPAZE, MR, MERIREE, S2MERES, B, Skl
JiE, BIE & O Tdb - 7=,

Ty MU 7 REEENTZ3H (1.0%) TROFEGNTRONREE L, B L BUmE, i
RXIGPAZE, BWER OO T v MY 7 oGNP IR Iz 8F1E, 310 #lH 3.2% (10/310)
Thotz, WMIEDTZHEGFILICE S TZEBEFIL 0.6% (2/310) ThoT-, BIEHOTZD T
U7 OFENRFRSNTZREL 27% TH Y, TORWERA TR E -7 (>1%) OIIFEESR
N, PREGEYE, TR, WS, SEELIRRE, JRIKPAZE, FEEN, MRURIREE, ERURIMAR ZERRE K OVt
RThHolz, EELEBWERANEE LIZBEEIL 45%T, BbE0ho7- (>2%) OITREEY,, 1
IR, RAVEBEE, WA, RE, kiR ZERE, JRIEFZE, Mk, PRUNEE, I8, RuifE &
OBETLIREETH » 72,

B E AT vA REGEG IR VE Rk L e 3 50 BEEEORIER A B L
BEIX 11.0% (34/310) T, 2O bLEIBREEAT oA &2 0L LZBEIT 84%
(26/310) , HIVEHIFTRFEO L ELE L L2 BHIT2.6% (8/310) TH-oT-,

18 i (5.8%) TiX, SWEMEMORWERICK LT L F=Y 23 1 H 40 mg PL EIZHYS 35 H
BORAOKG SN [BEROEH EOEE (5) 22,

RER 1 IZBT27 8 M) ZOEGHIO 10%LL ETHRELZEEHRZE 3, 1%L ETRILE
Grade 3~4 O LR RIKMA R 23 4 |17,
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# 3 B 1 OIRE LR AEE O 10%LL ETRIBLLZEIEM (4 Grade)

TNV 7 N=310
BIfEH 4> Grade (%) Grade 3~ 4 (%)
BIBHEE
N 25 2
fs i 21 0.3
T 18 1
v 17 4
s 17 1
—fk - RHEE
P T 52 6
FEEA 21 1
ENLERES 18 1
RRYWE
PR 8 S e 22 9
Rt L OREREE
FARIEOE 26 1
BB RE L O A ERRREE
CREEREIT] 15 2
e i 14 1
B L OURKEE
i bR 14 3
Tk s, MERIS X UWERRREE
-0 R 16 4
% Wk 14 0.3
& ¥ & O TS
FEI5 15 0.3
Z 9 FEIE 13 0.3
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F 4 R ORKE PRI ERE D 1%LL FTHEL L 7~ Grade 3~4 DGR A 8

BRIRIRE Grade3~4 (%)
U 2 BRI E 10
K7~ U U AljiE 10
A fn. 8
e I 5
TIH VKA T 7 X2 —EHII 4
7 LT F = N 3
ALT #4/0 2
AST H3hn 2
&7 V7 2 e 1

NSCLC :
TRy N 7 oRENE, RBRIASRAE ST L YAV EREITR UG TR ICRBEITICE -
72 NSCLC 2% (PD-L1 BELOAFMIZEDL L2 xtg s LS dtnE, FEEE, ®E
Zib, A—7 2 T OVERBRICREME L7 [BRRERER (14.2) 2[R, BEIE, 7' FU 2 1200
mg FRNE G- % 3 BEEFR T, AT RWVWEENRILIT 5 £ T, XIEHGZH SUXEGRIT
TIHRBEIT RO O D EThifTT 50 (n=142) , UL REBZ FE/L 75 mgm? HARNES % 3
WK T, FARTERVHERNREATLIE T, KB ETICEIE TR EE2Z T
(n=135) ., BEHWIMFRMEIZT 2 MY 2 & 56500337 A & : 0~19 7 H) , FeEXxtk
NPEEEIR 21 A (FHE :0~17 W H) Thoiz,

T M) IREHITRLENSZEIER (220%) 13ES (46%) , BEKEGE (35%) , ML
WEE (32%) , =Hk (30%) , Fl (22%) , WEtsmE (22%) LY B (20%) , &bE0o
72 Grade 3~4 OEIWEH (=2%) 1XFEULREE, iz, (KEEFEGE, (K7 b U U AME, Y, A,
e #E, AST 800, ALT #8900, e TFREE &K OB CTh -7,

TR N I REG N9 (6.3%) A, WERE (2) , Wik (2) , &KW, (&M, wWET
BB e g LI B, D ZE U RIBZRALORBIC LV E Lz, BWERO-DT 2 R
7 OGRS EBE I 4% (6/142) Tholz, BIEHOTZSDTE Y U 7 OFH RS
N7-BEIT 24%THY, TORMWER TR OZ o712 (>1%) OIEi%k, IFEERERT, X
Y, Mg, SYERRE, KERFRE, BURIRBEREICTE, MEREEE, Bk ET ThoTo,
FEEZBWERNEL LI BEIL 37% T, bEholc (>2%) OIEM%K, MEREE, Mk, 5
B O IR AR ZERRE CTH - T2,

T N ZEEHODIRED 10% THRI LBBEN ReX ALY & R/ER %
#5, TRV ZEEHOD 10%LL ETREL, BEEN R ARLID EL, "=
AL OWBEEZR LT ERERRELY 2FE 6 I,
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#z5: 78N 7RG S 72 NSCLC 83 D 10%LL ECHRELL, FEEN NEZ FE/EE X
D bmroCEIER (BEMZED 5%LL I [4 Grade] XiE 2%LA [ [Grade 3~4]Th - 7= F4)

(%% 3)
FELRY S Fe&FENL
(n=142) (n=135)
BIEA #4 Grade ‘ Grade 3~4 4 Grade | Grade 3~4
BEOEE %)
— % - EHEE
FE N ‘ 18 ‘ 0 ‘ 13 | 0
R YE
Jiti 7% \ 18 \ 6 ‘ 4 | 2
REB L OREEE
BARIEOE 35 1 22 0
HERRE X UOAERES
ESNEGET 16 2 9 2
A 14 1 9 1
A EE
AHRAE \ 14 0 8 2
FER AR, BIERES X OWthafEE
% ] 5 32 7 24 2
I Wik 30 1 25 0

#%6: 7t M) RS2 NSCLC 3 D 10%LL ETHRELL, REERDS FEZFB/VHEX
Dbm<, NR=AT7A U0 bOHELR L EREBRBEAERT (BEMZED 5%LL - [4: Grade] X
1% 2%LL E[Grade 3~4] Th > 7-44)  (FAER 3)

BRREMNSX—R T VP LHEE LEBEOEE
TEFNI FeZxE/L
BRE 4> Grade Grade 3~4 4> Grade Grade 3~4
% % % %
1RF U 7 AfE 48 13 28 8
K7 V7 2 e 48 5 49 1
TNVHIVKRAT 72— 42 2 24 1
Hm
TANGE BT I NT 33 2 15 0
VAT 7 —EH
TI=VT ) N TR 31 2 9 1
= 7 —E 8
7 LT F = 19 1 14 2
&V 7 AfifiE 18 2 11 4
AV M LE 13 0 5 0
Wy ULe 8 11 0 1
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6.2 RERME

fin DB FVRH & [FRE, SfERMED FTREMED B 5, BBR 1 D 275 fFild 114 il (41.5%) 7%, H+&51%
1 [FEILL EORES T, BEBRIGHE F CTOHEMIUR (ATA) Bt (5L 23R UIH 510 X 51
) o L7z, BR3 O 135 6 TiE 73 6] (54.1%) 723, #5141 [BILLEORS T, RERIGHE T
TO ATA Bt Z2 /R LT, RBR 4 @ 111 FlTIix 53 6] (47.7%) 73, %54 1 [BILLEOR ST,
BRI FCTO ATA BEZ2 R LTz, RBR 1, B3 KOGER 4 T, ATA OFFEILEYERE, %
YR OEIEICEREROH 5 B2 RIS hhoT- B2 b,

B RS L, T v A ORE L RN, Ty A O, REOR D v, UBHR B
#, OFHZE, REAESE, W ORI TOEBLEBZITH, 0L REHNL, TR
U2ZIZxt9 % ATA FEBERZMOBBNXT T HHURORBLR L T 5 2 L1, 2 < e
MENRH 5,

8 HALERIZHITSHER

8.1 143

U AT OEL

TN, TOEREFEND, EmckE5 Lz SRIBICAEE L 25 /[/EMEN H 2[R
HE (12.1) 22, et T257 8 M) 7 OFEEIZONTOT =X 3 E 5T,
FYEER T, PD-L1/PD-1 REZET D &, AR LD BEME I S TR e
CICED VA NEED MRS D Z ENRENTWD [T —X 2], EIRPIAH] % # H
T o856, UIARFEHFICBEDER L2561, BRI 2 27 283 AT 5 2 &,
KERADIZBWT, BEREMICRM SN TWAERICEIT 2 F R KEE L EOYE R A
71E, EIEN 2~4% K DN 15~20% & HEE S D,

T —

T MY I PAETER ORI O AN RIET T OWTIMET 2 2 L2 HAYE Lz, Biic &
BAFERAEBERBIIIT Il TR, AT %3 5 8 A STERIC 3D X 31 L 7245 5%, PD-
L1/PD-1 #BEDOHFLAIEEREIE, RIS T 2 RHMAORER R MR T 5 2 L IZ X D MHRHERF Ch
HIEWRENT, U AEYRET VT PD-L1 2N LIZv 7 IVREEERT 5 &, RIS
THREERNEE SN, WMEMINCEDS ZLEIRENTWDS, it T, HREFhTOTE MY 2
OEHOEN Y A7 L LT, WMERSWHERO LARH D, S ICH @Y, ZoHE)
¥ PD-L1/PD-1 =N L7=v 7 F B EEER LT, HARICE O TEIICEE L 7-&FFILR
DN oTZ, 72720, PD-1 KO'PD-L1 / v 7 70 b~ ATIXGEIIEMEDOREE NI L
Tre 7TV VAT OERABEND, BRENT T A~ TICRBEEIND &, GEMNMEOESE
FEBL UT2 0 B I B IS ENEAT DU A7 BN ERTLREERH 5,

8.2 i%ELIR
U A7 OE
7TV VAT O MEHFA~OBITH, BILF ORI 5B K B A~DFEEIZ DN T
I, HANAELN TR, B FgGlde FREFLFIZEBITT 52, FHRPSBRINLAF L 725 A6
PIZOWTITbD > Ty, AT OILRTT v U 7 O EEARFIVERNIEH T 5 Al gerE R

o120, IR EG PR ORERRGHEDRE L S VAL LWL S IRESD 2 L,
8.3 4XNEREZAYHAXMERUBM

HERT

%t

TR R 2, ZOERER»S, Emich Lic L SRIBICHE L7225 ATRENED & 2 [ 5]
REHA~ORE (8.1) 2], HIRATRER LIS LT, T MY 7 ORGP R OREEK
5% &b 5 HAM, DIROEOVEIEEZITO KO8T 52 L,

AL

ZME
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B EERIC LV, (TEFRE/ L O EREN T v N 7 OR G RICHE b A RN H D =
EDTREINTWBFEREREME (13.1) &),

8.4 /MNRIZEITAHERA
/NI~ DRI IS 1T % ARA D2 Ve o O IR S LTy,

8.5 EEAEICHITAERA

W1 CTT e N 7RG Lis, 1BERBEOH D IRKE EROFEESE 310 Fld 59%, RER3 TTrkr
U 27 ZFe 5. L7= NSCLC ## 142 i 39%78 65 bl ETdh 72, 65 Ll EDOHRE & 65 Ak
HOBE T, el I SRR ZEITRD biRh o Tz,

HER 4 1TBWT, TR NI IBREEENT, VAT TF UG E R BIRWIRE F RO EBRE
119 BlD 55, 83%7A 65 LA I, 41%7205 75 5k ETH o7, ZZh3RIE, 65wl EOEFE D 23%
(23/99) , 75 LA EDBE N 29% (14/49) Td -7z, Grade 3 ik 4 OREWER NI L7- B
1%, 65 WLl ED BN 53% (52/99) , 75 ML EOBEMN 51% (25/49) Th-o7=, 75 Ml Eo
BE L TSRO RE DM T, BatELAMEICERE L TEITRD b ho Tz,

8.6 EHEREIEE
RHEM SRR fAT IC LD &, B ERE ICHT 5T MU 7 o HEREIIHER S 20
[ ARHKFR (12.3) =B H],

8.7 FFHgrEfESE
REEM BN REFRATIC RS S &, BREAFHEBEREERE IZRT 27 MU 7 O HEREIIZHELRE SN
R, REE L O EEFEERESRE CTIX, T2 b 27 OBBHIIT b T 7R WO [ 3R
(12.3) =&,

10 BEkS5

T MY 7 OWERSICET A AT,

1.6.2.2 BRMFFTXEOTRBE
ARFNONRFHRANETRA SCEE LT, BRINOTRA SCE (20174F9 A k) OFIERMEE % L FIC
R,

4. g PR B i =R TR
4.1 108 JEEE

Ty MU 7 BEMRIES, AeRA 2SI ERIERITRO, XIFTATTFUoREEEZ LR
%, RFTETT TR LA (UC) O ANBEZEISET5 G1IHESHR) |

T b U 7 BEEEL, ALFIERIERT TR O R PTEIT TR IR/ NI RE A (NSCLC) Dk,
ANBHE AL ST 5, EGFR B AR EM XX ALK @aEE B0 BREOLESIE, T8
N U 7 ¥ ERIZ 3 FEEFEREN T T T STV R IUE R 5720 (51EEBR) |

4.2 R - A&

T MU 7L, EIBRORBREEREMABME L, BEE LTI 520,

PiiE TS

TR MY 7 OHESEHE S LTI, 1,200 mg 2382 1EIEIRN & 535,
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KRGH[E
TRy MU 7 OREE, BRMARERR<25ET GIESR) , UIEH TS 20naiEn
FHTDLETITO 2RI D,

RGP 5 KT 2 755

TFELET Y N 7EREEZENZGE, BENSE RAESHCERE L, RIERS TER £
TN L3RR SN D, 3HEORGHBES MR SND &9, HERA TV a— Lzl
R ITTR B,

BRG] 2T
T2 MU 7 OHEREITHELRE S0,

KRG DRI P 1l (4.4 .85 & /)
F1 : ERBEIERICH T 2 A EHRL

BIfEA HIEE BEOHE
frifg2s Grade 2 TN T OREERE
WML DN 2 LANIZ Grade 0 X
X Grade 122, BIBRKRE
2704 RN7TL R=Y 21010
mg FYLLFICEE S-S, #
HEFLTELIX 2R,
Grade 3 X134 TN 7 OB R KEERIC
ok
FF4 Grade 2 : Tt Yy oOREERE
(ALT 313 AST > 3~5xEHEE -[R
[ULN] Y FEGN12ILLNIZ Grade 0
X Grade 122, BIBREE
KT Z27uA{ KRR 7L K=Y 1H10
mg FAYLLFICESI NS, B
M ey L > 1.5~3xULN) 5B L TELIZR,
Grade 3134 : TN 7 OBE R KEERIC
(ALT X i AST > 5xULN ok
X3
MY Le s> 3xULN)
N Grade 233D Tl (1H®-VHE | 78 bY 7 G Z2(RE
R DR—AT A I H4ELLE
D) WL N2 LANIZ Grade 0 X
X Grade 1IZEI N, BIBKE
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BIFEA

BHAEE

B E DR

KIE

REMEE R IE 2%

27 0A FAFL F=Y 1A 10
mg MY DL FICHR S s, B
5AREELTHELLZA,

Grade 40 FHI XX KR (Eax
BT HO, BENADHES)

TN T OERGEKBHIZ
ok

FRBR B BB AEC T SRR
JRER RE TUAEESE

REAEIE

Tt Yy OEREARE

PR RENR T -

EAR 23 FOR IR FEHRIEIC L Y =
Y hr—Sh TSH EAMET L
b, BEEzEALTELXR
AN

IR R RE TN -

FER D HLHIRBEEIC LD =22 &
2—/L SRR RE N g &
ni-o, ZE2HBELTELX
2R,

BIEHKERE

REMRE

T MY OGRS

JE R 23123 LN IZ Grade 0 X (%
Grade 112203 41, R EE A
a4 KRR FL RF=Y21H10
mg FEYLLFICE S, fili ek
ECTRENLENLESL, BE
R L TAELIZ R,

TEER

Grade 2 X33

Ty MY OREG R RE

JEAR A3 1238 LANIZ Grade 0 X 1%
Grade 1iZeE SN, BIEREA
TuaA FBRTL K=Y >1H10
mg FHY LU FICHE S, flifeik
ETERENLENLESL, S
R L TAELIZ R,

Grade 4

Ty b T OGS EIKBEHIC
Hk

Grade 3 X 134D & MAF (22 i8I i b
fE> 250 mg/dL X1%13.9 mmol/L)

Tty M) oA IRE

A AR UHiFEIETRE 2
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BIfEH

BHAEE

B E DR

P —ANERS N OREG &
BB L TELXAR,

Infusion-Related Reaction

Grade 1 X132

RIEHEZEOE D, XiIKRG
ZHWT S, FRPERELLES
TG 2HmA L TELIRAR,

Grade 3 X34

TN T OERGEKEHIC
ok

%%

Grade 3

Tt Yy OEREARE

RIZEVBHEL, BERKEAT R
A N7V RF=Y21H10 mg
BUTICHESINTES, EH%E
BB L TELIZ 0,

Grade 4

TR MY T OERE & KEEHIIZ
tk

105 90 ) T TR 9 )
K, RT L NL—RERR
RO 2%

4T ® Grade

T MY OFRE E KR
thk

R

Grade 334D MiF 7T I 7 —E i
Y R—FHM (>2xULN)
X Grade 2 X IL3DJEES

Tt M O AIRE

Mmig7 I 7 —BfEE U N—EfH
2312 LANIZ Grade 0 X 1% Grade 1
2B S Ay, OTFERIER 23 TH
KL, DORIBREATvA R
NF L R=>21H10 mg fH4LL
o E Sz b, &5 %
LTELIZR,

Grade 4 X I3 3SR (Grade % [
Hre)

Ty Y7 OREE KGRI
thk

1 BEMED Grade 1K EENT A AT A 4 3000 I REBL S 4.0l (NCI-CTCAE v.4) (2969,

WOBE, Ty MY 7 O¥EZKigHICHIET 5,
Grade 4D M (RAVEUMHFAFE T Pr— L SN TWDNDWMEEZ[RL)
FJE DS Grade 3VL O HRMFES
BIVEF L H 2> 5 128 LANIC Grade 0 X 1% Grade 1128k 8 & 70\ 5B M 2

BERRBEANORAZBAZ T L R=Y U IHI0 mg AN 2B 25 HEORIBRE AT 0

A RELELTLH5E
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TN 7 EBRETOREIIIEET T M= REEL, TR RV IDOYRAZITON T
ALARTERLRY (T =7 vy bHER)

|l

Kl 72 R

NI
INBR SR DOFAEICBIT DT v b U 7 O EAMMEITH STy, F—X %
BTV,

B
FHEM BN REMENT IO LS &, 65 EOBRETT v MY 7 O HERAS O LI 20,

RIS
FHEM BB REfEAT IO D &, R K OV & R RE R E RS CHERS oM Z X2 (5.218
ZW) , BEEBEEREREFICONVTL, TR TWA-OfimaE Z LI TE RN,

Vs

FHEM SR BN REMRAT IC D &, BEEFRREE A CHEMH O BTV, 5 & OV R
BELRRE LRI I TOA Ty (525HSH) |

Eastern Cooperative Oncology Group (ECOG) =4 /KHE (PS) 2L [

ECOG PS 2L EDMEF X, NSCLC &K UC @ ZIRIBIEIZKIT 2 BRRERER > b RS S iz (4458
KOS THZH)

#5715
T b Y 2 AR S5, BRSO — T 2 21T > TR B,

Ty R U7 OYIEER G603 50T TAT DR uid7e b 7av, FIElE 5 o BAEMEICHED 2T h
X, ZO®OFERHREGITETI00 TT> TELILARY,

B 570 O BHN O AR OEL D DN FIEIZOWTIE, 6.6THE M,
4.3 pY =)

T TV R~ 7 6. H R E O TINFN 63 5 i EUE

4.4 BRI REEROEH EOREE

RO L —H ) T o 2ET LD, BE LA ORENL ENRNyTFREEEBRE T
7> A NVCHREICE ST A 2 &

7TV X2 T EGHINIIEBL LT E R EMEORWEH OIZ E AL, 77V A~ T OG-
CRIBREAT v A ROEGRIEK OV SUIFHRRIC LD stk 2R Lz, BEORE RICE
B MIETHREBEMEORERPRO 5N TWD, 77V U X~ 7 OREBEERIERIL, 77
V)R T REBEGRICEET I H D,
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TR E MO RIWER o 556, IR Z MR T 5 720 IO JRRE 2 BRI 3 5 72 O OFE 72
BEZITY 2L, YEREHOEEEICKSE, 77 VIV A~TORGEREL, BIBKEAT
nA R&#&53 5, Grade LA T ChEINTZS, BIBEEAT aA R&10 AL ET Tl
T 5, HRRBRICEBWCTREEEORERZRIBREAT oA Reg&kbETtar he— L T&
o THBETEONTERONZT —F b TIEH 50, thofEmkFoeg &b 2EE LT
HELI R,

Grade 350 BLEMREIMEH 233 L7254, MO Grade 4 Sy Bh#EMREIVER (R Ml Fe ik
HETay ba— L3N TWDLIRNGWEELIA) NRB LTSS, 77V U X~ 7 O3k
WCHIE LA iERe 5720 (421E K O4.8TEBR)

G0 %% B il A
7TV XA T OEIRRER THER DIEFNRO LN TEY, EEHLH D (4.8HEEBM) , Af
Mg 2¢ D OJERD 2NN E I NBELXBIZETH 2 &

Grade 2Dl D E, 77V VAT OREERE L, 7L K=Y 2 1~2 mgkg/ HHHY DO
H5. %2t 5, JERD Grade 1L FIZE SN, BIBKEAT A FOHEZ1I AL LT
THNT %, ZOFREP12BELINIC Grade 1LA T £ THGESN, RBIEREATRA R L K=
Y U1H10 mg FMSLLFICE SN D, 77V U XA~T70OR5%2H L TELX X7\, Grade
3XINTADMilER DA, T TV ) X~ T OFGIIKBANC T IE LR T iE e S,

S BEE LT 2%
7TV A 7 ORKRBRTIHROEFAINZBO LN TEY, ECHlbH D A-8HEEBM) , TR
DI S OFER DI IR E D NEE BT D 2 &,

TARGXURT I ) "G AT7x29—8 (AST) , 779=7 /) 7 A7 x=27—F (ALT)
KO YA E 2T 7Y U X7 ERERGRI A ORGP EMMIICE=2 U 7 L, SLIZEKRE
S X MBS U TCE=Z Y T 52 &,

Grade 2055 (ALT XX AST>3~5x ULN XY /LY >1.5~3 x ULN) 235~7H %@
RACHRfE LIS, 77V VAT OREEREL, 7L F=Y 1~2 mgkg RS O&E 5%
BAtAT 5, ZOHFEGN Grade ILL FETHEINTD, BIBREAT oA ROMAEE1H AL E)N
TR %,

ZOFEGEPI2BELUNIC Grade 1LV FE TEEES N, BIEREATEA RATL R=Y 1H10 mg
HELITICEESINTZS, 77 Y VA7 0528 L TELIX AR, Grade 3 XX Grade 4
DHEG (ALT UL AST > 5.0 x ULN I eV LB >3 x ULN) DA, 77V ) XA~7
DOFEHAIIKBEANZHFIE LR T T 72 6720,

G BPE KRR
7TV A7 ORI T, FTRSUTIKRBROEFNRD LA TND (48HSM) . KX
DA K OFER D 2N E ) EE BRI L2 &,

Grade2 XII3D FHl (10 H7= 0 PHEEELDR— 2 F A U2 H4RILL EOBN) UTKRIBR (EfE
M) OHA, 77V AT ORGERET 5, Grade2® THI XIE KGR TIEKRASH Z#H 2 T
Bt 45, NIXERETIIHAE, 7L F=Y 2 1~2mgke/ AR D% 5% Bth4 5, Grade3D T
FISUIRGRDOEGE, BIBEEAT oA RgRNELS (AF L7V F=Yr 1~ 2mgke/ A
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W) BB L, ERAKESINTZL T L F=Y 2 1~2 mg/kg/ B S OF 5 2GS 5, JERA
Grade 1LL FlZeeES N D, RBIBEEAT oA ROHEZIT AU ENT THNRT 5, ZOFES
MI2ILANIC Grade 1L F £ CdigE s, BIBRREAT oA ROV F=Y 1010 mg fHELLT
WHE SN, 77V VAT O&EG L TELIX X, Grade 4 (Efmz&nT, B
BONANDMILE72%) O THUIKIBROYE, 77V VA~ 7 OFGIIKEMICHIE LR
PSSR AN

S5 B ME N A WA
77V ) A= 7 ORFKRER T, FURBEREIR TE, FUREETHEE, BIBHRE N2, TEARR
M OVREBEIRSS (BEIRVES R 7 v R—=2 22 5te) BNROLNATND A8HEMR) |

N WP D RR IR B ORI 72 E ) AR E 2 BIETH 2 L, FikpEEZ2, 77 U X
~ 7RG R O ERERICE=2 Y 7L, "= T A BT HIR SRR A S 5
WCEREOHDBREICH L CILmEy Bl e2EZET L &,

FUR BB RERR A IS R 03 & 2 WEEIR DB ITE, 7TV ) AT 25 TE 5, JEBMF R
WREIR MEDOSE, 77 Y ) A~ T7 OG5 20E L, SBIE U THURIRAR VE i e fRiE & B
WY %, MFEMERRIEREIR TREIR, BIBAE AT vA R FmMiamiETER L TELX
R IR, JEBEIEFIRSRR TTEIE DS S, 77 Y UV A7 OREGERE L, LEIDL L THRIR
WD GRS 5, ERA 2 br— L SR ENIES NS, 77 Y ) A~T70
BHEZBERALTELIZR,

JEMERIBHRE R 2OHE, 7TV VAT ORGEEEE L, BIBREAT oA RN S
(AFNLTL R=ynrr1~2mgkgHtHY) ZBET 5, ERPEEINTLS, L R=Y 1
~2 mg/kg/ HFHY OG- 28T 5, JERDS Grade 1LA FlZEZS N b, BIBREKEATaA4 RO
BAE1A AL ENT Tl 5, ZOFERP12ELINIC Grade 1LL FE CES N, RIBEKEARAT
nA KRBT R=Y21H10 mg YL FICHEINLTE Y, BENMAEE (WEREE) T
LEREBIZHIE, FHEE2HFLTELIZRN,

Grade 2 X1 Grade 3D THIKKDGE, 77V VAT OERGLZHRE L CRIBTEEAT oA Rk
RN G (A F AT L R=ynrr1~2mgkg BFHY) ZHMEL, HLEIZE U THRLE TR
EEBMGT S, JERDLESNTEZS, 7L F=Y 0 1~2 mgke/ YOG 2T 5, FERN
Grade 1L FlZeeE SN, RIBEREAT oA ROHEZ1I AL ENT CTHNRT 5, ZOFEG
DM2BLANIZ Grade 1LA FE CTES L, RIBKEAT oA RN L R=Y 1H10 mg #H4LL T
ICESINLTERY, BEPMIEE (WERYGH) CTRERIRBIZHL, HEEZHBALTEL
F 272\, Grade 40 FTHIKKDLGE, 77V U A~ T OFKGIIKBEIICHIET 5,

VRUBEPRIS IS xf L Cl, A AV UG5 2003 5. Grade 3L L oo & f b (2 18 I 1 b 8
>250 mg/dL IX13.9 mmol/L) DFE, 77V VAT OEGERET D, A AV UAHFHE
kW RF@ay ba—AnERESNEZS, 77V ) X~T70%52HB L TELE 2R,

% B R BRI 2%
77V U A7 ORKRRT, BENENRO LN TND A8HEM) , Bl M UMK DR
IR f QSR DN 2 W 8D BB 2 BT 5 2 L,

BEIBL S TN DA, Grade 1200 b7 7V X~ 7 OG- 2 ki ik Uzl iudze
570,
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B E AT oA REAIRNKS (AFAL7 L F=Y 1 1~2mgkg/ BAHY) ZBIM69 5, JER
NEINTZDL, 7LV K=Y 1~2mgkg HHE OB 5 2kt 5,

B = 2 — T —

7TV U X2 7RG S BE IO TH B RE R/ B B AE SUTF T - N L EfR
BABDONTEY, EMBENSNDZLNRbD, EBHROEHE=2— 1 /8F— Ok
INE D PEEEBET DL L,

iy T ) RE G R FE 5 B ) E ) OV T - N L—JEERE DA, Grade 1200 T 7T Y ) Xw
T OHREEZXGANZTIE L2 TR, BIEREAT oA Regkh (L =y r1~2
mg/kg/ HFEY) DBRIGEBET 5,

S BV

7TV A7 OREREBR T, Bx (ET I 7 —EBROU SR—BNEZ &) 28O 56T
% (A8HZM) . BMEMRZ RIS DKL OIERD 2N E 9 Dy, BELZIEEL TEET S
ze&,

Grade 3L EDIMET X 7 —EB XLV —BH#EI (>2xULN) , XX Grade 2 XT3 DER DIGE,
7TV VAT ORGEREL, BIEREAT oA REEIRNELS (AFAL7 L RF=yr 1~
2mg/kg/ HFHY) #BMET 25, ERNELEBESNTZS, 7L R=Y U 1~2 mgkg/ HFHY O F 5%
el 5, M7 7 —EBROY S—BER12LANIC Grade 1LLF FE TlE S, XUTFERIER
MHEL, PORIBREAT oA AT L F=Y 1010 mg YL FICEES LS, 77
VA< 7 OR52HBL TELKX X\, Grade 4 X IXFIEMEEELR (Grade [ 720Y) DIFE,
TT ) A2 T OEGIIKGRNZHIE L i 5720,

Infusion-Related Reaction

7TV A< T OGKRFER T, Infusion-Related Reaction 7378 5T\ 5 (4.8THZH) |
Gradel X |3 2Infusion-Related Reaction 23588 L7 FB#F Tk, Sl E 2 ELE 50, XI5 %
Hilkr4- %, Grade 3 X 134D Infusion-Related Reaction 233 L7=EBETIL, 77V A~T7 05
KBRS IE L22 i AUE 72 H 720y, Grade 11320 Infusion-Related Reaction 23 %81 L 7= FH (C
LTI, EEABET T 7Y VAT ORG 2 L TZE LR, EGELHie A ¥ 3
VIEOFIHEEEEEE L TH AL X0,

FRIREER ) & RO S o B

WRORRED BEL, PR DRI ST« B CRER AR, Mgk, SEMEEs, HIV,
B BT UL C B Ye, A (3978) U 27 F o 28 8kAi128 H LINICHERE S o B3, SueiiiE
$ 2 TR R A4 LN S350 2 B A 2 SABROR SR A2l LIN I C 25 e 5 S BA 1L, BRRAER
NSRRI ST,

R—=2F 4 L DOEHIREE (PS) 22l EOBF IR SN (72720, G029293 [IMvigor210]7#&
B ar— MTIE, VAT TFURBEORKE EREBRENBRERI NN, X—A T4 O PSH
QU EOGAE VIR EINTZ)  (S1ESHE) |

TR0, ZOLX ) REBEFERTIE, FEFIIKHTEIIRT v hEVRTDNT R
ZEEICHE L EOEEICHERT S 2L,
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BREN IR AT TF U RNHE B R ONDREE EREEE T 277 ) X~ 7 O

IMvigor210D = Ax — MR T 2B REH D=2 T 1 U J O TRIZET D RERMEIL, £
DREFRICBNWC Y AT T FUREEBEZ ONDNINERT T F v & E et AL ARIEOwEIS & 7
LREL, BRELTHE T2, EOXIEFEELREE B2 N BEY T I/ v—7
WZOWTIET—FBA+ThHDHD, ZOXIRBECRTZTT VU A~T7OEHIL, Ex
WZIEIERI Y A7 ERXRXT 4 FONT U AFEEICEE L BT, EEIZITY Z &,

BET 77— —F

TR MY 7 ERGT HERMTAET, EMATER - EETA FT A o230 TRz
5220, JGEIE, TR MY ZEEDO Y 27 ITHOWTHEEICHA LTS B0, B
SUTHRET 79— I —FRZEL, TOI— RE2EICHERT D X oHBET 5,

45  F L OHEEERR O OFBROHEEIEH

ERXFEYMEE/EARERL, 77U X< IconTiIfTbh ey, 75 X< 7T
MNEBEAERCHEE SN D720, REHCET 2 WM AEERITRVWE PRI,

BIEREAT A R UIGREMHAORFBEEILT 7 U X~ 7 OIS ZLIEE L HRMEEF 5
HREMENH B0, TV ) A~ T EGRRBINITET 52 0 LLERS, 77/ ) XA<7
B HBRAET O S BEMEBIVE 21899 2 BRI, BIBRE AT oA R XIEE Oz i &l
DEEHREZH WD ZENTED 44HEHSMH) |

4.6 2V, IR R O EL
AR AT RE 7 Ak

ARFTRE 72 ki, 77 U A~ TR E O G%5H AW, Bh7ekeldis: %2 3240 L v
ISR AR

JaR

FRCB T DT T A THEHOT — 213720, 757U X~ T2oNT, & - AT
IThh T, BERT, ~ 7 ZFRET VIZEWT PD-LI/PD-1RKE ZHET S & AR
FORRIRRA R BEME I S, BRI EAFRMERH L Z LN RENTWS (531ES
M) , TNHORERITBENY A7 2R LTEBY, 77 ) A~ Tl RPic&EST5E, £0
VEFREFE NS, TRERCIERD LRI ERIBICE > THELRDATREMERD D,

BEMGE/ 7Y Gl (IgG) RIBBEPM 28T 5 2 L A bATEY, 77V Y XvTIE
G TH AT, BN BIRRICBTT 2 aTfEtn 5 5,

RHRDEERIRRENR T 7V V A~ TR EEVBE LT HHEOTRWVIRY, dEIRFIET 7V ) A~T7 %
ERH LW &y
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i)
7YY AT MRS DD E S PERATHD, TFY ) AvTEE ) s
FABURTH Y, PRPIAEET S & PRSNDIED, TORLIRRE CIFET S L 52 bAA,
FAERBLIRICHT B Y 22 BEE TRV, FLRICHT 5 BALOAIEME L BT 2 18950
HISHAEEL, BILED LT 5071 b Y ZBEED LT 50 ERE LATIZRBAL,

L2 E

T TV R TP RIFTHEBICOWTOEKRT — 2 I3Bon Ty, 750 X<
WZDOWTAERE « BAFERBRII T TRV, 2608 ERGHERRNS, 757 ) X<~
BT ICHERERE LG Lo & &0 AUC ORI6MEDHEE AUC (2B THREINC R E L KT L,

AR Uiz (53HZM) | HEMEAGEGR O3 2 BT 0 b e o T,
4.7 B BhEE R e /) ORI ERE S~ D

TRy MU 20X, BHEVEIEESRE ) & AR ERERE ISR B KT, IR A& U BT
LT, ERAHAT 5 £ THEBH#ES & iR EZ LWL S RE3 528 W8HEM) |

4.8 HE L 22VWEH

BRI a7 7 A )L OREE

Fv o MU 7 ORAEME, @M UC KT NSCLC BE2, 1606|0047 — 2 IS Tn5, K
o RIERIX, 9 (354%) , RBEEE (25.5%) , b (22.9%) , WA
(21.8%) , Tl (18.6%) , ¥ (18.6%) , FEE (183%) , WEH: (15.0%) , BIHiJm
(14.2%) , MEJIE (13.8%) KONE D FEE (11.3%) ThoTo,

BIVEH DR

BI{EH (ADR) %, MedDRA 23ERIKSME (SOC) MOME LT TV —i2ky, FTo—EHEIC
Y, BEEST IV —i, EWICEMAE (Z1/10) , &HEE (= 1/100~<1/10) , [KHEE
(=1/1,000~< 1/100) , F£4 (=1/10,000~<1/1,000) , =< i (<1/10,000) & L7=, 5
TN—7NORWERZ, BEEMENEWIEICEH L TW5D,

K2 BARRBRTT £V Y 7 G SN BE IRV THE LICRITEA

MEE LY R REE

B iSRRI i

SRR EE

B U

ek A

B R IRBRREIR TE °,  FIRIRBERE TTHEE ©
AR RS BERI <, BIFEPERER 42 ¢

£h FEER

KRB LORERES

HEI B BRI
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reBH KV 7 AME, KT U 7 AfiE
MREREE

(A T2 e N SERRE ¢, FRRRGMERIEK
£h FEREGMERN 2% &, A5 I S REMRRE
RS

B R if

PRk gR, MIERER K OWERR RS

FEH B

I DR 8

AR

Jifiligse |, ARRRSAE, SP,

BIRES

Few Iz AR B, WEM:, T

e A MR, R, WeTREE,
A BESS &, U R—B RN,
Fh 77—

JFF REE R R

e AST H#/i1, ALT #4/n

B JiFge !

BE X OB TS

FEH B

B ", XD EEIE

R RE L O S HERES

HE B BEI iR
B 1558 #& Jre
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—f% « EHEER L UCREBLALOKRE

FETF = FEN, Py, HEIIE
R Infusion-Related Reaction, A > 7 /L= WEER R, HIE

o HORIREEREIR TUE, i op B AR A v N, BRI SS, BRI R L ), R
KHE, HOREREMR A R E, SMERRIRE, P nx b oREEET

b FURARGREETUHEAE, i FUIR AR A V| BN, FRRERZE, i BUIR AR A V| A, NGy
WERRAE, ARERZEH, HURREEEMRE RS, QUEFIRIRZE, YA ax v @b olEr &t

© BE PRI M ONVRLBE RIS O # s & E e

¢ BIRHEREAR S, BRI HEEA 2L OT VY URO®RE EET

¢ XT e NU—JEBERER OBMESZ = 2 —a X F—0RE 5T

U B DS = &

¢ KOG EETe

b EEEPEUCK UNNSCLCREE 2 %4t & LIRS ORBRCoRE, HEIXT 7V U X~ 7 DR R
BRI 72 56,0006 OIRFZ 2 FESWNTWN D,

Uil S, AR, AASUE A, RIEMEMEER, B ERER O & E e

IRk, BOsErEREZ%, BIMVYERE %R, BMEENREROWE % 5T

KER K ORMEER oG Z ST

U B OEERT R, TR, RETROWmEEET

m XYE, W, BT, RMALEE, ZIRLBE, HIBLMEIRZ, ReRE, BERK, ¥, KEE, JEH
FRg%, 7 VAX—MERER, KEMERER, HBMEEER, 25, FH - EIEERNE R,
R, FBMERE, SRS, BIREE, BIREBIREE, TBMEE, TBREMNRS, £ 9%
PERZZ, WEVERE, REIRVERCRE 2, REHIML, FEmlE, REIRE, HEERZBOWREL ST

E7eRIEH O
FROTFT—X 1L, BERBRICBTATT VY X~ 7 BEH ORI EEZRRERICOWTRL
TW5 51HESH) , ZHOHERWEHOERT A KT A4 NF42IH L 44THITR LTV D,

I RE NS

il ¢ 1%, #BM UC L ONNSCLCIZx L TCT 7V U A~ 7 25 L= HED3.1% (68/2,160) T
HH L2, ZO68%IM, 1HIIBMIIELTH-T-, BEE TOHMBOTIEIX3.50 H (&P -
3H~20.50 ) , Rt R efmiZ1.5 7 A P : OB ~15.1+ 4 H, +3fTbblo7-fEThH D
ZEERT) Tholz, MBRICEV T TV U AT EEHRIEICE - ZHBF1Z106] (0.5 %) T
bole, BIEKREAT A FORGZE ST HMIBAN BB LTCEBEX, 77V U A~THEGH O
1.6% (34/2,160) ToH -7z,

I RE BN

P21, #inft UC M ONNSCLC I L CT 7V U A~ 7 25 LT-HED03% (7/2,160) T3
B L7z, BB ETOMMOPIREIZIAL A (M : 98 ~7.90 H) , Refpe W R Eix1 s A
(#iFH : OB ~1.9+T A, +HFFT -7 ETHD L amrT) Thoto, HERIZEVTTY U X
~ TEERIEICE 72 BT 26 (<0.1%) Tholz, BIBREAT oA OG- 2ET HAFL
DRBLTZRBEL, 77V X7 HGH002% (5/2,160) TH-o7=,

1 SE B VEA G
KIERIL, EBBIEUC K OINSCLCIZX L TCT TV U A~ 7 2% L-BED1.1% (23/2,160) T
RH L, BEEToOMMOPRfiIZa s A G 15SH~1520 ) , Freei e fmix1.40
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A (P 3 ~17.8+0 H, HIFT B> ETHEZ L ERT) Tholo KBRIZEDTT
V) R~ TR E S - BEIISH] (02%) ThHholz, RIBEREAT oA FORREZET 5
KIGRDNFEH LUIZEBE L, 77 ) A~T7RG5H000.5% (10/2,160) TH -7,

I RE N 2

FOR IS REAES THEIL, #58ME UC KON NSCLC 2K LTT TV U X~ 7 %25 L= B D4.7%
(101/2,160) THHLL 7=, BB E TCOWMOPIMEIZSS T H (HiH : 15H~3130H) ThHo
77o HURBMEERETUEERE L, B8P UC KON NSCLC (K LTCT TV ) XA~ T &5 LI-EBED
1.7% (36/2,160) THRH L7, ¥HETCOMBOPIMEIZIS T H P 21H~3130H) Th

77,

I HERER 2T, B UC ALY NSCLC 12 LT T T Y ) XA~T7 2 %5 LT-HBED03%
(7/2,160) THELL7Z, BB E TCOWMOPRMEIXS T A HEH :3H~198H) Tho7, Al
BEEATOA NOEBEH2ET LRIBEBERENBE LIZEBEFIL, 77U X~v7E560
0.3% (6/2,160) TH -7,

TEMEKIL, BB UC KON NSCLC I LTT TV Y XA~ 7 25 L EBED0.1%AKH
(1/2,160) THERHE L=, ZOREIZBITHEHEE TOHMNIXIZTILA TH-T-,

BEPRIF 1L, 5P UC HONNSCLC 12t LT T TV ) A~ 7 2% LT-B&ED03% (6/2,160) T
R LUT-, BHRETOWMIL, 3A~650H Thotz, FERIFICL D T TV ) X~T7#EH Ik
Eo-RBEITIH (<0.1%) THo7z,

I RE B RO A

BfEZ 1%, #5BM UC LOYNSCLC IZXLCT TV U A~ 7 2 #% 5 Lz B&D0.1% (3/2,160) T
RHLT-, BEETOHMIL, 15~168 Th-o7=, PEFNEEREAT oA FOEEZEL,
TV AT OGP IEX T,

Wi, ditE UC L ONSCLC I L CT 7V ) X~ 7 %G L2 HBE D0.1%AKm (2/2,160)
TR Lz, BERHETOHBIZI4ALPMI6H THoT-, MEICLZOTT V) A~ T KGR IEICE S
72RBRET 1] (<01%) Tholz, BIREKEAT oA RO BT DMK BB LT BEIT,
7T X TEGHO 0.1%A (1/2,160) THh -7z,

TSN = 2 — 2 NTF—

XT v e NU—EERE L OB 2R = 2 —a RF— 1, #ImBME UC KOV NSCLC (I2xf L CT 7
V)R T HBEE LTZEBED02% (5/2,160) THELL, BBLE COMBORIMEIXTI A (§
PH : 18H~8.1 7 H) , Feeciffihoefiiizdae6 A (0+B~83+W A, +IXfIbblo7-fETHDH Z &
ZoRT) Tholz, X7 « RU—EBFEHICI VT TV U XA~ T HRKERILICE-T-BET 16
(<0.1%) Thotz, BIEEEAT oA FOEEEZETDHXT 2 « N —JEERENRE LB
X, 77N X~ T EREHD0.1%A (2/2,160) THh o7z,

AT JERERE

FEIEME SRR, SEEEANRLE LET T ) X~ 7 OIKRBRSIE T 0.1% K7 0 B E
(4/6,000) THRI L7, BHFE CTCOWMIZ20B~4 HThHoT-, 4B TT T U X~T D
BeHiImiEs iz, BIBREAT v A RO %83 2§ ) JEGERE/ EAE ) D E N R L 7=
BE, 77U R~ T EGH00.1%AK0M  (3/6,000) THh o7,
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S SE SIS

LR (77 —FBHMmE UV R—BEMmE&Te) 1%, 8B UC KON NSCLC IZXfLTT 7Y U X
~ 7 %P5 LT HED05% (10/2,160) TIHILLTZ, BB ETCOMBOPREILSSH A (HiPH -
9H~1697 H) , FeocifrPIfEiZ198 (FFH : 3H~112+ 7 H, +I3 I8l ETHH Z &
EZRT) Thotlz, BIBEEAT oA ROREGEZETIHRNBELIZBEX, 77 X~<7
BG4 D0 1% A4 (2/2,160) TH o7z,

SERESE

IMvigor2 10585 TiX, 43.9%DHEHEN, EHZIEILL EORRTHT 7V U X~ T7Hik (ATA)
PEZ R L7z, OAKEUER (GO28915) T, #BRIAE T COATARELFIL304% Th o7, k&
LT, ATABRVEIZERMENRE, ARER L EMEICHRERDOH L BE RIS RN EEZ DR
776

PFHFUE D BOFREMEIC SOV T E B LN TE LT — X H{F TR,

BIEA N bG8 DOHRE

IR GRR%E, BWERANSEONT-G/RICHET L2 2 EITEETH D, TICLD, YEERLD
NRET 4 MV AT RT ADMGHIT =2 U o FINHREIZ 72 5, EREEE L, BIEHNEE
bITA, TOETEAMNE V REHOEOMEH L CHE iz,

4.9 BERE
7TV R T O ERGIZET 5 AR,

WERGENFEAE LTSS, BWEROBGEE MR 20 E S EEZEE L TBIEL, Lrd
NEMERIEEAT O Z &,

6.6 BEZ OMOB Y BT AR EEEE
T M) ZIEHE RO S HIRER A GH L TWRW=, EETFRICI VTS 2L,
RVEERVWZ &,

ARk

T2 MU ZERER20mL 23 TAB E D, 9mg/mL (0.9%) HifkT b U U A¥IK250 mL A
VSN 7 [PVC, RYF L (PE) XIIARV AL 7 40 VERNCEALTHRT 5, A%
DRI mL 1%L, 7B M) 7844mg #5H7T 5 (1,200mg/270 mL) , XJEAETRNE S IC
T 5120, WROBEBRIIAN Y 7 E2ENIERSE D Z LIk 01TH, WKHARB I bIcEs
T5HZ L (6.3THBMR) |

RO FEHT HERMT, BRI FOE AN RN E I N BHRBRA L2 2 67220,
R AR AN LT IWIKIIER LWz &

T NY 7L, BEEEAR V=1 (PVC) , KU x=F L (PE) IRV AL 7
4> (PO) BTHDEIH Ny 7 ORBEITRDO LN TV, £, KU Z—FT /L ALKE I
IRV ANK A T, T g F =R T L, KON PVC, PE, R T X IR
T—T Ny L& R E G v N ROV ORGSR & ORESITRD HILTH RN, A
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VIA VT ANE— R T L OBERIIEETH D,

BEZE
T MY 7 OBRE~OBIIIER/NRE T2 2 Lo KM ORIFISUTFETEDIT, Hlko AT
WS 5 L,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
TECENTRIQ safely and effectively. See full prescribing information for
TECENTRIQ.

TECENTRIQP® (atezolizumab) injection, for intravenous use
Initial U.S. Approval: 2016

——— RECENT MAJOR CHANGES——————
Indications and Usage (1.1) 4/2017

Indications and Usage (1.2) 10/2016
Warnings and Precautions (5.1, 5.2, 5.3, 5.4, 5.6) 10/2016

INDICATIONS AND USAGE————
TECENTRIQ is a programmed death-ligand 1 (PD-L1) blocking antibody
indicated for the treatment of patients with:
e Locally advanced or metastatic urothelial carcinoma who:
e are not eligible for cisplatin-containing chemotherapy, or
e have disease progression during or following any platinum-containing
chemotherapy, or within 12 months of neoadjuvant or adjuvant
chemotherapy. (1.1)
This indication is approved under accelerated approval based on tumor
response rate and duration of response. Continued approval for this
indication may be contingent upon verification and description of clinical
benefit in confirmatory trials. (1.1)
® Metastatic non-small cell lung cancer who have disease progression during
or following platinum-containing chemotherapy. Patients with EGFR or
ALK genomic tumor aberrations should have disease progression on FDA-
approved therapy for these aberrations prior to receiving TECENTRIQ. (1.2)

DOSAGE AND ADMINISTRATION
. Administer 1200 mg as an intravenous infusion over 60 minutes every
3 weeks. (2.1)
. Dilute prior to intravenous infusion. (2.3)

DOSAGE FORMS AND STRENGTHS———————
Injection: 1200 mg/20 mL (60 mg/mL) solution in a single-dose vial (3)

——— CONTRAINDICATIONS—FF———
None. (4)

‘WARNINGS AND PRECAUTIONS—F———
. Immune-Related Pneumonitis: Withhold for moderate and permanently
discontinue for severe or life-threatening pneumonitis. (5.1)

. Immune-Related Hepatitis: Monitor for changes in liver function.
Withhold for moderate and permanently discontinue for severe or life-
threatening transaminase or total bilirubin elevation. (5.2)

. Immune-Related Colitis: Withhold for moderate or severe, and
permanently discontinue for life-threatening colitis. (5.3)

] Immune-Related Endocrinopathies (5.4):

o Hypophysitis: Withhold for moderate or severe and permanently
discontinue for life-threatening hypophysitis.

o Thyroid Disorders: Monitor for changes in thyroid function.
Withhold for symptomatic thyroid disease.

o Adrenal Insufficiency: Withhold for symptomatic adrenal
insufficiency.

o Type 1 Diabetes Mellitus: Withhold for > Grade 3 hyperglycemia.

. Immune-Related Myasthenic Syndrome/Myasthenia Gravis, Guillain-
Barré or Meningoencephalitis: Permanently discontinue for any grade.
(5.5)

. Ocular Inflammatory Toxicity: Withhold for moderate and permanently
discontinue for severe ocular inflammatory toxicity. (5.5)

. Immune-Related Pancreatitis: Withhold for moderate or severe, and
permanently discontinue for life-threatening pancreatitis, or any grade of
recurring pancreatitis. (5.5)

. Infection: Withhold for severe or life-threatening infection. (5.6)

. Infusion Reaction: Interrupt or slow the rate of infusion for mild or
moderate infusion reactions and discontinue for severe or life-
threatening infusion reactions. (5.7)

. Embryo-Fetal Toxicity: TECENTRIQ can cause fetal harm. Advise
females of reproductive potential of the potential risk to a fetus and use
of effective contraception. (5.8, 8.1, 8.3)

ADVERSE REACTIONS——M——

Most common adverse reactions (> 20%) in patients with locally advanced or
metastatic urothelial carcinoma were fatigue, decreased appetite, nausea,
constipation, urinary tract infection, diarrhea, and pyrexia. (6.1)

Most common adverse reactions (> 20%) in patients with metastatic non-small
cell lung cancer were fatigue, decreased appetite, dyspnea, cough, nausea,
musculoskeletal pain, and constipation. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Genentech at
1-888-835-2555 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

USE IN SPECIFIC POPULATIONS—F———
Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 4/2017
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE
1.1 Locally Advanced or Metastatic Urothelial Carcinoma

TECENTRIQ (atezolizumab) is indicated for the treatment of patients with locally advanced or
metastatic urothelial carcinoma who:

e are not eligible for cisplatin-containing chemotherapy, or

¢ have disease progression during or following any platinum-containing chemotherapy, or
within 12 months of neoadjuvant or adjuvant chemotherapy

This indication is approved under accelerated approval based on tumor response rate and
durability of response. Continued approval for this indication may be contingent upon
verification and description of clinical benefit in confirmatory trials [see Clinical Studies (14.1)].

1.2 Metastatic Non-Small Cell Lung Cancer

TECENTRIQ is indicated for the treatment of patients with metastatic non-small cell lung cancer
(NSCLC) who have disease progression during or following platinum-containing chemotherapy.
Patients with EGFR or ALK genomic tumor aberrations should have disease progression on
FDA-approved therapy for these aberrations prior to receiving TECENTRIQ /see Clinical
Studies (14.2)].

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosing

The recommended dose of TECENTRIQ is 1200 mg administered as an intravenous infusion
over 60 minutes every 3 weeks until disease progression or unacceptable toxicity. If the first
infusion is tolerated, all subsequent infusions may be delivered over 30 minutes. Do not
administer TECENTRIQ as an intravenous push or bolus.

2.2 Dose Modifications
No dose reductions of TECENTRIQ are recommended.

Withhold TECENTRIQ for any of the following:
e Grade 2 pneumonitis [see Warnings and Precautions (5.1)]

e Aspartate aminotransferase (AST) or alanine aminotransferase (ALT) greater than 3 and
up to 5 times upper limit of normal (ULN) or total bilirubin greater than 1.5 and up to
3 times ULN [see Warnings and Precautions (5.2)]

e Grade 2 or 3 diarrhea or colitis [see Warnings and Precautions (5.3)]

e Symptomatic hypophysitis, adrenal insufficiency, hypothyroidism, hyperthyroidism, or
Grade 3 or 4 hyperglycemia [see Warnings and Precautions (5.4)]

e Grade 2 ocular inflammatory toxicity [see Warnings and Precautions (5.5)]

e QGrade 2 or 3 pancreatitis, or Grade 3 or 4 increases in amylase or lipase levels (greater
than 2.0 times ULN) [see Warnings and Precautions (5.5)]

e Grade 3 or 4 infection [see Warnings and Precautions (5.6)]
e Grade 2 infusion-related reactions [see Warnings and Precautions (5.7)]
e QGrade 3 rash

TECENTRIQ may be resumed in patients whose adverse reactions recover to Grade 0—1.

U.S. BLA 761034 Amendment: Atezolizumab—Genentech, Inc.
2/Regional (Urothelial Carcinoma): clean-label-text.docx
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Permanently discontinue TECENTRIQ for any of the following:
e QGrade 3 or 4 pneumonitis /see Warnings and Precautions (5.1)]

e AST or ALT greater than 5 times ULN or total bilirubin greater than 3 times ULN /see
Warnings and Precautions (5.2)]

e QGrade 4 diarrhea or colitis [see Warnings and Precautions (5.3)]
e Grade 4 hypophysitis [see Warnings and Precautions (5.4)]

e Myasthenic syndrome/myasthenia gravis, Guillain-Barré or meningoencephalitis (all
grades) [see Warnings and Precautions (5.5)]

e Grade 3 or 4 ocular inflammatory toxicity [see Warnings and Precautions (5.5)]

e Grade 4 or any grade of recurrent pancreatitis [see Warnings and Precautions (5.5)]
e Grade 3 or 4 infusion-related reactions [see Warnings and Precautions (5.7)]

e Grade 4 rash

2.3 Preparation and Administration
Preparation

Visually inspect drug product for particulate matter and discoloration prior to administration
whenever solution and container permit. TECENTRIQ is a colorless to slightly yellow solution.
Discard the vial if the solution is cloudy, discolored, or visible particles are observed. Do not
shake the vial.

Prepare the solution for infusion as follows:
e Withdraw 20 mL of TECENTRIQ from the vial.

e Dilute into a 250 mL polyvinyl chloride (PVC), polyethylene (PE), or polyolefin (PO)
infusion bag containing 0.9% Sodium Chloride Injection, USP.

¢ Dilute with 0.9% Sodium Chloride Injection only.
e Mix diluted solution by gentle inversion. Do not shake.
e Discard used or empty vials of TECENTRIQ.

Storage of Infusion Solution

This product does not contain a preservative.

Administer immediately once prepared. If diluted TECENTRIQ infusion solution is not used
immediately, it can be stored either:

e At room temperature for no more than 6 hours from the time of preparation. This
includes room temperature storage of the infusion in the infusion bag and time for
administration for infusion.

e Under refrigeration at 2°C—8°C (36°F—46°F) for no more than 24 hours.
Do not freeze.

Do not shake.

U.S. BLA 761034 Amendment: Atezolizumab—Genentech, Inc.
3/Regional (Urothelial Carcinoma): clean-label-text.docx
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Administration

Administer the initial infusion over 60 minutes through an intravenous line with or without a
sterile, non-pyrogenic, low-protein binding in-line filter (pore size of 0.2—0.22 micron). If the
first infusion is tolerated, all subsequent infusions may be delivered over 30 minutes.

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

3 DOSAGE FORMS AND STRENGTHS
Injection: 1200 mg/20 mL (60 mg/mL) colorless to slightly yellow solution in a single-dose vial.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Immune-Related Pneumonitis

Immune-mediated pneumonitis or interstitial lung disease, defined as requiring use of
corticosteroids and with no clear alternate etiology, occurred in patients receiving TECENTRIQ.
Monitor patients for signs with radiographic imaging and for symptoms of pneumonitis.
Administer steroids at a dose of 1 to 2 mg/kg/day prednisone equivalents for Grade 2 or greater
pneumonitis, followed by corticosteroid taper. Withhold TECENTRIQ until resolution for
Grade 2 pneumonitis. Permanently discontinue TECENTRIQ for Grade 3 or 4 pneumonitis [see
Dosage and Administration (2.2)].

Across clinical trials, 2.6% (51/1978) of patients developed pneumonitis. Fatal pneumonitis
occurred in two patients.

Urothelial Carcinoma

In 523 patients with urothelial carcinoma who received TECENTRIQ, pneumonitis occurred in
six (1.1%) patients. Of these patients, there was one patient with fatal pneumonitis, one patient
with Grade 3, three patients with Grade 2, and one patient with Grade 1 pneumonitis.
TECENTRIQ was held in all cases. Pneumonitis resolved in three patients. The median time to
onset was 2.6 months (range: 15 days to 4.2 months). The median duration was 15 days (range:
6 days to 3.1+ months). Immune-mediated pneumonitis occurred in 5 (1.0%) patients.

NSCLC

In 1027 patients with NSCLC who received TECENTRIQ, pneumonitis occurred in 38 (3.7%)
patients. Of these patients, there was one patient with fatal pneumonitis, two patients with Grade
4, thirteen patients with Grade 3, eleven patients with Grade 2, and eleven patients with Grade 1
pneumonitis. TECENTRIQ was held in 24 patients and 21 patients were treated with
corticosteroids. Pneumonitis resolved in 26 of the 38 patients. The median time to onset was 3.3
months (range: 3 days to 18.7 months). The median duration was 1.4 months (range: 0 days to
12.6+ months).

5.2 Immune-Related Hepatitis

Immune-mediated hepatitis, defined as requiring use of corticosteroids and with no clear
alternate etiology, occurred in patients receiving TECENTRIQ treatment. Liver test
abnormalities occurred in patients who received TECENTRIQ. Monitor patients for signs and
symptoms of hepatitis. Monitor AST, ALT, and bilirubin prior to and periodically during
treatment with TECENTRIQ. Administer corticosteroids at a dose of 1-2 mg/kg/day prednisone
equivalents for Grade 2 or greater transaminase elevations, with or without concomitant
elevation in total bilirubin, followed by corticosteroid taper. Withhold TECENTRIQ for Grade 2

U.S. BLA 761034 Amendment: Atezolizumab—Genentech, Inc.
4/Regional (Urothelial Carcinoma): clean-label-text.docx



Atezolizumab 1.6 SMENC I 1T 2l AR SF I B 2 ok Page 36

119
120

121
122

123

124
125
126
127
128
129

130

131
132
133
134
135
136

137

138
139
140
141
142
143
144
145
146
147
148
149

150
151

152
153
154
155
156
157

158

159
160
161
162
163

and permanently discontinue TECENTRIQ for Grade 3 or 4 immune-mediated hepatitis /see
Dosage and Administration (2.2) and Adverse Reactions (6.1)].

Across clinical trials (n=1978), Grade 3 or 4 elevation occurred in ALT (2.5%), AST (2.3%), and
total bilirubin (1.6%).

Urothelial Carcinoma

In patients with urothelial carcinoma (n=523), Grade 3 or 4 elevation occurred in ALT (2.5%),
AST (2.5%), and total bilirubin (2.1%). Immune-mediated hepatitis occurred in 1.3% (7/523) of
patients. Of these cases, one patient died from hepatitis, five patients had Grade 3, and one
patient had Grade 2 hepatitis. The median time to onset was 1.1 months (range: 0.4 to 7.7
months). TECENTRIQ was temporarily interrupted in four patients; none of these patients
developed recurrence of hepatitis after resuming TECENTRIQ.

NSCLC

In patients with NSCLC, Grade 3 or 4 elevation occurred in ALT (1.4%), AST (1.3%), and total
bilirubin (0.6%). Immune-mediated hepatitis occurred in 0.9% (9/1027) of patients. Of these nine
patients, one patient had Grade 4, four patients had Grade 3, three patients had Grade 2, and one
patient had Grade 1 immune-mediated hepatitis. The median time to onset was 28 days (range:
15 days to 4.2 months). TECENTRIQ was temporarily interrupted in seven patients; none of
these patients developed recurrence of hepatitis after resuming TECENTRIQ.

5.3 Immune-Related Colitis

Immune-mediated colitis or diarrhea, defined as requiring use of corticosteroids and with no
clear alternate etiology, occurred in patients receiving TECENTRIQ. Monitor patients for signs
and symptoms of diarrhea or colitis. Withhold treatment with TECENTRIQ for Grade 2 diarrhea
or colitis. If symptoms persist for longer than 5 days or recur, administer 1-2 mg/kg prednisone
or equivalent per day. Withhold treatment with TECENTRIQ for Grade 3 diarrhea or colitis.
Treat with IV methylprednisolone 1-2 mg/kg per day and convert to oral steroids once the
patient has improved. For both Grade 2 and Grade 3 diarrhea or colitis, when symptoms
improve to Grade 0 or Grade 1, taper steroids over > 1 month. Resume treatment with
TECENTRIQ if the event improves to Grade 0 or 1 within 12 weeks and corticosteroids have
been reduced to the equivalent of < 10 mg oral prednisone per day. Permanently discontinue
TECENTRIQ for Grade 4 diarrhea or colitis [see Dosage and Administration (2.2) and Adverse
Reactions (6.1)].

Across clinical trials, colitis or diarrhea occurred in 19.7% (389/1978) of all patients.
Urothelial Carcinoma

In 523 patients with urothelial carcinoma who received TECENTRIQ, colitis or diarrhea
occurred in 98 (18.7%) patients. Ten patients (1.9%) developed Grade 3 or 4 diarrhea. Four
patients (0.8%) had immune-mediated colitis or diarrhea with a median time to onset of 1.7
months (range: 1.1 to 3.1 months). Immune-mediated colitis resolved with corticosteroid
administration in three of these patients, while the other patient died without resolution of colitis
in the setting of diarrhea-associated renal failure.

NSCLC

In 1027 patients with NSCLC who received TECENTRIQ, colitis or diarrhea occurred in 198
(19.3%) patients. Twelve patients (1.2%) developed Grade 3 colitis or diarrhea. Five patients
(0.5%) had immune-mediated colitis or diarrhea with a median time to onset of 21 days (range:
12 days to 3.4 months). Of these patients, one had Grade 3, two had Grade 2, and two had Grade
1 immune-mediated colitis or diarrhea. Immune-mediated colitis or diarrhea resolved with

U.S. BLA 761034 Amendment: Atezolizumab—Genentech, Inc.
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corticosteroid administration in four of these patients, while the fifth patient died due to disease
progression prior to resolution of colitis.

5.4 Immune-Related Endocrinopathies

Immune-related thyroid disorders, adrenal insufficiency, and type 1 diabetes mellitus, including
diabetic ketoacidosis, have occurred in patients receiving TECENTRIQ. Monitor patients for
clinical signs and symptoms of endocrinopathies.

Hypophysitis

Hypophysitis occurred in 0.2% (1/523) of patients with urothelial cancer receiving TECENTRIQ.
Monitor for signs and symptoms of hypophysitis. Administer corticosteroids and hormone
replacement as clinically indicated. Withhold TECENTRIQ for Grade 2 or Grade 3 and
permanently discontinue for Grade 4 hypophysitis [see Dosage and Administration (2.2) and
Adverse Reactions (6.1)].

Thyroid Disorders

Thyroid function was assessed routinely only at baseline and the end of the study. Monitor
thyroid function prior to and periodically during treatment with TECENTRIQ. Asymptomatic
patients with abnormal thyroid function tests can receive TECENTRIQ. For symptomatic
hypothyroidism, withhold TECENTRIQ and initiate thyroid hormone replacement as needed.
Manage isolated hypothyroidism with replacement therapy and without corticosteroids. For
symptomatic hyperthyroidism, withhold TECENTRIQ and initiate an anti-thyroid drug as
needed. Resume treatment with TECENTRIQ when symptoms of hypothyroidism or
hyperthyroidism are controlled and thyroid function is improving /see Dosage and
Administration (2.2) and Adverse Reactions (6.1)].

Across clinical trials, hypothyroidism and hyperthyroidism occurred in 3.9% (77/1978) and 1.0%
(20/1978) of patients, respectively.

Urothelial Carcinoma

In 523 patients with urothelial carcinoma who received TECENTRIQ, hypothyroidism occurred
in 2.5% (13/523). One patient had Grade 3 and twelve patients had Grade 1-2 hypothyroidism.
The median time to first onset was 5.4 months (range: 21 days to 11.3 months). Thyroid
stimulating hormone (TSH) was elevated and above the patient’s baseline in 16% (21/131) of
patients with a follow-up measurement.

Hyperthyroidism occurred in 0.6% (3/523) of patients with urothelial carcinoma. Of the
three urothelial carcinoma patients, one patient had Grade 2 and two patients had Grade 1
hyperthyroidism. The median time to onset was 3.2 months (range: 1.4 to 5.8 months). TSH
was decreased and below the patient’s baseline in 3.8% (5/131) of patients with a follow-up
measurement.

NSCLC

In 1027 patients with NSCLC who received TECENTRIQ, hypothyroidism occurred in 4.2%
(43/1027). Three patients had Grade 3 and forty patients had Grade 1-2 hypothyroidism. The
median time to onset was 4.8 months (range 15 days to 31 months.) TSH was elevated and
above the patient’s baseline in 17% (54/315) of patients with follow-up measurement.

Hyperthyroidism occurred in 1.1% (11/1027) of patients with NSCLC. Eight patients had Grade
2 and three patients had Grade 1 hyperthyroidism. The median time to onset was 4.9 months
(range: 21 days to 31 months). TSH was decreased and below the patient’s baseline in 7.6%
(24/315) of patients with a follow-up measurement.

U.S. BLA 761034 Amendment: Atezolizumab—Genentech, Inc.
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Adrenal Insufficiency

Adrenal insufficiency occurred in 0.4% (7/1978) of patients across clinical trials, including two
patients with Grade 3, four patients with Grade 2, and one patient with Grade 1. Adrenal
insufficiency resolved in two patients.

For symptomatic adrenal insufficiency, withhold TECENTRIQ and administer
methylprednisolone 1-2 mg/kg per day IV followed by oral prednisone 1-2 mg/kg per day or
equivalent once symptoms improve. Start steroid taper when symptoms improve to < Grade 1
and taper steroids over > 1 month. Resume treatment with TECENTRIQ if the event improves
to < Grade 1 within 12 weeks and corticosteroids have been reduced to the equivalent of < 10 mg
oral prednisone per day and the patient is stable on replacement therapy, if required /see Dosage
and Administration (2.2) and Adverse Reactions (6.1)].

Diabetes Mellitus

New onset diabetes with ketoacidosis has occurred in patients receiving TECENTRIQ. Diabetes
mellitus without an alternative etiology occurred in one (0.2%) patient with urothelial carcinoma
and three (0.3%) patients with NSCLC.

Initiate treatment with insulin for type 1 diabetes mellitus. For > Grade 3 hyperglycemia (fasting
glucose >250-500 mg/dL), withhold TECENTRIQ. Resume treatment with TECENTRIQ when
metabolic control is achieved on insulin replacement therapy /see Dosage and Administration
(2.2) and Adverse Reactions (6.1)].

5.5 Other Immune-Related Adverse Reactions

Other immune-related adverse reactions including meningoencephalitis, myasthenic
syndrome/myasthenia gravis, Guillain-Barré, ocular inflammatory toxicity, and pancreatitis,
including increases in serum amylase and lipase levels, have occurred in < 1.0% of patients
treated with TECENTRIQ.

Meningitis / Encephalitis

Monitor patients for clinical signs and symptoms of meningitis or encephalitis. Permanently
discontinue TECENTRIQ for any grade of meningitis or encephalitis. Treat with IV steroids (1—
2 mg/kg/day methylprednisolone or equivalent) and convert to oral steroids (prednisone

60 mg/day or equivalent) once the patient has improved. When symptoms improve to < Grade 1,
taper steroids over > 1 month [see Dosage and Administration (2.2) and Adverse Reactions
(6.1)].

Motor and Sensory Neuropathy

Monitor patients for symptoms of motor and sensory neuropathy. Permanently discontinue
TECENTRIQ for any grade of myasthenic syndrome/myasthenia gravis or Guillain-Barré
syndrome. Institute medical intervention as appropriate. Consider initiation of systemic
corticosteroids at a dose of 1-2 mg/kg/day prednisone [see Dosage and Administration (2.2) and
Adverse Reactions (6.1)].

Pancreatitis

Symptomatic pancreatitis without an alternative etiology occurred in 0.1% (2/1978) of patients
across clinical trials. Monitor patients for signs and symptoms of acute pancreatitis. Withhold
TECENTRIQ for > Grade 3 serum amylase or lipase levels (> 2.0 ULN), or Grade 2 or 3
pancreatitis. Treat with 1-2 mg/kg IV methylprednisolone or equivalent per day. Once
symptoms improve, follow with 1-2 mg/kg of oral prednisone or equivalent per day. Resume
treatment with TECENTRIQ when serum amylase and lipase levels improve to < Grade 1 within

U.S. BLA 761034 Amendment: Atezolizumab—Genentech, Inc.
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12 weeks or symptoms of pancreatitis have resolved, and corticosteroids have been reduced to

< 10 mg oral prednisone or equivalent per day. Permanently discontinue TECENTRIQ for
Grade 4 or any grade of recurrent pancreatitis [see Dosage and Administration (2.2) and Adverse
Reactions (6.1)].

5.6 Infection

Severe infections, including sepsis, herpes encephalitis, and mycobacterial infection leading to
retroperitoneal hemorrhage occurred in patients receiving TECENTRIQ. Monitor patients for
signs and symptoms of infection and treat with antibiotics for suspected or confirmed bacterial
infections. Withhold TECENTRIQ for > Grade 3 infection [see Dosage and Administration
(2.2) and Adverse Reactions (6.1)].

Across clinical trials, infections occurred in 38.4% (759/1978) of patients.
Urothelial Carcinoma

In 523 patients with urothelial carcinoma who received TECENTRIQ), infection occurred in 197
(37.7%) patients. Grade 3 or 4 infection occurred in sixty (11.5%) patients, while three patients
died due to infections. Urinary tract infections were the most common cause of Grade 3 or
higher infection, occurring in 37 (7.1%) patients.

NSCLC

In Study 3, a randomized trial in patients with NSCLC, infections were more common in patients
treated with TECENTRIQ (43%) compared with those treated with docetaxel (34%). Grade 3 or
4 infections occurred in 9.2% of patients treated with TECENTRIQ compared with 2.2% in
patients treated with docetaxel. Two patients (1.4%) treated with TECENTRIQ and three patients
(2.2%) treated with docetaxel died due to infection. Pneumonia was the most common cause of
Grade 3 or higher infection, occurring in 7.7% of patients treated with TECENTRIQ.

5.7 Infusion-Related Reactions

Severe infusion reactions have occurred in patients in clinical trials of TECENTRIQ. Infusion-
related reactions occurred in 1.3% (25/1978) of patients across clinical trials, 1.7% (9/523) of
patients with urothelial carcinoma, and 1.6% (16/1027) of patients with NSCLC. Interrupt or
slow the rate of infusion in patients with mild or moderate infusion reactions. Permanently
discontinue TECENTRIQ in patients with Grade 3 or 4 infusion reactions /see Dosage and
Administration (2.2) and Adverse Reactions (6.1)].

5.8 Embryo-Fetal Toxicity

Based on its mechanism of action, TECENTRIQ can cause fetal harm when administered to a
pregnant woman. Animal studies have demonstrated that inhibition of the PD-L1/PD-1 pathway
can lead to increased risk of immune-related rejection of the developing fetus resulting in fetal
death. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this
drug, advise the patient of the potential risk to a fetus. Advise females of reproductive potential
to use effective contraception during treatment with TECENTRIQ and for at least 5 months after
the last dose [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections of the label:

e Immune-Related Pneumonitis [see Warnings and Precautions (5.1)]
e Immune-Related Hepatitis [see Warnings and Precautions (5.2)]

e Immune-Related Colitis [see Warnings and Precautions (5.3)]

U.S. BLA 761034 Amendment: Atezolizumab—Genentech, Inc.
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¢ Immune-Related Endocrinopathies [see Warnings and Precautions (5.4)]

e Other Immune-Related Adverse Reactions [see Warnings and Precautions (5.5)]
e Infection [see Warnings and Precautions (5.6)]

¢ Infusion-Related Reactions [see Warnings and Precautions (5.7)]

6.1 Clinical Trials Experience

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

Urothelial Carcinoma
Cisplatin-Ineligible Patients with Locally Advanced or Metastatic Urothelial Carcinoma

The safety of TECENTRIQ was evaluated in Study 4, a multicenter, open-label, single-arm trial
that included 119 patients with locally advanced or metastatic urothelial carcinoma who were
ineligible for cisplatin-containing chemotherapy and were either previously untreated or had
disease progression at least 12 months after neoadjuvant or adjuvant chemotherapy [see Clinical
Studies (14.1)]. Patients received 1200 mg of TECENTRIQ intravenously every 3 weeks until
either unacceptable toxicity or disease progression. The median duration of exposure was

15.0 weeks (range 0, 87 weeks).

The most common adverse reactions (= 20%) were fatigue (52%), decreased appetite (24%),
diarrhea (24%), and nausea (22%). The most common Grade 3—4 adverse reactions (> 2%) were
fatigue, urinary tract infection, anemia, diarrhea, blood creatinine increase, intestinal obstruction,
ALT increase, hyponatremia, decreased appetite, sepsis, back/neck pain, renal failure, and
hypotension.

Five patients (4.2%) who were treated with TECENTRIQ experienced one of the following
events which led to death: sepsis, cardiac arrest, myocardial infarction, respiratory failure, or
respiratory distress. One additional patient (0.8%) was experiencing herpetic
meningoencephalitis and disease progression at the time of death. TECENTRIQ was
discontinued for adverse reactions in 4.2% (5/119) of patients. The adverse reactions leading to
discontinuation were diarrhea/colitis (1.7%), fatigue (0.8%), hypersensitivity (0.8%), and
dyspnea (0.8%). Adverse reactions leading to interruption of TECENTRIQ occurred in 35% of
patients, the most common (> 1%) were intestinal obstruction, fatigue, diarrhea, urinary tract
infection, infusion related reaction, cough, abdominal pain, peripheral edema, pyrexia,
respiratory tract infection, upper respiratory tract infection, creatinine increase, decreased
appetite, hyponatremia, back pain, pruritus, and venous thromboembolism. Serious adverse
reactions occurred in 37% of patients. The most frequent serious adverse reactions (> 2%) were
diarrhea, intestinal obstruction, sepsis, acute kidney injury, and renal failure.

Immune-related adverse reactions requiring systemic corticosteroids or hormone replacement
therapy occurred in 19.3% (23/119) patients, including 12.6% (15/119) patients who required
systemic corticosteroid therapy and 6.7% (8/119) patients who required only hormone
replacement therapy.

Six patients (5.0%) received an oral prednisone dose equivalent to >40 mg daily for an immune-
mediated adverse reaction [see Warnings and Precautions (35)].

Table 1 summarizes the adverse reactions that occurred in > 10% of patients and Table 2
summarizes Grade 3—4 selected laboratory abnormalities that occurred in > 1% of patients
treated with TECENTRIQ in Study 4.
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339 Table 1: All Grade Adverse Reactions in
340 > 10% of Patients with Urothelial Carcinoma in Study 4

TECENTRIQ
N=119

Adverse Reaction All Grades Grades 34

(%0) (%)
General Disorders
Fatigue® 52 8
Peripheral edema® 17 2
Pyrexia 14 0.8
Gastrointestinal Disorders
Diarrhea® 24 5
Nausea 22 2
Vomiting 16 0.8
Constipation 15 2
Abdominal pain? 15 0.8
Metabolism and Nutrition Disorders
Decreased appetite® 24 3
Musculoskeletal and Connective Tissue Disorders
Back/Neck pain 18 3
Arthralgia 13 0
Skin and Subcutaneous Tissue Disorders
Pruritus 18 0.8
Rashf 17 0.8
Infections
Urinary tract infection® 17 5
Respiratory, Thoracic, and Mediastinal Disorders
Cought 14 0
Dyspnea! 12 0

2 Includes fatigue, asthenia, lethargy, and malaise

®Includes edema peripheral, scrotal edema, lymphedema, and edema

¢ Includes diarrhea, colitis, frequent bowel movements, autoimmune colitis

4 Includes abdominal pain, upper abdominal pain, lower abdominal pain, and flank pain

¢ Includes decreased appetite and early satiety
fIncludes rash, dermatitis, dermatitis acneiform, rash maculo-papular, rash erythematous, rash pruritic, rash

macular, and rash papular

¢ Includes urinary tract infection, urinary tract infection bacterial, cystitis, and urosepsis

" Includes cough and productive cough
! Includes dyspnea and exertional dyspnea

341
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Table 2: Grade 3—4 Laboratory Abnormalities in
Patients with Urothelial Carcinoma in Study 4 in > 1% of Patients

Laboratory Test Grades 3—4
(%)
Hyponatremia 15
Hyperglycemia 10
Lymphopenia 9
Anemia 7
Increased Alkaline phosphatase 7
Increased Creatinine 5
Hypophosphatemia 4
Increased ALT 4
Increased AST 4
Hyperkalemia 3
Hypermagnesemia 3
Hyperbilirubinemia 3

Previously Treated Patients with Locally Advanced or Metastatic Urothelial Carcinoma

The safety of TECENTRIQ was evaluated in Study 1, a multicenter, open-label, single-arm trial
that included 310 patients in a single arm trial with locally advanced or metastatic urothelial
carcinoma who had disease progression during or following at least one platinum-containing
chemotherapy regimen or who had disease progression within 12 months of treatment with a
platinum-containing neoadjuvant or adjuvant chemotherapy regimen [see Clinical Studies
(14.1)]. Patients received 1200 mg of TECENTRIQ intravenously every 3 weeks until
unacceptable toxicity or either radiographic or clinical progression. The median duration of
exposure was 12.3 weeks (range: 0.1, 46 weeks).

The most common adverse reactions (> 20%) were fatigue (52%), decreased appetite (26%),
nausea (25%), urinary tract infection (22%), pyrexia (21%), and constipation (21%). The most
common Grade 3—4 adverse reactions (> 2%) were urinary tract infection, anemia, fatigue,
dehydration, intestinal obstruction, urinary obstruction, hematuria, dyspnea, acute kidney injury,
abdominal pain, venous thromboembolism, sepsis, and pneumonia.

Three patients (1.0%) who were treated with TECENTRIQ experienced one of the following
events which led to death: sepsis, pneumonitis, or intestinal obstruction. TECENTRIQ was
discontinued for adverse reactions in 3.2% (10/310) of the 310 patients. Sepsis led to
discontinuation in 0.6% (2/310) of patients. Adverse reactions leading to interruption of
TECENTRIQ occurred in 27% of patients; the most common (> 1%) were liver enzyme increase,
urinary tract infection, diarrhea, fatigue, confusional state, urinary obstruction, pyrexia, dyspnea,
venous thromboembolism, and pneumonitis. Serious adverse reactions occurred in 45% of
patients. The most frequent serious adverse reactions (> 2%) were urinary tract infection,
hematuria, acute kidney injury, intestinal obstruction, pyrexia, venous thromboembolism, urinary
obstruction, pneumonia, dyspnea, abdominal pain, sepsis, and confusional state.

Immune-related adverse reactions requiring systemic corticosteroids or hormone replacement
therapy occurred in 11.0% (34/310) patients, including 8.4% (26/310) patients who required
systemic corticosteroid therapy and 2.6% (8/310) patients who required only hormone
replacement therapy.

Eighteen patients (5.8%) received an oral prednisone dose equivalent to >40 mg daily for an
immune-mediated adverse reaction [see Warnings and Precautions (5)].
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Table 3 summarizes the adverse reactions that occurred in > 10% of patients while Table 4
summarizes Grade 3—4 selected laboratory abnormalities that occurred in > 1% of patients
treated with TECENTRIQ in Study 1.

Table 3: All Grade Adverse Reactions in > 10% of Patients with Urothelial
Carcinoma in Study 1

TECENTRIQ
N=310

Adverse Reaction All Grades Grades 34

(%) (7o)
Gastrointestinal Disorders
Nausea 25 2
Constipation 21 0.3
Diarrhea 18 1
Abdominal pain 17 4
Vomiting 17 1
General Disorders
Fatigue 52 6
Pyrexia 21 1
Peripheral edema 18 1
Infections
Urinary tract infection 22 9
Metabolism and Nutrition Disorders
Decreased appetite 26 1
Musculoskeletal and Connective Tissue Disorders
Back/Neck pain 15 2
Arthralgia 14 1
Renal and urinary disorders
Hematuria 14 3
Respiratory, Thoracic, and Mediastinal Disorders
Dyspnea 16 4
Cough 14 0.3
Skin and Subcutaneous Tissue Disorders
Rash 15 0.3
Pruritus 13 0.3

U.S. BLA 761034 Amendment: Atezolizumab—Genentech, Inc.
12/Regional (Urothelial Carcinoma): clean-label-text.docx



Atezolizumab 1.6 SR EIC IS PRI B9 2 ok Page 44

379
380

381

382
383
384
385
386
387
388
389

390
391
392
393
394

395
396
397
398
399
400
401
402
403
404

405
406
407
408

Table 4: Grade 3—4 Laboratory Abnormalities in Patients with Urothelial
Carcinoma in Study 1 in > 1% of Patients

Laboratory Test Grades 3—4
(%)
Lymphopenia 10
Hyponatremia 10
Anemia 8
Hyperglycemia 5
Increased Alkaline phosphatase 4
Increased Creatinine 3
Increased ALT 2
Increased AST 2
Hypoalbuminemia 1

NSCLC

The safety of TECENTRIQ was evaluated in Study 3, a multicenter, international, randomized,
open-label trial in patients with metastatic NSCLC who progressed during or following a
platinum-containing regimen, regardless of PD-L1 expression /see Clinical Studies

(14.2)]. Patients received 1200 mg of TECENTRIQ (n=142) administered intravenously every 3
weeks until unacceptable toxicity or either radiographic or clinical progression or docetaxel
(n=135) administered intravenously at 75 mg/m” every 3 weeks until unacceptable toxicity or
disease progression. The median duration of exposure was 3.7 months (range: 0—19 months) in
TECENTRIQ-treated patients and 2.1 months (range: 0—17 months) in docetaxel-treated patients.

The most common adverse reactions (> 20%) in patients receiving TECENTRIQ were fatigue
(46%), decreased appetite (35%), dyspnea (32%), cough (30%), nausea (22%), musculoskeletal
pain (22%), and constipation (20%). The most common Grade 3-4 adverse reactions (>2%) were
dyspnea, pneumonia, hypoxia, hyponatremia, fatigue, anemia, musculoskeletal pain, AST
increase, ALT increase, dysphagia, and arthralgia.

Nine patients (6.3%) who were treated with TECENTRIQ experienced either pulmonary
embolism (2), pneumonia (2), pneumothorax, ulcer hemorrhage, cachexia secondary to
dysphagia, myocardial infarction, or large intestinal perforation which led to death.
TECENTRIQ was discontinued due to adverse reactions in 4% (6/142) of patients. Adverse
reactions leading to interruption of TECENTRIQ occurred in 24% of patients; the most common
(>1%) were pneumonia, liver function test abnormality, upper respiratory tract infection,
pneumonitis, acute kidney injury, hypoxia, hypothyroidism, dyspnea, anemia, and fatigue.
Serious adverse reactions occurred in 37% of patients. The most frequent serious adverse
reactions (> 2%) were pneumonia, dyspnea, pleural effusion, pyrexia, and venous
thromboembolism.

Table 5 summarizes adverse reactions that occurred in at least 10% of TECENTRIQ-treated
patients and at a higher incidence than in the docetaxel arm. Table 6 summarizes selected
laboratory abnormalities worsening from baseline that occurred in >10% of TECENTRIQ-
treated patients and at a higher incidence than in the docetaxel arm.
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409 Table 5: Adverse Reactions Occurring in >10% of TECENTRIQ-Treated Patients
410 with NSCLC and at a Higher Incidence than in the Docetaxel Arm (Between Arm
411 Difference of >5% [All Grades] or >2% [Grades 3—4]) (Study 3)
TECENTRIQ Docetaxel
(n=142) (n=135)
Adverse Reaction All grades Grade 3—4 All grades Grade 3—4
Percentage (%) of Patients
General Disorders
Pyrexia | 18 | 0 | 13 | 0
Infections
Pneumonia | 18 | 6 | 4 | 2
Metabolism and nutrition disorders
Decreased appetite | 35 | 1 | 22 | 0
Musculoskeletal and connective tissue disorders
Arthralgia 16 2 9 2
Back pain 14 1 9 1
Psychiatric Disorders
Insomnia | 14 | 0 8 2
Respiratory, thoracic and mediastinal disorders
Dyspnea 32 7 24 2
Cough 30 1 25 0
412 Table 6: Selected Laboratory Abnormalities Worsening from Baseline
413 Occurring in >210% of TECENTRIQ-Treated Patients with NSCLC and at a
414 Higher Incidence than in the Docetaxel Arm (Between Arm Difference of >5%
415 [All Grades] or >2% [Grades 3—4]) (Study 3)
Percentage of Patients with Worsening
Laboratory Test from Baseline
TECENTRIQ Docetaxel
Test All grades Grade 3—4 All grades Grade 3—4
% % % %
Hyponatremia 48 13 28 8
Hypoalbuminemia 48 5 49 1
Alkaline Phosphatase 42 2 24 1
increased
Aspartate aminotransferase 33 2 15 0
increased
Alanine aminotransferase 31 2 9 1
increased
Creatinine increased 19 1 14 2
Hypokalemia 18 2 11 4
Hypercalcemia 13 0 0
Total Bilirubin increased 11 0 1

416 6.2 Immunogenicity

417  As with all therapeutic proteins, there is a potential for immunogenicity. Among 275 patients in
418  Study 1, 114 patients (41.5%) tested positive for treatment-emergent (treatment-induced or

419  treatment-enhanced) anti-therapeutic antibodies (ATA) at one or more post-dose time points.
420  Among 135 patients in Study 3, 73 patients (54.1%) tested positive for treatment-emergent

421  ATAs at one or more post-dose time points. Among 111 patients in Study 4, 53 patients (47.7%)
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tested positive for treatment-emergent ATAs at one or more post-dose time points. In Study 1,
Study 3, and Study 4, the presence of ATAs did not appear to have a clinically significant impact
on pharmacokinetics, safety or efficacy.

Immunogenicity assay results are highly dependent on several factors, including assay sensitivity
and specificity, assay methodology, sample handling, timing of sample collection, concomitant
medications and underlying disease. For these reasons, comparison of incidence of ATAs to
TECENTRIQ with the incidence of antibodies to other products may be misleading.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on its mechanism of action, TECENTRIQ can cause fetal harm when administered to a
pregnant woman [see Clinical Pharmacology (12.1)]. There are no available data on the use of
TECENTRIQ in pregnant women. Animal studies have demonstrated that inhibition of the
PD-L1/PD-1 pathway can lead to increased risk of immune-related rejection of the developing
fetus resulting in fetal death [see Dataj. If this drug is used during pregnancy, or if the patient
becomes pregnant while taking this drug, advise the patient of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data
Animal Data

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

8.2 Lactation
Risk Summary

There is no information regarding the presence of atezolizumab in human milk, the effects on the
breastfed infant, or the effects on milk production. As human IgG is excreted in human milk, the
potential for absorption and harm to the infant is unknown. Because of the potential for serious
adverse reactions in breastfed infants from TECENTRIQ, advise a lactating woman not to breastfeed
during treatment and for at least 5 months after the last dose.

8.3 Females and Males of Reproductive Potential
Contraception

Females

Based on its mechanism of action, TECENTRIQ can cause fetal harm when administered to a
pregnant woman /[see Use in Specific Populations (8.1)]. Advise females of reproductive
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potential to use effective contraception during treatment with TECENTRIQ and for at least
5 months following the last dose.

Infertility

Females

Based on animal studies, TECENTRIQ may impair fertility in females of reproductive potential
while receiving treatment [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use
The safety and effectiveness of TECENTRIQ have not been established in pediatric patients.

8.5 Geriatric Use

Of the 310 previously-treated patients with urothelial carcinoma treated with TECENTRIQ in
Study 1, 59% were 65 years or older. Of the 142 patients with NSCLC treated with
TECENTRIQ in Study 3, 39% were 65 years or older. No overall differences in safety or
efficacy were observed between patients > 65 years of age and younger patients.

Of the 119 cisplatin-ineligible patients with urothelial carcinoma treated with TECENTRIQ in
Study 4, 83% were 65 years or older and 41% were 75 years or older. The overall response rate
in patients 65 years or older was 23% (23/99) and in patients 75 years or older was 29% (14/49).
Grade 3 or 4 adverse reactions occurred in 53% (52/99) of patients 65 years or older and 51%
(25/49) of patients 75 years or older. No overall differences in safety or efficacy were observed
between patients > 75 years of age and younger patients.

8.6 Renal Impairment

Based on a population pharmacokinetic analysis, no dose adjustment of TECENTRIQ is
recommended for patients with renal impairment /see Clinical Pharmacology (12.3)].
8.7 Hepatic Impairment

Based on a population pharmacokinetic analysis, no dose adjustment of TECENTRIQ is
recommended for patients with mild hepatic impairment. TECENTRIQ has not been studied in
patients with moderate or severe hepatic impairment /see Clinical Pharmacology (12.3)].

10 OVERDOSAGE
There is no information on overdose with TECENTRIQ.

11  DESCRIPTION

Atezolizumab is an Fc-engineered, humanized, monoclonal antibody that binds to PD-L.1 and
blocks interactions with the PD-1 and B7.1 receptors. Atezolizumab is a non-glycosylated IgG1
kappa immunoglobulin that has a calculated molecular mass of 145 kDa.

TECENTRIQ injection for intravenous infusion is a sterile, preservative-free, colorless to
slightly yellow solution in single-dose vials. Each mL of TECENTRIQ contains 60 mg of
atezolizumab and is formulated in glacial acetic acid (16.5 mg), L-histidine (62 mg), sucrose
(821.6 mg), polysorbate 20 (8 mg), pH 5.8.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

PD-L1 may be expressed on tumor cells and/or tumor-infiltrating immune cells and can
contribute to the inhibition of the anti-tumor immune response in the tumor microenvironment.
Binding of PD-L1 to the PD-1 and B7.1 receptors found on T cells and antigen presenting cells
suppresses cytotoxic T-cell activity, T-cell proliferation and cytokine production.
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Atezolizumab is a monoclonal antibody that binds to PD-L1 and blocks its interactions with both
PD-1 and B7.1 receptors. This releases the PD-L1/PD-1 mediated inhibition of the immune
response, including activation of the anti-tumor immune response without inducing antibody-
dependent cellular cytotoxicity. In syngeneic mouse tumor models, blocking PD-L1 activity
resulted in decreased tumor growth.

12.3 Pharmacokinetics

Patients’ exposures to atezolizumab increased dose proportionally over the dose range of

1 mg/kg to 20 mg/kg, including the fixed dose 1200 mg administered every 3 weeks. Based on a
population analysis that included 472 patients in the dose range, the typical population clearance
was 0.20 L/day, volume of distribution at steady state was 6.9 L, and the terminal half-life was
27 days. The population PK analysis suggests steady state is obtained after 6 to 9 weeks (2 to 3
cycles) of repeated dosing. The systemic accumulation in area under the curve (AUC), maximum
concentration (Cmax) and trough concentration (Cmin) was 1.91, 1.46 and 2.75-fold,
respectively. In a post hoc analysis, atezolizumab clearance was found to decrease over time,
with a mean maximal reduction (% coefficient of variation [CV%]) from baseline value of
approximately 17.1% (40.6%). However, the decrease in CL was not considered clinically
relevant.

Specific Populations: Age (21-89 years), body weight, gender, positive anti-therapeutic
antibody (ATA) status, albumin levels, tumor burden, region or race, mild or moderate renal
impairment (estimated glomerular filtration rate (¢GFR) 30 to 89 mL/min/1.73 m?), mild hepatic
impairment (bilirubin < ULN and AST > ULN or bilirubin < 1.0 to 1.5 x ULN and any AST),
level of PD-L1 expression, or ECOG status had no clinically significant effect on the systemic
exposure of atezolizumab.

The effect of severe renal impairment (eGFR 15 to 29 mL/min/1.73 m?) or moderate or severe
hepatic impairment (bilirubin > ULN and AST > ULN or bilirubin > 1.0 to 1.5 x ULN and any
AST) on the pharmacokinetics of atezolizumab is unknown.

Drug Interaction Studies
The drug interaction potential of atezolizumab is unknown.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No studies have been performed to test the potential of atezolizumab for carcinogenicity or
genotoxicity.

Animal fertility studies have not been conducted with atezolizumab; however, an assessment of
the male and female reproductive organs was included in a 26-week, repeat-dose toxicity study
in cynomolgus monkeys. Weekly administration of atezolizumab to female monkeys at the
highest dose tested caused an irregular menstrual cycle pattern and a lack of newly formed
corpora lutea in the ovaries. This effect occurred at an estimated AUC approximately 6 times the
AUC in patients receiving the recommended dose and was reversible. There was no effect on
the male monkey reproductive organs.

13.2 Animal Toxicology and/or Pharmacology

In animal models, inhibition of PD-L1/PD-1 signaling increased the severity of some infections
and enhanced inflammatory responses. M. tuberculosis-infected PD-1 knockout mice exhibit
markedly decreased survival compared with wild-type controls, which correlated with increased
bacterial proliferation and inflammatory responses in these animals. PD-L1 and PD-1 knockout
mice and mice receiving PD-L1 blocking antibody have also shown decreased survival following
infection with lymphocytic choriomeningitis virus.
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14 CLINICAL STUDIES
14.1 Urothelial Carcinoma
Cisplatin-Ineligible Patients with Locally Advanced or Metastatic Urothelial Carcinoma

The efficacy of TECENTRIQ was investigated in Study 4, a multicenter, open-label, single-arm
trial that included 119 patients with locally advanced or metastatic urothelial carcinoma who
were ineligible for cisplatin-containing chemotherapy and were either previously untreated or
had disease progression at least 12 months after neoadjuvant or adjuvant chemotherapy. Patients
were considered cisplatin-ineligible if they met any one of the following criteria at study entry:
impaired renal function (creatinine clearance of > 30 but < 60 mL/min), ECOG score of 2,
hearing loss of > 25 dB at two contiguous frequencies, or > Grade 2 peripheral neuropathy. This
study excluded patients who had: a history of autoimmune disease; active or corticosteroid-
dependent brain metastases; administration of a live, attenuated vaccine within 28 days prior to
enrollment; or administration of systemic immunostimulatory agents within 6 weeks or systemic
immunosuppressive medications within 2 weeks prior to enrollment. Patients received an
intravenous infusion of 1200 mg of TECENTRIQ every 3 weeks until unacceptable toxicity or
disease progression. Tumor response assessments were conducted every 9 weeks for the first

54 weeks and every 12 weeks thereafter. Major efficacy outcome measures included confirmed
objective response rate (ORR) as assessed by independent review facility (IRF) using Response
Evaluation Criteria in Solid Tumors (RECIST v1.1), duration of response (DoR) and overall
survival (OS).

In this study, the median age was 73 years, 81% were male, and 91% were Caucasian. Thirty-
five percent of patients had non-bladder urothelial carcinoma and 66% had visceral metastases.
Eighty percent of patients had an ECOG score of 0-1. Reasons for patients’ ineligibility for
cisplatin-containing chemotherapy were: 70% had impaired renal function, 20% had an ECOG
score of 2, 14% had a hearing loss of > 25db, and 6% had > Grade 2 peripheral neuropathy at
baseline. Twenty percent of patients had disease progression following prior platinum-
containing neoadjuvant or adjuvant chemotherapy.

Tumor specimens were evaluated prospectively using the Ventana PD-L1 (SP142) Assay at a
central laboratory, and the results were used to define subgroups for pre-specified analyses. Of
the 119 patients, 27% were classified as having PD-L1 expression of > 5% (defined as PD-L1
stained tumor-infiltrating immune cells [IC] covering > 5% of the tumor area). The remaining
73% of patients were classified as having PD-L1 expression of < 5% (PD-L1 stained tumor-
infiltrating IC covering < 5% of the tumor area).

Confirmed ORR in all patients and the two PD-L1 subgroups are summarized in Table 7. The
median follow-up time for this study was 14.4 months. In 24 patients with disease progression
following neoadjuvant or adjuvant therapy, the ORR was 33.0% (95% CI: 16%, 55%).
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Table 7: Summary of Efficacy from Study 4

Confirmed Responders

All Patients PD-L1 Expression Subgroups
PD-L1 PD-L1
N=119 Expression of Expression of
<5% in ICs! > 5% in ICs!
(N=87) (N=32)
Number of IRF-assessed 23 19 9

ORR % (95% CI)

23.5% (16.2, 32.2)

21.8% (13.7, 32.0)

28.1% (13.8, 46.8)

Complete Response (CR) (%) 6.7% 6.9% 6.3%
Partial Response (PR) (%) 16.8% 14.9% 21.9%
Median DoR, months NR NR NR
(range) (3.7, 16.6+) (3.7, 16.6+) (8.1, 15.6+)

NR = Not reached
+ Denotes a censored value

' PD-L1 expression in tumor-infiltrating immune cells (ICs)

Previously Treated Patients with Locally Advanced or Metastatic Urothelial Carcinoma

The efficacy of TECENTRIQ was investigated in Study 1, a multicenter, open-label, single-arm
trial that included 310 patients with locally advanced or metastatic urothelial carcinoma who had
disease progression during or following a platinum-containing chemotherapy regimen or who
had disease progression within 12 months of treatment with a platinum-containing neoadjuvant
or adjuvant chemotherapy regimen. This study excluded patients who had: a history of
autoimmune disease, active or corticosteroid-dependent brain metastases, administration of a live,
attenuated vaccine within 28 days prior to enrollment, or administration of systemic
immunostimulatory agents within 6 weeks or systemic immunosuppressive medications within 2
weeks prior to enrollment. Patients received an intravenous infusion of 1200 mg of
TECENTRIQ every 3 weeks until unacceptable toxicity or either radiographic or clinical
progression. Tumor response assessments were conducted every 9 weeks for the first 54 weeks
and every 12 weeks thereafter. Major efficacy outcome measures included confirmed objective
response rate (ORR) as assessed by independent review facility (IRF) using Response Evaluation
Criteria in Solid Tumors (RECIST v1.1) and duration of response (DOR).

In this study, the median age was 66 years, 78% were male, 91% of patients were Caucasian.
Twenty-six percent had non-bladder urothelial carcinoma and 78% of patients had visceral
metastases. Sixty-two percent of patients had an ECOG score of 1 and 35% of patients had a
baseline creatinine clearance of < 60 mL/min. Nineteen percent of patients had disease
progression following prior platinum-containing neoadjuvant or adjuvant chemotherapy. Forty-
one percent of patients had received > 2 prior systemic regimens in the metastatic setting.
Seventy-three percent of patients received prior cisplatin, 26% had prior carboplatin, and 1%
were treated with other platinum-based regimens.

Tumor specimens were evaluated prospectively using the VENTANA PD-L1 (SP142) Assay at a
central laboratory and the results were used to define subgroups for pre-specified analyses. Of
the 310 patients, 32% were classified as having PD-L1 expression of > 5% (defined as PD-L1
stained tumor-infiltrating immune cells [IC] covering > 5% of the tumor area). The remaining
68% of patients were classified as having PD-L1 expression of < 5% (PD-L1 stained tumor-
infiltrating IC covering < 5% of the tumor area).
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619  Confirmed ORR in all patients and the two PD-L1 subgroups are summarized in Table 8. The
620  median follow-up time for this study was 14.4 months. In 59 patients with disease progression
621  following neoadjuvant or adjuvant therapy, the ORR was 22.0% (95% CI: 12.3%, 34.7%).

622 Table 8: Summary of Efficacy from Study 1
All Patients PD-L1 Expression Subgroups
PD-L1 PD-L1
N=310 Expression of Expression of
<5% in IC! >5% in IC!
(N=210) (N=100)
Number of IRF-assessed
Confirmed Responders 46 20 26
ORR % (95% CI) 14.8% (11.1, 19.3) 9.5% (5.9, 14.3) 26.0% (17.7, 35.7)
Complete Response (CR) (%) 5.5% 2.4% 12.0%
Partial Response (PR) (%) 9.4% 7.1% 14.0%
Median DOR, months NR 12.7 NR
(range) (2.1+,13.8+) 2.1+, 12.7) (4.2,13.84)

NR = Not reached
+ Denotes a censored value

L PD-L1 expression in tumor-infiltrating immune cells (IC)

623  14.2 Metastatic Non-Small Cell Lung Cancer
624  Previously Treated Patients with Metastatic NSCLC

625  The efficacy of TECENTRIQ was investigated in two multicenter, international, randomized,
626  open-label trials in patients with metastatic NSCLC who progressed during or following a

627  platinum-containing regimen. Study 2 was a trial in 1225 patients with the primary analysis

628  population consisting of the first 850 randomized patients and Study 3 was a trial in 287 patients.
629  In both studies, eligible patients were stratified by PD-L1 expression status in tumor-infiltrating
630  immune cells (IC), by the number of prior chemotherapy regimens, and by histology. Patients
631  were randomized (1:1) to receive either TECENTRIQ administered intravenously at 1200 mg
632  every 3 weeks until unacceptable toxicity or either radiographic or clinical progression or

633  docetaxel administered intravenously at 75 mg/m? every 3 weeks until unacceptable toxicity or
634  disease progression. These studies excluded patients who had: a history of autoimmune disease,
635  had active or corticosteroid-dependent brain metastases, administration of a live, attenuated

636  vaccine within 28 days prior to enrollment, administration of systemic immunostimulatory

637  agents within 4 weeks or systemic immunosuppressive medications within 2 weeks prior to

638  enrollment. Tumor assessments were conducted every 6 weeks for the first 36 weeks, and every
639 9 weeks thereafter. In Study 2, tumor specimens were evaluated prospectively for PD-L1

640  expression on tumor cells (TC) and IC using the VENTANA PD-L1 (SP142) Assay and the

641  results were used to define the PD-L1 expression subgroups for the analyses described below.

642  In Study 2, among patients in the primary analysis population, the median age was 64 years
643  (range: 33 to 85), and 61% of patients were male. The majority of patients were white (70%).
644  Approximately three-fourths of patients had non-squamous disease (74%), 10% had known
645  EGFR mutation, 0.2% had known ALK rearrangements, and most patients were current or

646  previous smokers (82%). Baseline ECOG performance status was 0 (37%) or 1 (63%). Seventy
647  five percent of patients received only one prior platinum-based therapeutic regimen. In Study 3,
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the median age was 62 years (range: 36 to 84), and 59% of patients were male. The majority of
patients were white (79%). Approximately two-thirds of patients had non-squamous disease
(66%), 7% had known EGFR mutation, 1% had ALK rearrangements, and most patients were
current or previous smokers (80%). Baseline ECOG performance status was 0 (33%) or 1 (67%)).
Approximately two-thirds of patients received only one prior platinum-based therapeutic
regimen.

The major efficacy outcome measure of Study 2 was overall survival (OS) in the primary
analysis population (first 850 randomized patients). The major efficacy outcome measure of
Study 3 was overall survival (OS). Other efficacy outcome measures for Study 3 included
investigator-assessed objective response rates and duration of response per RECIST v1.1. The
results of Study 2 with a median follow up of 21 months are presented in Table 9 and Figure 1.

Table 9: Efficacy Results in the Primary Analysis Population from Study 2

TECENTRIQ Docetaxel
(n=425) (n=425)
Overall Survival
Deaths (%) 271 (64%) 298 (70%)
Median, months 13.8 9.6
(95% CI) (11.8,15.7) (8.6,11.2)
Hazard ratio' (95% CI) 0.74 (0.63, 0.87)
p-value? 0.0004
!'Stratified by PD-L1 expression in tumor infiltrating immune cells, the number of prior chemotherapy regimens, and
histology
2Based on the stratified log-rank test
Cl=confidence interval

Figure 1: Kaplan-Meier Plot of Overall Survival in the Primary Analysis Population in
Study 2
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—— TECENTRIQ :
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0 3 6 9 12 1|5 18 21 24 27
Time (months)

No. Patients at Risk
TECENTRIQ 425 407 382 363 342 326 305 279 260 248 234 223 218 205 198 188 175 163 157 141 116 74 54 41 28 15 4 1
Docetaxel 425 390 365 336 311 286 263 236 219 195 179 168 151 140 132 123 116 104 98 90 70 51 37 28 16 6 3

Tumor specimens were evaluated prospectively using the VENTANA PD-L1 (SP142) Assay at a
central laboratory and the results were used to define the PD-L1 expression subgroups for pre-
specified analyses. Of the 850 patients, 16% were classified as having high PD-L1 expression,
defined as having PD-L1 expression on > 50% of TC or > 10% of IC. In an exploratory efficacy
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subgroup analysis of OS based on PD-L1 expression, the hazard ratio was 0.41 (95% CI: 0.27,
0.64) in the high PD-L1 expression subgroup and 0.82 (95% CI: 0.68, 0.98) in patients who did
not have high PD-L1 expression.

Results of an updated survival analysis in Study 3 with a median follow-up of 22 months are
provided for all randomized patients (Table 10 and Figure 2).

Table 10: Efficacy Results from Study 3

TECENTRIQ Docetaxel
(n=144) (n=143)

Overall Survival
Deaths (%) 90 (63%) 110 (77%)
Median, months 12.6 9.7
(95% CI) (9.7, 16.0) (8.6, 12.0)
Hazard ratio' (95% CI) 0.69 (0.52, 0.92)

Objective Response Rate? n (%) 22 (15%) 21 (15%)
(95% CI) (10%, 22%) (9%, 22%)
Complete response 1 (0.7%) 0
Partial response 21 (15%) 21 (15%)

Duration of Response’ n=22 n=21
Median (months) 18.6 7.2
(95% CI) (11.6, NE) (5.6, 12.5)

! Stratified by PD-L1 expression in tumor-infiltrating immune cells, the number of prior chemotherapy regimens, and histology
2per RECIST v1.1 (Response Evaluation Criteria in Solid Tumors v1.1)
Cl=confidence interval; NE=not estimable

Figure 2: Kaplan-Meier Plot of updated Overall Survival in Study 3
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16 HOW SUPPLIED/STORAGE AND HANDLING

TECENTRIQ injection is a sterile, preservative-free, and colorless to slightly yellow solution for
intravenous infusion supplied as a carton containing one 1200 mg/20 mL single-dose vial (NDC
50242-917-01).
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679  Storage: Store vials under refrigeration at 2°C to 8°C (36°F to 46°F) in original carton to protect
680  from light. Do not freeze. Do not shake.

681 17 PATIENT COUNSELING INFORMATION
682  Advise the patient to read the FDA-approved patient labeling (Medication Guide).

683  Inform patients of the risk of immune-related adverse reactions that may require corticosteroid
684  treatment and interruption or discontinuation of TECENTRIQ, including:

685 e Pneumonitis: Advise patients to contact their healthcare provider immediately for any
686 new or worsening cough, chest pain, or shortness of breath [see Warnings and

687 Precautions (5.1)].

688 e Hepatitis: Advise patients to contact their healthcare provider immediately for jaundice,
689 severe nausea or vomiting, pain on the right side of abdomen, lethargy, or easy bruising
690 or bleeding [see Warnings and Precautions (5.2)].

691 e Colitis: Advise patients to contact their healthcare provider immediately for diarrhea or
692 severe abdominal pain /see Warnings and Precautions (5.3)].

693 e Endocrinopathies: Advise patients to contact their healthcare provider immediately for
694 signs or symptoms of hypophysitis, hyperthyroidism, hypothyroidism, adrenal

695 insufficiency, or type 1 diabetes mellitus, including diabetic ketoacidosis [see Warnings
696 and Precautions (5.4)]

697 e Meningoencephalitis, Myasthenic syndrome/Myasthenia Gravis, and Guillain-Barré
698 syndrome: Advise patients to contact their healthcare provider immediately for signs or
699 symptoms of meningitis, myasthenic syndrome/myasthenia gravis, or Guillain-Barré
700 syndrome [see Warnings and Precautions (5.5)].

701 e Ocular Inflammatory Toxicity: Advise patients to contact their healthcare provider

702 immediately for signs or symptoms of ocular inflammatory toxicity [see Warnings and
703 Precautions (5.5)].

704 e Pancreatitis: Advise patients to contact their healthcare provider immediately for signs
705 and symptoms of pancreatitis [see Warnings and Precautions (5.5)].

706 e Infection: Advise patients to contact their healthcare provider immediately for signs or
707 symptoms of infection [see Warnings and Precautions (5.6)].

708 e Infusion-Related Reactions: Advise patients to contact their healthcare provider

709 immediately for signs or symptoms of infusion-related reactions [see Warnings and
710 Precautions (5.7)].

711 e Rash: Advise patients to contact their healthcare provider immediately for signs or

712 symptoms of rash [see Dosage and Administration (2.2)].

713 Embryo-Fetal Toxicity

714 Advise female patients that TECENTRIQ can cause fetal harm. Instruct females of

715 reproductive potential to use effective contraception during treatment and for at least

716 5 months after the last dose of TECENTRIQ /[see Use in Specific Populations (8.1, 8.3)].
717 Lactation

718 Advise female patients not to breastfeed while taking TECENTRIQ and for at least 5 months
719 after the last dose [see Use in Specific Populations (8.2)].
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TECENTRIQ® [atezolizumab]

Manufactured by:

Genentech, Inc.

A Member of the Roche Group

1 DNA Way

South San Francisco, CA 94080-4990

U.S. License No. 1048 TECENTRIQ is a registered trademark of Genentech,
Inc.
©2017 Genentech, Inc.
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MEDICATION GUIDE
TECENTRIQ® (te-SEN-trik)
(atezolizumab)
injection

What is the most important information | should know about TECENTRIQ?

TECENTRIQ is a medicine that may treat your bladder cancer or lung cancer by working with your immune system.
TECENTRIQ can cause your immune system to attack normal organs and tissues in many areas of your body and can
affect the way they work. These problems can sometimes become serious or life-threatening and can lead to death.
Call or see your healthcare provider right away if you get any symptoms of the following problems or these
symptoms get worse:

Lung problems (pneumonitis). Signs and symptoms of pneumonitis may include:

e new or worsening cough e shortness of breath e chest pain
Liver problems (hepatitis). Signs and symptoms of hepatitis may include:
e yellowing of your skin or the whites of your eyes e dark urine (tea colored)
e severe nausea or vomiting e bleeding or bruising more easily than normal
e pain on the right side of your stomach area (abdomen) o feeling less hungry than usual
e drowsiness

Intestinal problems (colitis). Signs and symptoms of colitis may include:
e diarrhea (loose stools) or more bowel movements than usual
e blood in your stools or dark, tarry, sticky stools
e severe stomach area (abdomen) pain or tenderness

Hormone gland problems (especially the pituitary, thyroid, adrenal glands, and pancreas). Signs and symptoms that

your hormone glands are not working properly may include:
e headaches that will not go away or unusual headaches

extreme tiredness

weight gain or weight loss

dizziness or fainting urinating more often than usual

feeling more hungry or thirsty than usual nausea or vomiting

hair loss e stomach area (abdomen) pain

changes in mood or behavior, such as decreased sex drive, irritability, or forgetfulness

Nervous system problems (neuropathy, meningitis, encephalitis). Signs and symptoms of nervous system problems

may include:

feeling cold
constipation
your voice gets deeper

e severe muscle weakness e changes in mood or behavior
e numbness or tingling in hands or feet e extreme sensitivity to light
o fever e neck stiffness
e confusion
Inflammation of the eyes. Signs and symptoms may include:
e Dblurry vision, double vision, or other vision problems e eye pain or redness
Severe infections. Signs and symptoms of infection may include:
o fever o flu-like symptoms
e cough e pain when urinating

e frequent urination
Severe infusion reactions. Signs and symptoms of infusion reactions may include:

e chills or shaking e dizziness

e itching or rash o fever

e flushing o feeling like passing out
e shortness of breath or wheezing e back or neck pain

o swelling of your face or lips

Getting medical treatment right away may help keep these problems from becoming more serious.

Your healthcare provider will check you for these problems during your treatment with TECENTRIQ. Your healthcare
provider may treat you with corticosteroid or hormone replacement medicines. Your healthcare provider may delay or
completely stop treatment with TECENTRIQ if you have severe side effects.
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What is TECENTRIQ?
TECENTRIQ is a prescription medicine used to treat:
a type of bladder and urinary tract cancer called urothelial carcinoma.
e TECENTRIQ may be used when your bladder cancer:
o has spread or cannot be removed by surgery (advanced urothelial carcinoma), and
o you are not able to take chemotherapy that contains a medicine called cisplatin, or
o you have tried chemotherapy that contains platinum, and it did not work or is no longer working.
a type of lung cancer called non-small cell lung cancer (NSCLC)
e TECENTRIQ may be used when your lung cancer:
o has spread or grown, and
o you have tried chemotherapy that contains platinum, and it did not work or is no longer working.

If your tumor has an abnormal EGFR or ALK gene, you should have also tried an FDA-approved therapy for tumors
with these abnormal genes, and it did not work or is no longer working.

It is not known if TECENTRIQ is safe and effective in children.

Before you receive TECENTRIQ, tell your healthcare provider about all of your medical conditions, including if you:

have immune system problems such as Crohn’s disease, ulcerative colitis, or lupus

have had an organ transplant

have lung or breathing problems

have liver problems

have a condition that affects your nervous system, such as myasthenia gravis or Guillain-Barré syndrome

are being treated for an infection

are pregnant or plan to become pregnant. TECENTRIQ can harm your unborn baby. If you are able to become

pregnant, you should use an effective method of birth control during your treatment and for at least 5 months after the

last dose of TECENTRIQ.

e are breastfeeding or plan to breastfeed. It is not known if TECENTRIQ passes into your breast milk. Do not breastfeed
during treatment and for at least 5 months after the last dose of TECENTRIQ.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines,

vitamins, and herbal supplements.

How will | receive TECENTRIQ?

e Your healthcare provider will give you TECENTRIQ into your vein through an intravenous (1V) line over 30 to 60
minutes.

e TECENTRIQ is usually given every 3 weeks.

e Your healthcare provider will decide how many treatments you need.

e Your healthcare provider will test your blood to check you for certain side effects.
If you miss any appointments, call your healthcare provider as soon as possible to reschedule your appointment.

What are the possible side effects of TECENTRIQ?

TECENTRIQ can cause serious side effects, including:

e See “What is the most important information | should know about TECENTRIQ?”
The most common side effects of TECENTRIQ in people with urothelial carcinoma include:

o feeling tired e urinary tract infection
e decreased appetite e diarrhea
e nausea o fever
e constipation
The most common side effects of TECENTRIQ in people with non-small cell lung cancer include:
e feeling tired e nausea
e decreased appetite e muscle or bone pain
e shortness of breath e constipation
e cough

TECENTRIQ may cause fertility problems in females, which may affect the ability to have children. Talk to your healthcare
provider if you have concerns about fertility.

These are not all the possible side effects of TECENTRIQ. Ask your healthcare provider or pharmacist for more information.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of TECENTRIQ.
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Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. If you would like more
information about TECENTRIQ, talk with your healthcare provider. You can ask your healthcare provider for information
about TECENTRIQ that is written for health professionals.

What are the ingredients in TECENTRIQ?

Active ingredient: atezolizumab

Inactive ingredients: glacial acetic acid, L-histidine, sucrose, polysorbate 20
Manufactured by: Genentech, Inc., A Member of the Roche Group, 1 DNA Way, South San Francisco, CA 94080-4990 USA
U.S. License No. 1048 TECENTRIQ is a registered trademark of Genentech, Inc.

For more information, call 1-844-832-3687 or go to www.TECENTRIQ.com.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: 4/2017
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS
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¥ This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Tecentriq 1,200 mg concentrate for solution for infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each 20 mL vial of concentrate contains 1,200 mg atezolizumab*.
After dilution (see section 6.6), one mL of solution contains approximately 4.4 mg of atezolizumab.

* Atezolizumab is an Fc-engineered, humanised IgG1 anti-programmed death-ligand 1 (PD-L1)
monoclonal antibody produced in Chinese hamster ovary cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Concentrate for solution for infusion.

Clear, colourless to slightly yellowish liquid.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Tecentriq as monotherapy is indicated for the treatment of adult patients with locally advanced or
metastatic urothelial carcinoma (UC) after prior platinum-containing chemotherapy or who are
considered cisplatin ineligible (see section 5.1).

Tecentriq as monotherapy is indicated for the treatment of adult patients with locally advanced or
metastatic non-small cell lung cancer (NSCLC) after prior chemotherapy. Patients with EGFR
activating mutations or ALK-positive tumour mutations should also have received targeted therapy
before receiving Tecentriq (see section 5.1).

4.2 Posology and method of administration

Tecentriq must be initiated and supervised by physicians experienced in the treatment of cancer.

Posology
The recommended dose of Tecentriq is 1,200 mg administered intravenously every three weeks.

Duration of treatment
It is recommended that patients are treated with Tecentriq until loss of clinical benefit (see section 5.1)
or unmanageable toxicity.
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Delayed or missed doses

If a planned dose of Tecentriq is missed, it should be administered as soon as possible; it is
recommended not to wait until the next planned dose. The schedule of administration must be adjusted
to maintain a 3-week interval between doses.

Dose modifications during treatment
Dose reductions of Tecentriq are not recommended.

Dose delay or discontinuation (see also sections 4.4 and 4.8)

Table 1: Dose modification advice for specified adverse drug reactions

Adverse reaction Severity Treatment modification
Pneumonitis Grade 2 Withhold Tecentriq
Treatment may be resumed when the
event improves to Grade 0 or Grade 1
within 12 weeks, and corticosteroids
have been reduced to < 10 mg
prednisone or equivalent per day
Grade 3 or 4 Permanently discontinue Tecentriq
Hepatitis Grade 2: Withhold Tecentriq
(ALT or AST > 3 to 5 x upper limit of
normal [ULN] Treatment may be resumed when the
event improves to Grade 0 or Grade 1
or within 12 weeks and corticosteroids
have been reduced to < 10 mg
blood bilirubin > 1.5 to 3 x ULN) prednisone or equivalent per day
Grade 3 or 4: Permanently discontinue Tecentriq
(ALT or AST > 5 x ULN
or
blood bilirubin > 3 x ULN)
Colitis Grade 2 or 3 Diarrhoea (increase of >4 | Withhold Tecentriq

stools/day over baseline)
or

Symptomatic Colitis

Treatment may be resumed when the
event improves to Grade 0 or Grade 1
within 12 weeks and corticosteroids
have been reduced to < 10 mg
prednisone equivalent per day

Grade 4 Diarrhoea or Colitis (life
threatening; urgent intervention
indicated)

Permanently discontinue Tecentriq
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Adverse reaction

Severity

Treatment modification

Hypothyroidism or
hyperthyroidism

Symptomatic

Withhold Tecentriq

Hypothyroidism.
Treatment may be resumed when

symptoms are controlled by thyroid
replacement therapy and TSH levels
are decreasing

Hyperthyroidism:
Treatment may be resumed when

symptoms are controlled by
antithyroid medicinal product and
thyroid function is improving

Adrenal insufficiency

Symptomatic

Withhold Tecentriq

Treatment may be resumed when the
symptoms improve to Grade 0 or
Grade 1 within 12 weeks and
corticosteroids have been reduced to
< 10 mg prednisone or equivalent per
day and patient is stable on
replacement therapy

Hypophysitis

Grade 2 or 3

Withhold Tecentriq

Treatment may be resumed when the
symptoms improve to Grade 0 or
Grade 1 within 12 weeks and
corticosteroids have been reduced to
< 10 mg prednisone or equivalent per
day and patient is stable on
replacement therapy

Grade 4

Permanently discontinue Tecentriq

Type 1 diabetes mellitus

Grade 3 or 4 hyperglycaemia (fasting
glucose > 250 mg/dL or 13.9 mmol/L)

Withhold Tecentriq

Treatment may be resumed when
metabolic control is achieved on
insulin replacement therapy

Infusion-related reactions

Grade 1 or 2

Reduce infusion rate or interrupt.
Treatment may be resumed when the
event is resolved

Grade 3 or 4

Permanently discontinue Tecentriq

Rash

Grade 3

Withhold Tecentriq

Treatment may be resumed when rash
is resolved and corticosteroids have
been reduced to < 10 mg prednisone
or equivalent per day

Grade 4

Permanently discontinue Tecentriq
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Adverse reaction Severity Treatment modification
Myasthenic All Grades Permanently discontinue Tecentriq

syndrome/myasthenia gravis,
Guillain-Barré syndrome
and Meningoencephalitis

Pancreatitis

Grade 3 or 4 serum amylase or lipase
levels increased (> 2 x ULN)
or Grade 2 or 3 pancreatitis

Withhold Tecentriq

Treatment may be resumed when
serum amylase and lipase levels
improve to Grade 0 or Grade 1 within
12 weeks, or symptoms of
pancreatitis have resolved, and
corticosteroids have been reduced to
< 10 mg prednisone or equivalent per
day

Grade 4 or any grade of recurrent
pancreatitis

Permanently discontinue Tecentriq

Note: Toxicity grades are in accordance with National Cancer Institute Common Terminology Criteria for
Adverse Event Version 4.0 (NCI-CTCAE v .4.).

Tecentriq should be permanently discontinued:

o For Grade 4 toxicities except for endocrinopathies that are controlled with replacement
hormones

o For any recurrent event at Grade > 3 severity

o If a treatment-related toxicity does not resolve to Grade 0 or Grade 1 within 12 weeks after
adverse reaction onset date

o If a corticosteroid dose of > 10 mg prednisone or equivalent per day is required for

treatment-related toxicity beyond 12 weeks after adverse reaction onset date.

Patients treated with Tecentriq must be given the Patient Alert Card and be informed about the risks of
Tecentriq (see also package leaflet).

Special populations

Paediatric population

The safety and efficacy of Tecentriq in children and adolescents aged below 18 years have not been
established. No data are available.

Elderly

Based on a population pharmacokinetic analysis, no dose adjustment of Tecentriq is required in

patients > 65 years of age.

Renal impairment

Based on a population pharmacokinetic analysis, no dose adjustment is required in patients with mild
or moderate renal impairment (see section 5.2). Data from patients with severe renal impairment are
too limited to draw conclusions on this population.

Hepatic impairment

Based on a population pharmacokinetic analysis, no dose adjustment is required for patients with mild
hepatic impairment. Tecentriq has not been studied in patients with moderate or severe hepatic

impairment (see section 5.2).

Eastern Cooperative Oncology Group (ECOG) performance status > 2
Patients with ECOG performance status > 2 were excluded from the clinical trials in NSCLC and
2" Jine UC (see sections 4.4 and 5.1).
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Method of administration

Tecentriq is for intravenous use. The infusions must not be administered as an intravenous push or
bolus.

The initial dose of Tecentriq must be administered over 60 minutes. If the first infusion is well
tolerated, all subsequent infusions may be administered over 30 minutes.

For instructions on dilution and handling of the medicinal product before administration, see
section 6.6.

4.3 Contraindications
Hypersensitivity to atezolizumab or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

In order to improve the traceability of biological medicinal products, the trade name and the batch
number of the administered product should be clearly recorded (or stated) in the patient file.

Most immune-related adverse reactions occurring during treatment with atezolizumab were reversible
with interruptions of atezolizumab and initiation of corticosteroids and/or supportive care.
Immune-related adverse reactions affecting more than one body system have been observed.
Immune-related adverse reactions with atezolizumab may occur after the last dose of atezolizumab.

For suspected immune-related adverse reactions, thorough evaluation to confirm aetiology or exclude
other causes should be performed. Based on the severity of the adverse reaction, atezolizumab should
be withheld and corticosteroids administered. Upon improvement to Grade < 1, corticosteroid should
be tapered over > 1 month. Based on limited data from clinical studies in patients whose
immune-related adverse reactions could not be controlled with systemic corticosteroid use,
administration of other systemic immunosuppressants may be considered.

Atezolizumab must be permanently discontinued for any Grade 3 immune-related adverse reaction
that recurs and for any Grade 4 immune-related adverse reactions, except for endocrinopathies that are

controlled with replacement hormones (see sections 4.2 and 4.8).

Immune-related pneumonitis

Cases of pneumonitis, including fatal cases, have been observed in clinical trials with atezolizumab
(see section 4.8). Patients should be monitored for signs and symptoms of pneumonitis.

Treatment with atezolizumab should be withheld for Grade 2 pneumonitis, and 1 to 2 mg/kg/day
prednisone or equivalent should be started. If symptoms improve to < Grade 1, corticosteroids should
be tapered over > 1 month. Treatment with atezolizumab may be resumed if the event improves to

< Grade 1 within 12 weeks, and corticosteroids have been reduced to < 10 mg prednisone or
equivalent per day. Treatment with atezolizumab must be permanently discontinued for Grade 3 or 4
pneumonitis.

Immune-related hepatitis

Cases of hepatitis, some leading to fatal outcomes have been observed in clinical trials with
atezolizumab (see section 4.8). Patients should be monitored for signs and symptoms of hepatitis.

Aspartate aminotransferase (AST), alanine aminotransferase (ALT) and bilirubin should be monitored
prior to initiation of treatment, periodically during treatment with atezolizumab and as indicated based
on clinical evaluation.



Atezolizumab 1.6 SR EIC IS PRI B9 2 ok Page 65

Treatment with atezolizumab should be withheld if Grade 2 event (ALT or AST >3 to 5 x ULN or
blood bilirubin > 1.5 to 3 x ULN) persists for more than 5 to 7 days, and 1 to 2 mg/kg/day of
prednisone or equivalent should be started. If the event improves to < Grade 1, corticosteroids should
be tapered over > 1 month.

Treatment with atezolizumab may be resumed if the event improves to < Grade 1 within 12 weeks and
corticosteroids have been reduced to < 10 mg prednisone or equivalent per day. Treatment with
atezolizumab must be permanently discontinued for Grade 3 or Grade 4 events (ALT or AST

> 5.0 x ULN or blood bilirubin > 3 x ULN).

Immune-related colitis

Cases of diarrhoea or colitis have been observed in clinical trials with atezolizumab (see section 4.8).
Patients should be monitored for signs and symptoms of colitis.

Treatment with atezolizumab should be withheld for Grade 2 or 3 diarrhoea (increase of > 4 stools/day
over baseline) or colitis (symptomatic). For Grade 2 diarrhoea or colitis, if symptoms persist > 5 days
or recur, treatment with 1 to 2 mg/kg/day prednisone or equivalent should be started. For

Grade 3 diarrhoea or colitis, treatment with intravenous corticosteroids (1 to 2 mg/kg/day
methylprednisolone or equivalent) should be started. Once symptoms improve, treatment with

1 to 2 mg/kg/day of prednisone or equivalent should be started. If symptoms improve to < Grade 1,
corticosteroids should be tapered over > 1 month. Treatment with atezolizumab may be resumed if the
event improves to < Grade 1 within 12 weeks and corticosteroids have been reduced to < 10 mg
prednisone or equivalent per day. Treatment with atezolizumab must be permanently discontinued for
Grade 4 (life threatening; urgent intervention indicated) diarrhoea or colitis.

Immune-related endocrinopathies

Hypothyroidism, hyperthyroidism, adrenal insufficiency, hypophysitis and type 1 diabetes mellitus,
including diabetic ketoacidosis have been observed in clinical trials with atezolizumab (see section
4.8).

Patients should be monitored for clinical signs and symptoms of endocrinopathies. Thyroid function
should be monitored prior to and periodically during treatment with atezolizumab. Appropriate
management of patients with abnormal thyroid function tests at baseline should be considered.

Asymptomatic patients with abnormal thyroid function tests can receive atezolizumab. For
symptomatic hypothyroidism, atezolizumab should be withheld and thyroid hormone replacement
should be initiated as needed. Isolated hypothyroidism may be managed with replacement therapy and
without corticosteroids. For symptomatic hyperthyroidism, atezolizumab should be withheld and an
antithyroid medicinal product should be initiated as needed. Treatment with atezolizumab may be
resumed when symptoms are controlled and thyroid function is improving.

For symptomatic adrenal insufficiency, atezolizumab should be withheld and treatment with
intravenous corticosteroids (1 to 2 mg/kg/day methylprednisolone or equivalent) should be started.
Once symptoms improve, treatment with 1 to 2 mg/kg/day of prednisone or equivalent should follow.
If symptoms improve to < Grade 1, corticosteroids should be tapered over > 1 month. Treatment may
be resumed if the event improves to < Grade 1 within 12 weeks and corticosteroids have been reduced
to < 10 mg prednisone or equivalent per day and the patient is stable on replacement therapy (if
required).

For Grade 2 or Grade 3 hypophysitis, atezolizumab should be withheld and treatment with intravenous
corticosteroids (1 to 2 mg/kg/day methylprednisolone or equivalent) should be started, and hormone
replacement should be initiated as needed. Once symptoms improve, treatment with 1 to 2 mg/kg/day
of prednisone or equivalent should follow. If symptoms improve to < Grade 1, corticosteroids should
be tapered over > 1 month. Treatment may be resumed if the event improves to < Grade 1 within

12 weeks and corticosteroids have been reduced to < 10 mg prednisone or equivalent per day and the
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patient is stable on replacement therapy (if required). Treatment with atezolizumab should be
permanently discontinued for Grade 4 hypophysitis.

Treatment with insulin should be initiated for type 1 diabetes mellitus. For > Grade 3 hyperglycaemia
(fasting glucose > 250 mg/dL or 13.9 mmol/L), atezolizumab should be withheld. Treatment with
atezolizumab may be resumed if metabolic control is achieved on insulin replacement therapy.

Immune-related meningoencephalitis

Meningoencephalitis has been observed in clinical trials with atezolizumab (see section 4.8). Patients
should be monitored for clinical signs and symptoms of meningitis or encephalitis.

Treatment with atezolizumab must be permanently discontinued for any grade of meningitis or
encephalitis. Treatment with intravenous corticosteroids (1 to 2 mg/kg/day methylprednisolone or
equivalent) should be started. Once symptoms improve, treatment with 1 to 2 mg/kg/day of prednisone
or equivalent should follow.

Immune-related neuropathies

Myasthenic syndrome/myasthenia gravis or Guillain-Barré syndrome, which may be life threatening,
were observed in patients receiving atezolizumab. Patients should be monitored for symptoms of
motor and sensory neuropathy.

Treatment with atezolizumab must be permanently discontinued for any grade of myasthenic
syndrome / myasthenia gravis or Guillain-Barré syndrome. Initiation of systemic corticosteroids (at a
dose of 1 to 2mg/kg/day of prednisone or equivalent) should be considered.

Immune-related pancreatitis

Pancreatitis, including increases in serum amylase and lipase levels, have been observed in clinical
trials with atezolizumab (see section 4.8). Patients should be closely monitored for signs and
symptoms that are suggestive of acute pancreatitis.

Treatment with atezolizumab should be withheld for > Grade 3 serum amylase or lipase levels
increased (> 2 x ULN), or Grade 2 or 3 pancreatitis, and treatment with intravenous corticosteroids
(1 to 2 mg/kg/day methylprednisolone or equivalent) should be started. Once symptoms improve,
treatment with 1 to 2 mg/kg/day of prednisone or equivalent should follow. Treatment with
atezolizumab may be resumed when serum amylase and lipase levels improve to < Grade 1 within
12 weeks, or symptoms of pancreatitis have resolved, and corticosteroids have been reduced to

< 10 mg prednisone or equivalent per day. Treatment with atezolizumab should be permanently
discontinued for Grade 4, or any grade of recurrent pancreatitis.

Infusion-related reactions

Infusion related reactions have been observed in clinical trials with atezolizumab (see section 4.8).

The rate of infusion should be reduced or treatment should be interrupted in patients with Grade 1 or 2
infusion related reactions. Atezolizumab should be permanently discontinued in patients with Grade 3
or 4 infusion related reactions. Patients with Grade 1 or 2 infusion-related reactions may continue to
receive atezolizumab with close monitoring; premedication with antipyretic and antihistamines may be
considered.
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Patients excluded from clinical trials

Patients with the following conditions were excluded from clinical trials: a history of autoimmune
disease, history of pneumonitis, active brain metastasis, HIV, hepatitis B or hepatitis C infection.
Patients who were administered a live, attenuated vaccine within 28 days prior to enrolment; systemic
immunostimulatory agents within 4 weeks or systemic immunosuppressive medicinal products within
2 weeks prior to study entry were excluded from clinical trials.

Patients with a baseline performance status > 2 were excluded (apart from Study GO29293
[IMvigor210] Cohort 1 that enrolled patients with cisplatin ineligible urothelial carcinoma and allowed
a baseline performance status > 2) (see section 5.1).

In the absence of data, atezolizumab should be used with caution in these populations after careful
evaluation of the balance of benefits and risks for the patient.

Use of atezolizumab in urothelial carcinoma for previously untreated patients who are considered
cisplatin ineligible

The baseline and prognostic disease characteristics of the IMvigor210 Cohort 1 study population were
overall comparable to patients in the clinic who would be considered cisplatin ineligible but would be
eligible for a carboplatin-based combination chemotherapy. There are insufficient data for the
subgroup of patients that would be unfit for any chemotherapy; therefore atezolizumab should be used
with caution in these patients, after careful consideration of the potential balance of risks and benefits
on an individual basis.

Patient Alert Card

All prescribers of Tecentriq must be familiar with the Physician Information and Management
Guidelines. The prescriber must discuss the risks of Tecentriq therapy with the patient. The patient
will be provided with the Patient Alert Card and instructed to carry the card at all times.

4.5 Interaction with other medicinal products and other forms of interaction

No formal pharmacokinetic drug interaction studies have been conducted with atezolizumab. Since
atezolizumab is cleared from the circulation through catabolism, no metabolic drug-drug interactions
are expected.

The use of systemic corticosteroids or immunosuppressants before starting atezolizumab should be
avoided because of their potential interference with the pharmacodynamic activity and efficacy of
atezolizumab. However, systemic corticosteroids or other immunosuppressants can be used to treat
immune-related adverse reactions after starting atezolizumab (see section 4.4).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential have to use effective contraception during and for 5 months after
treatment with atezolizumab.

Pregnancy

There are no data from the use of atezolizumab in pregnant women. No developmental and
reproductive studies were conducted with atezolizumab. Animal studies have demonstrated that
inhibition of the PD-L1/PD-1 pathway in murine pregnancy models can lead to immune-related
rejection of the developing foetus resulting in foetal death (see section 5.3). These results indicate a
potential risk, based on its mechanism of action, that administration of atezolizumab during pregnancy
could cause foetal harm, including increased rates of abortion or stillbirth.
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Human immunoglobulins G1 (IgG1) are known to cross the placental barrier and atezolizumab is an
IgG1; therefore, atezolizumab has the potential to be transmitted from the mother to the developing
foetus.

Atezolizumab should not be used during pregnancy unless the clinical condition of the woman
requires treatment with atezolizumab.

Breast-feeding

It is unknown whether atezolizumab is excreted in human milk. Atezolizumab is a monoclonal
antibody and is expected to be present in the first milk and at low levels afterwards. A risk to the
newborns/infants cannot be excluded. A decision must be made whether to discontinue breast-feeding
or to discontinue Tecentriq therapy taking into account the benefit of breast-feeding for the child and
the benefit of therapy for the woman.

Fertility

No clinical data are available on the possible effects of atezolizumab on fertility. No reproductive and
development toxicity studies have been conducted with atezolizumab; however, based on the 26-week
repeat dose toxicity study, atezolizumab had an effect on menstrual cycles at an estimated AUC
approximately 6 times the AUC in patients receiving the recommended dose and was reversible (see
section 5.3). There were no effects on the male reproductive organs.

4.7 Effects on ability to drive and use machines

Tecentriq has minor influence on the ability to drive and use machines. Patients experiencing fatigue
should be advised not to drive and use machines until symptoms abate (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The safety of Tecentriq is based on pooled data in 2,160 patients with metastatic UC and NSCLC. The
most common adverse reactions were fatigue (35.4%), decreased appetite (25.5%), nausea (22.9%),
dyspnoea (21.8%), diarrhoea (18.6%), rash (18.6%), pyrexia (18.3%), vomiting (15.0%), arthralgia
(14.2%), asthenia (13.8%) and pruritus (11.3%).

Tabulated list of adverse reactions

The Adverse Drug Reactions (ADRs) are listed below by MedDRA system organ class (SOC) and
categories of frequency. The following categories of frequency have been used: very common (> 1/10),
common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare (= 1/10,000 to < 1/1,000), very
rare (< 1/10,000). Within each frequency grouping, adverse reactions are presented in the order of
decreasing seriousness.

10
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Table 2: Summary of adverse reactions occurring in patients treated with Tecentriq in clinical
trials

Blood and lymphatic system disorders

Common thrombocytopenia

Immune system disorders

Common hypersensitivity

Endocrine disorders

Common hypothyroidism®, hyperthyroidism®
Uncommon diabetes mellitus®, adrenal insufficiency!
Rare hypophysitis

Metabolism and nutrition disorders

Very common decreased appetite

Common hypokalaemia, hyponatremia

Nervous system disorders

Uncommon Guillain-Barré syndrome®, noninfective meningitis’

Rare noninfective encephalitisg, myasthenic syndrome"

Vascular disorders

Common hypotension

Respiratory, thoracic, and mediastinal disorders

Very Common dyspnoea

Common pneumonitis’, hypoxia, nasal congestion,

Gastrointestinal disorders

Very common nausea, vomiting, diarrhoea

Common abdominal pain, colitis’, dysphagia,
.o, . k . .

Uncommon pancreatitis®, lipase increased,

Rare amylase increase

Hepatobiliary disorders

Common AST increased, ALT increased

Uncommon hepatitis'

Skin and subcutaneous tissue disorders

Very Common rash™, pruritus

Musculoskeletal and connective tissue disorders

Very common arthralgia

Common musculoskeletal pain

General disorders and administration site conditions

Very Common pyrexia, fatigue, asthenia

Common infusion related reaction, influenza like illness, chills

11
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2 Includes reports of hypothyroidism, blood thyroid stimulating hormone increased, thyroiditis, blood thyroid
stimulating hormone decreased, myxoedema, thyroid function test abnormal, thyroiditis acute, thyroxine
decreased.

b Includes reports of hyperthyroidism, blood thyroid stimulating hormone increased, thyroiditis, blood thyroid
stimulating hormone decreased, endocrine ophthalmopathy, exophthalmus, thyroid function test abnormal,
thyroiditis acute, thyroxine decreased.

¢ Includes reports of diabetes mellitus and type 1 diabetes mellitus.

4 Includes reports of adrenal insufficiency, primary adrenal insufficiency, and Addison’s disease.

¢ Includes reports of Guillain-Barré syndrome and demyelinating polyneuropathy.

fIncludes reports of meningitis.

¢Includes reports of encephalitis.

h Reported in studies other than those in metastatic UC and NSCLC patients. The frequency is based on the
exposure in 6,000 patients across all atezolizumab clinical trials.

iIncludes reports of pneumonitis, lung infiltration, bronchiolitis, interstitial lung disease, radiation pneumonitis.
i Includes reports of colitis, autoimmune colitis, colitis ischaemic, colitis microscopic.

X Includes reports of pancreatitis and pancreatitis acute.

'Includes reports of autoimmune hepatitis, hepatitis, hepatitis acute.

™ Includes reports of acne, eczema, erythema, erythema of eyelid, erythema multiforme, exfoliative rash, eyelid
rash, folliculitis, furuncle, dermatitis, dermatitis acneiform, dermatitis allergic, dermatitis bullous, dermatitis
exfoliative, drug eruption, palmar-plantar erythrodysaesthesia syndrome, rash, rash erythematous, rash
generalised, rash macular, rash maculo-papular, rash papular, rash papulosquamous, rash pruritic, rash pustular,
seborrhoeic dermatitis, skin exfoliation, skin toxicity, skin ulcer, toxic skin eruption.

Description of selected adverse reactions

The data below reflect exposure to atezolizumab for clinically significant adverse reactions in clinical
studies (see section 5.1). The management guidelines for these adverse reactions are described in
sections 4.2 and 4.4.

Immune-related pneumonitis

Pneumonitis occurred in 3.1% (68/2,160) of patients who received atezolizumab for metastatic UC
and NSCLC. Of the 68 patients, one experienced a fatal event. The median time to onset was 3.5
months (range 3 days to 20.5 months). The median duration was 1.5 months (range 0 days to

15.1+ months; + denotes a censored value). Pneumonitis led to discontinuation of atezolizumab in 10
(0.5 %) patients. Pneumonitis requiring the use of corticosteroids occurred in 1.6% (34/2,160) of
patients receiving atezolizumab.

Immune-related hepatitis

Hepatitis occurred in 0.3% (7/2,160) of patients who received atezolizumab for metastatic UC and
NSCLC. The median time to onset was 1.1 months (range 9 days to 7.9 months). The median duration
was 1 month (range 9 days to 1.9+ months; + denotes a censored value). Hepatitis led to
discontinuation of atezolizumab in 2 (< 0.1%) patients. Hepatitis requiring the use of corticosteroids
occurred in 0.2% (5/2,160) of patients receiving atezolizumab.

Immune-related colitis

Colitis occurred in 1.1% (23/2,160) of patients who received atezolizumab for metastatic UC and
NSCLC. The median time to onset was 4 months (range 15 days to 15.2 months). The median duration
was 1.4 months (range 3 days to 17.8+ months; + denotes a censored value). Colitis led to
discontinuation of atezolizumab in 5 (0.2%) patients. Colitis requiring the use of corticosteroids
occurred in 0.5% (10/2,160) of patients receiving atezolizumab.

Immune-related endocrinopathies

Hypothyroidism occurred in 4.7% (101/2,160) of patients who received atezolizumab for metastatic
UC and NSCLC. The median time to onset was 5.5 months (range 15 days to 31.3 months).
Hyperthyroidism occurred in 1.7% (36/2,160) of patients who received atezolizumab for metastatic
UC and NSCLC. The median time to onset was 3.5 months (range 21 days to 31.3 months).

Adrenal insufficiency occurred in 0.3% (7/2,160) of patients who received atezolizumab for metastatic
UC and NSCLC. The median time to onset was 5.7 months (range: 3 days to 19 months). Adrenal

12
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insufficiency requiring the use of corticosteroids occurred in 0.3% (6/2,160) of patients receiving
atezolizumab.

Hypophysitis occurred in < 0.1% (1/2,160) of patients who received atezolizumab for metastatic UC
and NSCLC. The time to onset for this patient was 13.7 months.

Diabetes mellitus occurred in 0.3% (6/2,160) of patients who received atezolizumab for metastatic UC
and NSCLC. The time to onset ranged from 3 days to 6.5 months. Diabetes mellitus led to the
discontinuation of atezolizumab in 1 (< 0.1%) patient.

Immune-related meningoencephalitis

Meningitis occurred in 0.1% (3/2,160) of patients who received atezolizumab for metastatic UC and
NSCLC. The time to onset ranged from 15 to 16 days. All three patients required the use of
corticosteroids and discontinued atezolizumab.

Encephalitis occurred in < 0.1% (2/2,160) of patients who received atezolizumab for metastatic UC
and NSCLC. The time to onset was 14 and 16 days. Encephalitis led to discontinuation of
atezolizumab in 1 (< 0.1%) patient. Encephalitis requiring the use of corticosteroids occurred in
<0.1% (1/2,160) of patients receiving atezolizumab.

Immune-related neuropathies

Guillain-Barré syndrome and demyelinating polyneuropathy occurred in 0.2% (5/2,160) of patients
who received atezolizumab for metastatic UC and NSCLC. The median time to onset was 7 months
(range: 18 days to 8.1 months). The median duration was 4.6 months (0+ day to 8.3+ months; +
denotes a censored value). Guillain-Barré syndrome led to discontinuation of atezolizumab in 1 patient
(< 0.1%). Guillain-Barré syndrome requiring the use of corticosteroids occurred in < 0.1% (2/2,160) of
patients receiving atezolizumab.

Myasthenic syndrome

Myasthenia gravis occurred in < 0.1% (4/6,000) of patients across all atezolizumab clinical trials in
multiple tumour types. The time to onset ranged from 20 days to 4 months. All four patients
discontinued atezolizumab. Myasthenic syndrome/myasthenia gravis requiring the use of
corticosteroids occurred in < 0.1% (3/6,000) of patients receiving atezolizumab.

Immune-related pancreatitis

Pancreatitis, including amylase increased and lipase increased, occurred in 0.5% (10/2,160) of patients
who received atezolizumab for metastatic UC and NSCLC. The median time to onset was 5.5 months
(range: 9 days to 16.9 months). The median duration was 19 days (range 3 days to 11.2+ months; +
denotes a censored value). Pancreatitis requiring the use of corticosteroids occurred in < 0.1%
(2/2,160) of patients receiving atezolizumab.

Immunogenicity

In study IMvigor210, 43.9% of patients tested positive for anti-atezolizumab antibodies (ATAs) at one
or more post-dose time points. In study OAK (GO28915), the treatment-emergent ATA rate was
30.4%. Overall, ATA positivity appeared to have no clinically relevant impact on pharmacokinetics,
efficacy or safety.

No data are available to allow conclusions to be drawn on any possible effect of neutralising
antibodies.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions the national reporting system listed
in Appendix V.

13
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4.9 Overdose

There is no information on overdose with atezolizumab.

In case of overdose, patients should be closely monitored for signs or symptoms of adverse reactions,
and appropriate symptomatic treatment instituted.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies. ATC code: not yet
assigned

Mechanism of action

Programmed death-ligand 1 (PD-L1) may be expressed on tumour cells and/or tumour-infiltrating
immune cells, and can contribute to the inhibition of the antitumour immune response in the tumour
microenvironment. Binding of PD-L1 to the PD-1 and B7.1 receptors found on T-cells and antigen
presenting cells suppresses cytotoxic T-cell activity, T-cell proliferation and cytokine production.

Atezolizumab is an Fc-engineered, humanised immunoglobulin G1 (IgG1) monoclonal antibody that
directly binds to PD-L1 and provides a dual blockade of the PD-1 and B7.1 receptors, releasing
PD-L1/PD-1 mediated inhibition of the immune response, including reactivating the antitumour
immune response without inducing antibody-dependent cellular cytotoxicity. Atezolizumab spares the
PD-L2/PD-1 interaction allowing PD-L2/PD-1 mediated inhibitory signals to persist.

Clinical efficacy and safety

Duration of treatment

For previously untreated patients, treatment with Tecentriq was permitted until disease progression.

For previously treated patients in the pivotal studies treatment with Tecentriq was permitted until loss

of clinical benefit as defined by the following criteria:

o Absence of symptoms and signs (including worsening of laboratory values [e.g., new or
worsening hypercalcaemia]) indicating unequivocal progression of disease

. No decline in ECOG performance status

. Absence of tumour progression at critical anatomical sites (e.g., leptomeningeal disease) that
cannot be readily managed and stabilised by protocol-allowed medical interventions prior to
repeat dosing

. Evidence of clinical benefit as assessed by the investigator

Urothelial carcinoma

IMvigor211 (G0O29294): Randomised trial in locally advanced or metastatic UC patients previously
treated with chemotherapy

A phase 111, open-label, multi-center, international, randomised study, (IMvigor211), was conducted to
evaluate the efficacy and safety of atezolizumab compared with chemotherapy (investigator’s choice
of vinflunine, docetaxel, or paclitaxel) in patients with locally advanced or metastatic UC who
progressed during or following a platinum-containing regimen. This study excluded patients who had
a history of autoimmune disease; active or corticosteroid-dependent brain metastases; administration
of a live, attenuated vaccine within 28 days prior to enrolment; and administration of systemic
immunostimulatory agents within 4 weeks or systemic immunosuppressive medicinal product within

2 weeks prior to enrolment. Tumour assessments were conducted every 9 weeks for the first 54 weeks,
and every 12 weeks thereafter. Tumour specimens were evaluated prospectively for PD-L1 expression
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on tumour-infiltrating immune cells (IC) and the results were used to define the PD-L1 expression
subgroups for the analyses described below.

A total of 931 patients were enrolled. Patients were randomised (1:1) to receive either atezolizumab or
chemotherapy. Randomisation was stratified by chemotherapy (vinflunine vs taxane), PD-L1
expression status on IC (< 5% vs > 5%), number of prognostic risk factors (0 vs. 1-3), and liver
metastases (yes vs. no). Prognostic risk factors included time from prior chemotherapy of < 3 months,
ECOG performance status > 0 and hemoglobin < 10 g/dL.

Atezolizumab was administered as a fixed dose of 1,200 mg by intravenous infusion every 3 weeks.
No dose reduction of atezolizumab was allowed. Patients were treated until loss of clinical benefit as
assessed by the investigator or unacceptable toxicity. Vinflunine was administered 320 mg/m?* by
intravenous infusion on day 1 of each 3-week cycle until disease progression or unacceptable toxicity.
Paclitaxel was administered 175 mg/m? by intravenous infusion over 3 hours on day 1 of each 3-week
cycle until disease progression or unacceptable toxicity. Docetaxel was administered 75 mg/m?* by
intravenous infusion on day 1 of each 3-week cycle until disease progression or unacceptable toxicity.
For all treated patients, the median duration of treatment was 2.8 months for the atezolizumab arm,
2.1 months for the vinflunine and paclitaxel arms and 1.6 months for the docetaxel arm.

The demographic and baseline disease characteristics of the primary analysis population were well
balanced between the treatment arms. The median age was 67 years (range: 31 to 88), and 77.1% of
patients were male. The majority of patients were white (72.1%), 53.9% of patients within the
chemotherapy arm received vinflunine, 71.4% of patients had at least one poor prognostic risk factor
and 28.8% had liver metastases at baseline. Baseline ECOG performance status was 0 (45.6%) or 1
(54.4%). Bladder was the primary tumour site for 71.1% of patients and 25.4% of patients had upper
tract urothelial carcinoma. There were 24.2% of patients who received only prior platinum-containing
adjuvant or neoadjuvant therapy and progressed within 12 months.

The primary efficacy endpoint for IMvigor211 is overall survival (OS). Secondary efficacy endpoints
evaluated per investigator-assessed Response Evaluation Criteria in Solid Tumors (RECIST) v1.1 are
objective response rate (ORR), progression-free survival (PFS), and duration of response (DOR).
Comparisons with respect to OS between the treatment arm and control arm within the IC2/3, IC1/2/3,
and ITT (Intention-to-treat, i.e. all comers) populations were tested using a hierarchical fixed-sequence
procedure based on a stratified log-rank test at two-sided level of 5% as follows: step 1) IC2/3
population; step 2) IC1/2/3 population; step 3) all comers population. OS results for each of steps 2
and 3 could be formally tested for statistical significance only if the result in the preceding step was
statistically significant.

The median survival follow-up is 17 months. The primary analysis of study IMvigor211 did not meet
its primary endpoint of OS. Atezolizumab did not demonstrate a statistically significant survival
benefit compared to chemotherapy in patients with previously treated, locally advanced or metastatic
urothelial carcinoma. Per the pre-specified hierarchical testing order, the IC2/3 population was tested
first, with an OS HR of 0.87 (95% CI: 0.63, 1.21; median OS of 11.1 vs. 10.6 months for atezolizumab
and chemotherapy respectively). The stratified log-rank p-value was 0.41 and therefore the results are
considered not statistically significant in this population. As a consequence, no formal tests of
statistical significance could be performed for OS in the IC1/2/3 or all comer populations, and results
of those analyses would be considered exploratory. The key results in the all comer population are
summarised in Table 3. The Kaplan-Meier curve for OS in the all comer population is presented in
Figure 1.
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Table 3: Summary of efficacy in all comers (IMvigor211)

Efficacy endpoint Atezolizumab Chemotherapy
(n=467) (n=464)
Primary efficacy endpoint
oS
No. of deaths (%) 324 (69.4%) 350 (75.4%)
Median time to events (months) 8.6 8.0
95% CI 7.8,9.6 7.2,8.6

Stratified* hazard ratio (95% CI)

0.85 (0.73, 0.99)

p-value** 0.0378
12-month OS (%)* 39.2% 32.4%
Secondary and exploratory endpoints
Investigator-assessed PFS (RECIST v1.1)
No. of events (%) 407 (87.2%) 410 (88.4%)
Median duration of PFS (months) 2.1 4.0
95% CI 2.1,2.2 34,42
Stratified hazard ratio (95% CI) 1.10 (0.95, 1.26)
Investigator-assessed ORR (RECIST v1.1) n =462 n=461
No. of confirmed responders (%) 62 (13.4%) 62 (13.4%)
95% CI 10.45, 16.87 10.47,16.91
No. of complete response (%) 16 (3.5%) 16 (3.5%)
No. of partial response (%) 46 (10.0%) 46 (10.0%)
No. of stable disease (%) 92 (19.9%) 162 (35.1%)
Investigator-assessed DOR (RECIST v1.1) n=062 n==62
Median in months *** 21.7 7.4
95% CI 13.0,21.7 6.1,10.3

Cl=confidence interval; DOR=duration of response; ORR=objective response rate; OS=overall survival,

PFS=progression-free survival, RECIST=Response Evaluation Criteria in Solid Tumours v1.1.

* Based on Kaplan-Meier estimate

F Stratified by chemotherapy (vinflunine vs taxane), status on IC (<5% vs. > 5%), number of prognostic risk

factors (0 vs. 1-3), and liver metastases (yes vs. no).

** Based on the stratified log-rank test; provided for descriptive purposes only; according to the pre-specified
analysis hierarchy, the p-value for the OS analysis in the all comer population cannot be considered statistically

significant.

*#% Responses were ongoing in 63% of responders in the atezolizumab arm and in 21% of responders in the

chemotherapy arm.
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Figure 1: Kaplan-Meier curve for overall survival (IMvigor211)
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IMvigor210 (GO29293). Single-arm trial in previously untreated urothelial carcinoma patients who
are ineligible for cisplatin therapy and in urothelial carcinoma patients previously treated with
chemotherapy

A phase II, multi-centre, international, two-cohort, single-arm clinical trial, IMvigor210, was
conducted in patients with locally advanced or metastatic UC (also known as urothelial bladder
cancer).

The study enrolled a total of 438 patients and had two patient cohorts. Cohort 1 included previously
untreated patients with locally advanced or metastatic UC who were ineligible or unfit for
cisplatin-based chemotherapy or had disease progression at least 12 months after treatment with a
platinum-containing neoadjuvant or adjuvant chemotherapy regimen. Cohort 2 included patients who
received at least one platinum-based chemotherapy regimen for locally advanced or metastatic UC or
had disease progression within 12 months of treatment with a platinum-containing neoadjuvant or
adjuvant chemotherapy regimen.

In Cohort 1, 119 patients were treated with atezolizumab 1,200 mg by intravenous infusion every
3 weeks until disease progression. The median age was 73 years. Most patients were male (81%), and
the majority of patients were White (91%).

Cohort 1 included 45 patients (38%) with ECOG performance status of 0, 50 patients (42%) with
ECOG performance status of 1 and 24 patients (20%) with ECOG performance status of 2, 35 patients
(29%) with no Bajorin risk factors (ECOG performance status > 2 and visceral metastasis), 66 patients
(56%) with one Bajorin risk factor and 18 patients (15 %) with two Bajorin risk factors, 84 patients
(71%) with impaired renal function (glomerular filtration rate [GFR] < 60 mL/min), and 25 patients
(21%) with liver metastasis.

The primary efficacy endpoint for Cohort 1 was confirmed objective response rate (ORR) as assessed
by an independent review facility (IRF) using RECIST v1.1.

The primary analysis was performed when all patients had at least 24 weeks of follow-up. Median
duration of treatment was 15.0 weeks and median duration of survival follow-up was 8.5 months in all
comers. Clinically relevant IRF-assessed ORRs per RECIST v1.1 were shown; however, when
compared to a pre-specified historical control response rate of 10%, statistical significance was not
reached for the primary endpoint. The confirmed ORRs per IRF-RECIST v1.1 were 21.9% (95% CI:
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9.3, 40.0) in patients with PD-L1 expression > 5%, 18.8% (95% CI: 10.9, 29.0) in patients with PD-L1
expression > 1%, and 19.3% (95% CI: 12.7, 27.6) in all comers. The median duration of response
(DOR) was not reached in any PD-L1 expression subgroup or in all comers. OS was not mature with
an event patient ratio of approximately 40%. Median OS for all patient subgroups (PD-L1 expression
>5%and =1 %) and in all comers was 10.6 months.

An updated analysis was performed with a median duration of survival follow-up of 17.2 months for
Cohort 1 and is summarised in Table 4. The median DOR was not reached in any PD-L1 expression

subgroup or in all comers.

Table 4: Summary of updated efficacy (IMvigor210 Cohort 1)

PD-L1 PD-L1
Efficacy endpoint expression of expression of All Comers
>5% in IC >1% in IC

ORR (IRF-assessed; RECIST v1.1) n=232 n=80 n=119
No. of Responders (%) 9 (28.1%) 19 (23.8%) 27 (22.7%)
95% CI 13.8,46.8 15.0, 34.6 15.5,31.3
No. of complete response (%) 4 (12.5%) 8 (10.0%) 11 (9.2%)
95% CI (3.5,29.0) (4.4, 18.8) (4.7, 15.9)
No. of partial response (%) 5 (15.6%) 11 (13.8%) 16 (13.4%)
95% CI (5.3,32.8) (7.1,23.3) (7.9, 20.9)

DOR (IRF-assessed; RECIST vl.1) n=9 n=19 n=27
Patients with event (%) 3(33.3%) 5(26.3%) 8 (29.6%)
Median (months) (95% CI) NE (11.1, NE) NE (NE) NE (14.1, NE)

PFS (IRF-assessed; RECIST v1.1) n=232 n=80 n=119
Patients with event (%) 24 (75.0%) 59 (73.8%) 88 (73.9%)
Median (months) (95% CI) 4.1(2.3,11.8) 292.1,54) 2.7(2.1,4.2)

os n=232 n=2380 n=119
Patients with event (%) 18 (56.3%) 42 (52.5%) 59 (49.6%)
Median (months) (95% CI) 12.3 (6.0, NE) 14.1 (9.2, NE) 15.9 (10.4, NE)
1-year OS rate (%) 52.4% 54.8% 57.2%

Cl=confidence interval; DOR=duration of response; IC= tumour-infiltrating immune cells; IRF= independent
review facility; NE=not estimable; ORR=objective response rate; OS=overall survival; PFS=progression-free
survival; RECIST=Response Evaluation Criteria in Solid Tumours v1.1.

In Cohort 2, the co-primary efficacy endpoints were confirmed ORR as assessed by an IRF using
RECIST vl1.1 and investigator-assessed ORR according to Modified RECIST (mRECIST) criteria.
There were 310 patients treated with atezolizumab 1,200 mg by intravenous infusion every 3 weeks
until loss of clinical benefit. The primary analysis of Cohort 2 was performed when all patients had at
least 24 weeks of follow-up. The study met its co-primary endpoints in Cohort 2, demonstrating
statistically significant ORRs per IRF-assessed RECIST v1.1 and investigator-assessed mRECIST
compared to a pre-specified historical control response rate of 10%.

An analysis was also performed with a median duration of survival follow-up of 21.1 months for
Cohort 2. The confirmed ORRs per IRF-RECIST v1.1 were 28.0% (95% CI: 19.5, 37.9) in patients
with PD-L1 expression > 5%, 19.3% (95% CI: 14.2, 25.4) in patients with PD-L1 expression > 1%,
and 15.8% (95% CI: 11.9, 20.4) in all comers. The confirmed ORR per investigator-assessed
mRECIST was 29.0% (95% CI: 20.4, 38.9) in patients with PD-L1 expression > 5%, 23.7% (95% CI:
18.1, 30.1) in patients with PD-L1 expression > 1%, and 19.7% (95% CI: 15.4, 24.6) in all comers.
The rate of complete response per IRF-RECIST v1.1 in the all comer population was 6.1% (95% CI:
3.7, 9.4). For Cohort 2, median DOR was not reached in any PD-L1 expression subgroup or in all
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comers, however was reached in patients with PD-L1 expression < 1% (13.3 months; 95% CI 4.2, NE).
The OS rate at 12 month was 37% in all comers.

Non-small cell lung cancer

OAK (GO28915): Randomised phase 11 trial in locally advanced or metastatic NSCLC patients
previously treated with chemotherapy

A phase III, open-label, multi-center, international, randomised study, OAK, was conducted to
evaluate the efficacy and safety of atezolizumab compared with docetaxel in patients with locally
advanced or metastatic NSCLC who progressed during or following a platinum-containing regimen.
This study excluded patients who had a history of autoimmune disease, active or
corticosteroid-dependent brain metastases, administration of a live, attenuated vaccine within 28 days
prior to enrolment, administration of systemic immunostimulatory agents within 4 weeks or systemic
immunosuppressive medicinal product within 2 weeks prior to enrolment. Tumour assessments were
conducted every 6 weeks for the first 36 weeks, and every 9 weeks thereafter. Tumour specimens were
evaluated prospectively for PD-L1 expression on tumour cells (TC) and tumour-infiltrating immune
cells (IC).

A total of 1225 patients were enrolled and per the analysis plan the first 850 randomised patients were
included in the primary efficacy analysis. Randomisation was stratified by PD-L1 expression status on
IC, by the number of prior chemotherapy regimens, and by histology. Patients were randomised (1:1)
to receive either atezolizumab or docetaxel.

Atezolizumab was administered as a fixed dose of 1,200 mg by intravenous infusion every 3 weeks.
No dose reduction was allowed. Patients were treated until loss of clinical benefit as assessed by the
investigator. Docetaxel was administered 75 mg/m? by intravenous infusion on day 1 of each 3-week
cycle until disease progression. For all treated patients, the median duration of treatment was

2.1 months for the docetaxel arm and 3.4 months for the atezolizumab arm.

The demographic and baseline disease characteristics of the primary analysis population were well
balanced between the treatment arms. The median age was 64 years (range: 33 to 85), and 61% of
patients were male. The majority of patients were white (70%). Approximately three-quarters of
patients had non-squamous histology (74%), 10% had known EGFR mutation, 0.2% had known ALK
rearrangements, 10% had CNS metastases at baseline, and most patients were current or previous
smokers (82%). Baseline ECOG performance status was 0 (37%) or 1 (63%). Seventy five percent of
patients received only one prior platinum-based therapeutic regimen.

The primary efficacy endpoint was OS. The key results of this study with a median survival follow-up
of 21 months are summarised in Table 5. Kaplan-Meier curves for OS in the ITT population are
presented in Figure 2. Figure 3 summarises the results of OS in the ITT and PD-L1 subgroups,
demonstrating OS benefit with atezolizumab in all subgroups, including those with PD-L1

expression < 1% in TC and IC.
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Table 5: Summary of efficacy in the primary analysis population (all comers)* (OAK)

Efficacy endpoint Atezolizumab Docetaxel
(n =425) (n =425)
Primary efficacy endpoint
os
No. of deaths (%) 271 (64%) 298 (70%)
Median time to events (months) 13.8 9.6
95% CI (11.8,15.7) (8.6,11.2)
Stratified* hazard ratio (95% CI) 0.73 (0.62, 0.87)
p-value** 0.0003
12-month OS (%)*** 218 (55%) 151 (41%)
18-month OS (%)*** 157 (40%) 98 (27%)
Secondary endpoints
Investigator-assessed PFS (RECIST v1.1)
No. of events (%) 380 (89%) 375 (88%)
Median duration of PFS (months) 2.8 4.0
95% CI (2.6,3.0) (3.3,42)
Stratified hazard ratio (95% CI) 0.95(0.82, 1.10)
Investigator-assessed ORR (RECIST v1.1)
No. of responders (%) 58 (14%) 57 (13%)
95% CI (10.5,17.3) (10.3, 17.0)
Investigator-assessed DOR (RECIST v1.1) n=>58 n=>57
Median in months 16.3 6.2
95% CI (10.0,NE) (4.9, 7.6)

Cl=confidence interval; DOR=duration of response; NE=not estimable; ORR=objective response rate;
OS=overall survival; PFS=progression-free survival; RECIST=Response Evaluation Criteria in Solid Tumours
vl.1l.

*The primary analysis population consists of the first 850 randomised patients

FStratified by PD-L1 expression in tumour infiltrating immune cells, the number of prior chemotherapy
regimens, and histology

** Based on the stratified log-rank test

*** Based on Kaplan-Meier estimates
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Figure 2: Kaplan-Meier curve for overall survival in the primary analysis population (all
comers) (OAK)
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Figure 3: Forest plot of overall survival by PD-L1 expression in the primary analysis population
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An improvement in OS was observed with atezolizumab compared to docetaxel in both non-squamous
NSCLC patients (hazard ratio [HR] of 0.73, 95% CI: 0.60, 0.89; median OS of 15.6 vs. 11.2 months
for atezolizumab and docetaxel, respectively) and squamous NSCLC patients (HR of 0.73,

95% CI: 0.54, 0.98; median OS of 8.9 vs. 7.7 months for atezolizumab and docetaxel, respectively).
The observed OS improvement was consistently demonstrated across subgroups of patients including
those with brain metastases at baseline (HR of 0.54, 95% CI: 0.31, 0.94; median OS of 20.1

vs. 11.9 months for atezolizumab and docetaxel respectively) and patients who were never smokers
(HR 0of 0.71, 95% CI: 0.47, 1.08; median OS of 16.3 vs. 12.6 months for atezolizumab and docetaxel,
respectively). However, patients with EGFR mutations did not show improved OS with atezolizumab
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compared to docetaxel (HR of 1.24, 95% CI: 0.71, 2.18; median OS of 10.5 vs. 16.2 months for
atezolizumab and docetaxel, respectively).

Prolonged time to deterioration of patient-reported pain in chest as measured by the EORTC
QLQ-LC13 was observed with atezolizumab compared to docetaxel (HR of 0.71, 95% CI: 0.49, 1.05;
median not reached in either arm). The time to deterioration in other lung cancer symptoms (i.e. cough,
dyspnoea, and arm/shoulder pain) as measured by the EORTC QLQ-LC13 was similar between
atezolizumab and docetaxel. These results should be interpreted with caution due to the open-label
design of the study.

POPLAR (GO28753): Randomised phase Il trial in locally advanced or metastatic NSCLC patients
previously treated with chemotherapy

A phase II, multi-centre, international, randomised, open-label, controlled study, POPLAR, was
conducted in patients with locally advanced or metastatic NSCLC who progressed during or following
a platinum-containing regimen, regardless of PD-L1 expression. The primary efficacy outcome was
overall survival. A total of 287 patients were randomised 1:1 to receive either atezolizumab (1,200 mg
by intravenous infusion every 3 weeks until loss of clinical benefit) or docetaxel (75 mg/m?* by
intravenous infusion on day 1 of each 3-week cycle until disease progression). Randomisation was
stratified by PD-L1 expression status on IC, by the number of prior chemotherapy regimens and by
histology. An updated analysis with a total of 200 deaths observed and a median survival follow-up of
22 months showed a median OS of 12.6 months in patients treated with atezolizumab, vs. 9.7 months
in patients treated with docetaxel (HR of 0.69, 95% CI: 0.52, 0.92). ORR was 15.3% vs. 14.7% and
median DOR was 18.6 months vs. 7.2 months for atezolizumab vs. docetaxel, respectively.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Tecentriq in all subsets of the paediatric population in the treatment of malignant neoplasms (except
central nervous system tumours, haematopoietic and lymphoid tissue neoplasms) (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

Exposure to atezolizumab increased dose proportionally over the dose range 1 mg/kg to 20 mg/kg
including the fixed dose 1,200 mg administered every 3 weeks. A population analysis that included
472 patients described atezolizumab pharmacokinetics for the dose range: 1 to 20 mg/kg with a linear
two-compartment disposition model with first-order elimination. A population pharmacokinetic
analysis suggests that steady-state is obtained after 6 to 9 weeks (2 to 3 cycles) of repeated dosing. The
systemic accumulation in area under the curve, maximum concentration and trough concentration was
1.91, 1.46 and 2.75-fold, respectively.

Absorption

Atezolizumab is administered as an intravenous infusion. There have been no studies performed with
other routes of administration.

Distribution

A population pharmacokinetic analysis indicates that central compartment volume of distribution is
3.28 L and volume at steady-state is 6.91 L in the typical patient.

Biotransformation

The metabolism of atezolizumab has not been directly studied. Antibodies are cleared principally by
catabolism.
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Elimination

A population pharmacokinetic analysis indicates that the clearance of atezolizumab is 0.200 L/day and
the typical terminal elimination half-life is 27 days.

Special populations

Based on population PK and exposure-response analyses age (21-89 years), region, ethnicity, renal
impairment, mild hepatic impairment, level of PD-L1 expression, or ECOG performance status have
no effect on atezolizumab pharmacokinetics. Body weight, gender, positive ATA status, albumin
levels and tumour burden have a statistically significant, but not clinically relevant effect on
atezolizumab pharmacokinetics. No dose adjustments are recommended.

Elderly

No dedicated studies of atezolizumab have been conducted in elderly patients. The effect of age on the
pharmacokinetics of atezolizumab was assessed in a population pharmacokinetic analysis. Age was
not identified as a significant covariate influencing atezolizumab pharmacokinetics based on patients
of age range of 21-89 years (n=472), and median of 62 years of age. No clinically important difference
was observed in the pharmacokinetics of atezolizumab among patients < 65 years (n=274), patients
between 65—75 years (n=152) and patients > 75 years (n=46) (see section 4.2).

Paediatric population

No studies have been conducted to investigate the pharmacokinetics of atezolizumab in children or
adolescents.

Renal impairment

No dedicated studies of atezolizumab have been conducted in patients with renal impairment. In the
population pharmacokinetic analysis, no clinically important differences in the clearance of
atezolizumab were found in patients with mild (estimated glomerular filtration rate [eGFR] 60 to

89 mL/min/1.73 m* n=208) or, moderate (¢GFR 30 to 59 mL/min/1.73 m? n=116) renal impairment
compared to patients with normal (eGFR greater than or equal to 90 mL/min/1.73 m?; n=140) renal
function. Only a few patients had severe renal impairment (eGFR 15 to 29 mL/min/1.73 m*; n=8) (see
section 4.2). The effect of severe renal impairment on the pharmacokinetics of atezolizumab is
unknown.

Hepatic impairment

No dedicated studies of atezolizumab have been conducted in patients with hepatic impairment. In the
population pharmacokinetic analysis, there were no clinically important differences in the clearance of
atezolizumab between patients with mild hepatic impairment (bilirubin < ULN and AST > ULN or
bilirubin > 1.0 X to 1.5 X ULN and any AST, n=71) and normal hepatic function (bilirubin and AST
< ULN, n=401). No data are available in patients with either moderate or severe hepatic impairment.
Hepatic impairment was defined by the National Cancer Institute (NCI) criteria of hepatic dysfunction
(see section 4.2). The effect of moderate or severe hepatic impairment (bilirubin > 1.5 % to 3 x ULN
and any AST or bilirubin > 3 x ULN and any AST) on the pharmacokinetics of atezolizumab is
unknown.

5.3  Preclinical safety data

Carcinogenicity

Carcinogenicity studies have not been performed to establish the carcinogenic potential of
atezolizumab.
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Mutagenicity

Mutagenicity studies have not been performed to establish the mutagenic potential of atezolizumab.
However, monoclonal antibodies are not expected to alter DNA or chromosomes.

Fertility

No fertility studies have been conducted with atezolizumab; however assessment of the cynomolgus
monkey male and female reproductive organs was included in the chronic toxicity study. Weekly
administration of atezolizumab to female monkeys at an estimated AUC approximately 6 times the
AUC in patients receiving the recommended dose caused an irregular menstrual cycle pattern and a
lack of newly formed corpora lutea in the ovaries which were reversible. There was no effect on the
male reproductive organs.

Teratogenicity

No reproductive or teratogenicity studies in animals have been conducted with atezolizumab. Animal
studies have demonstrated that inhibition of the PD-L1/PD-1 pathway can lead to immune-related
rejection of the developing foetus resulting in foetal death. Administration of atezolizumab could
cause foetal harm, including embryo-foetal lethality.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

L-histidine

Glacial acetic acid

Sucrose

Polysorbate 20

Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life
Unopened vial
2 years.

Diluted solution

Chemical and physical in-use stability has been demonstrated for no more than 24 hours at 2 °C to
8 °C or 8 hours at ambient temperature (< 30 °C) from the time of preparation.

From a microbiological point of view, the prepared solution for infusion should be used immediately.

If not used immediately, in-use storage times and conditions prior to use are the responsibility of the
user.

24



Atezolizumab 1.6 SMENC I 1T 2l AR SF I B 2 ok Page 83

6.4 Special precautions for storage

Store in a refrigerator (2 °C — 8 °C).

Do not freeze.

Keep the vial in the outer carton in order to protect from light.

For storage conditions after dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Type I glass-vial with a butyl rubber stopper containing 20 mL of solution.
Pack of one vial.

6.6  Special precautions for disposal and other handling

Tecentriq does not contain any antimicrobial preservative and should be prepared by a healthcare
professional using aseptic technique.

Do not shake.

Instructions for dilution

Twenty mL of Tecentriq concentrate should be withdrawn from the vial and diluted into a 250 mL
PVC, polyethylene (PE) or polyolefin infusion bag containing sodium chloride 9 mg/mL (0.9%)
solution for injection. After dilution, one mL of solution should contain approximately 4.4 mg of
Tecentriq (1,200 mg/270 mL). The bag should be gently inverted to mix the solution in order to avoid
foaming. Once the infusion is prepared it should be administered immediately (see section 6.3).

Parenteral medicinal products should be inspected visually for particulates and discolouration prior to
administration. If particulates or discoloration are observed, the solution should not be used.

No incompatibilities have been observed between Tecentriq and intravenous bags with
product-contacting surfaces of polyvinyl chloride (PVC), polyethylene (PE) or polyolefin (PO). In
addition, no incompatibilities have been observed with in-line filter membranes composed of
polyethersulfone or polysulfone, and infusion sets and other infusion aids composed of PVC, PE,
polybutadiene, or polyetherurethane. The use of in-line filter membranes is optional.

Disposal

The release of Tecentriq in the environment should be minimised. Any unused medicinal product or
waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Roche Registration Limited
6 Falcon Way

Shire Park

Welwyn Garden City

AL7 ITW

United Kingdom
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1220/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX IT

A. MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

F. Hoffmann-La Roche AG
Grenzacherstrasse 124
4070 Basel
SWITZERLAND

Name and address of the manufacturer responsible for batch release

Roche Pharma AG
Emil-Barell-Strasse 1
79639 Grenzach-Whylen
GERMANY

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product

Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports

The requirements for submission of periodic safety update reports for this medicinal product are set

out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive

2001/83/EC and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder shall submit the first periodic safety update report for this product

within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the

agreed RMP presented in Module 1.8.2 of the marketing authorisation and any agreed subsequent

updates of the RMP.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

° Additional risk minimisation measures

Prior to launch of Tecentriq in each Member State the marketing authorisation holder (MAH) must
agree about the content and format of the educational programme, including communication media,
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distribution modalities, and any other aspects of the programme, with the National Competent
Authority.

The educational programme is aimed at increasing awareness and providing information concerning
the signs and symptoms of certain important identified risks of atezolizumab, including immune-
related pneumonitis, hepatitis, colitis, hypothyroidism, hyperthyroidism, adrenal insufficiency,
hypophysitis, type 1 diabetes mellitus, neuropathies, meningoencephalitis, pancreatitis, and infusion
related reactions, and how to manage them.

The MAH shall ensure that in each Member State where Tecentriq is marketed, all healthcare
professionals and patients/carers who are expected to prescribe and use Tecentriq have access to/are
provided with the following educational package:

o Physician educational material

. Patient Alert Card

The physician educational material should contain:

o The Summary of Product Characteristics
o Guide for healthcare professionals
. The Guide for healthcare professionals shall contain the following key elements:

- Relevant information (e.g. seriousness, severity, frequency, time to onset, reversibility as

applicable) of the following safety concerns associated with the use of Tecentriq:

- Immune-Related Hepatitis

- Immune-Related Pneumonitis

- Immune-Related Colitis

- Immune-Related Pancreatitis

- Immune-Related Endocrinopathies (Type 1 Diabetes Mellitus, Hypothyroidism,
Hyperthyroidism, Adrenal Insufficiency and Hypophysitis)

- Immune-Related Neuropathies (Guillain-Barre Syndrome, Myasthenic Syndrome /
Myasthenia Gravis)

- Immune-Related Meningoencephalitis

- Infusion-Related Reactions

- Description of the signs and symptoms of immune-related adverse reactions.

- Details on how to minimise the safety concerns through appropriate monitoring and
management.

- Reminder to distribute the patient alert card to all patients receiving treatment with
Tecentriq and to advise them to show it to any healthcare professional who may treat
them.

- Reminder to educate patients/caregivers about the symptoms of immune-related adverse
reactions and of the need to report them immediately to the physician.

The patient alert card shall contain the following key messages:

. Brief introduction to atezolizumab (indication and purpose of this tool)

o Information that atezolizumab can cause serious side effects during or after treatment, that need
to be treated right away

. Description of the main signs and symptoms of the following safety concerns and reminder of
the importance of notifying their treating physician immediately if symptoms occur, persist or
worsen:

- Immune-Related Hepatitis

- Immune-Related Pneumonitis

- Immune-Related Colitis

- Immune-Related Pancreatitis

- Immune-Related Endocrinopathies (Type 1 Diabetes Mellitus, Hypothyroidism,
Hyperthyroidism, Adrenal Insufficiency and Hypophysitis)

- Immune-Related Neuropathies (Guillain-Barre Syndrome, Myasthenic Syndrome /
Myasthenia Gravis)

- Immune-Related Meningoencephalitis
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- Infusion-Related Reactions

o Warning message for patients on the importance of consulting their doctor immediately in case
they develop any of the listed signs and symptoms and on the important not attempting to treat
themselves.

o Reminder to carry the Patient Alert Card at all times and to show it to all healthcare
professionals that may treat them.

o The card should also prompt to enter contact details of the physician and include a warning
message for healthcare professionals treating the patient at any time, including in conditions of
emergency, that the patient is using Tecentriq.

o Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

Description Due date
Post-authorisation efficacy study (PAES): In order to further evaluate the efficacy of Submission of
atezolizumab for the treatment of patients with locally advanced or metastatic study results:

urothelial cancer, the MAH should submit the final OS results of study IMvigor210. 30 June 2019

Post-authorisation efficacy study (PAES): In order to further evaluate the efficacy of Submission of
atezolizumab compared with chemotherapy for the second/third line treatment of study results:

patients with locally advanced or metastatic urothelial cancer, the MAH should submit 31 May 2019
the final CSR of study IMvigor211.

Post-authorisation efficacy study (PAES): In order to evaluate the efficacy of Submission of
atezolizumab monotherapy versus atezolizumab plus carboplatin/gemcitabine versus study results:

placebo plus cisplatin/gemcitabine in patients with locally advanced or metastatic 31 July 2021

urothelial cancer who are platinum —ineligible and —eligible patients, the MAH should
submit the final CSR of study IMvigor130.
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ANNEX IIT

LABELLING AND PACKAGE LEAFLET

31



Atezolizumab 1.6 SMENC I 1T 2l AR SF I B 2 ok Page 90

A. LABELLING

32



Atezolizumab 1.6 SR EIC IS PRI B9 2 ok Page 91

PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Tecentriq 1,200 mg concentrate for solution for infusion
atezolizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each 20 mL vial of concentrate contains 1,200 mg atezolizumab
After dilution, 1 mL of solution contains approximately 4.4 mg of atezolizumab

3. LIST OF EXCIPIENTS

Excipients: L-histidine, glacial acetic acid, sucrose, polysorbate 20, water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
1,200 mg/20 mL
1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For intravenous use after dilution.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Do not shake the vial

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Keep the vial in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Roche Registration Limited
6 Falcon Way

Shire Park

Welwyn Garden City

AL7 ITW

United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1220/001

13. BATCH NUMBER

Batch

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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VIAL

MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Tecentriq 1,200 mg concentrate for solution for infusion
atezolizumab
Intravenous use

2. METHOD OF ADMINISTRATION

For intravenous use after dilution.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1,200 mg/20 mL

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Tecentriq 1,200 mg concentrate for solution for infusion
atezolizumab

W This medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you are given this medicine because it contains important
information for you.

o Keep this leaflet. You may need to read it again.
o If you have any further questions, ask your doctor or nurse.
o If you get any side effects, talk to your doctor or nurse. This includes any possible side effects

not listed in this leaflet. See section 4.
What is in this leaflet

What Tecentriq is and what it is used for

What you need to know before you are given Tecentriq
How Tecentriq is given

Possible side effects

How to store Tecentriq

Contents of the pack and other information

AN

1. What Tecentriq is and what it is used for
What Tecentriq is

Tecentriq is an anti-cancer medicine that contains the active substance atezolizumab. It belongs to a
group of medicines called monoclonal antibodies. A monoclonal antibody is a type of protein designed
to recognise and attach to a specific target in the body.

What Tecentriq is used for

Tecentriq is used to treat adults with:
. a cancer that affects the bladder and the urinary system, called urothelial carcinoma. It is used
when this cancer has:
- spread to other parts of the body
- come back after previous treatment
- or, if you cannot receive cisplatin treatment.

o a cancer that affects the lungs, called non-small cell lung cancer. It is used when this cancer has:
- spread to other parts of the body
- come back after previous treatment.

How Tecentriq works
Tecentriq works by attaching to a specific protein in your body called programmed death-ligand 1
(PD-L1). This protein suppresses the body’s immune (defense) system, thereby protecting cancer cells

from being attacked by the immune cells. By attaching to the protein, Tecentriq helps your immune
system to fight your cancer.
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2. What you need to know before you are given Tecentriq
You must not be given Tecentriq if:

o you are allergic to atezolizumab or any of the other ingredients of this medicine (listed in
section 6).

If you are not sure, talk to your doctor or nurse before you are given Tecentriq.
Warnings and precautions

Talk to your doctor or nurse before you are given Tecentriq if you:

. have an auto-immune disease (a condition where the body attacks its own cells)

o have been told that your cancer has spread to your brain

o have any history of inflammation of your lungs (called pneumonitis)

o have or have had chronic viral infection of the liver, including hepatitis B (HBV) or hepatitis C
(HCV)

o have human immunodeficiency virus (HIV) infection or acquired immune deficiency syndrome
(AIDS)

o have had serious side effects because of other antibody therapies that help your immune system
to fight cancer

o have been given medicines to stimulate your immune system

o have been given medicines to suppress your immune system

o have been given a live, attenuated vaccine

If any of the above applies to you (or you are not sure), talk to your doctor or nurse before you are
given Tecentriq.

Tecentriq may cause some side effects that you must tell your doctor about straight away. They may
happen weeks or months after your last dose. Tell your doctor straight away if you notice any of the
symptoms below:

o inflammation of the lung (pneumonitis): symptoms may include new or worsening cough,
shortness of breath, and chest pain

o inflammation of the liver (hepatitis): symptoms may include yellowing of skin or eyes, nausea,
vomiting, bleeding or bruising, dark urine, and stomach pain

. inflammation of the intestines (colitis): symptoms may include diarrhoea (watery, loose or soft

stools), blood in stools, and stomach pain

. inflammation of the thyroid, adrenal glands and the pituitary gland (hypothyroidism,
hyperthyroidism, adrenal insufficiency or hypophysitis): symptoms may include tiredness,
weight loss, weight gain, change in mood, hair loss, constipation, dizziness, headaches,
increased thirst, increased urination and changes in vision.

. type 1 diabetes, including acid in the blood produced from diabetes (diabetic ketoacidosis):
symptoms may include feeling more hungry or thirsty than usual, need to urinate more often,
weight loss, and feeling tired

J inflammation of the brain (encephalitis) or inflammation of the membrane around the spinal
cord and brain (meningitis): symptoms may include neck stiffness, headache, fever, chills,
vomiting, eye sensitivity to light, confusion and sleepiness

. inflammation or problems of the nerves (neuropathy): symptoms may include muscle weakness
and numbness, tingling in hands and feet

. inflammation of the pancreas (pancreatitis): symptoms may include abdominal pain, nausea and
vomiting

. severe reactions associated with infusion (events occurring during the infusion or within one

day of the infusion): may include fever, chills, shortness of breath and flushing.
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If you notice any of the symptoms above, tell your doctor straight away.

Do not try to treat yourself with other medicines. Your doctor may:

o Give you other medicines to prevent complications and reduce symptoms.
. Delay giving your next dose of Tecentriq.
. Stop your treatment with Tecentriq.

Tests and checks

Before your treatment, your doctor will check your general health. You will also have blood tests
during your treatment.

Children and adolescents

This medicine should not be given to children or adolescents below 18 years of age. This is because
the effects of Tecentriq in this age group are not known.

Other medicines and Tecentriq

Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines.
This includes medicines obtained without a prescription, including herbal medicines.

Pregnancy and contraception

o Tell your doctor if you are pregnant, think you might be pregnant or are planning to become
pregnant.
. You will not be given Tecentriq if you are pregnant unless your doctor considers it necessary.

This is because the effect of Tecentriq in pregnant women is not known - it is possible that it
could harm your unborn baby.
. If you could become pregnant, you must use effective contraception;
- while you are being treated with Tecentriq and
- for 5 months after the last dose.
o If you become pregnant while you are being treated with Tecentriq tell your doctor.
Breast-feeding

It is not known if Tecentriq gets into breast milk. Ask your doctor if you should stop breast-feeding or
if you should stop treatment with Tecentriq.

Driving and using machines

Tecentriq has minor influence on your ability to drive and use machines. If you feel tired, do not drive
or use machines until you feel better.

3. How Tecentriq is given

You will be given Tecentriq by a doctor experienced in cancer treatment in a hospital or clinic.

How much Tecentriq is given

The recommended dose is 1,200 milligrams (mg) every three weeks.
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How Tecentriq is given
Tecentriq is given as a drip into a vein (an intravenous infusion).

Your first infusion will be given over 60 minutes.

o Your doctor will monitor you carefully during the first infusion.

. If you do not have an infusion reaction during the first infusion, the next infusions will be given
to you over a period of 30 minutes.

How long treatment lasts

Your doctor will keep giving you Tecentriq until you no longer benefit from it. However, it may be
stopped if the side effects become too much of a problem.

If you miss a dose of Tecentriq

If you miss an appointment, make another one straight away. For the treatment to be fully effective, it
is very important to keep having the infusions.

If you stop receiving Tecentriq

Do not stop treatment with Tecentriq unless you have discussed this with your doctor. This is because
stopping treatment may stop the effect of the medicine.

If you have any further questions on the use of this medicine, ask your doctor or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Tell your doctor straight away if you notice any of the side effects below or if they get worse. They
may happen weeks or months after your last dose. Do not try to treat yourself with other medicines:
The following side effects have been reported in clinical trials with Tecentriq:

Very common: may affect more than 1 in 10 people
fever

nausea

vomiting

feeling very tired with no energy (fatigue)
lack of energy

itching of the skin

diarrhoea

joint pain

rash

loss of appetite

shortness of breath

Common: may affect up to 1 in 10 people

o inflammation of the lungs

o low oxygen levels which may cause shortness of breath as a consequence of inflamed lungs
(pneumonitis)

stomach pain

elevated liver enzymes (shown in tests) - may be a sign of an inflamed liver

difficulty swallowing

blood tests showing low levels of potassium (hypokalaemia) or sodium (hyponatremia)
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low blood pressure (hypotension)

underactive thyroid gland (hypothyroidism)

allergic reaction (infusion-related reaction or hypersensitivity)

flu-like illness

pain in the muscles and bones.

chills

overactive thyroid gland (hyperthyroidism)

inflammation of the intestines

low platelet count, which may make you more likely to bruise or bleed
blocked nose (nasal congestion)

Uncommon: may affect up to 1 in 100 people

inflammation of the liver

inflammation of the pancreas

numbness or paralysis - these may be signs of Guillain-Barré syndrome
inflammation of the membrane around the spinal cord and brain

low levels of adrenal hormones

type 1 diabetes

high levels of lipase - may be a sign of an inflamed pancreas (shown in blood tests)

Rare: may affect up to 1 in 1,000 people

. inflammation of the brain

myasthenia gravis - an illness that can cause muscle weakness

inflammation of the pituitary gland situated at the base of the brain

high levels of amylase - may be a sign of an inflamed pancreas (shown in blood tests)

If you notice any of the side effects above or if they get worse, tell your doctor straight away.
Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this
medicine.

5. How to store Tecentriq

Tecentriq will be stored by the healthcare professionals at the hospital or clinic. The storage details are
as follows:

. Keep this medicine out of the sight and reach of children.

o Do not use this medicine after the expiry date which is stated on the carton and the vial label
after EXP. The expiry date refers to the last day of that month.

. Store in a refrigerator (2 °C - 8 °C). Do not freeze.

. Keep the vial in the outer carton in order to protect from light.

. The diluted solution should not be kept more than 24 hours at 2 °C to 8 °C or 8 hours at ambient
temperature.

. Do not use if this medicine is cloudy, discoloured or contains particles

Do not throw away any medicines via wastewater or household waste. Your healthcare professional
will throw away any medicines that are no longer being used. These measures will help to protect the
environment.
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6. Contents of the pack and other information

What Tecentriq contains

o The active substance is atezolizumab. Each mL contains 60 mg of atezolizumab.
Each vial contains 1,200 mg of atezolizumab (in 20 mL).

o The other ingredients are L-histidine, glacial acetic acid, sucrose, polysorbate 20 and water for
injections.

What Tecentriq looks like and contents of the pack
Tecentriq is a concentrate for solution for infusion. It is a clear, colourless to slightly yellowish liquid.
Tecentriq is available in a pack containing 1 glass vial.

Marketing Authorisation Holder
Roche Registration Limited

6 Falcon Way

Shire Park

Welwyn Garden City

AL7 ITW

United Kingdom

Manufacturer
Roche Pharma AG
Emil-Barell-Strasse 1
D-79639
Grenzach-Wyhlen
Germany

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

N.V. Roche S.A. UAB “Roche Lietuva”
Tél/Tel: +32 (0) 2 52582 11 Tel: +370 5 2546799
bnarapus Luxembourg/Luxemburg
Pomt Beirapus EOO/] (Voir/siehe Belgique/Belgien)
Ten: +359 2 818 44 44

Ceska republika Magyarorszag

Roche s. 1. O. Roche (Magyarorszag) Kft.
Tel: +420 - 2 20382111 Tel: +36 - 23 446 800
Danmark Malta

Roche a/s (ara Renju Unit)

TIf: +45 - 36 39 99 99

Deutschland Nederland

Roche Pharma AG Roche Nederland B.V.
Tel: +49 (0) 7624 140 Tel: +31 (0) 348 438050
Eesti Norge

Roche Eesti OU Roche Norge AS

Tel: +372-6 177 380 TIf: +47 - 22 78 90 00
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EApLGoa Osterreich

Roche (Hellas) A.E. Roche Austria GmbH

TnA: +30 210 61 66 100 Tel: +43 (0) 1 27739

Espafia Polska

Roche Farma S.A. Roche Polska Sp.z o.0.

Tel: +34 - 91 324 81 00

France
Roche
Tél: +33 (0) 1 47 61 40 00

Hrvatska
Roche d.o.o.
Tel: +385 1 4722 333

Ireland

Roche Products (Ireland) Ltd.

Tel: +353 (0) 1 469 0700

island

Roche a/s

c/o Icepharma hf
Simi: +354 540 8000

Italia
Roche S.p.A.
Tel: +39 - 039 2471

Kvbzpog
I'A Ztapdmg & Zwo Atd.
TmAk: +357 -2276 62 76

Latvija
Roche Latvija STA
Tel: +371 - 6 7039831

This leaflet was last revised in {MM/YYYY}.

Other sources of information

Tel: +48 - 22 345 18 88

Portugal
Roche Farmacéutica Quimica, Lda
Tel: +351 - 21 425 70 00

Romania
Roche Romania S.R.L.
Tel: +40 21 206 47 01

Slovenija
Roche farmacevtska druzba d.o.o.
Tel: +386 - 1 360 26 00

Slovenska republika
Roche Slovensko, s.r.o.
Tel: +421 - 2 52638201

Suomi/Finland
Roche Oy
Puh/Tel: +358 (0) 10 554 500

Sverige
Roche AB
Tel: +46 (0) 8 726 1200

United Kingdom
Roche Products Ltd.
Tel: +44 (0) 1707 366000

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu
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The following information is intended for healthcare professionals only:

Instructions for dilution

Twenty mL of Tecentriq concentrate should be withdrawn from the vial and diluted into a 250 mL
PVC, polyethylene (PE) or polyolefin infusion bag containing sodium chloride 9 mg/mL (0.9%)
solution for injection. After dilution, one mL of solution should contain approximately 4.4 mg of
Tecentriq (1,200 mg/270 mL). The bag should be gently inverted to mix the solution in order to avoid
foaming. Once the infusion is prepared it should be administered immediately.

Parenteral medicinal products should be inspected visually for particulates and discolouration prior to
administration. If particulates or discoloration are observed, the solution should not be used.

No incompatibilities have been observed between Tecentriq and intravenous bags with
product-contacting surfaces of polyvinyl chloride (PVC), polyethylene (PE) or polyolefin (PO). In
addition, no incompatibilities have been observed with in-line filter membranes composed of
polyethersulfone or polysulfone, and infusion sets and other infusion aids composed of PVC, PE,
polybutadiene, or polyetherurethane. The use of in-line filter membranes is optional.

Diluted solution

Chemical and physical in-use stability has been demonstrated for no more than 24 hours at 2 °C to
8 °C or 8 hours at ambient temperature (< 30 °C) from the time of preparation.

From a microbiological point of view, the prepared solution for infusion should be used immediately.
If not used immediately, in-use storage times and conditions prior to use are the responsibility of the
user.

Method of administration

Tecentriq is for intravenous use. Tecentriq infusions must not be administered as an intravenous push
or bolus.

The initial dose of Tecentriq must be administered over 60 minutes. If the first infusion is tolerated all
subsequent infusions may be administered over 30 minutes.

Disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements
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TECENTRIQ
Core Data Sheet

Core Data Sheet .

I
TECENTRIQ®
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(Atezolizumab (Genetical Recombination))
(JAN)

R 7 I ER14ED L 24K T 3
J FR4AE D H S 2R N B 70 B B LRI

1 HE (CarorHs362Ns500665S15)
L#H (CiosHi503N2730334S6)

Sy 144,610.56

—fx4
K& & %&/LKF# (Docetaxel Hydrate)

b4
(18, 28, 3R, 4S8, 5R, 7S, 8S, 10R, 135) -4-
Acetoxy-2-benzoyloxy-5, 20-epoxy-1, 7, 10-
trihydroxy-9-oxotax-11-en-13-yl (2R, 35) -3-
(1, 1-dimethylethyl) oxycarbonylamino-2-
hydroxy-3-phenylpropanoate trihydrate

4773 CHsNOy, + 3H,0

ST 861.93

— 4 =R~ T GEIB TR Z)
Nivolumab (Genetical Recombination)

T8 £9145,000

AE . b N PD-UCKT DB RS X &
h 1gG4E ) 7 o —FNPURTH D | HEH
RIFEHOT I/ BRFEILN Pro IZEHL XL
TWD, Fx A =—RA LA —JIEH
JZ KD FEAE SN DB O T I J BEFR
DB D EHFORKONMEDT X/ B
P RN D72 DIRBH2OAR THERR S D B 4
VRIETH D,

WA LT m ) X T (UL AR )
Pembrolizumab(Genetical Recombination)

oy #9149,000

KB BETERZe MeE/ 2 n—F
AR THY , ~ 7 2FLE b PD-1FLED
FRAHERERE, WONCE b 1gG4D T L —
AT — 7 ROEF B2 | H$#H228
FHOT 2 JERFEIEL) Pro ICEHINT
WD, Fr A =—RANAAX—GIEHE
WX VEESND44TEOT I B
MH7e% HELAKORISEOT X/ Bk
B D L 2R THER SN HEX v
NIETHD,
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— AR 77/ ) A~7 (B riiz) K& & % L KFI) =RN~7 (GERIETHEZ) ~NAhTn ) XvT7EETHEZ)
7e4 Tk b 7 AEERE1200mg 2 %X Y7 — )V RiiEEE S0 mg A7V — R EE20mg S ATV — R ﬂe/r v — & SiEEE20me A hb—

&% T —)V R ERE 20 mg
U B x YT —/Vali#iEE20 mg/l mL
U U2 XY T —/V Rl #1180 mg/4 mL

AL 1 100mg

& R R#E100mg

A Sy 2 B
3% HAL Y
HR (f2)

HEE
Ho H 0

HiC crt N
| /

ooy !
HsCC - OC / '”\ cis
d Cq ~
N o Ol /e o\ a0
H \ 8]
AY

8]
H

CHa \ /
RRTRT ned
8] 0

—C—0 H 0 CCHs

PEIR AT EEORREOBR R TH 5,
AFIE NN-DAFLHRNLLT I R T
2 )= (99.5) IZIRIFRT L, AX ) —
WXHV7DD%&VK%%%H%¢
<L KITIKIZ E A ERIT IR0,

Z‘SDD ijll: Lo T4 \ﬁﬁ‘é

F R (A 7 )

WERE (1354 7 LH) @ 20.0mL

A TR (AT )

=3

2 XY T —)V R E S0 mg
INXATAFICAR FEZ XKW
ELT8535mg (FEZXtE/LE LTS
mg) EEHT D,

2% T—)V R EREF20 mg :

IXA TIOHIZE R ¥ X' KFw
ELC2134mg (REZFELELT2
mg) EEHET D,

U B XY T —/V R #E20 mg/l mL :
INNA T AHRIZHR K4 3Ky
LLT2134mg (REZXEAELT2
mg) EHT D,

T VB x YT /b i §#E80 mg/4 mL :
LA T NI H G R 2 %Ky
L LT8535mg (FEZXE/LEL TR0
mg) ZEHT 5,

FPRL  FE] (S T )
GEIRE™ (131 7))
20mg/2mL

100mg/10mL

T2): ARSI SRR G | RF DR 2 B L
TVBEREINATHHOT, EREREIT
% % 22mg/2.2mL, 105mg/10.5mL T& 5,

FPRL - EHA (S T )
KR4 T L)
20mg/ 0.8mL

100mg,”4mL

HE)ARANIEFRB S RO KA B & L
TVBEFEINLTWADOT, EFEET
2335mg  0.934mL & O 106.25mg
425mL TH 5,

&
o
[y
g;
Gl

OUIBRARER T - FEFEOIE/ I

FUE, FE/FIRRIE, B, SHSTEE, IR
B, B, FERE, AR

IRIRBIBRARE 72 MR IR G, BIBRRAE e
HEAT - T8 DI/ NN |, ARTEGIBR N AE
AR D B HINSRE, FIE ST R TE
OB D% ) N, FR TR
PREARS 2 A3 % BHERHD I

RIGYIBRARE R BN R A, PD-L1BED
GIBRAREIRUEST « FH3E DI/ MR il

qeUINZI[0ZoYY

JEEIC A
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— AR 77/ ) A~7 (B riiz) K& & % L KFI =ARN~7 (GERIETHEZ) ~NAhTn ) Xv7 @ Z)
7e4 T2 b 7 AEERE1200mg 2% YT — )V RiiEEE S0 mg A7 — R EREE20mg S ATV —R | A h—F SR E20mg, XA b —

&% T —)V R ERE 20 mg
U B2 x YT —/Vali#iEE20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL

AL 1 100mg

A I EHE100mg

RE « RN B
S BN G E
DEE

AL RIERTBREE BT 2 KK O A
IR OVZ AP ITESE L TR0,

2R OW MBI EIRIEIC R T 2 A%
PER OV PRIIHESL LT 7eny,

3ERRRIERICHL A AN b 7z B ORITR
PRI DN T, [BRIRART] OO NEA
AL AHIOA MR Ot 2+
GBI L7 BT, IS EE OB EAT
PRapN

(1) &9 T ORK O A B b 7
BB T 2R OV iX i S
VAN QAVAIAN

(2) RISZHREE CIEARANIIVEH XX E
IR 21TV, T UIFRRE R
SNTBEEMNRETH L,

(1) GIBRAREZRHEST - BRI/ N it
O, ALFRIERIGREE ICB T A
B DA NE R O 23S LT
A

2) HRIBUIBRARRE X LM O B MR D
e, ALPRERIGEBE RO A
A VBN O KB DOIRRBEEF T HBHEIC
K92 ARAN O A N K O M I e ST
L TUWRu,

(3) FH UL MR 2 A9 2 SESHEE O
Yt 77 TR E G EEIC X
DIBFIED I WBF KT 2 ARKH DA
M R V22 MRS LT e,

4) ARHN DI HAFI L FRIERBT D68
PR OVZ M THENL LTy,

(5) TERREGE ] OHONKFERML, K
Hl DA o Ve et & -+ S BAR L
72 BT, WEBEOBREITH Z &,

(1) REIOWEHI L FFIEICI T 58
Zh R OVZ2 PRI REST. LT Ruy,

<PD-L1BGMED UIBRREER HEST - R D IE
/N e e >

(2) PD-L1 & 55 L 7= IEgsifass o & 5 &
E(TPSHZOWT, THEFRARAE ] DD
WEEZRIL., +072R8maed 3 59
HLE I E RIS 2 mAEIC &
V. PD-LIOFEEN RSN BHIT
BETHZE, REICHIZ-TiE, 7K
RENTMEIBEEEER D Z L,

(3) HARHEBRICHAAN BN BHE D
EGFR &A1 R ALK B 5851
DF MWL HONT, TEFRAE ] OEO
R ZEBIN L, ARENOF DMK V42
PEZ S ER L7 BT, BISEED
BIRZITH 2 &,

ik - &

WH L RAIET TV Y X~ 7 (R
#az) & L T1EI1200mg % 6053 7>MF T3
IR C AR T D, 7238, MRG0
AAEMNRBAFChIUL, 2B H EOE L
REIE3059 M & T TX 2,

FUE. /NIRRT, HE. SHSEEE
WHE. RAIZIELEL, FEZXeLre
L CT60mg/m? (KK mifl) % 1FREHEILL B>
1 C3~43E IR TR EHET 5, ek,
BEORBICLVETHEET 2 &, 72
72U, 1EEEHEIT7S mgm? Lt 35,

DRI

WL RACIALE], FEZ XL LT
70 mg/m? ((RFKMHAL) % 1RERHEILL B2 T
3~4TRRIRING CREFET 2, 7o, B
ORI XV EEIRT 52 &, 72720,
e = A &1 75 mgm? & 3%,

RIE, FERE

WHLRACIALE, REZFEre LT
70mg/m’ (EFRERD % UL LT T
3~4E T AR 5, ek, BE
ORMBIZ LV EERET 52 &,

AL
B RACIALE, FE2FELE LT

=

1. AR EIRARE 72 A L i
(b FRIRR ORI UIBRARE 72 B
BIEBE OLA W, RAIE=R
~7 (&IaF#Hz) & LT, 1IAB3mgkg
(RTE) A2k C AL 5.
(L FFIEREIR IR OARIE VIR A RE 72 Tt 2R
ENERE OLGE  EE . AT =AL
~7 (B FHHZ) & LT, 1E3mg/kg
() Z 2B MFR X310 2me/kg (f&
#H) %33 MHERECRERET 5,

2. UIBRAREZRUEST « B D IE/ NI AIE |
IR BIBR A RE )T O B s,
AR O H AR O F U X
JiE, P28 LERRERR & 479 5 BESAEE
W RATIE= AR~ T GG
z) & LT, 1E83mgkeg (FE) Z2HM
bR TR EET 5,

<ARTRYIBRASHE 70 ML B (A i >

BHE. RAIZIE, a7 e ) X7 GBIA
TRz ) LT, 1B2mg/kg(fR ) % 3i8
RIIE T30 M2 CREET 2,

<PD-L1B5ME D UIBRRRER HET - FEHE DI
/N e e >

WE, BRAICIE, AT R Y X 7GR
TRz )& LT, 1[E1200mg % 338 HHFRE
T304 M TS 5,
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— AR 77/ ) A~7 (B riiz) K& & % L KFI =ARN~7 (GERIETHEZ) ~NAT Y XAv T EETHREZ)
7e4 T2 b 7 AEERE1200mg 2% YT — )V RiiEEE S0 mg A7 — R EREE20mg S ATV —R | A h—F SR E20mg, XA b —
&% T —)V R ERE 20 mg A EFE100mg A I EHE100mg
U B XY T —/VRE#E20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL
75 mg/m® ((KRiEFE) % 1IRFRILL AT C
FAYE - & (t) 3 CREFET 2, B, BED

WRBIC KV EERES S L,

ik AR BE
S AR G i E
DIEE

LMD FUEMEREEA] & OFFRIC OV T F
e B OV MR SE L TRy,

2 B BT IIARRFI20mL % M5 7 T & B
V. BRI RA250mL [ L
REEET 5,

SAFNB GAZ L0 @ERNRBEL LT 5HE
WZIE, F L7208 R Bl KEIO
WIEEEZEET DL,

KZx YT —/V T mg. [F20

mg>

(1) AFIOEGAZ I 1= - TIL, BICAF D
FHEMHIK A T DI P ERE O LB
FEE L, #5540 O REREN
2,000/mm’> Afi5 THIUL, 5 E LT
HZ &,

() AFNIOE RIS 5 & B
NIV HEDONDIBENLRHDHD
THEETHZ &, [12. EERIEARNE
B o), T4, BIER) (EPNERR
Rk O TEEARMRAMRY ) KO THE
RARWER] OEDZB]K]

(3) AFNIDOEHRHCIT, BH, IRFHARER
AR L TI0 mg/mL OFEE L L
ot DEREEZEFHNFECHEIY ., B
H1Z250 X 1E500 mL DA FRATER %
5%7 RO MERICIRFI L, TRERILL B2
U CAEEET D 2 &, [ Rt (SR
OFEE) KO 19, @A EOEE] ©
S ]

LU B XY T —)V 20 mg/l mL,

[F]80 mg/4 mL>

(1) AR OB EZ 1= - T, FRTAH D
FAEBHIK T TH D PERE DB
TR L, 5 O ERES
2,000/mm’> A4 THAVL, 5 Z LM
HZ &,

(2) AR OG- ENHINT 2 & | B BEINH]
NLVEIbobhdsBENRH DD
TEETDZ &, (2. EEARANE
B oI, 4. RIEA]) (EANERRR
i) o TEERRAEMARS ) KO THE
KAREIWER] OHE1)SHE]

(3) AFOE G, HEREEHET

(1) ALFHEREIEHR O MR BIBRARRE 70 B
BOREE OGS, ARIORE - AR
TEER AR ) OHONEZ#M LT E
T, BRTHZ L,

(2) TEHHR O FHELE K O (A
DIEE ] OIESH)

1) AHI OB G I3, B R AETIX1E

Beh&EE L Omgkg Xid2mgke & 72

5 & 90T, MR, B

WA D% U LNl R OB SA R

TIE1EE &S L O3mgkg &725 &

IR AR EID,

AFNE AREE LA 25 CRRFET S

&,

B) AR OBEGIZHIZ>TiE, A1 T4
74V Z— (02313022 um) ZAfHHT
HZ &,

@) MhOPUEMEREER] (A N B
ZEte) LOPHHIZOWT, AR D
FEAVEITHEST L TU U,

2

~

(1) fOFTEPEREEAI & OPFHIZ OV T,
B R OV PRI ST LT,

() AFIEHAIZ X 0 BIMERA S HEEL LI-5
Bt £ 179 E2BEBIC, AHEIK
WIS D 2 &, (M) TEEB
) TS AR ) KO TEIVER
DIESM)

R
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— AR 77/ ) A~7 (B riiz) K& & % L KFI =ARN~7 (GERIETHEZ) ~NAhTn ) Xv7 @ Z)
7e4 T2 b 7 AEERE1200mg 2% YT — )V RiiEEE S0 mg A7 — R EREE20mg S ATV —R | A h—F SR E20mg, XA b —

&% T —)V R ERE 20 mg
U B2 x YT —/Vali#iEE20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL

AL 1 100mg

A I EHE100mg

Stk AR BE
S AR G i E
DIEE ()

HWEEY . B 51225013500 mL D4
PEAHEIE 5% 7 R o B S RF L,
IEFRILL i CHRSET 5 2 &,
[l9. @H FoEE] DESM]

=

LAKNL, BARET 45 T & 2 R
BRIZBWT, DAALEFEIC o7 m
W RBRAROEMO L & T, AHIOME
A3 & S R D RERFNIC W T D
BEET DL, £im, IREBAMBIC ST
B, B XIZE OFHRITAT M K OYEk
PEE+aH L. REEZSETHLRET
HT L,

2. VMR ER D S bh, FETICE-T
SEG S ME SN TWBO T, HIHEER
(RRUR PREE, zmik, REEASE) OfER LY
o X SR o Ehnk:, BE OREE 1
DBET L2 L, BENREO Y
BICEAFOFEERIE L, BB RE R
IV CEIOP 5O @) R AL 21T 5
& (MEERE ), TEERFEARNEER].
[EHERAREWER] OESR),

A D I ERIHIIE ¥ (Dose Limiting Factor,
DLF) 347 Bk T v | AFI ORI
L0 EEREREE] (FIa PR |
R RE 55 00 H 5 e IR B OVARH &
DERBFRNGE T E RWVIETHIA TR D
LNTND, LTel> T, REIEZETLRA
(LABEEIT . AR [ AXHEC & B8
BRIV T DBSAALERIEIC 2372
FFdk - R 2 FFOIEAI O & T, ARAI DO
523880 & S D REGIZ SOV T DA
FEhid 5L, o, TRRoBEITITRE
L7p\u 7 CiISBE OBR &2 EH (1217 D
e

(1) EERHHMH OS2 BE

Q) BIJEEZ AL TV D EE

(3) RBEH LERIYEDE DI 5 B
TBROBRMRIC LD, BF XITEDOKK
WZHE IR OEREE i L, HE
ERThLRETLHIE,
AHNORE RN & 7= > TITTAT SCE % i
DT &,

1 AFNX, BAEEHZ O RIGTE B EH
FEZ I T, DS AALFIRIEIC 4 72 dn
k- REBREFFOEMO L & T, ARAIOM
FAAN ) & HIW S D IERIZ DV T O
HBeHT DL, £, IRIEBRMAICHT
B, BE XEZ OFHRITH M & OER
ME+aHI L, REEE LT
HZ &,

2. MEMERREBEND Hbh, ECICE-S
TIER S HE SN TWH DT, FIIER
CEOIAL, MRk IR, iguk, #E97%) O
B OIS X BRI O Fhi s, Blst%
FTATO 2 &, £, BENGEOLN
TG EIIRA OS2Ik L, fIBK
B ANV CHIOR G O Y) 72 WL A
1152 &, (MeEEEE), TEERILEARN
HE), TERRAER] 0EBHR)

(1) AANT, BRI XL TE D ER
iR BT, B AALFFREIC 07
HIFk - RBRARFOERI O & T, AHI
OER R EY) & B S D FEFNIZ DU
TORLETHZ L, £72, HFERG
IZHEr . BB UL DFRICAF D
FEIMER MaltE %2+ o L, FE
R ThokETH L,

2) FEYERIEELN D B, FELICE -
TIEF b HE SN TVWB DT, WIHHE
SRCEGIAU, PR PRI, IRk O e
OVEE X B 0 s, Blgz 4 45y
WZATH &, F, BEIRD LN
LEIZIIAR OB 2 IE L, B E
RNV CAIOE 5O AL E &
7ok, (T - HEICEEYS S
A EorE) MEfERS ) THEEREAR
MEE] KO TEWER) OESH)

i
el

(EROBEITITEE Lz &)

AFN DRI R LIBHUE D BERERED & 5
BE

ROBEIZIFTELG Lignz &)

1. EHEREREME O H 5 BFE [ EAEY
FESEADFR L, BhmL b b
%, ]

2. YEA AL TWABE URYEN
WL, il s Enb 5, ]
3. BEEA LBYYEDREDN D BE K
YUENHEEL, M d 2 b

5,

4. REIUIRY Y _— F80E A |
Wt U EE el muE OB RO H 5 A
Z ABNIARY I _— [ 80EEGHT
%, ]

(TOBE TG Lz k)

AR DR 5 L BUE DRI D & %
B

(ROBEITITELE Lz &)

(1) ARANO A xF L IBEE 0 BEAEE D
boBE

Q) HEIESUTIEIRE L CW D ATREMED & %
I N (T, PElR, LIRSS~ )
DS

R
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— AR 77/ ) A~7 (B riiz) K& & % L KFI =ARN~7 (GERIETHEZ) ~NAhTn ) Xv7 @ Z)
7e4 T2 b 7 AEERE1200mg 2% YT — )V RiiEEE S0 mg A7 — R EREE20mg S ATV —R | A h—F SR E20mg, XA b —

&% T —)V R ERE 20 mg
U B2 x YT —/Vali#iEE20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL

AL 1 100mg

A I EHE100mg

5. IR SUTIFIE L CW D RfBEME D & 5
# [T6. Wha, pEld, RARBFE~ORE
5.1 OHEZH]

1) ERRY Y S— b 80E A RANC SN T
A VHAE a—T 53— L TBRTTEN,

TR = - = -
EAEORER | (ROBECIAEICEGT 52 &) ROBE AR 5T 5 < L) ROBE AR 5T 5 < L) ROBE IR E ST 5= &)
B

(1) BOREREBOAHUTIBMENTE L
VFFEMED B A B O BEERE D
o HEE S ORIER N R
ITHEST I RBENNSH D, ]

Q) MEMMIERD D 5B L F DRE
FROH D EE [RGB I
NiHES NN H D5 (THEE L
AMEE), [EXAREER) 0HES
. ]

o

KX VT —)VEHEEEMS mg, [F20

mg>

(1) ‘BREEE 0 & 2 B B 238
L., EEBYYES RTS8z 0
H5,]

(2) MIEVEMZE SO BRAERE O & 5 B
UEREZHESE L B2 H 5, ]
(3) HEEED & 2 B [ARAIO ifi HEE A
FH L. BIERDHHL H bbb %
nndH 5, 110, ZOMOER) DIEQR)

KO [BRpEhie] oIEE ]

4) BEEOHHEHE [BEEELHEIY
LBENRD D, ]

5) BHEOH 5 EE [FEAIESE L5
TNndH s, ]

(6) IR 2 EEEDH DB (2. HE
TR EARNER ) OIEGS)EBR]

KU UE XY T — )V RiEERE20 mg/1 mL,

[F180 mg/4 mL >

() ‘BHEPIHI O B 2 BE [EBEMHI D HY
L., WEBYYESEZIPRT s2n0
»5.]

(2) MV MEMT 28 SULIBRAERE O & 2 B
UERAEEIE LI BZNNH D, ]

(3) HEEED H 2 B [ARAO MR
FRL, BHERARERS Hobhd k%
nndb s, 0. ZOMOER] OIER)
L [BEmEhie] omEsi]

(1) B ESEEROEDUTEBMERR L <
IR B OB RBOBEERE O &
LHEF (BomEENHEESLIBER
" 5,)

) BVEMERRE RO & 5 BE TE ORERE
B0 o 2 BF (FREEMEBEN EET S
BENWRH D, (ML), TEEREARY
WHE, TEXZEIEM OERM))

(1) HORERBEOA U UTRMERE L <
IEEREMEO B CREREEOBRERED H
% E Gl o RIS R E 31
BB TNRH5,)

(2) BEVEMENR RO B % BE LT DREE
FED S 2% B (MM BT XX
WES BTN NRD D, ([ TR
FAEICB#HT DA EoEE] TEER
FEARNEE] RO TRIER ] OmEZ M)

qeUINZI[0Z3)Y
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— AR 7TV Y A~T (EETAEz) K& & % L KFI =F~7 (EfETAEz) ~NAT Y XAv T EETHREZ)
7e4 T2 b 7 AEERE1200mg 2% YT — )V RiiEEE S0 mg A7 — R EREE20mg S ATV —R | A h—F SR E20mg, XA b —
2% YT —)V R FRE20 mg AL 1 100mg 2 R EE100mg
U B XY T —/VRE#E20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL
4) BEEOHLEF [FREELHES S
R EOEE LBENRH D, ]

HERE ()

(5) BEOH 2 BE FEEAESE 55
Ennd b, ]

6) HHRT 2 REEDH A BE [[2. HHE
IRIEARRIER ] OIS ]

(7) 7 v — Vi e B RANTIEA
LKk y ) —NEEET DI
B, T3 —/L DR R A~ DR
NI HHLONDIBENNHDHDT,
AH % BHT 25A MBI XY
WY E S T2 k]

fEH EOEE
EEARAERD
TEE

(1) AF O T HREMACERIC L Y B

DHEFEFICICERNT D EF52x 61D
& IR BOIREN H b s Z &)
HbH, BEOREZHICBEL, B
FWHRRD BNTIGEITIL, WE ORI
FOSIC X DRIVEHORBLZEZE L, i
IR BERIWi 2175 2 &, MEDRE
S X2 RMER B EEbIZEEI
%, RIBRERNLE RO 555 %
BIoZ b, £z, AFIEEHKRTHIC
HELREWERARG bR Z LB D
DT, RAEPGHETHLBEFOWRES
BT 2 ((ERAFRIEM]
DIESH)

Q) MEMEMEERHEDbND Z &N H

LDT, AFOEEIZHTz>TIE, ¥
HREDR (PR IR, nuik, JEENGE) T
R OIS X SR A O F%, BEO
WKL TDIBRT DL, £, &
S U T, E CT. i~ ——%
OEZERT 52 & (TERZRFENE
M1 DHEZR),

(3)AST (GOT). ALT (GPT). Al'P, v

-GTP, BV Ve %D EF % £ i
MEENRH LOND I ENHDLDT,
AFN O£ 5-BRAART M OB 5B I3 E
AR TS REMAE 24T\, BB OIREE
oI s L (THEAARRIE

(1) EEE RIS N SEE IR Z 5D
T, FTROAIHEETDIZ L,
1) H5%ITHEENCHRRRRE (iR
) BAT O R BEOWREE I
2L, BENROLNHEITE
. WHEE DY) 2 LE 21T 5 Z

e 5%

Bl
iz
L,
2) FRIZEIYEDOFRBUCHIER L, 4
FERIS . CRP R5.. BESE DA M
EHERT D, FEXUTHEE L35G
Wi, B BICHAR OB 50w Y)
RAEEITHO 2 (ARANEXRL

U 7= B IR RRBR ISR T BT

# (70 mg/m?) TIIfBIED B35 (70
mg/m?) £V b IRYYEZE DB EIES A
mhrote), 4. GIVEA] OmEZR]

(2) WHEERE P BT 6 2 2D RAT S S 4
TWRWOT, BRI LTl
fOIRRIEEZZEETHZ L,

(3) AANZ & 2 EERWMBEUERH S D
N5 ENRHBHOT, FRIZARFOHE
K OVEE2R B O G R, BlEia +471C
1795 Z & IBBUERIIAA O LR 4G
MOEESURNITRZAZERH DD
T, K 5-BRAAH 1 RERT AR 2 S A
YA (IE, TS o'=
2 TERTIIRE, BEOREL T
ISR D & & EEBEBUEIR (FF

(1) A O T HBTEMALERIC & 0 i E

DHRFEISTEE T HEEZ NS
K% R RBOIRER H S b Z L2
BD, BEETITITV, BENRD
DAL, WE ORI X
DEWER OB 2 EE L, w72
PWEITO 2 &, WEORIEIGIZ K
DEWER DN gD DHAITIE, R
BARLVEVRIOBRGEEBETHZ
L, Fe, ARG TRICEE R
ERARH LD ZENRNHDHDT, AN
R/ THLBEE 2T 2
Lo (TERZEWER] OESR)

() MEMMEER D EbILD Z END

DT, KENOEGIZHT--> T, i
PRAESR (PR PRIEE, Wik, FEENVE) Off
R OWIER X s o Eifiss, Bz
FATHI 2 b, Flm. BBEITGUT
Jagh CT, i~ —h —5 Ok % £l
THZ &, (M) MEERS ), TEX
TRRIVER) DOIEZER)

() R EN & b b D 2 &3

% DT, AFNOBEEPRRET R U5
00T o O A G R R B R
(TSH, iR T3, WAk TA% OWE) %
Fhid 2 2 & AFBEE I FURAREE
HEME RO b3, b2
a7 2L, (TERRRAWEM) DX

(1) AFIO T HaEMACERC X 0 B

DGFEROSICERT L EEZHND
K& IR EBORIEN B Db b Z &R
b5, BEEFHITITV., BENED
DI, IBEORIE KGN X
LEWEH OB ZBE L, EY) 7285
TWEITY 2 &, BEOREIGIT L
LRWERDREE DN DA, B
BANVECRIORGSEEETHZ
Lo F o, AFIBGHK T HRICERE R
TERRHSDONDE ZENRHLDT, K
R GETHBBREEY 21T 2
b (M5 THE - AR 268
A EoriE) MNEsEs s ) KO TRIER ]
DIES )

R

) WHEMMRERHLDND ZENH

DO, PIHIERCEGI U, R0 A 5,
KA D FERB K O X i 03
WisE, BRE AT &, iz,
WABTIE U TR CT, i~ —h —2%&
OMEEFERT B 2 L, (85 Tk
BB B EoiRE ) MEER
5.1 RO TEWER) omESH)

(3) MRIRERRE | TRARGERE RO

BIBHSREREENH SN D Z 1B D
DT, EHI FR IR A (TSH,
WEEfE T3, el T4 OWE) 21TV, B
HEOWRREEZHDIBETH L, T,
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— AR 77/ ) A~7 (B riiz) K& & % L KFI =ARN~7 (GERIETHEZ) ~NAhTn ) Xv7 @ Z)
7e4 T2 b 7 AEERE1200mg 2% YT — )V RiiEEE S0 mg A7 — R EREE20mg S ATV —R | A h—F SR E20mg, XA b —
&% T —)V R ERE 20 mg A EFE100mg A I EHE100mg
U EFx YT — /L R ETE20 mg/1 mL
U V2 X YT —/V Rl #E80 mg/4 mL
M1 OHESH), TR, S SRR, MR, M ZHR) MBS LTl L F Y —
A Lo | @) FIRIBEGRERE ., AIEHEEREL T EAIR, FB5%) N bR HA 1. | (4) Infusion reaction & LT, B, [T, ACTH S ORGRRAE, WgRaESoR
A N TAHEEREN D DN D ZEBH 5 BEHICARKIO#RS % Pk L, )24 D PEIE, RB, BT, KME, MibBETDZ &, (THE - ARk

g ()

DT, KRENOE5BIAERT K O 511
HRE IR R R e e iR A (TSH,
WERfE T, WEHE TAZEORIE) 2TV,
BEOREEL+IICEETHIZ L,
7oy MBS U Tl a gy —,
ACTH DR A, B a%EDFz
MbBET 52 & ((EXREEMR] ©
HEZH),

(5) Infusion reaction 23 Hbi b Z &2
%%, Infusion reaction 23F8% H L7
e lZid, WO R EZTT O & L bIT,
JERMNEE T 5 E THEDIREE +5
g 52 & (TEXZFENER) 0E
ZM),

BEITH 2 &, 728, HERIBRUER
NI UERNCIE, AAIZ &G L
RNzl [T4 FER] KA
[10. ZofoERE] OE1)ZHE]
4) O PEBRERICKTT DB %+ 32T

I (EEIOLAE, MEETF, R

IR, BIBESER"LLDNEZ LN H

%)e

5) BER (7> ) T R BEE

e (BRIRIT - JRUEFETS, FEHRIES)

MR B, EHFEZ RS 2 FT A
LD LN TNDHEDT, LLTFD A

EIoZ L,

1) BEBIBIZHT- > TE IHREL TV
TNWZ EEMERT L L,

2) MRS A EREME D B B EBHE TR L
TG LA &R LT 5,
LU EHTEET IHA L. A
DATUROMERE, MRV DR E Iz
B2 HAREMEN B D Z & & 43T
L. BHEA R 2 &K O 8T
HT L,

3) RAFEEL PR A TR S -8
B UTEE DN G A ITE IS
s (o R RN

6) BER (v A, T b, 4X) I

BOWTHEFEERRO LN TS D

T, AFFTREAR TR O BEICEET D

VBN & DO IR 6 % s

EBEETH L,

HEEEN S DD ZENHDHDT,
AFH % 51 L HE O Infusion reaction (2
i 2 CEARFC o axhiho TE 5%
% iTo7- ECRRtT DL, £/, 2
BB LLEE O KAl 5 1F 12 Infusion
reaction NdH HONDHZ EHHDHDT,
ARFNEE G- R ORAFIN e 54 T #1254
ENYA L HENET D E, BEOR
BE+2ICBETLIZ L, B,
Infusion reaction % 78 L 724551213,
2 COMBER CFEIRA5ERCRIE T 5
EFCHREE BT E, (TEKR
7RRIVER) OHEZH)

WY LR LoEE) KO TaIfEM)
DIEL]

(4) AST(GOT). ALT(GPT). v-GTP. Al-P.
E VL E O ER A TR
NHLLNDLZ ENHDLDOT, EHM
TR 21TV, BRE OREEE 1
BT AL, (TR - AR
WA EoRE] KO TEIWER)
DIES W)

(5) 5 & DRI 2 M UM AR IAR
EET)EORERREEN S O LN
L2 LNHLOT, EHANTIRDRE
OEJEWRTHZ L, £/, RO
BORO ONTHEITIL, LN E
EE 2 %25 L5 BREEEET D
&, (TRIER) omEZE)

(6) Infusion reaction 23& H O D Z L2V
%, Infusion reaction 23532 LN 7=HE
Wik, B R AE AT S & L BT, JE
RBEE T 5 F TREDIREZ +451C
BETHZ L, THE - AREICEET
LM EoEE] KO TRWER) oE
2]

EH EoEE
FAEAMEH

*£ 174 W

(PHHICEET D Z &)

BRI T F o WEET VT,
RERD 7 F

BEPRELR « B HE LU 7 F o
VZxF9 B A S IS BT S R
DI =B IE T 2 LB % 1T 5

qeUINZI[0Z3)Y

Clolg el LT

©

_ oo
2]

FT

01 a8eq



— R4 R 7TV Y A~T (EETAEz) Rt & 3 E LR =F~7 (EfETAEz) ~NAT Y XAv T EETHREZ)
W 5e4 Ty b 7 RiEEE1200mg 2% T — )b S 80 mg F 7V =R R 20mg, ATV —R | A M A— SR E20mg, XA R L—
Y T — )V ST 20 mg SR 100mg A R 100mg
U B XY T —/VRE#E20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL
ZE,
A EOEE PR - falRIK T - ARHI O T M s
AR (62 MIC X 2 WEDORIESUSPEZ 2B%
nndH s,
BER LR | IR A e L U EBRER R | (EPEARRRBR ) RTBUIRARE 2 VR R G [N I | <IRIAUIBRRRE 70 et M il
A 1EH 5 1 FHERRARER (OAK FRBR) TARAIDHEE | HUAMEE G K OV o AR PERTYE | FHRABR (ONO-4538-02% U083 D724 | 1) [H W K K 3 B W T MR B

5 &N72609%1] (AARNS6HIZ &Te) 128
WT, 39061 (64.0%) ICRITEF 23380 B
Too EZBIERIZ, 98578761 (14.3%) . B
D531 (8.7%) . BBKIBHES261 (8.5%) . fE
JIES 1B (8.4%) . FEENSOH (8.2%) . i
471 (7.7%) . F&B42051 (6.9%) . T 9 FEIE
38% (6.2%) ZEThHoTm, UKIREE)

BHEICB T A7 L R=yar otz
¥ A ENEERBICB T, AL
DEEOITREBI A 2P 5EBI1,07241 1 14
il (13%) IO Bz, ZbiEng
b AR OB G k- THMEKED ., 4+
FERBAD 2B, 9 BIRYYERTHER S
Bt ST RUMAE 23 BEIR & 72 5 72 1 D238
B, BUMRES 2 v 7 LIFAEIC LV SETE
L7z b O, BEYYE & BRI O HE T
KV L2 b o316, RYYEZIC DIC
MO IR EIIBIT L L2 0N
1], BAEICE D D, DIC OEEWAH
D ZIEEs R X B b O SRRV E M %
NEEDLNTZH ONEIBITH - 7=,
¥, BBV T, Ze MR
14345 1. Grade3 LA k= @ Jgk G4 23 1041
(23.3%) . BVEMEMiZe 3201 (4.7%) L7
WEIS TR BN,
(GBI K OVREB N

(ff P A A )
o FH AR A TR 2 I 35 1) B 22 Ak A 0EE 451
3281607, RITEH (BRRMAEERE %5
T9) 133,093 (94.3%) IZRD BN, E
TRBIVERIE. AACRIELI0SH] (58.2%) .
i E1,85901 (56.7%) . BB HERE1,62904]
(49.6%) . Hi0>1,592151 (48.5%) | 1,587

PEEEAM R G591 1, 48051 (81.4%) (ZRIVE
A (BRREEREEET) BEOLHL
7= EZRBEIWER (10%LLE) 137 9 FEIEL6
Bl (27.1%) . BEELIH] (18.6%) . FUIR AR
AR FAE1161 (18.6%) | iEffE ~ U 29— KT
1 = 84 (13.6%) . A i BR ¥ s 8451l
(13.6%) . 1.4 TSH HAN761 (11.9%) |
B 1 o b6t (10.2%) . CRP 1
mefsl (10.2%) . FEF7661 (10.2%) MK OME
B (102%) ThoT-, (KRR
(BIBRASREZRTEAT « T O IR/ NI fitiges)
EINE 11 FE5ER (ONO-4538-05K U067
BR) ORAEEFEAM RS H A, 884
(79.3%) \ZRIEM (B s =5
Te) NFRD BT, EAeRITEA (10%LL 1)
IEFEE 61 (14.4%) | tERSE1661 (14.4%)
BARBGR 1661 (14.4%) K OVFE 5 1641
(14.4%) THoT-, (KFREF)
GRIGYIBRARE UL PE O B AR E)
B4k [R 2 I FH R B (ONO-4538-
03/CA2090255888) D22l xI 52406
B (HARN3THIET) F. 31961 (78.6%)
WZEWER (BRRMRAEE R 2 & Te) 2589
BTz, ERRIEA (10%20 1) 139557134
Bl (33.0%) . HELSTH (14.0%) . & 5 FEEE
5741 (14.0%) . FHI5061 (12.3%) . AR
1R48%1 (11.8%) K U%Z4141] (10.1%) T
botz, (KGERE)
(TR IR X ) >
oNfE)  ENEE AR (ONO-4538-1558
BR) O MR RS 17E L, 174
(100%) IZRIER (BERMEMRT 25
Fe) NFRO LTz, EAREIER (10%LL 1)
IEFEBRTH (412%) . D FEAES B

(KEYNOTE-04135%) T, A#l2mg/kg %3
T8 [ b T - S T 2 AT S 52
5142451 7R 34451 (81.0% )M BIVE 23388 &
Nz, EARREWERA0%LL )L, % 9 FEIE
611(14.3%), BEIK 951K B2 95 641(14.3%)
K OB RIS HI(11.9%) Tdh > 7=, (KR
)

2) SRR AR M SN A I AR BR
(KEYNOTE-0027%5#%) T, AAl2mg/keg %3
Nl RGP Y Wk X (2 TP
%1 178 151 Hh 121 5 (68.0%) . K& ON A Al
10mg/kg % 3R TG IhicZ4a
PEFEAT 6 5261179451 H 133451 (74.3%) (2 &l
TERMRD bz, E2RENER(10%2L
) iE, AFl2mg/kg 338 M MR 5 TR
Fr40M1(22.5%). & 2 FEIE3TH1(20.8%) &
OFIZ2141(11.8%). AHKI10mg/kg D3
M B 5 57 52451 (29.1%)., & D FESE
4201(23.5%).  FHRI1961(10.6%) K D335
18%1(10.1%) TdH > 7=,

WAL 1 A5 (KEYNOTE-0067K5% )
T, AHl10mgkg %28 MR CHRE S
AU T2 22 A AR AT et G 451 278 451) v 221 451
(79.5%). B OARAI0mg/kg % 338 MR
TG S TR AR R 5451277451 o
202651(72.9% )N BIWEH RO b LTz, £
7REIVER (10%2L B)iE, ARFI10mg/kg D2
T [H] I R % 5-C 95 58411(20.9%), T i
4751(16.9%), FEB4161(14.7%). % 9 FE
FE400(14.4%), M IFE32H(11.5%). K&
OVELL2861(10.1%),  AH 10mg/kg D33
[ IR 5T 97 53011(19.1%). T H#I40
B(14.4%). & 2 FERE3HI(14.1%), F&2
3741(13.4%). BAETRE3261(11.6%). il
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— AR 77/ ) A~7 (B riiz) K& & % L KFI =ARN~7 (GERIETHEZ) ~NAT Y XAv T EETHREZ)
R4 T N 7 i RE1200mg X% T — )V SR80 mg F 7V —REEE20mg S AT V=R | F A N F S EE20mg T A L—
X% T )L RERE 20 mg SR FHE100mg 2 R EE100mg
U B XY T —/VRE#E20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL
B (48.4%) %5 ThHol, FRERMREMN | (29.4%). B4 il (23.5%). FIREHE | 3161(11.2%). MEFJRE31HI(11.2%) &% U=
R EorE FEIL. AMERkE2,6346] (803%). 4F | REAR FHE3H (17.6 %) . 92 6 |  HHEAB31E(11.2%) Th > 7=, (KR

RITER ()

FRERIAD2,42301 (73.8%). ~EZ T E
Wi 1,52501 (46.5%) &Thotz, (FHHE
EHTHE)
(W oMif R AR Rl
WS C IR L 72 RV L RIS T
SMIREICHT AT L F=Y r E T L R
=vnrr ORI L D5 NLFERERICE
W CUARAENTS mg/m? % 5 U 1= 2 M3
KIGI332051 P | TRERBRESE D S DI T E
BX1E (0.3%) Tho7-, ERENWEMIL,
E21661 (65.1%) . 45 1B 2 & 1424
(42.8%) . T 11861 (35.5%) ETH -7,
Grade 3LL OB T2 HEEUE1341
(3.9%) Nk bEnoT, £7-. BEMRA
EEREITOWTIE, M 2 i L 723284
. ERSDIEAE S 1 e R 2184
(66.5%) . AI-P 1520441 (62.2%) . it
BRI 13461 (40.9%) . A RIS 132451
(40.2%) % T -7z, Grade3LA L TE72
Bk, HFPERE 10561 (32.0%) . AL
BRI 7961 (24.1%) . Al-P 1 H 3841
(11.6%) ZEThH -7z,

(11.8 %) . tEEE2H (11.8%) K OWHA
2l (11.8%) ThoT-, OKFRHEE)

(PR UL WA 2 A3 2 SHSAET )

[ B 3 [A 25 I AE 3K B ( ONO-4538-
11/CA209141788R) %243t %1 52236
B (AARANI8BIET) H. 13961 (58.9%)
WZEWER (BRRMRAE S 2 5 Te) 23589
Lz, EREWER (S%LLE) 135533
5l (14.0%) . 020 Bl (8.5%). FZ18
Bl (7.6 %), % HFEELT B (72 %), &
BT B (7.2 %), THiesl (6.8%)
KOoEimieg (5.1 %) Thotz, KR
1))

<PD-L1GHEDO YRR REEZ2HETT - FFEDIE

/I e >
[EIBR L F 2 1T B (KEYNOTE-0247%
BR) T, AFI200mg % 33 G TG &
AU T2 22 A VR AR AT E G2 0 154 45 P 113 431
(73.4%)(H AR N 2161 7 20451 % & )12 fl
ERRRD bz, EREIERA0%LL
k. FRI22 61 (14.3%) . 9% 57 16 Bl
(10.4%) K O EM6/1(10.4%) TH > 7,
BRIEEZE 1L/ T #A 3R (KEYNOTE-
01074B%) T, AAI2mg/kg % 3HHEIHIET
B B S 7o & AR AT k5451339 451 R
215451 (63.4%)( H A A 28 11 o 22 5 % &
T2), R OARAI10mg/kg % 338 FERINE T
5 VT A AR AT R G451 343 45 1226
B1(65.9%)( H A< A 3441 13041 12 Bl 7€
MERD BT, EARRIER 0% )i,
R F2mg/kg 0> 338 [l iR 5 T 55 46451
(13.6%). EARIFIRA641(13.6%) K OO
3741(10.9%), AAI10mg/kg D338 MG
Be 5T 57 49611 (14.3%) I V58 95 4451
(12.8%) Tl 1=, (KR

(1) ERZRIER

1) RVEHERRER « REMERER (1.3%)
BNHLLNDZ ERNHDLDOT, BED
KRR 43 ICBIER L, RENEDLN
A IR OB & Ik 5% 0
WY E AT Z &,

2) FrEgeERE®E, FF4 - AST (GOT) #9n

(3.9%) . ALT (GPT) H#4/ll (3.8%) . Al-

PN (1.3%). v -GTP #h1 (0.5%) .
EULE N (0.5%) %%k 9 BT
fEpEE . T (0.5%) BN HbND T
ERHBHOT, BEOREEZHIITE
L. BHEPRD LNTHAITIIAA

MERAREWER ) KO T2 OfoRER ]
DFEBUEEE T, 7RI L O REE NI &
TORT % BIEH 1A ERFAERI9041 f UM
MR IRA3, 281 DEEFHI &S <,

(1) EKR2EIEM

1) EBEEmH GEEE ERD) - DL ERED
B BRI A ERIBD (R B L
R & ETe) ~ET mE VD,
NI SN S BN D DT, MLIEH
BAE STV, BEDRD LN
AT, BEEROER, B, K3
LOMERIEEITHZ L, Tl A

(1) ERAREIEH

1) VRN« Ilsde, g, ks
EEOREMEMEER (42%) Bdbb
NHZENHDHOT, EZHR, PR AEE,
FHE iE OB (REE) FOMK
JERZE FICBER L, BREABEDLN
AR, BRI X R,
CT. fif~—h—%0fEs I+ 5
Z L, HEMERMEERN DG AIC
TG A2 FRIE L, GBI EREARLE A
OREEOMY) R NEEITH Z &,
(M) MEEE L] THREREARL
W DHEBM)

(1) ERZFIER

1) FVEMEAZE © BRI EG1%)
NHLOLNDEZENHHDOT, B
ATV BENRD b
HITiE, ARFN OG- HIEE O ) 7s
WiExATH b, (T84 THE - A
BB B EokE) MEE#
5 O TEBERIEARNER ) OHES
iy

2) RS, BEEED T : KNFZ(1.7%).
HEOTR(13%)BH bbb Z &
NdDHOT, BEE DTV, £
Fed 2 T, M. LS DR
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— AR 7TV Y A~T (EETAEz) Rt & 3 E LR =F~7 (EfETAEz) ~NAT Y XAv T EETHREZ)
W 5e4 Ty b 7 RiEEE1200mg 2% T — )b S 80 mg F 7V =R R 20mg, ATV —R | A M A— SR E20mg, XA R L—
&% T —)V R ERE 20 mg A EFE100mg A I EHE100mg
U B XY T —/VRE#E20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL
D% Pk 5 % O 2 LE AT OB HIZdH = > Tix G-CSF /Kl | 2) EREFMMESE, Lk, ik, B RO OLNIHEITIT, AR O+
A EonE 2T, WY RERAICE L CHLEET DL, RRE - SEREATEIE (BEERE) O R EZTTH Z &, ([

RITER ()

3) Kk, BEEOTH : K%k (03%).
HEDO TR (05%) NdbbbhbdZ &
BHDHOT, BEDOREL 5822
L. Fhtd 5 T B89, {5 ok
Nd b iGaIiE, Afloks %
LT 5 SO R AEEITH Z &

4) BER R EERIT) NdbSbh
LT ENHDHDOT, BEOIREEZ 5
ICBlZE L, BRENRDONTZHEITIT
AFNOPe 5% 1L 5 S O ) 7R AL E
2179 Z &,

5) 1EBBERSR 1 BUERIE (02%) 23
b, BERFEES T Y K= &
BELBENARH DD T, 0B, B, &
45 DR DR B MBEE O - F 1+
SEETDHZ L, 1 RMERIEN DR
A AR O S APk L, A v
AV v BUHN B P g B S O Y T ML
ITH T &,

6) FURIREEAEREE : FUR IR AR TE
(2.5%) . FIRARERETUHESE (0.8%) &5

OHIRIHEREREN H Db b Z LA

HHOT, BEDOREEZ I8 L,

BEDPRD NG EITIIARA O 5

ZHIET 25O R LB EITH 2

L,

BIEHSREREE | AIRER S (02%)

LORIBBEREND Dbhd Z &N

HHOT, BEOREEZ I8 L,

B PR LNTHEITIIARA O 5

ZHIET 2SO R L@ EITH 2

L,

8) TEMMEREREE | THEMAL (02%) %
OTEMBRERESS b Z &R
HHOT, BEDOREEZ I L,
FH RO NG EITIEARF OG-
ZHIET 2S5O R LEEITH 2
L,

7

-~

2) Ya y ZHER (02%) < 77 4 T XY
— RS (0.2%) DR RIEE, K8 S
A MEARR, MR, B
DY a v VR TFH7 4 TF—H
ISR bbNDH ZENdHDT, +
SHCBIERZ ATV, B 2 33l
LATL AT EbICR G2k L,
YR EETTH Z &,

3) BRyE, RS, JIFReRES (SRR
< HH, JFAA4. AST (GOT) - ALT
(GPT) * AP OF LW EREDEE
RIFEENRL LD ERH DD
T, PR OMICER L THIEE
FATV, BESED NG EIT
13 5% k35 7 LY e AVE 24T
5z ¢,

4) SHERARE (0.1%A0) -2k R4e
LOEERGEHEEND SbNDZ L0
HDHOT, BHEMAOHIZERL T
BEE 04TV, BEPEO L
BAIIIBE 2 kT 5 2 ST A AL
BEE{THZ &,

5) FEMENSR (0.6%) . MiRHEE (0.1%

) - REPENRR . BERHERE A B 5 o

N6 ERHB, [10. ZOMOEE)

DIEGYBIR] F7-. FdhHsikz ot

LT\ 5 BE TRROBRRER (e

WRZ) BHLbNDZ ENH D,
[13. tHESEM) oEER] Blgs 1+

STV, BERRD LNEEAITE

B2 ikd 57 U 2 E 21T

&,

DA% (0.1%FKH) - DARERRH HD

NHZENHHDT, BEE ST

W, BENRO ORESRAICIEREE

Fikd 572 O RALEEITO Z &,

7) FEREME M N EEEREME (DIC) (0.2%)
- FRFEMEIMAE PEEEE ERE (DIC) A3

6

=

3) KB4,

DR BEERIX) . #7728 (0.1%) .
BRSO RE (BEARPN) bbb
NHZENRBY, ZThbEEELEE
Z2ONBEHLHE SN TS, i
JHMETF, HRAG T, DRORAEE, e TR
% CK (CPK) EH. LERKEF. MW
FRORF I A ey FREDRs
ATV, BENRD NG
Wi G2 L, BB RERLVE S
K OB LD Y) 2B Z21TH 2 &,
F7-. BEMFEEICELS 27 V—FD
T2 ORI AR NI TS5 Z &2
HBHOT, MIREEDOE IR
THE,

EEO TR : KBk (1.1%).
HEDOTH (0.7%) BdbbbhdZ L
BHDHOT, BEE STV, Fifi
T5 TR, MR, MESOERIS 5
bheGE L. & EE I 57 L,
WE B EZITO 2 &,

4) VRUBEPRS « 1ROBERAN  (BIAE 120 R

EEte) BEEARPER) Bd b, B
RIRMEr R 7V R—=V RCEDHZ &N
HHOT, OB, b, IEHESORER
DOFBIRLMAPEE D LHICHHEET D
Z & VRIBERIR S B TG Bl
HEfiL, AR ) RFIOL S
DGR EZITH Z L

5) GeEE ML/ MBI A PESR DR - Se R MR

IR PSRBT (BEEEARHTR) 3
EbNHZENHDHDT, BEE TS
WAV, BE AR DG AT
H&ik L, #EeREETH 2 L,

6) HTEEREMR T | NP4, BELMEREAE 2% AST

(GOT) #n. ALT (GPT) #. v-
GTP 80, AI-P 8, v U L8
Er O FHREREE (1.0%) . R
(0.1%) . BEALPEIRAE R (BEEARIIX)

% - HEICBET 2 H EOER)
DI HR]

3) Bz B ¥k I AR JiE 6% Bf (Stevens-Johnson
SEMERE), ZTALBE © B Rb AR A {5
T (Stevens-Johnson JEMERE)(0.1%). %
TEALEE0.1%) 3% Hoivd Z &R
DT, BEEEFHITATV, B
O LNEAICIE, ARl E %
kL, EYRLEEITH Z L,

4) HRIIE - FERRIE0.2%)03% H b
NHZZENDHDHDOT, K, OB A
LR LNIHAITIE. KEFRE
LARRR L, ARAN OG- RS 0w
RILEHEITH Z &,

5) MRRREE KM= 2 — T —
0.7%), FT >+ N —IERERE0.1%)
HEOMREEND LDONDZ LD
DT, BEEFHIATO, BEHR
R SN, AHlOFE LG
LS OB B AT Z &,

6) JFHRERE . & : AST(GOT).
ALT(GPT), y-GTP, Al-P, £V /Lt
VEO LR B D TR R E
(8.3%). IF&©0.7%)nH bbb Z &
N DHOT, BEE STV, R
WD LNIHEITIE, ARAl O
G RSO R B 1T 2 &
(FAYE - AR B A0 Eor
B AO TEERILANEE OHES
iy

7) FRRMREEREREE  HLIR IR REIR TE
(8.0%). HUIRMREEBETTHEIE(4.0%),
ARIRZE (0.7%)55 O FLIR RIS AE 55 3
HobNbZENHHDOT, BIEE
ATV, BENRD b E
(0l = S N 70F SR SN TS AApP =) b
BEITS Z &, (T - AR
THMH EoEE) KO TEEAREL

qeUINZI[0Z3)Y
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— AR 7TV Y A~T (EETAEz) Rt & 3 E LR =F~7 (EfETAEz) ~NAT Y XAv T EETHREZ)
W 5e4 Ty b 7 RiEEE1200mg 2% T — )b S 80 mg F 7V =R R 20mg, ATV —R | A M A— SR E20mg, XA R L—
&% T —)V R ERE 20 mg A EFE100mg A I EHE100mg
U B XY T —/VRE#E20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL
9) k., BERER : MK (02%). BAMEK LONDEZERHDHOT, MM, BhHLONDZENHDHDT, #HEe ARHER ] OESR)
o (0.5%) BNHHDONDZERHDHDT, 1My FDP fifi, Mg~ «+ 77V 7 — 5 i TITATO, REDPRD bNTHBAIC 8) THEIRMEAERESE : TIERZ(0.4%).

RITER ()

BEOREZ OB L, BENR
B BN G A IIEAR OB 5% ik
LHEOMWMYIRAEEZITH T L,

10)HREE : KM=z — X F—
(1.1%) . F5 >+ S L—IEERE (0.5%)
EOMREENH LDONDZ ENHD
DT, BEORIEE +oIcBlsgL, B
HHRRD LN EITIEIARA O 5 %
PR 250 R LEZITH Z &,

11) SEIEFENEE : T E GEER
) N HbhD Z ENHDHDT,
BT, IR T8, WL IREE, gE T
EEDBIR 2 ITATV, RENRD
LG EIIEARR OB 2RIk L,
B R RNV E A E B 5 0%
IREZRATH Z &, E7-. HIEMHE
THEIZ X B 7 U —F DAl I M
RENHETTHZ L BHHDT, R
KEOFIZHHEETHZ &,

12) BEEORBEE : P apih s
fif it (Toxic Epidermal Necrolysis : TEN)
(BEEERBA ) &k R AR A {5 7
(Stevens-Johnson JEMERE) (BEEEAR B
D). ZIABE (03%) SSOEEDRE
BENDLDNEZLRHHDT, &
FOREEE 3B L, BENED
ONTZHEITITAR DR G 2 H 1T 5
LOWMYNIREEITH Z &,

13) BHSREREE | 2MEEEE (03%)., &
A (BEEEARI) | RANE VR 2
(BEBERIT) OB EN S &
OB ENHDHDT, TEHIHIT B
BREZITV., BEAROONZEE
WIEARKN OG- 2 Ik 5% 05 72
WEHITH Z &,

14) fhdk. BRAEUHRMBIE : ik (LA
) B EMRIE (0.2%) 23® S
5T ENRHLHOT, HIMET, Mk,

ELEOMBRREZEEIT) Z &, R
Nd LN EAICITHR G2k L,
WOIRALEZITH Z &,

8) & AL (0.1%AKT) . 5 Him
(0.4%) . IR BEEAR) .
KK (0.1%KR) - BEEL. 5
HiifL, SR AGR, KIBRBH 6o
NHZENHHOT, JERF, Hifl, T
I, FHRIZEOIERNSH S b i=HaIc
[P H A kT 5 7 EiEY) A JLE 24T
L,

9) A LA (02%) A LUARHLD
N5 EBHBHDOT, BEE 5T
W, BERBRD LN ICIIREE
k457 CEYIZRLE T O Z L,

10) BPEFEUR A AREMGRE (0.1%A0) &
PERFRAEERRIE N & B D Z LA
H2HOT, MREFESENL LN E
IR oI, B Ak
570 CiOI B AT O L,

11) MR (BEEARE) - AR R &
LB ENHBEDT, BEE TS
ATV, iE T 2 7 —BESIC RN
RO LNHAICIEK G2 IET 57
EHUIRAE AT O Z &,

12) B¢ R kS ARAE B2 R (Stevens-Johnson
FEWERE) (BEHEEARE]) . PR s
it (Lyell SEMERE) (BEEAHD) . ZIBAL
BE (0.1%AT) - B2 Je ik RS IR A7 1o T
(Stevens-Johnson JEMERE) . S
FEEEAEAE (Lyell SEMERE) . ZISRIBESE
DK - BHERSB RO LD 2
EMBHDDOT, BIEESIITO, B
HRRD LN EA IS =P IET
570 COI B AT O L,

13) & RF—F GEEARH) ., JikiE
(0.1%ATHs) . FEIE - (R (0.7%9)
D F R —T HKE, BERL

AR IET A7 L Y e E %
152 &,

7) HOR R RE R HUR IR RE (X T E

(6.6%) . FURIREERETTHEIE  (1.4%) |

FRIRAE (1.0%) 550 HUIR I RERE
BHLDLNDZERNHDHDT, BlE%
+3ATV, BREARD DRGEIC
WEEGERILT 572, WU AE
192 &,

8) Mkl E  RKiEtk==a —m XF—

(14%) . ZF=2—u3F— (0.1%) .

HefggE=o—aXF— I .
ANU—SEERE, BB (O TR b BEAR
X)) SOMREEND Hbhd Z &
BdHDHDT, BEETHITATV, BE
BB LNIHAICITEEE R IET S
Te L WU B AT Z &,

9) BfEE  BAA (0.6%) . JRANE RE M
BE (02%) ZEOFEENHLDOND
ZERHLHOT, KROEGHITEH
IR RERR A 21TV, B AR B
NEGEEIITER G 2P IET 572 i
BB Z21TH 2 &,

10) EIEMEE  BIE#ENE (1.1%) %0
BIBEENS LRI ENRHDLOD
T, BEE+HSIATO. BZEPRDS
NGB IR EG 2RI 570 8, b
Bl7e i 2175 2 &,

11) Bhge : Mige (BHEERBIK) 3% &b
LT ENHDHDOT BEEFITAT,
BHEPRD N HGE T &R G5 %2 1k
T HRE, WURAEEIT) L,

12) % DRk E b Fe B e iR
JiE (Toxic Epidermal Necrolysis : TEN)
FE G REEIRIEPRE  (Stevens-Johnson i
BERD) (WS BEERT) . AL
B (02%) SOEEDOREREND S
bhbZ EBdHHOT, BEE NI

TEEARBEREAK FIE0.3%) % O T
MEREEND SbND Z EnH DD
T, BEE 5TV BENRD
DN HA I, RFI O G H LS
DY AEZITH Z &, (TR -
FAEICBEET A EoEE] KO
TR HANEE ] OESR]

9) FIEHEREREE « FIEHERE R 42(0.4%)
LFORIBHEERE N ODND Z &
NHDHOT, BEE DI, B
WO LG, AAIO#
SISO R E AT &,
(T - FHEICBET 26 Foik
B L TEEREARNEE] OES
iy

10) 1RUFEPRI « 15048 JRI(0.3%) 75 & &
b, BERFEMET b TV R—v AT
EAHBZENNHDHOT, OB, Bl
M 25 D S 0D 6 B LA o> H -
WCAVEET 5 2 &, VB RFE S EE
b HA IR, AR O G % Hik
L. A2 RO L% O5Y)
RALEEITO Z &, (T - R
BT A FoEE] DHEBK)

11) B BR40.4%), FAEME
M2 (02%)E DB RENH b bl
L2 ERBHDHOT, EHHICEHEE
REZITV, BEDIRD LNT5HE
i, AFIO £GP IR DY) 724
BEITH Z &, (T - AR
T HMHEA EOREE] OHEBH)

12) WER « ERO03%) B B b 2
EMBHDDOT, BEEHHITITO,
BEPRD SN HAITIE. AAlO
BhH IO ME R LB AT 2
L,

13) fhe. BRBUHRALE © #57£(0.2%).
BB AEEERIDA H &b
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— AR 7TV Y A~T (EETAEz) K& & % L KFI =F~7 (EfETAEz) ~NAT Y XAv T EETHREZ)
7e4 T2 b 7 AEERE1200mg 2% YT — )V RiiEEE S0 mg A7 — R EREE20mg S ATV —R | A h—F SR E20mg, XA b —
X% T )L RERE 20 mg SR FHE100mg A R 100mg
U B XY T —/VRE#E20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL
CK (CPK) k&, M RORF I A7 TV EES LMK, BEAKEOREE, TV, BEIRD SN HAICITES LT ERBHDLOT, HHET. K
R EOEE oy EREOBEE oI TV, B I - AR S HE STV 5, ZHIEL, MERAEEITO 2k, Jé. CK(CPK) E5-. M R OURS

RITER ()

DR DNTHEITITIAR OB G %
kT 5% OEE R LEEZ1T S Z L,
15) Infusion reaction : Infusion reaction
(0.8%) WHHPONDZENHDLDT,
BEOWREZ Bl L. RENE
O SN H AT IIAR O 21k
LEOHMYZEEIT) Z L, £,
¥ O Infusion reaction 23 & B A7z
HlidAAloRGEEZEBICTIE L, #
U8 24T 5 & & biT, FERBEE
T 5 ETHEEOREL+H5IBET D
Ze.

14) BFEROBBUMEEIL, OAK BRI %
FEH L, OAK HBRLIS CHE S-FIVEM
IZOWTITHEERIF & LT,

[Mo. zofhoEE] OmE(1)SE]

14) DHEZE (0.1%A0) . ki Fe 2R
fE EPERE) - DFREZE, FRIRIMAR
FERFEDRE SN TN D,

15) JEYYE (2.5%™) -, Mgt %o
JEYMENRE STV D, BENR
DTG AICIXE B U 2 ALVE 217
&, [2. BEAREARNER OHE
(H&HR]

16) HUFI IR AV E o R A 4 WA RE 7 T
(SIADH) (BHEEARH) ---HURlRA/LE
UG S UWMERERE (SIADH) 23d 6
bNDHZENHDHOT, (KRET MmE
ZRESKT MY U AMSE, JRPF MY
U SRR OB, A, Bk E S
DR S &b ATk G 2
1B U, KGR H oD il BRA T T) 70 AL A
1To22 &,

17) O, TR ONKS ORI, M
BIe. ARREARRRREE ., DU DR RS
DARNGMEERNES . Radiation Recall 3
SGREEEhTn5,

1) FRARRER TR b Grade 304 E
BIER» HHEEZRH L,

13) R I A ZE AR E < D R 1 4 SiE
(0.1%) . MZERIE (0.1%) FOFIR
MARZERRIERH DDLNDZERHDHD
T, BIEETSITATV., BEPRD S
NG EIIIE G2 ikT 570,
B2 EZ1TH 2 &,

14) Infusion reaction : J&Z, T, Z 5
SiE, FIB. EE, AR, PR PR
i B IE 5% % & T Infusion reaction
(3.5%) WHLOLNDZ ENHDHD
T, BEOREE OB L, B
MR LA IIE, &5 2 IET
708 WORALEZATO Z &, Fiz,
HE D Infusion reaction 23& HbiL7=
BEIZELICES 2P IE LTy
TRAVE ZAT 9 & &bz, FERAEIE T
HETHREORELZ+SICBET S
ek,

3 FEEERLIZE N 0 FERRER (ONO-4538-02,
05, 06, 08K UM S5RMHR) K ONEIBEIL[EHS 11 AH
5k (ONO-4538-03/CA2090257 5% & O ONO-
4538-11/CA2091417805%) OFERMN HEFFL.
TNLS DGR, BRERE, I TOH
BRI & L,

Fr vy LREOBEE LT
W, BENBED bNGAICIE. A

FlOBG 2L L, WERALE 21T
2z &,

14) T E 7 & 07 E ¢ 5 E i M 7
1%L LNDZENDHDHD
T, BMRT, IRIE T, R REE,
e TR E S OB A HorITATV, R
WD DT IR, AHIDE
Hadik L, BIERERLVEAID
B EEOMU B LTI Z &, F
Jo. BHEIEMEIEICL D7) —ED
7o ORIRITIER AR BN ETT D L
WD DT, FFRIEDEAIZ 4y
HEETDZ L.

15) LfRdk DR RBEARIN A S 5
nazZ M50 T, MjE. CK(CPK)
R, DERREEOBZ LTI
T, BERRD N HEITIE,
AR OEEAZFIE L, #Y) 72240 0E %
1T252&,

16) g, BEMRA : K52 (0.1%). MR
1%L ONDZENDH DD
T, BIEE 2TV, BENR
LT HEITIE, AR OG- F 1%
DY EZITH Z &,

17) Infusion reaction Infusion
reaction(1.6%)3 & H O D Z L1
DT, BEREEFHZITATO, BENR
RO BLNIHEEITIE, AA O L+
IEFEOBE 2 EE1TS 2 &, (TH
5 - HEICBET DM EoiE)
KO [HEERIEREE) OESHR)

2) = OoOFEIER
#£ 17351

(2) DO OEIER
# 1.7-71 B

(2) =oftoRIER
#£ 1.7-8 =

() TOfOFEIER
#£ 1.7-10 &R

EH EoEE
i~ O

— R ElnE CIRAEBRBERE MR T LT
DI LRBVDOT, BEOREZBIEL

BIERORBICERE L, BERRLOE
GEICHETLZ L, AfEARS DR

— R @l TR MR T LTV
0T, BEOREZ - SIBE L7220

— R ElEE CIRAEBRBERE MR T LT
50T, BEOREEZFDICBE LN
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— AR 7TV Y RA~T7 (EETAHZ) K& & % L KFI =R~ 7 (EETFRHX) ~NAT Y XAv T EETHREZ)
7e4 T2 b 7 AEERE1200mg 2% YT — )V RiiEEE S0 mg A7 — R EREE20mg S ATV —R | A h—F SR E20mg, XA b —
X% T )L RERE 20 mg SR FHE100mg A R 100mg
U B XY T —/VRE#E20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL
5. ERHEEICEEGTH L, TeS AT, RIE, G RIROIERS DM | HEEICKRET 5L, HEEICELGTLHZ L,
Bl iiE 2475 Z b, [—RRICE S Tk
AFRHRESMET L T35, ]
fERAEoEE | 1) AFOEIRFOFEGICET %M | 1 Ea UIERE L T A RettEo H 2 | (1) AFOEIRT O G5BT 5220 | 1. i XUXEE LTV 2 "IEEEO & 2 it
ITls, b, 1% XTEST LTV 2N T TR TR FHITIEEG LAV L, [ ERGS IXFESE L TR T, T ST AR NG Lz &, e, R
Fbm %~ D LCTWDRTREMED & 2 2ol i, AHAl v M)TIE - IRBSEEA, IR RO LCWDRREMED & 2 N idie b L LATREMED & Dt ANIZIE, AF O S
5 ARG LRNWZ EEFAIE T 50, R EWRDHE - SR, B E R RNWZ EEFAIE T2, Rba/lT R ORI 505 — &I, Y720
DEGTERETHHEITEE Lof 3 HETRAED LTINS, ] Be 5.9 DA ITIRE EOF RN E HEERCD L) fEET 52 L (RA
WHEDERRIEE RS LTS DY | 2. BRI G T A5 A I P Ik RPEZ BlE 5 &l S 2551202 F T2 A A T IR X S X
R EoEE BICOIRBEET DL, iz, HIRT SHLHZ L, [EMFERR(T » M THIT BEITLHZ &, £io, MRT 2 ATREM: TV, JEiR~ 7 2 1ZHL PD-141k X
AR/ N TN DABEMED & B I, AN S+ FAOBITHRE SN TN D, ] F %3 YN E NI L ILAS i3 dRT 2 I 3P0 PD-LIFUEE 535 L FiESR
Lg%~ F O e 5t — BRI, 8 E 7038F DEOEETHZ L, UHRY VE AN BHINT 22 ENPEINTNDZ &
5 (%) HEZRAWD Xy iciET 528, [R T M R QAR ORAICET 53 MO IR O AR D AA| O
% AN T2 ARBE S A i e R S e X BRIV T, 10mgkg O 2[E #% 5 HiE, RISk U CHEREER KT
nTwnien, AElERETL L. KRR (AUC bl CREPRMETE S D KI8~231% FTAMEMERH D, 72, B b IgG xR
RS D 5B EAR NG E S, eSS ICHY T 5) 12k v iERRIIC B B EBIBREA~BITT 2 2 L3 b T
SUFFERESE N ENINT D Al RetED & 5, IR« BRIRFEC R D D T AR TR W5,)
F7-, b b IgG IR EEETDLZ & OHENMMBFRD BTN, AR | 2. BHEICEST 256 1213% eIk
DHOLNTEY, RENIRHED BIRIE ooz, o, HAERORE SHELZE (KAl AR A~OR
~ATT DD D D, ] K OFE I BITFRO b o T, TS 57— 2130, e b 1gG
Q) RIS T 2 5A L, BZALEF k. AANTHAROMIES TR 5 IR BAIT T2 2 E BTV
Exg5Z e, [(KAloe MHHHF~O ncTnas,) %)
BATHEICOWTIEARBITH D23, B b ) AP OB GBI D LA NE LS
IgG Tt FILHFICHEH SN A Z & LTCWRWOT, IR 55
MHENTWD,] Bl E R D 2 &, (RElO
b NLHHFASOBITIERE ST
W23, B b IgG TR HHICBATT SO
T, AFHBATT D AR H 5, )
R EorE IRHAEMRER, BrAER, FLIR. ShIR O3 | ARHARRER, BrAlR, SLUR. ShIRSO3 | ARHARRENR, B4R, FUR, SRS/ | IRHARER, B R, 2R, giEaah
INREEA~DF | I T 2LRMEEMNL L TR, | RIS 2L LTy, [ | ISk 2223 LTy (| ISk 2 222 3esr LTy, (i
5 FARREA 22, ] FARRERA 2, ] JARRBRAN 22N FARRBR A 220 )
R EorE | — ARHN Ol B HREOMEFFNTA ST | — AFI Ol B 5T B ERIT AV,
R 20, HERGEHIC TSNS TR0 BRENREDOREEAICIE. BREOIR
EE, B BEENHI, AREE PR IE M USRS REEFOICBE L, LERRNEREE R
RKTHD, MBERGTONIZGEITIE, g5 &,
BE LR RE T CEEL, NA 4L
FA B ICERT AL,
B EOER | (1) akE KXY T =)V ALTETHTENS0 mg, [720 | 1. AHAdRE 1. Fam
W oS DRI, BRAEFAERDUSNT | mg> (1) A TOVIFIREES, UL | - B2, NA T EEE LRV
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— AR 7TV Y A~T (EETAEz) K& & % L KFI =F~7 (EfETAEz) ~NAT Y XAv T EETHREZ)
W 5e4 Ty b 7 RiEEE1200mg 2% T — )b S 80 mg F 7V =R R 20mg, ATV —R | A M A— SR E20mg, XA R L—
&% T —)V R ERE 20 mg A EFE100mg A I EHE100mg
U B XY T —/VRE#E20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL
BRLZRNWI &, (1) e RNk, L
)FARHIF NIRRT 5 2 &, 1)%%@m%%@mﬁ%mmm@wi (2) AANZ B RAMIMBHEIRSE L <I1E5% | A TVEFIRICE L SRR
S)VHRFFAR L FARAE 0 PR L% T N ) (ZIR 7 R OBEESICAER U, RIEEIE | AT, BT, 25°CLLUT T4
THZL T7 Lo WA & IRFN LRI 60mL LA L& H& LT 5, DNICERT 22 &,
(2) $EL0F W5 Z L, (3) WINRITFRNCIRFI L, RUMAIRE | - BRGNS R IR E A A0F 4 B
1D0231F022 um DA TA 2T 4 2)@%&@@E%ﬁbﬁw:&o BT D 2 &, iz i@%‘#é L ﬁﬁ%ﬁ%b%
NE—ERAT 2 &, 3) ABINEREATE LG EIEE | @) FREOKILESCHIHER T2 2 | ha%Helad, BEETs2
RHFED I L L, BRI K B S AR &L O BOFIK THWIRT Lo Fio, A% LEIRIT, GG 2.Hﬁﬁ
AEHEILARNT &, Zl, F. MRS LisgEIC DBEZNNHEOTHA LN &, - BEE(20mg /A T L DB 130.8mL LA
I, ELICEEOHAKTRERENGETZ | (5) MREORERIEISmgmL KT | WM. 100mg /A 7L OEE1F4mL LIA)
R EDEE L, X, ARFNO SRR OLEEDSTR | 2L TADLKERY . AREHAE
WHEORE (2) BeLRE STV, WXL A 5% 7 B o BEESHR O i S

(i)

D S FIERILL R T IR %
54528 BT BANICIEES L
AR

2) FRIRPNEG-IZRE L, SRR A ST
WAL D & EFHNL AR - B A S
ZTZENRH DO THEAME ST
WL icET5HZ &,

LU U HF YT — )V SiHEERE20 mg/1 ml,
[A]80 mg/4 mL>
(1) FHHRE
1) KAl &7 — VSR EH20
mg K80 mg (2734 7 HBIAID) o7
L3y 7 AL IIERIEE RN B
7o, RIRFCHEA L2 &,
2) WaiR (RELEHIR E5% T R ook

) &R LIl AN T
5Tk,

3) fhiAl & ODYmE’i’ﬁbem\ -

4) AEID AL AE LT i EL

KE@%&U‘%E@F/RT/%D‘(ML'T
&, Fm, MBAE LEESA
I, BEHICEZEOWAKTHREWET Z
L,
(2) 5

D 3 UREE S B C R R £
5352 L, T ANICIEERS L
RN &,

(6) fh#l & OIRFEIX LRV &

2. BERBELTHEIIRNE G & L. KT,
AT G L2 &y

3. BHREARANI AR RO L L, Sl
BRI TN &y

TIWTHEAN L, RAEIRE % 1~ 10mg/mL
LT 5, iRy T o< ) KRSt
TR 52 &, A TIOFORFKIKITHE
FTHrz L
c PRI SN2 &,
AFNIRAFEE & F R0, R E 9 <
S TRE T 2551, 25CULTF
'M%WMWXi28CT S04 KR LL

_ﬁm¢5 & TR & Vi ETIRAT L
71 TiE, BRI AR Ny 7 & EIR

%# L,

3. B hEF

CAFNT, AT A T 4 E— (02~
Sum)Z {8 L C, 3043 R A 1 THAR %
5454, RFOEBRHIEIZITHLRWT
Lo (THEE - AR oESHR)
=D T A &R L ToIRA
ORI G Lans by
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— AL TR 77/ ) A~7 (B riiz) K& & % L KFI =ARN~7 (GERIETHEZ) ~NAhTn ) Xv7 @ Z)
W 5e4 Ty b 7 RiEEE1200mg 2% T — )b S 80 mg F 7V =R R 20mg, ATV —R | A M A— SR E20mg, XA R L—
&% T —)V R ERE 20 mg A EFE100mg A I EHE100mg
U B XY T —/VRE#E20 mg/l mL
U V2 X YT —/V Rl #E80 mg/4 mL
2) RG-S L, SR A A
B & ST ISR - B 2 ds
ZTZENH DO TIERN MBI
Wk S IcEET52 L,
A EoEE | (1) ERNAOEERBRICEWT, AFNSKH | (1) SMECRT SRS (1) BBV TRANZRTT 20RO | ENAOERRHEBRIZS N T, AR
Z OO EE THHUROREAEN S STV 5D, AAH OBl KGR 5100 mg/m*& L FEAER S ST 5, LPUROFEARHE STV 5,
2) =7 A4 FNIZAAFIS0 mgkg &1 TWVBHEKIZBWTIL, HEORILE | (2) VIVIZAEHKIS0mg/kg & 1[E], 438 H <
[\, 26¥E M KE &G Uiz gEaERic s KOEBENE < R ONEEE G LR, IRigHE~D Y /R
T, MBI A BRI E 2358 & RoBE BRI E LT, BIRRE R KOG EARD S & o
N oRERD 5, EUHNC K DRIEEGTDOI TN D, WERH B,
EH EoERE A% G- L LTk, X3 AZY 2 (16 | 3) #AMNERBBRICH VT, AFNC L Bk
TOMmDOEE mg/H . 8mgl A2[a]) %4 ARFIOE L. PR | [ o 3 1, W A A i 708 it
() RTE 2353, B OS5 2 & NTIEBIT, BB F kg %

MEFELNEESNTND, e, mik
5% FEE LTERIZBW T, BER
WHEUE (774 TF—vav )
WZRDETHRRES N TND,
Flo, FEIZBE L CEILLTO L 9 22
HERH D,

« AF1100 mg/m?% 338 [ [E1FE C A i §R Ak
WG L& 2 A, Lithiikb a2y
CRECEHRMEESE (hE) LU
T8189mgm’LA I, ZIF RV EE TIT
489.7 mg/m*Lh b G L7c & EITVRE
DFEENE L o7z,

AENOBEEPIET D & REITR LI
BT 5, WL PN HHBLL ., 3kg
o EESEINAE S REMEDO SO
W72 B EMNRH L3, BEOZ RO
MEFED R, F IS BIAE K& O
KHEAHE S TND,

(2) SETONTHERERE BF ~DE G-
SMENZ I T, AHI100 mg/m? 4 3 [H]
bR TR IR G- L& 2 A, 1L
PTNAYKRAT 72—V EE (EF
W ERO25[F L E) 2D F T RT
ISRl (EFE ERO1LSRHELL
b)) B Fmd e Y v e v EE (E
Wik ERREL L) BE AR E G LTz
Bt EERANEHORBCEIER D

DR E OHEARD b7,

qeUINZI[0Z3)Y

Clolg el LT

©

N us)
[u]

FT

Q1 a8eq



— R 2

TT VAT (BInFH#Z)

Kt % 3t KT

=R~ T7 (GEBEFHHEZ)

~_Aa7 ) A~ T EEHIRZ)

ones

Ty MY 7 AEEE1200mg

X% T — )V i - 80 mg
X% T —)L £ 20 mg
U U HFx YT — )L i # 20 mg/1 mL
UL H %Y T — )L S EHES0 mg/4 mL

47— R E20mg S ATV — R
AL 1 100mg

A h—F S EE20mg, ¥ A hb—
A I EHE100mg

EH EoEE
TOMOEE
(ft)

B - BERBO STV D, S
NIZEWEMIZ. Grade 4D 47 HERRD
FEENEL TP ERID | RYE, TR A
IR EEEZ N, WONT RS
HIEEA PE S R CH D | I
HAEDfERRIES N5 L EE SN T
W5,

(3) ASF & fth, o> LN 575 R0 i et R
EEROH L-BE T, atkaimE, B
BRI REGERE (MDS) WNREA L &
DHENRD D,

4) BRFHERBRD 5L, F ¥ A =— A
LA Z—OYNE R EME (CHO-
K1) %Mo Rk BERBR L O~ 7
A& WA /IMERBRIZEB N T, Wt
HGEOR RS G STV D,

(5) [E PN T D FE /NI i L2 k3 B 35
mg/m* D1 [E# 5% (1 H 115135 mg/m?,
1. 8, ISHEES, 48EIHYIEL)
W2 & B8 AR RBRICBW T, M-
PG ZE 23481 6BIZFRD BTz, (K
WA - HE)

(6) FLIE DT E AL FHEIC BT 21
HERRFRBRIZ I T, AH & iR
MR A &2 OFH L 7= BB TR IR
ETERESICB W TH BN MR L C
W EFI RN HE SN TWnd (3.9%
(29/744) ., BIZRHARIP9E : 960 H),

WA S5 o R
BAEH H

2% Y T =)L R FHEA80 mg. [M20mg :
20164F10 H ekaT (552560

U A X YT —)V S ERE20 mg/l mL,
180 mg/4 mL : 20164F10H kGT (BBSHR)

201747 A EGT (B15))

201744 A EGT (BR4h0)
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x& 1.7-2 T2 M)V RAiEFHEI1200mg B - AECEET SERALDEE
(3) ARG LV BWER S BEE LB AT, T OREMEL B2IC, ARIOREEZEET D

Z &,
BIEH PR L
Grade 2004 Grade 1LL FIZEIE 5 F T, AH| 2RI
TR M it T 5,
B DI 120 ] %28 %2 D IR3E% © Grade 1LL T &%
oo TEIE L2WEEIR, AFl&2 1T 5,
Grade 304 E X IXERIEDOLES AHK R IET 5,
Grade 2 (AST #5 L <IZ ALT 23S gi”‘ge AT %70, Al K
i EIRO3I~SESRRE Y LY | impg 2 im > 2 gkl & Grade 1T £
DIEYEME EFRD1.5~3fFDHn) 23 CTEE LAWEA I, AFIE IR
PR AN
- SH A Tk 555 7.
Grade 3LL | (AST & L < IX ALT 2®
HUEE FIROSEB X IR v e
|
LA ERO i) o | e TS
s
Grade 1L MIZ[EIET 5 £ T, AH| A2 IRHK
T 5,
e | Grade 2XE3OEE 1208 [#] 2 #8 2 S K% b Grade 120 F &
RIBRITH CCARANE e ST
60
Grade 4D 355 BHN RT3,
Grade 1LL FIZEIE 5 F T, AH| 2RI
e Grade 3L EOT I 7 —E XLV jiéo R
e R— P i 12 [#] 2 8 2 D RFEE b Grade 1LLF &
R . Grade 23133 DIES CEE LA VEA IR, AFI% IR
ZDO
Grade 4 X X3 M DS ARHNZHIET 5,
Grade 311 00 2 L Jiéﬂ*%ﬁ?ﬁ\ﬁmﬁ“éifx ARH| RIS
. EF‘ﬁO) Eﬁﬁiﬂé%%ﬁ%ﬁ?;ﬁg
o SEIENED RIS TOHERE . U | o s s \\
R SR s L (50,1 UL ?;EW‘M FHET 25T, Al
e | RO MR (R 0 WK IR RE T | T Do
AR RS HEhE
Grade 1LL FICEIE T 5 F T, AH| &2 IR3K
T 5,
Grade 2L D Rl AE R4 1238 ] 2 8 2 2 R41% & Grade 1LA T &
TEIE LWgait, AKAlZ2F1Ed4
60
K. B

B

4= Grade

KA 21k 5,
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e

Grade 20D 54

Grade 1LL MIZ[HIET 5 £ T, AHZ KK
15,

12 28 2 HIR%E% © Grade 10L&
TEIE LWEEIL, AflE2 k4

5

Grade 3L EDOGE

KAl k4 5%,

4 Grade DX T v« N L —JEERE

KAl k4 5,

4= Grade

KAl k4 5,

Grade 3054

Grade 1LL MIZ[RIE T 5 £ T, AH 2R
35,

12 H] 28 2 HIR%E%R © Grade 10L&
THEIE L WGaid, AFlzF k9

)

Grade 4D 545

KAl k4 5,

R

Grade 2D 355

Grade 1LL FICEIE 5 F T, AH| 2RI
T 5,

12 % 8 2 DK% & Grade 1L T %
TEIE LWEEIL, AFlZ2Hikd

)

Grade 3L EDOGE

KA 2R D,

Infusion
reaction

Grade 1 D545

Be 5 2 50% GRS 5, Aeds, B
P L7300 MmeEiss L, R L
WG AT G HE A TR T Z &N
TE 5,

Grade 2D 355

Be G2l U, RIS G A
50% 2R LB 5,

Grade 3LL EDOGE

AR EHIZHIET 5,

Grade |3 NCI-CTCAE (National Cancer Institute-Common Terminology Criteria for Adverse Events)

v4.0lZHEL B
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£ 1.7-3 T2 MUY RFEHFTI200mg ZDHthOBIER
WO LS RBIWERN S b THEITIE, ERIZIE U TREFE OB 2 LE 21T 5 Z L,

FEARBIE%)
5% LA b SO AE FE AR | 1%8L E~5%A 1%A i
B E4)
FE R R SRR ANHRIE , R B
HOIREME D F 0, 8
R
iR AR i)
SR L (8.7%) . BAKEEL | FERA, MEM-, DN,
B (85%) . Tl | M. DL
(7.7%) . W T ps ™
T B WAL, AR
e Nk, R R, B | IRERSRIE, BB
HEEGE, Bk, g
B2 & W5 (6.9%), F OFE | R, BOIREE | SIEREER. £
JE (6.2%) b2 FEVERS , WilE, AL
BE, BT, EEZ
RER T BAER . PR AE | PORR . B s R i
¥R, AR . AR
JIF - B 7T —EHEhE Y
SS—E
WAIR 2 7 L7 F =4
o
1% A, iR U
VORERID . I ER
WY, A ERE D
(il KF MU DLAMAE, | &mF Y v LAME, B
K7 AT e, | K ARY CERIME., i
KAV o aldE, & | HERERREE S L
ke, K~ x> o | VN, KoL sy
I IfLSE 2 MLE
Z D B (14.3%). M) | (KB, 4270 | IBBEUE
JE (8.4%) . FE | = U ERIEA. KA
(8.2%) PEyERE, I R
&, KSR D JAE
HOFFLORBBHEL T, OAKRBROHE 2 50# L, OAKRBRLAN TS S v7-Fl

ERIZOWTITBEE R & Lz,

(4
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£ 1.7-4 2xYT—)LSiEFEHAS mg, F20 mg. T2 F Y T—I)LREEE20 mg/1 mL. [E

AHANZ, F L UTHEMRHIESR CYPIAATRE SN D DT, AREHEOIEMEICRE L RT3 5K

80 mg/4 mL MEEH

AL PRI 2568 IC3ERE L TRET L 28, [[EEyBE] oESM]

OFEE (BFRCEET 22 &)

B TR BRI 25 & &
D ZEND D, PHEE
21T O HmAIiE, B ORE
EEIER L, M2 ENRD 6
NI AT AFOEE K
O R IR 2 k9 % 7
CHEYIRINEEZTT O Z L,

Al 5% BEAEIR - FEIE T T BEFF - falRIN -
s DL RIS A B RE S O BIEH 2 5 | BT BEMEIER 2 A
THZERHDLOT, JiHFE | D,
HEaAT O ez, BEOR
REaBlE L, BET 20303
BHMREZIERT D2 L,
JECH BRI B sREE 2 O LT D | B A

B B R S oD BIVE T 23 Y 5l
THZERNHDHDT,
HEEAT O BHAIIE, BEOWR
REABIZ L, WET 0L

LI ERIEIER 2 AT
24

TR~V

I ARY
SHE TN

g7 ) A~ AT,

BeH MR 5 2 L,
7Y —ARAEEA | BUEAAERL 5N S | T ORAIS CYPIA4
T3V LBEL BN, EBLE T R4 e

LOBEARICED, K4
X OB ES
., TOfERELTRE
XX )LO M EE N
AYTr2en8Ez206h
5o
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x 1.7-5 2FxVT—)LREFEMA0 mg. R20 mg EIVEFA
KU B XY T — )L HiETE20 mg/l mL. [F180 mg/4 mL D EIWEH DA% L. BIVEM DAk
DOEFRZLSN, WEIZFE—THH70D, LUNIZIEZ Y 7 — /L 5 iiFE H80mg, [F20 mg @
BERIZOWTOHRR LTz, >

BITERIZ, EWNRT - %IE 0 ARBRKRERIZ BT 5 22 EFHIERF 9905 TRt s vlz, 7ok,
BIVER ONE K OBEEIZ DWW T, 60 mg/m?E 70 mg/m?DH &2 L 5 KERZERITED LR

ST,

T HEIERRBLE

FFAh . s .

2N ) [ m L RS _ %6
o [T 23 AR E FEYE NCI-CTC

. . . 70 mg/m?>

=, 23%7 23%8 23%9
& 60 mg/m 70 mg/m 70 mg/m (837 Jg) 10
EI1EH 2K | Grade3-4 | 21K | Grade3-4 | &fK | Grade3-4 | &fK& | Grade3-4
B 77.5% 16.7% 71.8% 23.6% 93.9% s 88.4% s
(585) (126) (79) (26) (77) (38)

| 59.9% | 109% | 50.9% | 9.1% | 72.0% | 18.3% | 65.1% | 2.3%
R (452) (82) (56) (10) (59) (15) (28) (1)
2k | 538% | 87% | 53.6% | 10.0% | 81.7% | 11.0% | 53.5% | 0.0%

B | (406) (66) (59) (11) (67) 9) (23) (0)
T 51.2% 4.9% 32.6% 0.0%
B 478% | 69% | 482% | 9.1% (42) (4) (14) ()
_ (361) (52) (53) (10) 25.6% 3.7% 11.6% 0.0%
21 A3) &) 0
46.0% 0.9% 45.5% 0.0% 28.0% 0.0% 7.0% 0.0%
FEEN
(347) (N (50) 0 (23) 0) A3) 0
o 22.8% 2.9% 20.9% 0.0% 48.8% 7.3% 30.2% 0.0%
(172) (22) (23) 0) (40) (6) 13) 0
e | 2% 0.8% 0.0% 0.0% 232% | 11.0% | 72.1% | 23.3%
1n|‘_n7|<

as) (6) 0) 0) 19 &) (€2)) 10)
%5 TEED AALFIRIE N FAEIROHE L) o TRIEHOFHEMER] 282

%6 : [National Cancer Institute Common Toxicity Criteria (NCI-CTC) Version2] (Z& %
X7 7550

X8 INHLEE 11041

%9 : 820 (AIEFREAIBI + 1B (KFE33MH)

%10 : HiSZARIE43151

11 : NCI-CTC Tl Grade3-4 D FFAM HEHAEH 221
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£ 1.7-6 42XV T—ILEFEFHTIAES mg, F20 mg EERBREBEERE
KU B XY T — )L HiE 20 mg/l mL, [780 mg/4 mL OB IRMAE 5 O NI, BRI
BAEFT ORI OMEF B LI, NEIZFE—TH D720, LIS XV 7 — L s H
80 mg. [F20 mg DEFRBAMEFIZHONWTDOHR LT, >

AT - S I AERBABIC 510 CL RO & ) BB R AR B, 70 mgn?
DR TIE, 60 mg/m*H 5-HEC A~ BN S B2 & S bi, fFHERED . ~EZa e
D DRBR N E Do T,

7D MR A S LR

. 70 mg/m?
IE 60 / 2 23%12 o
A H mg/m 70 mg/m (BT B
Arff 97.2% (733/754) | 97.9% (188/192) | 97.7% (42/43)
FImER | 2,000mm3AiE | 65.3% (492/754) | 81.8% (157/192) | 81.4% (35/43)
1,000/mmPAiis | 14.7% (111/754) | 27.1% (52/192) | 20.9% (9/43)
NS 95.2% (711/747) | 98.4% (187/190) | 95.3% (41/43)
I BRI 1,000/mm>Adili | 84.6% (632/747) | 90.0% (171/190) |  93.0% (40/43)
500/mm3AiH | 60.6% (453/747) | 73.7% (140/190) | 74.4% (32/43)
~NEZBE Y S 50.9% (384/754) | 78.1% (150/192) | 76.7% (33/43)
oL 8.0 g/dL i | 7.7% (58/754) | 16.7% (32/192) |  9.3% (4/43)
NS 11.7% (88/753) | 13.0% (25/192) |  9.3% (4/43)
T/ 50 x 103/uL
AMRED ;@ o " 3.0% (24/753) | 1.6% (3/192) 0.0% (0/43)
& 20.1% (151/752) | 31.8% (61/192) | 39.5% (17/43
AST(GOT) |- 5 £ail o ( ) o( ) o (17/43)
501 U AL 0.4% (3/752) 0.0% (0/192) 0.0% (0/43)
4 20.2% (152/753) | 26.6% (51/192) | 46.5% (20/43
ALT(GPT) |- 5- £nis 0°( ) 0°( ) 0°( )
501U L4 - 0.3% (2/753) 0.0% (0/192) 0.0% (0/43)
& 4.1% (31/754) | 10.4% (20/192 K13
BUN L& Ealis N o ) o ) %13
61 mg/dL LL = | 0.7% (5/754) 0.5% (1/192) i

12 UNEE + BB + TEIE
K13 BNV CITHEREEB & Lo T2

TP EREOHER (i)

o IR ERS D Nadir & TP Nadir 7> 52,000/mm*LL_E1Z
Nadir™* HAR E1E 25 F TOHR]
60 mg/m?> 527.5/mm?3 9H 8 H *16
70 mg/m>*1> 412.0/mm’ 8 H 6 H 17
70 mg/m?
(i ) 594.0/mm’> 9H 6 [ 18
¥14 0 a2 — ANHICE
15 PEE + RiERE + ERE
16 : 2215441 — 215871 — & (38.0%) T G-CSF H5| ff FH
¥17 : 2439 — A 12812 — A (64.0%) T G-CSF #4572 i
¥18 @ 22120 — A 70— A (58.3%) T G-CSF HUFH % fif
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& 1.7-1T X%V T7—)LRiEsEMA0 mg, F20 mg ZDHDEIEA

KU B XY T — )V piEE 20 mg/l mL, [F180 mg/4 mL O Z DMOBENWERORNFIX, ZF
TV EE 80 me, [F20mg L [FA—TCToh H 7=, LLFIZIEZ & Y 7 — /b sl 53 180 mg,
[[20 mg DX DMDORIEMIZONWTDOAHR LTz, >

LT O &9 Z2EWEMZRBOD SN EICIE, B - R - Pk DEOREZIT O 2 &)

50%L4 |

5~50%A T

5% A

B

HAbas

BAAR

%»D-U{Eﬁﬂ;ﬁn\ T
Fl. DN

T M, A9 . R R
B, ERE, ER. DR
e, H -+ IR,
BER, LoD

T LXK — FIR, £ D

HR %*&2)

Baie | BRI TUR S

UNFIBE, 278, 6,
JIVT Hafin TV i T
FHRIEESE) . BCRE HIEE,
TS AT

=17
~ b—=7 X,
50 B E AR 42
1t

Kt
ke R

L OV

BUR . B RN
=N S AN =57 N
BE. B, SRR, &
IR, AR

iR

L BB R
7P kobso
& W) TR,

x

PEPAZE, ¥
BETF

P -

75 P . BASTRE . 5 /K
- R | R

T Mk

AST (GOT) * ALT
(GPT) + Al-P *
LDH 5

y-GTP L& fr e
v ES

s
5

EHK, K*Na-Cl-Ca
DOHEE . BUN L&, 7
LY F = b5 R,
mpR, ZJWKR, SR

E
o

=]

PhER

AR MBS A
BB, BE. AR

WPl

WPOR DR, MHSAZ . %
WK, %

Z DA

1
g
=
b
[ )

A/G Lt - CK (CPK) #
L ERIRZE . TR
EE., UK, BE, &
M, 1ETY., ik
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1£2)

FERAREBR CRRO L NT-RWER 2 GHEEEZFHH LT,
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x 1.7-8 FTO—RAHEsE20mg” T O—RIE##E100mg ZDHthoEIER
UTORIEHDZRD b HEIcid, ERICHOE THERLEZITO Z &,

5%LL 1

1~ 5% AT

1% A

NS

1 K 08 Y

VR EE

2 1f.

U R D
BRI
i LD
i

U L XERE, R ML ER B0
P~~~ b7 Uy M,
HImEREHE N, 4 ek
Hn, BERECEN, 4
BRI E | A B ER S INE |
~NF 7 u EURED

HLERERD | IR
ERE

i
gy

(ol

TRIR, LEEAED, L
WM, SR, B,
miEEE, LER QT 4t
&

FHNR, DB,
DA, AL

Ea

H R OV s

i

[EHRPE D F U HAPRIR,
FERE

oA

TERMAAEIRTE, TE
B, Mm=LFabno
v KRBT RO bE
AL RTINS AIREN 3 N
U /X—B I

SEIER, HIMET,
I ERESES /NS VIR
B BOREE, B,
R Wz 15
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B - SR R AE (R

JE . O P R
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{5

WA, N A |
fEAK, BIRE. B B
K. WS, O DR HIFR,
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BB RR, R, 1
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P, PR, H Gk
=R R A

T+ FE R

W7, R
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I PRRIR
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i
Wt
%H
i
gy
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)y

=
ol

SRR

R & OV mifpE, KT b | BERIE, Bk, @AV D | S~ 2T A
Tl U AISE. 5| A IE. ALY A | fE, REET
727 —VME | E. EA LT LM, | R—Y A BREA
= b U T AME, K~ | B
TR AE, KD
FR e, (K7 L7 2
JE. L AT r— U
JE. m MU Z7UEY i
fiE. PRESERE, MY
HIN AR 2 v — L E
AU o AMSE, &R
I JE
5B R K VURSR AR, | A EAE . A DA, IS | B S e
OV B KA ik hRcHE . BIER | S0, AERSAEEL, U v
P ~ FIEL A AT
BAfA. MhEkesm, B
AR, BA BEE
R G Y MR FLE . TRE) | ANHRAE, IR, $EEGE.
b PEDF V., B | FOERETE . BOLHR, R
7, BEIEREE, Ve F—
Bk, 5o
B K OVIR % M7 L7y F= | $KR, BAK, MR, I
P > HEm HRFEEEIN, JRILHE Rw
L) &N 1] FEEREE . MR | D eEEER . .
2B K OV b IR] K, Leo< 0, MEEETE.,
e S, 7L — PR
K. WS, SR, SPAL
Ve, —7 77 22k
a7 A W, IKEEE
SE, ROEDRAE, MEIHF
JiEE
B K OVE | 2 D FRIE, 38 | BBE, RJER. | EHE, RElERE, | SEMEAR, ES
TREMRREE | FERG I, R | M. SREE. ZITIE. BT,
RS, ALBE, & | BREREAE, IO REE
BRERE SR, o | TRIEMERE, g0 HEE
B R 5 T, BEAG, PLEIE,
iz, KGR, K
& e g
1fn & P 8 1 WL, IFTCh ., ERmE | mER
Z DA M CK (CPK) | Al R fiE, EERAE, 4 | Rk ER M8 58 1k
. ARER | E I, FLEER. MR~ | U voREig

—Z—#hm, M+ CK
(CPK) /b, 1+ LDH
HEAN. CRP H#EAN, {(AREEHE
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| | | [ m | |
3¢ BB IZENGE D AERER (ONO-4538-02. 05, 06, 08 &% (N53ER) M ONE BRI [R5 111 #HEk
B (ONO-4538-03/CA209025z8 5 & TN ONO-4538-11/CA2091413858) OFEEMNGHES L, Fnlist
OEGFERER, BHREME. WA TOWHFITHEERH L L,
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® 1719 A ML—FR#EeE20me/ ¥4 ML—F RiEFHE100mg FL - AECEEY 56
RLDIEE
(2) AAFEIC LV BWERNREHR LIHEIZIE, TRESEIC, AREZNREITIET 5 Z &,
(M) MeEERS ) TEELREAANEE] KO TRWEM] 0EZBR]

gI1EH TR L E
MM | Grade 2003FE Grade 1LLFMIZEET 5 £ T, AHI 2K
¥ I, 7ok, 4l A2 T Grade 1

PUFICEE L Ga1cid, ARloE:
Mg 23k & L THBT 5,

1208 M 28 2 DK% b Grade 1L &
TEIE LRWEA I, AflZ2d kT
%

Grade 3VA B XITFFEMED Grade 200 | KFl &2 HIET 5,
Bt
K%,/ | Grade 23D E4 Grade 1LATFIZEIET 5 E T, AHIZIK
T H 5,
128 [H] 28 2 DK% b Grade 1LAT &
TEE LAWEAITIE, AfFlZ2d k4
Do
Grade 4DOP4E KA 2 1Ed 5,
JHFHSRERE | AST(GOT) £ L < 1% ALT (GPT) 23 JEHEff | ZEFL D RLMELL NICIE 5 £ T, AH
= FIRO3~5E TR E U L E VR | 2REET 5,

HEME IR 5~3Z2 ¥ L7-54 | 128 2B 2 AKRE% G FEioiEF
ThIE LaWGAicid, A& hik4
60

« AST(GOT) # L < X ALT (GPT) N EEYE | AFN A ik4 5,
B EFROSEE XTI E U L E A
FEVEME EIRO3EEICHIN L 7= 55
- s & 5 A T, AST(GOT)
X ALT (GPT) 23R BALAREIC

Grade 2T, M 2OXR—AF A 1D
50%LL BN 1A UL R4

L5E
ERERERE | Grade 2055 A Grade 1LAFIZEIET 2 FE T, KAIZ K
E= A5,
1238 2 8 2 2R3 1% & Grade 1LAT E
TEE LR2WEAIZIE, AAZ F IR
Do
Grade 3L EDGE KK & H 135,
N0 A e - Grade 2L o> FEERS Grade 1L FICEIET 2 FE T, KAIZ K
E= - SEREME DN IR E (FR IR | 3895,
K FEEZBRS) 12 [ % 2 2IKRE% S Grade 1T
- Grade 3L LoD LR IRHERERR & TEE LR2WGEIZIE, AAloFIEE
* Grade 3L E oD & IfpE R %,

o 1RUBE R IR
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Infusion | Grade 20034 KEFN OB EZEBIZHIET S, 1THRELL
reaction PIZIEE T A 5E 120, 58 2 50%
BOE L CHBAT 5,

Grade 3L _EDLGE IR MED ARANZEBIZHIEL, BEE LRV,
Grade 2004

LFCLIAL | - Grade 4D EIFEH A i+ 5,
DORIEM - BIER O/LE & LT ORIBRE R
LNEVEE T L =Y o U HE T
10mg/ HFEYS LA T £ Cl28 LN
ICRE T E R WEA

< 12l &2 2 DIREL H Grade 1
PUF & THIE LeWiga

Grade 1% NCI-CTCAE (Common Terminology Criteria for Adverse Events)v4. 0IZ¥EL %,
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& 1.7-10 FA ML—5 SJEFE20me. 4 bL—5 LEFE100mg ZDHOEI1ER
UTORIEHZRD b HAICE, ERICHOE THERLEZITO Z &,

10%L4 1 1~ 10%Ai 1%A it
IR YAV INPAE - 2 1M1 U U RERBAE, AFERER
&= HEEE 1/ RIS E
AR e {EEapES T, SEHIFEE, ¥
AR =2V 2N
B = TR L | WEM R, ONEZER. | BREEE. ISR
M. 1Nk
—% - BEEELRY | T HEJJRE, FEEN, HIE. R | BIE. MEORIE
B GEALOIRAE MR, £ 7y
PR A, R
JRYIE M OVa A HRUE fitige, A
Fife A A ALT(GPT)¥4 /1, y -GTP #4010, 1+ TSH
AST(GOT)¥EIn, RER | Hd, =2 27m—
AR AP EEAN, | BN, AR ERE R
LT =N, 1
O TSH #8n, ey
VBN, U oNEREL
P
R L O e R BEWEE, & MY 7 U | KDy AE, KT
U NI e NU T AMGE, K~ 27 %
U AMAE, KXY EE
JE. AET LT S U E.
A ) v AMAE, &I
B, 8RB e
BSOS Al BAERE. AR, 50 BAfhSk., WA, e
ik e Ji. VAR . e FEAT
Kt - pibieg SEYR. BREE . REhE | RERGE, SERKE. WER.
HEWN KRR = 2 —a3F
2 &N T YVAON (S MICER P R
e o 2
FZ R Je OV THREfRRR | & 5 FEIE. SEMEEBE, REE, | EBE, BT, KB
= 2 BEIR IR BB, ALBE, | 2. KRER, JIERRE
W, KEARBLD, £ | Kk, ZITPE, wlif, %
REEL e, B, 25T
FEIE
18 [ ETY ., mMLE, HH

BEREIE, MR E R e OSFE/ NR fie AB 3 & x5 & L 72 [E N BR(KEYNOTE-0417465R)
/R ER(KEYNOTE-002 K TR006788R) 3 13 [E BR 35 Rl 5B (KEYNOTE-010 K 1024788k ) T A
2mg/kg # L < 13200mg % 33 [ R S 1% 10mg/kg 2 23 4 L < 133 MMMR TG L= EH T
FHL LT BWER O DA AE RIS <, ZOMoORER &K QeGSR ER THE Sz 58

IHEARHE LT,
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Tt b)Y REFHFE1200 mg
(7TVIVATT GEGFHEEZ) )
(35 /N RB 8 )

gL (B a—1)
H 5 EEEATBUE M R SCEICBE 3 5 15

1.8 I 3CE: (B)

KON XELSRTHZ L,

AR A AL
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1.8. 1 ZhHE « 20, FHVE « FHEOFRE DARIL oo
1.8. 1.1 ZhEE « R OZ DFEIEBEHT oo
1.8.1.2 FVE - HEK O ZDOFEIEPEH oo

1.8.2 R EDVERB DFETEDARML ....oooveeeeeee e 11

FRATSTE (FE) oo 16

H
1.8 TREFSUEE (Z2) et 3
3
3
8
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1.8 ARIXE ()

1.8.1 »hge - DR, Rk - AEDKRERNL
1.8.1.1  %hEe - RRUVZDOHREEH
1.8.1.1.1  xhee - R

[%hig - %h2R]

OUIERARE/RHEAT - FEFE DI/ NN it

<ZhAE - WRICPEHET LA EoFER >

1. ALFRIERIGRBF T T 5 KK OB IME K N 2PEIIHENL L TV,

2. KRENOWTEABFIEC BT 2 A0 0 B VLM IS L TR0,

3. [EEREGE] OHONEEZRIM L, KREIOEIMER OV ez 08 g Lz BT, @ik
BEOERIREZITY Z &,

1.8.1.1.2 zhee - ShRDEREEH
ARHFERNEE - 2hR1T, YIBRARE/RHETT - FIE O/ NI B 2 xR & LTI LA
FIOEGIRFER OfE RIS TR E LT,
(1) OAK B
7" 7 T WAIOF AL EEE O KA T H SO IHETT S U 7o SR AT AT S X E A M R /N e A
FEBE 2R, RAFHIM (0S) 2 EHFHMEEE & L TAFIOAIMELE O ZeME e
XL T L EEBENE L2E I MR LEIEER T v ¥ LMK (OAK
RER) A, AARZET31HETIML7Z, OAK :RBRD ITT £ OS @ Kaplan-Meier HH#R
X 1.8.1.1.2-1127x%, ITT £MD F& & AT 5 AFIRED 0S ORI A — RE
130.73 (95%CI : 0.62~0.87) TH VY, KFFETIHC OV A7 BHEEICKT L7 (BRI log-
rank fRE : P=0.0003) ., Kaplan-Meier 2> HH#EE X 7= ITT 4£H 0 OS O fEix, Rk
2 X B EED9.677 H (95%CI : 8.6~1127 H) , AHEEN13.87 H (95%CI : 11.8~15.77
A) THY, 1FAGFHEE, FeEZXBAREDN41.12% (95%CI : 36.16~46.08%) , AHIHE
2354.70% (95%CI : 49.86 ~59.55%) , 184 A AEGFHE EIX K& ¥ & & LV T26.92%
(95%CI : 22.41~31.42%) , AFIEET40.04% (95%CI : 35.24~44.83%) T o7z,
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1.8.1.1.2-1 OAK 5XBR 0S ® Kaplan-Meier gA#R (ITT &£H)

100 p-value (log-rank)
Atezolizumab: 0.0003
. Median + 95% ClI
o Docetaxel: 9.6 (8.6, 11.2)
80 - Atezolizumab: 13.8 (11.8, 15.7)
Yy, Hazard Ratio + 95% ClI
‘P-} Atezolizumab: 0.73 (0.62, 0.87)

2
2 60
wn
ks
2
<]
a8 40
<)
o

20

Docetaxel
------- Atezolizumab
0 + Censored

No. of Patients at Risk
Docetaxel 425 390 365 336 311 286 263 236 219 195 179 168 151 140 132 123 116 104 98 90 70 51 37 28 16 6 3

Atezolzumab 425 407 382 363 342 326 305 279 260 248 234 223 218 205 198 188 175 163 157 141 116 74 54 M 28 15 4 1
0 Months 3 Months 6 Months 9 Months 12 Months 15 Months 18 Months 21 Months 24 Months 27 Months
Time

Stratas are; IC levels per thS the nwnber of prior chemotherapy regimens per [xRS, and histology per eCRF

are
Data Cut-off: 7 Jul 2016: RAVE Data E:draded 19 Aug 2016
Program /opt/BIOSTAT/prod/cdt7692h/528915a/g_kmg01 sas Output: /opt/BIO STAT/prod/cdt7692h/528915gireports/g_kmg01_IT8S0_os.pdf 24SEP2016 17:47

AARNEMD OS 1%, FNEZXFEBABIKT 2 ARFBEOERIANY — REEA30.78 (95%CI :
036~1.66) THV, HRAEMIBNTEH, RBREEOFREE B LT, KAIDIREDFR

NSO bz, AARNEHD OS FRfEIX, FEZFvARENIT0HH (95%CI: 12.5%5 H
~HEERRE) , AFIREN2138H (95%CI : 11.00 H ~HEEAREE) TH o7z,

FZ, PD-LIZEBURILICIS U CHEBRE £ 2 E L, LN T 2 ARKE| O H % FH
U7, JEEREGEME (IC) ROMESME (TC) Lo PD-LI1OFRH%Z PD-LIKEM ¥+
XE /7 a—F—kPUE (SP142) % W7okt (IHC) (2X > T L, PD-L1
FEERBUIE U TIHC A2 7 258 Lz, IHC A a7 OH#EEZFK 1.8.1.1.2-11TR-7,

& 1.8.1.1.2-1 3E/ilRaffifE D EER CTHEMA L= PD-LIEBR DS EERE

IHC Z2a7 Y 7 D7 =) XN PD-LIFEE L~
PD Ll@[%mir“# LD BN ICO
X, PR ICBIR 2R <, PD-LUZ X ZBBMERIEA IC D1%AHIZRD b D
i’é@%@fﬁb: RAfR72 <, PD-LIC X BBPERED IC D1%LL ES% ARG ICERD b b IC1
YetasR I BIfR 72 <, PD-L1IZ ot B BPERE D IC D5%LL E10%ARHIZFED 5D 1C2
YeaiR BT BIfR e <, PD-LUZ KD BHIERISH IC D10%LL LI b D IC3
PD-L1 DG E G A58 D Bnm\ TCO
E, YR EIZEAR 7 <, PD-LIZ X DB RIS TC D1%RHIZHRD Hivd
Peta i@ B ICBAR 722 <, PD-LUZ X B BBIESULD TC D1%LL ES%ARHIZRD Hivd TC1
Yu@sREEIC MR 7 <, PD-L1C X BB EAS TC @5%LJL50%§E{?&5 IRDHND TC2
Yoo R I BIER 72 <, PD-LUZ X 2B SUED TC D50%LL EIZ@BDH b b TC3

IC = @R ML (BN & ONE B O I RTE T S S i) 5 THC = fafE kb,
TC = JEFHl

TC1/2/3X 1% IC123D#EREHEMN D 0S @ Kaplan-Meier #ifR% X 1.8.1.1.2-212R~3, 7=,
PD-LIZEHL A 2 7Rl D OS DHE /3 R I Z2 PRERAIIZ M L7z (X 1.8.1.1.2-3)
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ITT £HFEIERIC TC1/2/330E IC123DHEREHLIL, & Fv BT 2 KAFED OS
D JgRI AT — RED30.74 (95%CI : 0.58~0.93) &, AKFIFETH T DU A7 BREEITEKT L
7= (J@%5 log-rank #2 & : P=0.0102) ,

— 5T, B EMENTICEB VLT, TCORTY ICODHBREEMICBWNTY, ReX X/ RE
(2R D AFIEED OS DERI AN — KEEA30.75 (95%CT : 0.59~0.96) &, AAIBETHILZDY
2T DR TFA/REA, PD-LIFEBA 2T HOWTIOERCEBNTH N BRIk
LARFIFED OS OFEFERIANY— REA1Z TR, ITT £ TR ENTAREOF %X, PD-
LIORIIRIC X D PRS-,

1.8.1.1.2-2 OAK ERER® TC1/2/3X (% 1C1/2/3#%ERZE LM D 0S M Kaplan-Meier B#R

100 . p-value (log-rank)
Atezolizumab: 0.0102
Median + 95% CI

e Docetaxel: 10.3 (8.8, 12.0)
80 e, Atezolizumab: 15.7 (12.6, 18.0)
ey, Hazard Ratio + 95% CI
"'!f.._ Atezolizumab: 0.74 (0.58, 0.93)
g
g 60
wn
G
2
i
5 40
[
a
20
T —
Docetaxel
------- Atezolizumab
0 + Censored

No. of Patients at Risk
Docetaxel 222 200 185 172 181 148 136 124 116 105 El 89 81 74 72 65 62 59 55 51 a1 28 18 15 8 3 1

Atezolizumab 241 230 215 207 199 190 176 163 150 145 139 133 131 124 119 115 111 104 98 88 n 47 37 28 19 10 3 1

0 Months 3 Months 6 Months 9 Months 12 Months 15 Months 18 Months 21 Months 24 Months 27 Months
Time

Stratas are: IC levels per IXRS. the number of prior chemotherapy regimens per IXRS. and histology per eCRF.
ized are displayed.
Data Cut-off: 7 Jul 2016; RAVE Data Extracted: 19 Aug 2016.
Program: /opt/BIOSTAT/prod/cdt7692h/s28915g/g_kmgO01.sas Output: /opt/BIOSTAT/prod/cdt7692h/s28915g/reports/g_kmg01_IT850_TC123IC123_os.pdf 24SEP2016 17:46

1.8.1.1.2-3 OAK EXERD PD-L1RIRR 37 I D 0S DE L H T

Median OS (95% Cl), months

Subgroup
(% of enrolled patients) 0.41 Atezolizumab Docetaxel
TC3 or IC3 (16%) —— 20.5 (17.5, NE) 8.9 (5.6, 11.6)
0.67
TC2/3 0r 1C2/3 (31%) —— 16.3(13.3,20.1) 10.8(8.8,12.7)
0.74
TC1/2/3 or 1C1/2/3* (54%) —p— 15.7 (12.6, 18.0) 10.3 (8.8, 12.0)
0.75
TCO and ICO (45%) — 12.6 (9.6, 15.2) 8.9(7.7,11.5)
0.73
ITT* (N = 850) e 13.8 (11.8, 15.7) 9.6 (8.6, 11.2)
o2 T 7T p)

Hazard Ratio*

In favor of atezolizumab I favor of docetaxel

*Stratified HR for ITT and TC1/2/3 or IC1/2/3, unstratified for all other subgroups
NE = not evaluable
Data cutoff: 7 July 2016
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(2) BIRCH #Bx
JRPTHEELT XATEEREAME D PD-L1BG M FE /N a il B 2 kP51, Z2%h% (RECIST vl.1, %
BEFHE) & EEFHMEEE & U CARIBEA OGN & ZREE MG 55 11 M2 e L[
ﬂinft.%ﬁ (BIRCH #Br) %, HAZGTe194 ETHEEL 7=, BIRCH ABRD PD-L1ED E
FlE, F 1.8.1.12-11THS< TC23 XL IC2/3¢& Lz, @adk— RIC %ﬁ#deMF S)
ﬂ“émﬂéﬁﬁmﬁﬁrﬁw‘gw (—WIRIF) #BRE 14200 %, 2k — kz FTHETT IR/ N e e
W2k LT T T BAIOEH O E O RETT H SUTHETT % 1S B T ui (ZRIRIE) bR
F271H %, = — F3CIEEITIE/ NI RE (26 L C 7 F T BAIGF F Db 2 7 X
IXHEATR IR BHELT L, EIC1OLL EOBINL 2 A > OEdTH T AT ISR T L7
(ZRIBHELIRE) BRBRF 25401 2 B8k UTo, AWM R SR O 28500 32 & JRE s sk oD 285
O %, NAFZEE LR FIEEZ VT, adR— kRO PD-LIZEBLRIUIC LD
EFRSNDTOOHBRE LM CTERMIOIZIT T2, TOME, T XTOWRELEMN T, FAc
TRBR FEHE R T O 72 JE LR RO RN 2 A B AKES% THREFHICAEEIC BBl S 72,
(% 1.8.1.1.2-2) ,

& 1.8.1.1.2-2 BIRCH ;RER D T EFTEIEE DEH

R E L F] fEHT
W ARBRoORHH R i st HR oD
ak— |k PD-L1IZEEURIL Bl [95%CI] R
1 — b3 (ZWIGHLIR) TC33i% IC3 115 27.0% (19.1~36.0) 5%
2 aR— 2RO (CRIGELDLE) TC3X 1 IC3 237 25.3% (19.9~31.4) 7%
3 3kR— 3 (ZRIBELRE) TC33I% 1C2/3 236 18.2% (13.5~23.7) 5%
4 aFk— 3 (ZRIEFELIER) TC23XIXIC2/3 253 17.4% (12.9~22.6) 5%
5 — F2R U3 (IR TC3X 1% IC2/3 483 17.8% (14.5~21.5) 7%
6 AR — R2KRUB (TIRIBHELLRE) TC2/33IE1C2/3 520 17.3% (14.2~20.8) 7%
7 ak— k1, 2KR03 (—KIEHRUFE)  TC3XIXIC3 302 25.5% (20.7~30.8) 15%

* RECIST vl.1, ZB&SFHM

& 1.8.1.1.2-3 BIRCH FBR D E 7 &I RHIETHHIE B DEH

ak— M1 aR— K2 aR— K3
(—WIEH) (ZWIGH) (ZWIGHLARE)
e oo lEx 142 271 254
NIRRT )T 5 139 267 253
OS 1 il 14.029%4 H NE NE
(95%CI) (14.029:47 A ~NE) (11.1704 H ~NE) (8.378:5 H ~NE)
EREIRAEFE VEAGFES 65.01% 57.16% 54.42%
& B (95%CI) (53.97~76.05%) (48.62~65.71%) (47.33~61.52%)
PFS™H1 JefiE 5.45471 A 2.7607% A 27934 A
(95%CI) (2.990~6.867% 1) (1.511~3.483% 1) (2.694~3.745% H)

*: RECIST v1.1, ZE&FHM, NE: HiERHE

OAK B & (O BIRCH B T L NI AZEDRE RN D, HAN &G TeIE/ N i B

(CZWRIBHLIRE) 126 L CTARIO mWAIMMEIN R ST, 723, BIRCH B —KIAHFE%
WL Lizadk— M T, BREFEELZ2VE00, RENZ—EOHREER L (F
1.8.1.1.2-3) Z &6, —RIBFEOIE/NERAEIC LT, RKFOMHZGET S H DO TIE
RNWEEZD,

PlEX v, %hie - 2% TOIBRAGE/METT - B O/ NI &3 E L,
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1.8.1.1.3 %hee - DRICEAET AFEALDIEDERTEER

() BEDE A, ALFEIERIGHFEOIE/ NI MNE BE 121 D ARF O R RBR RIS O
NTNRNWZ ENBRE L,

Q) BIfED & Z A, FE/NRaE O Z A B EIEIC BT 5 AK| O AR RBRAGE XS 5 Twn
RN EMBERE LT,

(3) [ERIREAR ] DTHOWNFZRA L, KFNOF DML N2 E2 o B8 L2 BT, @ik
BEOBREZITHOZ L%, HEOFEEE L THEEMETLIZ &L LT,

2k, FEEOBEIZBOWTREE - WRICBEETIHH EoEE 2) KO 3) 1k, BT
E Lo,

<ZhEE - ZhRICPHE T B LR >

2. ARENOWZA L FHIETB T 2 A 9 OV PRI TN L TR0,

3. FRIRERBRICHAAN DT BF ORNEFEEEICHOWT,  [EKRAE] oOmoNFEZRAmML,
ARHN DA INE R N2 M %+ B R L7 BT, BINEE OBIREITH 2 &,
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1.8.1.2 R - AERUVZDOERTEER

1.8.1.2.1 RZ*x-HA=

[HiE - HE]

WE, RACIET TV U A~7 (EaHEfaz) & L TIEI1200 mg % 33 M RIFE C A s
T2,

<L - HEICBEEST M EoEE >

1. L DOPUENERREA & OFFRHIZOWT, HEMER VL EMEIIMESL L TR0,

2&5% I EAAN20 mL Z{EHE CHREID, HRAEBEERAI250 mL (ZEN L, s E
T 5, AFOMEIHGIL6057MZ2 0T TRFEFHFET S 2L ( TEH ELoER] oES
[P

3. MR G- OABEN B THAE, 20 H OG5 I1X3045 M TIT->TH BV, 2 H O EIC
BOWTHABFENBL THIUE, ENLBEOREIX305MTITH 2 &N TEX 5,

1.8.1.2.2 Hix - HEDRTEH
AAIO R - HEX, 6 1/HRBR (PCD4989g 7k, 10289445 5R) , FE/INlAaftiE BE &
ﬂ%&bt%lbﬁ%%(%ﬂARﬁ%,mmm%%@ﬂﬁnRﬁ%)&w%IHmﬁ%
(OAK RER) (2B D ARKNOFE, Latt, HYBREIZE SV THRE LT,

Wpsh e TAREER  (PCD4989g #kliR) T, AAIOHUESLEMEIL] mg/kg 7> 520 mgkg £ TOT
RTOHAETRD O, TRTOMABETHERIREMEIFERINT, AFIO &K EITR
BETH o7, £/, PCD4989g kR DEMENFE /T A —F —DREIHER MO, KHIE10
mg/kg 7> 520 mgkg THET 5 & +HoRBEENEGEOND Z ENRBINTZ, BIZ, vYIalb
— a3 YORER, 15 mgke GHE1[EIES) & 1200 mg/body (3 1A SH) CTRIFLE DIRE &
LB EDURIB SN, THORERICHES X, B 1 AHEER (POPLAR #l#, BIRCH X
B K OV FIR 5BR) M OV T AHRRER (OAK #BR) Ti, [EEH 51200 mg/body 3R L 7=,

£, ENE 1T AR (00289443 06k) T, HARNETEEREES & X RITKRFN O L 2NE,

S ENHE A et U752, 20 mg/kg B G- RFICH EFIFREMEISMR ST, AEKFNREE
FLLREBFL TR Enh, BARAWERE ~01200 mg/body % 5-1XRIENEEN & E 2 7=,
OAK RBR T, AHKIOEEHE1200 mg/body D3RR GIZ XV, FEFAMER O
OS M FIICHBEIIER L7z, Grade 3LL EOFEFELORIVRIIZ, FEX X E/RE
56.1% (324/578%1) , AAKIFE3R.9% (237/609%1) L AFEED MK, FEXXFEBARELD
AFHIRECTHRIENS%LL EFmor -7z Grade 3V EOFEHRELIIRD bNehoT-, £z, 5
HIEIZE S 2B EFEHLES Grade SOAEFRLIL, R XRABL D ABRED TRV 7o
7o ARFIOEEH #1200 mg/body O3MMIFIRE 51X, AEFLOEELE, HEE K OREL
HENSERTHD EEZ LT,

F£72, OAK HBRD A ARNER ORE R TR EAROR R E —B LIRR P RSz
EMD, HARANIBWTHAF O E 1200 mg/body >33 R E# 5 DA 2 E N #F T
%6&%K%MLJMKﬁ%@ﬁﬁk$l®ﬁ£@7u774wi(MK%% (LNDRN)
ERESER DL OTIERL, BRNBFICHARZEMEORERITFR D Lo Tc 2 &)
5, AFNOREEH 1200 mg/body 0)35@%'3%%%%’5501HK}\%%LK%)?S”E“C“%Z) EFEZbHN
776

LEDZ &b, AFoRE - AE%, HEy, wAE7 7 ) XA~7 & HH#z)
& L C1E1200 mg % 33 RIS CAiiET 5, | ERE LT,
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1.8.1.2.3 FRiE- AEICEEI S2FEALDOIEDHREER

(DX Tl O FUEEMEIESA] & OOFHBIEICE T 2 A 201 OV VR I3 ST
RN D, PFREEICETIREERLE LB X RE L,

QL OG)E, EWNTIR T ERA] & [ A2 H 7 OAK BRBRICIS T 2 AKI O 715 %
SEICRE L, mEEGRFIT OAK BB K O 11 fH7kER (POPLAR 7Bk, BIRCH 7Bk &
OFIR #&R) #BE IR E LT-, R ETDIZ Infusion Reaction 233 EL 5 algEtENH B =
EMD, PIERERGIIEEHEE 26055 R E Lz, ZOBOIAEMNRBIFTHIE, 2BHO
BeHI3300 M oEAEZ R & L, BIZ2EHOEGIZEWTH ARENRF THIUE, L
BT R T30 CHRETDZENTE DL E LT,

BB, FHEOBRIZEHNTHIE - AELKOHE - HEICEETEH Loxg 2) kT
(3) &, BToi#it o,

[HE - HE]

WHE, RANSIET 7Y ) X~7 (BEFHE#Z) & LTIE1200 mg %6043 77 T30 M
@ CAMERET 2, 7ok, WEERGOERFENRFTHIUE, 20 H LIEO & 5-KR- 13305
W& CHMTE 5,

<Ak - HEICBE#ETAHEH EoFEE >

2. FGRFICIIAAN20 mL 2 ERE THhE Y, BRAEMEERKI250 mL ICAHML, SGREEHE

5,
3. AFNEEICEVEHWERNER LIZSEEI2IE, UTOREEL D, RAOKRKELEES
HZ L,
BT R i
Grade 200354 Grade 1LL FIZREHES 5 F T, KAIZKRIES
P A 2 £ %, o
S D N 1 B8 FiE 1278 ] 28 2 D R3E% & Grade 1LLF & TlH
= B LRWGEAIE, AAlEFIET 5,
Grade 3L E X ITHERMOBEES | KXF A2 FI-T 5,
Grade 2 (AST A L<IZALT 2° | Grade 1A TIZRIET A E T, KHz2ARHES
FLUEE EFR D3 ~5fF Xidk e | 5,
VLB PEEYEE ERD1.5~3 | 1288 2 8 2 2 K% % b Grade 124 T & Clal
D) N5H 22 Tk | 15 L7eWGEiE, AFlZ2HIET 5,
FFRRE [ 2 T 556
Grade 300 F (AST # L <% | AAlZF LT 5,
ALT S EUEME IR OSfEE XX
ME U LE N U FIRD3
fERB I DOBRE
Grade 2 X330 %45 Grade 1LL FIZEET 5 F T, KAIZIKRIKS
60
N D IB | 1208 2 2 D1R3E% & Grade 1LL T &£ TH
B LARWEAIL, AKFE2TIET 5,
Grade 4D 54 ARH & HIET 5,
e Grade 3Vl FD7 25—+ | Grade 1LLFICEIET 5 £ T, AF&2IREKS
T S—E CE
s P 1282 48 7% (A3 b Grade 151 % T
rade R WLUARWESE, ARIZFIET S,
Grade 4 X IXHERIEDER A& Ed 5,
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l/EH FERE ALIE
Grade 324 o =i b MEHENZET D F T, RKEIEZKREST 5,
o JEEM: D HRIHSEEIS FAE | £ OIRENEIE T 5 £ T, AAZREKS
o JEMENE O HOR BES AR O | Do
JE, SUTHRIRFI A LV
PN 4 WA 0.1 mU/L R D HESE
feett: D HOR IR RE TCHESE
Grade 2L FOFIEFEEEA 4 Grade 1LL FICEET 5 E T, KAIZIKRIES
60
12,08 ] 2 2 DIRFE %L & Grade 1LLF & Tlal
HWLRWEEIE, AFlEFIET 5,
fds, BEmide | 4 Grade AHN 195,
Grade 20D 54 Grade 1LL FICEET 5 F T, KAIZIKRIES
60
128 ] 2 2 HIRFE % & Grade 1LLF & Cla|
iR o BWLRWEEIR, AFlEHIET 5,
Grade 321 ED%GE AA = 1ET 5,
4 Grade DX T - NU—JE | Al A FIET 5,
e
HIAEM M E | 4 Grade KA #=HI1ET D,
Grade 304 Grade 1LL FICEET 5 F T, KAIZIKIES
60
R Ji I 12 ] % 2 DIRFE% © Grade 1LLF £ Clal
B LRWEAIE, AAlEHIET 5,
Grade 4054 KA &= 1T 5,
Grade 2056 Grade 1LA FIZEIET 5 £ T, AAIZIREES
éo
N s 2 12 [#] 288 2 5 IRHK% & Grade 1LL T & TlH
BLARWEAE, AFlEdIET 5,
Grade 321 EDGA KA &= 1T 5,
Grade 1DO4 e 5 E 2 50% (20T 5, 7ods, #gIkL
71230 IR EBIZE L, F3 LARWEEIC
Infusion IR G A TR T Z E N TE D,
reaction Grade 200334 52 L, BRI G HEE A2 50%I(C

ok L B3 %,

Grade 3L L&

AR ZEHIZTIET D,

Grade |Z NCI-CTCAE (National Cancer Institute-Common Terminology Criteria for Adverse Events)

v4.0lZHEL B
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1.8.2 FRLOFEDETEDIRM
R EoEE (%) AE FR AL

(%5
L AL, BARHI O RE TE AEFERICB VT, BALFEE
B0 7k - BEBREROEMO b &, AFIOMERANEY) &
W S DIEFNCHOWT ORG-S5 &, 7o, 1BRARKIZE
b, BE XX OFRICAENEL OEREZ HomA L, FE
ERRTChoBET 5L,

2. MEMMEENS b, HEICESTEALRE SN TWVDD
T, IR (PR IREE, K, RENEE) DR M OIS X AR
‘OIS, BEORELZHSICBET LI L, BENRREOLN
TG IIIARR ORGP I L, RIERERVECHORGED
WY E AT ) 2k ( MEEERS ), [EEREARNER] ,
[EARZEWER) OEEM)

1

1.
AFIOERICHT=> T
%, BAALFEEIEICT
ARSI R L i e
FERT D & i EAF
DNESF SN D LEEN H
HZ e, OB
{EERIEANCHE U TR
ELT.

2.
AP 544\ [V i
RRIZKVIETIZE-
IR E STV D
ZEnh, TahEls
T ONH ) 7 AL 245
7O E LT,

[ﬁ‘E

o (ROBEIITEE LN )]
ARFND A3 6 UIBBUE O BEERE D & 5 B

P& 3R 5 D — W 72
HIEE L CHRE L,

[ EoEE]

1. HEHREG ROBHEIIIEEICEREGETDHZLE)

(1) HORERBOSHUTEMERSE L ITHERMED B CRER~ER
DEEERED & % B [ BEEORIVEH N I ES L B2
nNndH s, ]

SR B D& % B ULF OO & % B (B
BARBIEET 282 hnd 5 (TEEAREANEE ], THEX
REIER] OESMR), ]

2)

(1)
R W THLD
SRR OB 2 A
THEF IR IR L
DERA ST Wiz
W, KHFIG% O
B RIEH DFEBLIZ D
WCTHELY DY R
HRZEBELREL
77

(2)

B R BB L2 F8 U TR
PERTN 2, SEAFE T
fiifig s & O BRI 2 A
T HEREIRGHR L
DRI ST Wiz
D, [V M B D%
BIZOWTHEL D D
U A7 R %EfE L%
E LTz,

2. HERIEARRIEE

(1) AAID T HISIEMALIERIC LY, BEORERISICERNT D L5
A ONDRRA RIRBOHBR O EDOND N DD, BEOKE
EICBIEE L, BENRO NG EITIE, WEORERIRIT
KORWERM OB LBE L, HWYRERNBWZITY 2 &, WED
L FOGIZ K 2 BITER AR DIVIZEEITIE, B RE AV Al

(1)

AH B 514 (2 o0 5 BA e
DEIMER OB FED
HNTWNDZ EnD,
1 G 70 8 R 72 W Je O
AU EE S < Y 70 16 %
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DEHHEEZERT L L, Fiz, ARG TRICEEZRFEER | REELRDHT-0OHE
NoHLONDZENHLDT, ARG/ THLBEOREL T | L,
SCBETHZE ([ERZ2EER] OHESR),

(2) MEMMEERH DD Z ENHDLDT, AFOREIZHTZ- | (2) ~ (5)

€)

(4)

)

TUE, FIHER (PRUL IR EE, Kk, FEEAE) OffEsE K O X #1
MRA DL, BHEOREEZFCBETL L, £, LB
JEU T, MEs CT, Mmig~—h—S0Mm&zEHT52 L (TEK
REWER ] OEBMR),

AST (GOT), ALT (GPT), Al-P, v-GTP, £V v %D LH %
PO IFHEREREE N D Do D Z L RN 5 DT, KAH O GBIAERT
K OB 5 I E I RSB A 21T\, BRE ORREE +40
BT 2 (TEKRZEWEH] OEEH),

HORARARBERS 3, BIBERERRE L OV mAREEFR ZE N S Db D
ZENRHDHDOT, RANORGBRMGET K O G- I E IR
KIS BEMR A (TSH, W28 T3, Wk T4% OWE) HEE2ITV, BHE
DREER BB TH 2 L, T2, HEDSUTUMF LTy
—/b, ACTH % DKM A, B EEDOEM G BET 52 & (THE
KRERIWER ] OHESH),

Infusion reaction 23& H 1L 5D Z L 23&H 5, Infusionreaction 233 &
ONTHEEITIE, WORLEZITO & &b, ERDBEIET S E
THREOREZ HICBET 528 (ERREWER OESH),

FoaBlEETO 2 &
WL R#iCEY 2
WInNFIREE 72D 2 &
B, UEFELORBLIC
ONWTHEEZRET =D
RIE LT,

3. RIWEH
FE/IN
TARADEEG SN 72609461 (HARANS6HIZETe) (2B T, 39041
(64.0%) ([ZEWERADZEO bz, EREIERIZ, 558761 (14.3%),
S35 (8.7%), BBKIBEES2H (8.5%), MEJIAES1H] (8.4%), FBEAS0
Bl (8.2%), FHI4THI (7.7%), F&Z42051 (6.9%), & 9 FEIE3SH (6.2%)
ETH o7,

M it B 2 xR & L 72 [EIBR L [R5 I AR ER R RURR (OAK allR)

KRBIF)

OAK #ERRAE (2016
FEIRHTE D > vATT
—H) ICHSEHEL
77,

(1)
1))

2)

3)

4)

)

R FIVEA

FVEMENGR B RVEMEMEE (13%) B"HobhdZEndd
DT, BEOWREZFSICBEZEL, REPROONTHAICTIE
AFN DO E-Z b4+ 2SO R LB 21T 5 2 &,
JFkREREE, A2 : AST (GOT) #h1 (3.9%), ALT (GPT) Y
i (3.8%), Al-P#EIN (1.3%), v-GTP M (0.5%), BV /LB
UHIIN (0.5%) AR O FHERERESE, R (05%) 0d 5bi
HZENHHOT, BEORELZHDICEHEL, BENEDD
NGB ICIIAR O G 2 fik+ 5 S0y /R LE 2175 2
Eo

KIG%, BEEDO TR : KIBE (03%), HEED FF (0.5%) 3%
LbNLZERNHHDOT, BEOKRELZHSICBIEZEL, Fied
%, B, MEZOERA S bbb -HAaI2lE, AFlo#s
LT 2FOMU)RMEEZITO Z &,

WEds < ER (BEEARS) BNboLbNdZENHLDT, BE
OWREZE I BE L, RENRD LNGAITITIAA O S
ZHIET5HOMEYREEZITH Z &,

1ABERRIP - 1 BUBEIRE (0.2%) 238 b ody, BERPMES 7 v

OAK R ER B K& UL
TEAHETT H D i PR BB Bk
BICHESEHE LT,
1) ~ 14)

AHFNO T MfaiEHALAE
T X0 B0 Y
MESND LIS A
HEERDH L Enb,
03 RS K ONE B 72
ALIE 2R 72 O E L
77

15)

AHN A e D B
Thy, KHlOEEIC
& U Infusion reaction 73
b OIS ATRENED &
DI E LT,




Atezolizumab IR NS ES) Page 13

R—=Y RZEDLBZNNH LD T, A1, B, IEHEORER O
FHCMPHED ERICHMERT D2 &, 1 RERFE NSO
TG AW IEAR O®RGEEZRIEL, AR VR ERET 5%
DI 72EZITH T &,

6) HUIRAREERERE T © FUIRIREEEIR TRE (2.5%), HORERFERETCHESE
(0.8%) ZEDHIRIMREERENH LD ERHDHDOT, A
FHORREE+3ITBEL, BEIRD ONTIGAITIIARR O
&Ik 2% 0OmMu R EEZ1TY Z &,

7) FIREHEREREE  BIBHEERE (02%) ZORIBHEEREND S
b ENHDHOT, BEORELHICBEL, RENRA
D HNTHANIIARF O 5% W ik 25 O A ALE 21T 9
Z &,

8) TEMHFERE « TERIAK (02%) %0 FERMEEREND S
bhbZeNbDHOT, BEOREZHHICBEL, RENRR
O HNTEGEAEIIIAR OB 2P 13 50w Y /e 0L & 217 9
NP

9) Mdge, MEMEZ @ Bk (0.2%), REEK (0.5%) b HLID Z L
NHDHOT, BEOIREZ HICHEL, RENRD LIS
BRI O G2 I3 2% 0@y R EEITH Z &,

10) #ERRFESE « KigtE= 2 — 1 %F— (1.1%), ¥ « N L —JEfE
B (0.5%) HOMREENHOLONDZENHDHLDOT, BED
WHEZ 0 I2BIZE L, BRENBDOONTELEICIEAAO®RE %
HIET 2HEOEERAEEITH 2 &,

11) FREMMESE « EEHEAE BEERHA™) ’bhobhsdZ L
DD DOT, KT, IR T, FEULIAEE, we T REESE OB
Z ATV, BE DR SN AIIIAR OB G 2RIk L,
B RERNLVE VAR 5T 5HOEYRWWEZIT) 2 L, &
7=, BEIEMEIIEICL D7 UV —F D7D R0R IR AR 2N T
TLHLILENHLDT, FFUAREBOEAIZFEET D Z &,

12) B O R JEREE R SRR E  (Toxic Epidermal
Necrolysis : TEN) (BHEEARBIEY), B G REARAE G AE  (Stevens-
Johnson JEMERE) (BEHEEARHA™), ZIALBE (0.3%) LEOEEDK
JEEENS LMD Z ENHDHDOT, BEOREL 5ICBIER
L, BENRDOLNIZHAIIIARF OB S %2 1k 55 0iEY)
TRAVEZITH Z &,

13) BHEREREE « AMERREE (03%), BAE BEERHT), R
EHREMEBR EERHTS) SOBBERENH LbND Z &
WHDHDOT, EMHICEREREZITV, BRENRD LY
ACIEAR O®E 2 LT 250y R EEZITH Z &,

14) 2%, BRBUTHEAE : fhJc (BEEARIRT), BSUTHEAEE (0.2%)
DL ENHDHOT, HiHET, AR, CK (CPK)
EH, P RORTIA T a ey EREOBIE S H5ITIT,
BN DTG A IIARR O 5% H i3 25 O] e 4l
EEITH) 2 &,

15) Infusion reaction : Infusion reaction (0.8%) 73& LD Z L n3dH
LT, BEOWREBELHSITBEL, BRENEOLNILEIC
AR OE G %2 P IET 2 FOME) @& aiTH 2 &, ¥z, &




Atezolizumab L8 IR 3CE ()

Page 14

J£ @ Infusion reaction 23 & 5 OGS IIIAR O 52 EH HIZ
IR L, @EIZRALEEITO &L b, ERDBEE TS £ TRE
DOIRFEE T+ IBETHZ &,
Q) Z=OMOENEM AA|D CDS & T OAK
WD XD REWEHD & b e mA 12X, ERITIE U Tl 72 0@ % | BB S 2R E
152 &, L7z, 7038, SEHMEE
(BEEEAIITN) | 2855%LL EDRIVERIC
5%LL 3 1%L k-~ R DWNTIE, Mo ZHIZ
SRR B 5% A B (%) LT,
R At R 9EE, RIRIE, R
HE, FEE D E
WV, KM= 2 —
mNF—, BRI,
R AR
(e Bl (8.7%), HAKE | A, WEM, AW
BO(85%), T | &, M, HPNELER
(7.7%), W T s
TEBR AT, AR+
RIES WK, ﬂ?%ﬁl%ﬁ b | IRERRE, &P
ROEREGE, Mook, fifi
%
B & 95 (6.9%), T I8 | BGHEE, BORE | SEMRKIER,
JE (6.2%) L 3INGE D EEVER I, Wi,
KLBE, BT, FHZ
i BER, AT, 7 | DU, iR
BRI, TR e, A e
fi%E 7T — BN,
Y —B R
WA PR 7= mprz vrF=
s
lIR7:7 2o, /SR
W SRR
D, G ERER D,
£ 1fn ER AR
Rt KF r U oAl | &PV T LMEE,
iE, K77 v | Bk, RV UERM
MgE, KA Y o a | 5E, I A B R
MAE, /=i, (K~ | WAk vE o880,
VE DA/FNIViH A v A fiLGE
Z Dfth, gy (14.3%), M7y | RERD, A v 7 | BEYE
E (84%), FE | VU PHEEREE,
(8.2%) RAEPETEIE, TEIE,
R, RO %
JiE
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T4) £FHLOBREMHE T, OAK REROBEE Z30#k L,
A INTEIERICOWTITEERH & L,

OAK #RBR LA

4. GEpE~DOEYG-
— R E A CITAEBREENME T L TWA Z ENEZ DT, BED
REAZHE LR OEEICEST DL,

ElE A~ 5B T
> TO— R RER &
LT, JRE60T
(CER%9E4 25 HAS)
IZHSERE L,

5. hbhw, PEhm, RHLEE~ORSE

(1) RHNOIEMRF OG5 ICEET 5 22T L T2 \WD T, il
MR LT B AJREVED & D PRI Y, AAFIZ#EG Lianz &
ZRALIET 20, RUESTRET H2HEICITER EOAREN
fabtEz Blal 2 S SN 25/ 0AEG T2, £, I
BRI 2 ATREME D & D i, ARFEE G- R O & 5% — &
M, OB E 2 WD L) ICRET 5 2 &, [(ARFIEHWE
TR TR BRI E ST VWA, AFIA R ET DL, BIE
R DR EAR NI E S, RPESRSUIIEPER DI 5 Al hE
WRH D, £, b b IgG IHEZEET L2 2N MoNTEY,
AANIEARD BRI A~BATT 2 W[REEN B 5, ]

FIHIC R G5T2EAE, #HehiksEs 2 L, [REloe b
HHF~OBATIHEICOWTIIAHATH D25, & FIgGidte A
FICHE &N Z ERNmbn TV, ]

2)

HAEF60TH CER9FE
4H258F) ITHSX
RE LT,

(1)

ARG RS A AR
FEL TS, ASHI
5.1z X v PD-L1/PD-1
Mg EHETHZ LT
WEIEE Gice MaE
AN B KAE W]
REMEDSSCHR L 0 R &
N57-0%E LT,

(2)

AR e SIHFICE
ITT20EARHTH S
2, FHAD 1gG 1 XLt
FIZBITT 52 &0
b, AFINHLR OB E
(R A KT Al REME
NHDHT-DORE LT,

6. /NEEA~DE G-
AR ER, FER, 2R, IR U/ 522 e idmesr L
TRV, [ HRRBR D 720, ]

HREFE60T 5 CERRIF
4H258 1)) , JBAA
P B2 4 ) 22 A IR R
FEEAS CER124E7
HABf)) ([cHo &%
E LT,

7. WH EORE
(1) FHHdR
1) FAREHZIE, B RAESERISMIEA LanZ &,
2) PR IXECERERT S 2 L,
3) HFFRE L, FARBZITEHESSHICHERT 2 &,
(2) HHEF:
1) 023X0.2um DA > T4 T 4 NE—EFHTHZ L,
2) AIEEHEDOAHE L, BIRNKERS, SlFREIL LN &,

OAK #RBRCcoofi A7
EICHET CRE LT,

8. TOMDEE

(1) ERANOEERRBRIZBNT, KFNCT 2RO EAE N RE S
TW5,

T =7 A PIVITAH] 50 mg/kg % 1 [0, 26 BEKERS L5
PERBRIZ I\ T, MBI A RSB R E 03380 bz & OHREN
H5,

2)

(1)

IR BBR A 12 D =
BRE LT,

(2)
FERRIR B AR I LD
HE LT,




w0 F AR R S M 5
874291
MEMESHPD-L1*VE MEE/ ¥ B—FLHUA
IR S < ARk, Tt b e EET1200mg IR P AMX
b TECENTRIG® FAL e A
VISPE TS S TTIVART GEEFHEBRZ) F WG Heerig
B ik 06, 2~8CRAF [E| s A st e [
BRI « I RROM A
RPN 5 = & ﬂ:

Ova o=7

(B& (A& - RE)
1. & #|d, REHICHIRGTE ZERBRICHVT, HALE

BE (A - BERERSEGDOS & T. AFOERNE WE,RANET 7YY AT (BisTHfz) & L CTLEI1200mg%

Y E R h BERIC D NTOARET D &, T, A 605y /T T3 CHRMEEYT 2, ed, PIEESOBREENR

WIzkTH. BERTZOREK-EDERUERIESE+55H FCchiUE, 2F1H OB GRERIE305 & THEME T 5,

L. AEZRTHASRETECL, N D<mi%- mECEETIERLoEE> 00
2 MERREELSBE DA, RCLE>LEFLREIATIS | LI OBEEREIA] & OO ST, AR O b e L

DT, WEER (PIRESE. B, RNE) ORBR UKL :
BREOENE., BEOREETHIHETEL, BENED !
ShiBAICEAROEEEREL, BERERILE D HOR :
EZENEYLREEFS & (MEERE), EELEFNE :
Bl [EXLEMER) OESE). |

TRV,

2.8 HRFICIIARAI20mL A FEHHE CTHREI Y . B RAER SN
250mLICHIN L, siliEd 5,

SARAIME LG L0 BIEH DR L2 5E 12, UL F oML H%
2, RRIORESEEZEZEST 5 L,

[#2 (ROBEITKBELEWVCI L)) RIEH TR P

T, KA IIET B,

(4R - 1£4R) | B o 123 % B 2 B K b | |

| ey | CTade 208 Grade I FECEE LA | |

RO 4 T b ARHE1200mg P R :

. — D\ e g WA, AR E IR |

K| 20.0mL [ % I

5 AN ~ - L E o '

BRIy TTY YR~ GRicHfZ) 9 1200m . } .

ooy | BAIXIT pES g . Grade 3ij:)(li KA, .

& (1 ! RO :

M y L-t 2F262.0mg. KEEEE16.5mg, Kl E i Grade2 (ASTH L o i

7| I $£821.6mg, K'Y Y /L~<— k20 8.0mg ! ITZALT A E U | Grade 1LA FICHEIET 2% |

) E EIROS~5 L | T AREKET 5. =
REV L EY R | 128282 5K b

kil A (AT Wl E IR 1.5~3 | Grade 180T % THE L7z

LSRN EY~L A E 27 0 WA~ B ADWHE | (GO A5E% | WA, AREPIET |

pH 5.5~6.1 VI RE B | BR CRERET B8 | D, |
BEEL | 0.45~0.80 L i)

Grade 324 |- (AST

1E3) AL, F v A =—ANL27 =iz v TRiESN D, X
L < IXALT 23 %

YEfE 1 IR 0D 55 X

[#h8e - #1R) : pE ey | NETIET S,
OUIRRARREARIEST » FFe DI/ ML i AL RO 3 i
el ; ) DA ;
P <3hEE - RICEET SFEALOEE> ! ' Grade I FIcEE+ 5% | |
! ! i T, AFEKHES B, i
D LALSERRERIBRIBE I B 2 ARM O AR DL T L | i ) Grade 2X3008 | 1M # B2 2 KE#Z S | |
e, T, Grade 1L F £ TR LA | |
| 2 ARFND UL LSRR 31T B A AR OV AR L C | R WA, AAE B IET |
AV : i 5, i
| 3L ERBRABRI L AL & 72 BB O RTTANEE S 2oV C L [BRAR | ; Grade 4085 KA EHIET B, |
L] OTHEONREERE L, AHIOA SR O A 4y B i . Grade 1L FIZAET 5% | !
| B | ; * Grade 3LL Lo . ;
DR L BT BISEE OBIRETT 2 L, ! : Fisopyy | O AHENRETS. :
! ! ! U/\\Lﬁﬂﬁ 1208 &2 5 hHERD | |
---------------------------------------------------------------- | e . Goade 23 15 | Crade AT ECHELA ||
: A WA, ARIE R IET |
' DFER % B

: Grade 4 X3 H % | AflzTILT 5, :

..................................................................

#1) PD-L1: Programmed Death-Ligand 1 (1)
12) EE—EMSOLGE L VERT S L



(ERLEDEE]

Grade (% NCI-CTCAE
Terminology Criteria for Adverse Events) v4.0(Z¥ L %

( National

PEDRES

! Grade 304 o0 @ | MsHEASZET S E T, A
: ik & 3T 5,

! i e 00 FRAR

: RIS T

; S e 0 FR AR

! HE TLAES

; WIEBIE. X\ e ok mE s 5 &
! R EOR | -

! X <. KAEKIET B,

Ul gy s s L v fE 0.1

o - mU/L A5 &

: S (5 00 FRLIR i

! WA TS

E Grade 1L FIZIEIET 5 %
; T, KRR 5,

; Grade 2L E gl | 12 28 2 DK% b
i EHRer A Grade 1LA T % CHIfE L7
| WAL, A& TR
! %,

i oa—

| 2*‘%& % Grade Al IET B,

§ Grade LA FICFI#EH % %
! <. AHEKES S,

! 12 M & 48 2 5 K3 b
! Ba

; Grade 2% Grade 150 F % CHIE L7
WAL, 1 % o ik

D b 6ﬁ ARE RIS
i L o 1

: (j\rade 3L E DY P T EY

i 4GradeD X7 > -

i 1 1k o

| e Kl 5

! JiE e

i HAE 75 2% 4Crade KN 1T 5,

L i

i Grade 1LA FIZIEIET 5 %
; T, AR5,

i 1238 8] % 48 % D IR H4% b
: B

| g | Grade 3B Grade 151 F % TR L2
; VAR, AR & RIS
: %,

! Grade 4DHtr | AHIZIES 5.

i Grade 1LA FIZIRIET 5 %
| T, KAEKIET 5,

| 123 B % 48 2. 5 K3 b
: Ba

' R Grade 20055 Grade 1L FE TEIE L7
i WA, AR & IR
; %,

| > b=

: Grade SAEOH | bt s,

i £ 558 5 % 50% 12 0T
! %, 7ad. EAE L5305
' Grade 1084 FIROEEZ L, R LN
; LA IS5 HE %2 Tl
i Infusion Rz EnTE D,

E reaction G- A Hr L, Bk
i Grade 20354 53 E % 50% (2 B0E L
i BT %,

: : %

| Grade SAEOH | mambicdirs,

Cancer Institute-Common

1L EERE (ROBEICKEEICRETH L)

1) BCRERBOAD TR L < IXEFRIED B CfuERE

2)

OBEREO & 5 B# [ ORIERREEUIEET B
ENRH 5]

(2) MIEMEMIEED S D BEIZ OO B 5 B [[EE N
RRBEB UIES 282N H 5 (THEEREARNER],
TEKRZREIER) OEEMR), ]

2L EERERWER

(1) AHIOTHIISHELERIC L0 GREOREESOSICERT 5 & &
Z BN DREA RFHBSOHEAH 5bhd ZERnH D, BEDOR
REZ O3 ICBIZ L, BADSER0 LG AT, SBEORE RIS
WX DRWERORBLAZE L MU R \B a5 2 &, RE
DOFIERI K DRIERAR RN HA X, BIBRE R VE
VHEIOE SR EET Db, o, RFIRGHK THRICEE R
ERBHHONDZEBHDHDOT, ARIFE/RTHLBRHEOR
x+olc#@igid o2& ((ERREIEM] OHBHR),

(2) MEMEMEENRS 5D Z ENHDHDOT, AFlOEFEGIZHT-
o TR, IHESR (PP R, ik, JEEVE) OfERE KX OIEX
PMRA DO FHEE, BHEOREBEFICBET L L, o, SH
IR LT, BECT, miE~— 0 —%omEx2Ey 52 L (TH
R72EWER] OEBE),

(3) AST (GOT). ALT (GPT). Al-P, v-GTP, v Y Lt v%0 |
HE2MES FFHERES S LbNEZ ENHHDOT, AFOERE
BRARRT R OG- W I AP BRI PR BE R A 21TV -BE Ok
x+oc@igid 22 & ((ERREIEM] OBBH),

(4) HUIRIRMERERE S RIBHBRERE 3 OV F IR RERE S 03 b bl
DT ENHDOT, AAIOFE-BRAGHT K OF -G-8 H 13 E # 8
W HUR IR RERR A (TSH, WFRETS, T4 ORIE) 21TV,
BEOREEFOICBET S L, /2, KBS Tl =L
F V' —/v. ACTH . DR MA ., MM ASE DL HEET 5 2
L (TERZEWER] 0HESH),

(5) Infusion reaction?¥ & HH 5 Z L 3% 5, Infusion reaction?’
R BB E I, WY RLE AT & & HIT IR EE
5FETHEOREBEFICBET L2 (TERZEIER] OE
ZH),

3.EIERA
F/ AR e ER A Ak 52 & L7 BRI R S TR ER AR AR (OAK
BR) TR S 7260961 (HAANS661% ETe) (28T, 390
5 (64.0%) ICRIWERZRBO bviz, EREIERIL, 5978764
(14.3%) . F05301 (8.7%) . BABLIR52(1 (8.5%) . HSIES1H]
(8.4%) . FEENS001 (8.2%) . THIATHI (7.7%) | FZ4261 (6.9%)
Z I FEESSH (6.2%) HETHoTz, (KFAWF)
() EXLEMEA

1) MR - FEMEEE (1.3%) BHobhd Z&nd D
DT, BEORMEEZ B L, RENRD SN HEITE
KEN DB 5.2t k9 %O B 21T 5 2 &,

2) FFHSREREE., BF4 : AST (GOT) H4hn (3.9%). ALT (GPT)
B (3.8%). AI-PHIIN (1.83%). v -GTPH#M (0.5%), £V
VBN (0.5%) A& FE D FHEREREE . & (0.5%) 23d
LD ENHDOT, BEDREL HSICBIE L, BEN
R ONTGEITIIAR OB % k¥ 5 % 0w ) 2 AL E %
1952 &,

KB, EEDOTH : K%k (0.3%). EEDTH (0.5%) 23
bobhdZ ENbHDDT, BEDIREL /0B L., Bt
T B N R, MESEOTERS S b HEITIE AFID
Be b LT % OME) LB EZ1T S 2 L,

A RESS Bk BEERPT) BHobNdZ ENHDLOT, BFE
OIRREZE NI L, BE SR ONEHAITIEIAR O
B & mib 4 250 e @ a1t 5 2 L,

5) 1 BIBERRSR - 1 BUEIRIG (0.2%) 23 & biu, BEREIES T
VRV RIZEDIBENANHHOT, 0¥, il TEH-2D%E
ROFRBECMBE D R BT L2 L, 1 ABERFE N
b= GA I ARIOREEZRIE L, A 2 Y U REIE



B4 250U 0EETH 2 &,

6) AR ARMREMEE « FURIMSREIX TE (2.5%) . FIRIRBSAE LI
JiE (0.8%) D HURIMSEREIREEN S Db ERHH DT,
BEOREZ HHICBIE L, BENRD LN HAITIIAHA
DOFE AR IET D EOBWUIRLEZITH Z L,

7) BIBHEERER : AIEHERE (0.2%) ZFORIBHREREND b
bbbz ENHDLOT, BEDREL HoICBE L, BENR
O HNTIGEIIIARR O % P 1k 5% Oy 72 0L E & 17
)z,

8) TEAGMAEET : FTEAK (0.2%) %0 FEABHERERE S H
bbb ENHDLOT, BEDWREEZ OB L, BEN
R BN HEINIARHN OB G- % LT 2 E O Y 7 AL E %
1TH2 &k,

9) g, RERRS: : sk (0.2%). BHIEZE (0.5%) bbbz
ERHDHOT, BEOREEHSITBE L, RENRBO LN
LA IIARR OB G- % LT 2O AE 21TH Z &,

10) PREEEEER : KA = 2 — T — (1.1%). ¥T7 v - NL—JiE
Rt (0.56%) FEOMBRIEENS LD ENHHDT, BE
DIRREZE 0 ITBE L, BEBRD SN GE IIEIARR O
5% 1k 5O AE 1T 2 &,

1) EfEFRENAE | M EIE BERHS) Kb obhd
ERHDHOT, HIIMET, IRM T, MRS, T REEED
BEE 21TV, BESRD NG EIEAR O L%
ik L, BB RE RN Al E ST 2O A ALE 21T
5k, . WIEMEAREIC L D2 U —FB D7 AT IR
RENETT L ENH L0 T, MIREOEIZ+01EE
THZ L,

12 EEORBESE : P HEIERLBSEMAE (Toxic Epidermal
Necrolysis: TEN) (BEEEARBA™) | Je G IBHRIE (57 (Stevens-
JohnsonEMERE) (BHEERHI™Y) | ZIUALEE (0.83%) LR
DREEEENH LD ENHHDT, BEDIREEL 5
BB L, BERRBD ONTEEICEIAROR S %212
HEOBMY)RIEEITH Z &,

13) BEHSREREE - AMEBEEE (0.3%) ., BAE (BEERHTY) | R
HE IR 2 (HEERIA™) SOBHRERENH b bh b
ZLRHLOT, EMICEEEERELZITV., REARDO LN
TG EIIAR ORGP IET 2 HEOBE LLEEZTH Z &,

14) 5 9 . SEBUBRAARAE : 77 7% (BEEERIA™Y) | BERUT BURIE (0.2%)
NoHHLbdZ ENHDHDOT, VKT, A%, CK (CPK)

ES. ORI A4 7w vy ERSEOBIZE LA 4512470,
BE BB LNHEITIIARR O % i+ 5% 007
WiEZATH Z &,

15) Infusion reaction : Infusion reaction (0.8%) 23®% 55
ZERBHHOT, BEOREE HIITBEL, BENRBO LN
TG EIIAR ORGP I T 5 EOTWEN R LEEZITH 2 &,
¥ 7=, HE OInfusion reaction?’ & H O T2 A IIIAK OF
GEREHICPR L, MORLELZITH & &b, ERAETE T
LETHREOREZ H2ICBIETHZ &,

(2) 2Dt EI{ER

WD LD REWERN B O bz AT, BRI U Tl e

WEZATH Z &,

(BEE B E3%)

B%L LT | 1%Bh b~ o
SRR 5ol 1%
Ko S I
e )
MbF U, SR
"
m IR

(3)

SR L (8.7%). | fERS, WErE,
'/ OB OB | MK ERW. O
(8.5%) . T | PHLKER
(7.7%) . WET
i
TE B WAL, R
I Bk, PEUR R | IKERSRE, R
Ye, Mook, Jize
B % (6.9%). | FSERLHER, BEIR | S KR R RE
9 ¥ E | BBIRES %", TN
(6.2%) 22Nl N
FLBE, BT,
B33
e BIf. | MESR. e
% i, ek, | RSRIE. AR
i A
ik 7T —tH
E Y =g
H
WApR SR s vrs
= H
i A, s SR
DU BRI
R ER
A A IERED
R KF YV oA | &S TAML
MfE, KT AT | E, Ak, &
QL UASE, AR | U S ERIE .,
Vo NMAE, & | i R AR
M, K~ 72 | WALVE 8
> AlfSE m, sy
7 A (fLSE
Z D #5 (14.3%) . | KEBED . A~ | WEBUE
MWSE(8.4%) . | 7 = v FEE
HEL (8.2%) 3N N tuREs
filE, M, MR
T RSB JAE

4) FHRB ORI T, OAKRBROMEE 2 i L. OAKER

DA THE ENTRIERIC O W CIBEE R & Lz,
L ERE~DOHRE

— R I AERE RS T LTS T LR Z VDT, B

DOREZBILE L AN DEEICRE T2 &,
5. 4R, ER. RIWF~AORE

(1) AFNOIEYRF OB EIZBET 2 22T L TV W ¢, it

Jir AFAER LTV 2 AIREME D 8 D etz id, AHlZ G- L2
ZERFEAE T LR, RLEGTRET2HAICIIRE LOR
FPENEREE LE D LRI SN D GAICoRRET DI L,

Flo RS S RO B D PRI, ARG T R O Rofé 5
T EWIMIE, EE TR 0D L9 ITRES S 2k, [R
Bl & T AR A TR ER S LTy, ARIE RS
T oL BRI 2 S WA DG E S dv, WAERIUISERERD
W 2 ATREEN B D, £z, b MgGIIMEZ @B T 5 2 &
MONTIRY . AANIREP DIRIEA~BATT 2 wTREMED & 5, ]

(2) RAIHETDHACE, BLE PRS2 L, AFloE

FLHFASOBITHICOWTIEIARHATH 243, & MgGlde ML
HHICHEE D Z &b T 5, ]

6. NERE~ADHRE

A RE VR, BrER, $LIR, ShIR X3/ NRIC K4 5 22 PE T
LCW ey, [ 22, ]

1. BAEDEE

(1) 7Ry
DRI, HRAERAEIRDSIMIER Lan 2 &,
2B FR T ERENR 5 2 &
AR L, I M5 2 L,



(2) $hms
10.2X1%0.22 pmDA > T A T 4 WE —EFEHT L L,
EMFHED A E U, FIRNKER G, 2UlEEE LN &,
8. TDHhDEE
(WENAOEERRBRIZIB T, RANKHT 2 HROEAERRE S
nTnd,
Q) =7 A P ITAKHIB0 mg/kgZ E 18], 26HHMKEH S L%
PERRBRIC RV T, MBI A REIIRE 23 Sz & oWl
N D,

[E¥MERE]
1. meEE
(1) HEES (AARANCBT 268 v

H A A AT A 2 3461137l A 10 31320 mglkeg™ %90
5y (£154%) BARFTHE L2 L SO T TV U X~ 7 REHE
BIIUTO LB Thote, MAROEE Y Y T 7 v AL
FREOHEZER L., DARREITIEEMIER RIS L,

15) AGR S AE - AEIX1200 mg# SEMMER S TH 5,

HLAIE G0 M PR HER (5 EN=3, VI IR RE)

800 4
o 10 mgikg

—_ A 20 mogik

£ 5004 W

E]

=

i 400 -

4

T

T 000

T‘<

)

=

i 2Ul -

L

e T

E =2
T T T T T T
o1 3 7 14 21

BFRACE)

B GO SEMBRE/ T A —F (% ] N=3, FI9E + EHHEFEZE)

G Cmax* AUCns Vs CL tie
(mg/kg) (ng (ng - 9] (L/day) (day)
/mL) day/mL)
10 220+ 2290+ 3.72+ 0.236+0. 11.7+
21.9 101 1.14 0572 0.969
20 536+ 6630+ 3.82+ 0.213+0. 13.0+
49.4 668 0.718 0609 1.32

*Crmax : PIEIEEH (Cycle 1 Day 1) O#5-4% 30 4y OFRifL

Q) REHES (BRAANZHITEEME) ¥
A AR A OHELTE B 8 B9 2 I2ARHA] 10 % 20 mgrkg 9%
3 HAMFEIFT 90 43 (15 43, WIEHREIZI1T D AR HERR
Ni=H4. 2 BB LR 30 4y (£104y) (M ATAE) [AsE
Lzl EomEh 77/ ) A~ T REHBIZUTOLEBY TH
STz, BERBREO I 1.25~3.06 Th o7z,
1 5) A SN - AR 1200 mg % 3 #EERER S TH
%o

(4)

[ AR B G- D .37 PP BEEHERS
(# M N=1~3, P2 ME = iR 2)
1000 4

o 10 mg/ky
A 20 modkg

800 -
600
400 14

200 42

mFEPFFI) A7 T BE g mL)

T T T T T T T T T
0 21 42 63 84 1268 168 210 252 294 338 ars
B (8)

B) RiE#E (AARNCRT DA 2
F/ N TR R 613 51 (H AR AR 56 ) % X SIZAA] 1200
mg % 3 ARG T 60 2 (£15 4y, #IEHE 53 D AR
RSN, 2 B HLE 30 4y (£104y) (KM ATRE) AL
WAL ZORANCBT HMET T T Y X~ 7 EREIX
LT LBy Thot,

RAEHGEEO ARNCEIT 2 M0ET T 7 ) A~ 7iRE (Vi
i+ EHERE (1))

WA FR R A 1375 H 3 (ug/mL)
Cyclel Dayl | #4530 /3% 452 + 107 (N=56)
Cycle2 Dayl B 50 98.2+ 32.4 (N=46)
Cycle3 Dayl e i 162 = 40.8 (N=40)
Cycle4 Dayl Eitacari] 188 + 55.6 (N=35)
Cycle8 Dayl At} 224 +99.1 (N=18)

((:A7354 )

<[EMEIRE Il FAEERRER (OAK RER) I12H 1T 5BHE>Y
75 F W & G AL RRIERET 00 & 5 YRR RE AT « IO
FE N it B 1225 (1) (RAIRE 613 B, K& & &L 612 41)
BRI, AHFNE R0 OFEMMER L M2 T 55
AR ABR 2 F20 L 7=, A% 1200 mg ik K& & &L 75 mg/m? %
3 TERIRIPE CAEETE LTz, BPIC T v & s sz 850 4 (A A
A 64 il ETe) OEBEHEMICBWT, AHIET R X it
L L CEERHMBTEE TH D LT oA ERIEENRD S
n (N — R [95%1E#EX ] : 0.73 [0.62,0.87], P=0.0003 [J&
Al log-rank fR7E]) . AL [95% (S HE X ] IXAKIFET 13.8 [11.8,
15.71 . FEZXEARETI6 [8.6, 11.2] W H Tholm,
1t 6) EGFR & 15175 BB 13 ALK @A 8 s 7Pt o 3 T,
75 FFRH B E L RECIN 2, £ EGFR EE
A% ALK FEER %249 2 JUEMEISANIC X 2 1REN H
D BEDHAEAN DT,

OAK B D247 # > Kaplan-Meier #hiff (2 HBEHEM)

T T T T T T T T
6 9 12 15 18 21 24 21R

0 3
. Kﬁlg 425 363 305 248 218 188 157 74 28 1
Fea%4) 425 336 263 195 151 123 98 51 16



[ExhZEE] 45

75V Y RX<7E, & hPD-LLIZHT % MEE /7 o —F ik
ThY, PD-L1 L ZOZFEKETHS PD-1 LOFESEIET L L
20 BATURRRNZ: T MlsoMiaEEEEafim L, iEgE
DOFEEIHI T2 B2 b,

(B3R IZRET 2 BEERNR]
—f8%  TTFV Y A~ GEIETHEEZ)
(Atezolizumab (Genetical Recombination)) (JAN)
BER: 7 I Bl4EOLH2A L T X BR448EOHB2A N B2 5
PV
AFH : HE (Ca101Hs362N5800665515)
L (Cio32H1503N2730353456)
SFE : 144,610.56

(8 %]
T Y 7 AEETE1200mg : 20mL X 1234 7L

[EEX#]

1) Mizugaki H et.al. : Invest New Drugs, 34: 596, 2016

2) R BT L (OAK #UH)

3) Rittmeyer A et al. : Lancet, 389: 255, 2017 (OAK #5&)

4) FPNEE : In vitro A YE R O & BLETEIE O Rl

5) HNEE : ~ v A BT T LIS T SRR RO

[XiREER5E]

FHEIERICFTEREOHNERHZ D E E LT TRRUIC TR E a0,
POBER AR AT A NS T3 A= a U
T103-8324 HURHS T RX FANEGEIT2-1-1

#Eah 0 0120-189706

Fax :0120-189705

https://www.chugai-pharm.co.jp/

(5)

e ] RSB S S

Ova JL—7

®F. w7~v T -

RREBHPREXBFEEET2-1-1

oY ath (R R) BERPHIT



Atezolizumab 1.9 — XA iR D 3CE
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Tt b)Y REFHFE1200 mg
(7TVIVATT GEGFHEEZ) )
(35 /N RB 8 )

o1 (Y =2—11)

AR & o T BRI O SCEZ B 5 1R

1.9 —AIAFRILR D 3GE

AN AL



Atezolizumab 1.9 —fRAIA PRICAR D 30H Page 2

BR
=
1.9 RAIATRITAR D SUTE oo 3
10901 JAN ettt ettt bbbttt bbbttt ettt s et ettt e enaes 3
10902 INN oottt ettt ettt s bt s s bbb s s s e st bbb st ae s st et s et s s s s enaes 3
B 1R 28 4F 3 H 7 AATIRAESEAFE 0307 55 3 75 oo 4

B 2 WHO Drug Information, Vol.29, No.3, 2015 (Recommended INN: List 74) ............cccocoeen... 22



Atezolizumab 1.9 — XA iR D 3CE
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1.9 —RMIBTRIZRAEINE
1.9.1 JAN
28423 H 7 H A ERA SR FR0307E3 5 I C KV LA T LBV @mEm S v,

— R4 PR AAR%L) T77VI)Xv7 (Ba1HEz)

(
( & 4 )  Atezolizumab (Genetical Recombination)

1.9.2 INN
WHO Drug Information, Vol.29, No3, 2015, List 74(Z, LLF® &0 L&k si7-,

rINN : atezolizumab



Atezolizumab 1.10 B3 - BB EREEROE L

T2 M) REFRE1200 mg
7TYIYYAXTT GEFHIELZ)
[3E /MR ]

HIE (B =2—1)

HER & S TEUE U O SCEIC B 5 1

1.10 3 - BIEE DR EHEAEEROE & O

AR U A

Page 1
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BR

1.10 3K « BB OIBERAEERIOD E L8 et seeeene 3



Atezolizumab

1.10 B¥ - BEEEOREFREEHOE L O Page 3

1.10 2% - BIEFOREEETREEHDOF LD

TTYVRATIE, v T Al > K1 (PD-L1) (kT HiES
THAHEZ B MEE/ 7 —F PR TH Y, v N RO~ T AHUREROF M
WEH, WOITE b IgGlD 7 L— AU — 7 KR OEFEN G720, H $50298
FHOT I/ BIKIEN Ala ICEHEN TS, TTY VAT, Frl=—

IS5 B e s — I & 0 B S, 7T ) AT, MSEOT S
BN D722 H 8 (y18) 2RROANMADT I /MMM O 5 L # (x
) 2R THER SN D X LI B TH D,
W 7T ) A7 (Bin ) kO ORI
% & X BEo LBy
e - 2 R | UIBRARBEZRMETT - B OIE/ N At
WE, RAZET 7YV X~7 (BarHifz) & LT1E1200mg %6055 70
ML - H & | C3lEMMERCAREET 2, 2k, HEERGOIEMENRIFChHIE, 2
[a] B LARE D F 5-HE13 304 M £ THEMiTE 5,
Bl K % o
i E
HIRA KO FIK: 770 X~7 (@ z)
B & ok | 8BA TRy MY 2 SAREEEIR mg (1234 70 (200 mL) HT7 TV U A=
& 7 GBIz 7 %) 1200 mg & F)
[&t]
iy IR
. v AR >50%
HERE DEIE & (mg/kg) B4 =50
) AR, T AR =7 A P m V- fiAPETEER B O )RG5 OIS LY
RN L 72,
[H 2]
iy | &5 | &5 e b5 T B o
| | R | (mekgi®) | (mgkeli) IR
= n ~ | 2 | FFk 10, 50 — - C57BL/6~ 7 A D10}
A [ W (C57BL/6) 50 mg/kg/ i CA& 1R
50 HE (=2 —n8a X F
(CD-1) —) , CD-1¥ 7 Z2M50
mg/kg/Il THEAF 2L,
= | 8 | #Mk| 5,15,50 5 + 15 % 50 mg/kg/IH T4
74| E |, (FEARPY) (FEIRAY) | BigesE OEIRSK /B R)E
P Ay 15, 50 PHZE, 1238 [ O AR IE IR
(B¢ F) T IR B R 2% /B R A D
RITHBD BN o T,

— 1 EGLPRBROBELE TH Y, HEEMEEIIRD TV,




Atezolizumab 1.10 B¥ - BEEEOREFREEHOE L O Page 4
[124]
| &5 | &5 B h& pilE U L
FE | IR | B | (mg/kg/H) (mg/kg/iH) EARPTR,
=268 | §lk| 515,50 5 « 15K 50 mg/kg/iH T4
74| [H M HataeE OB RS /B RE
iz PHZ%, 50 mg/kg/ill OMET
e P H R JE B B e NP B C
O FEEMA K AN, 1338 [
DIRIEHI & T RpIZ B R
RIBNIRIE FAR LR D B
7T, A RRJEH K YRR O
FEIXEIE L,
EINAECI0E L 7= [E BRI [R5 AR EE AR 3B (OAK RBR) @ 9 HARAKINE S S
AT # R 609 iR 390 5] (64.0%) ICEWEHZHEEL LT, 2D H, KX
D BER ST B AR AWEERE 56 1T 49 1 (87.5%) \ZEIVERNREE LT,
B AR H AR N4 4E
mIlEH B %k mIlEH B~
7 87 FEEN 16
L 53 I 9
BAkEGR 52 T 8
1) 9 51 GIEpS) 7
mfFE M FEEL 49 N I 57 7 &
AR H AR NS4 ]
CRMAEEERY B IRMEM R Flk
NGRS 26 Emﬁj‘@iﬁcﬁ/) 4
AST #3n 24 AST 30 4
ALT #/n 23 ALT #3/n 4
I IR D 9 i IR > 4
1A ALP #50 8 % U 2 SERER D 4
= | AR ERA S A A
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HIAE

TR BRI RO AT 4 REES

L $H

H $8

DIQMTQSPSS

ASFLYSGVPS

GTKVEIKRTV

DNALQSGNSQ

LSSPVTKSFN

EVQLVESGGG

ISPYGGSTYY

WPGGFDYWGQ

LSASVGDRVT

RFSGSGSGTD

AAPSVFIFPP

ESVTEQDSKD

RGEC

LVQPGGSLRL

ADSVKGRFTI

GTLVTVSSAS

IT?RASQDVS

TAVAWYQQKP

FTLTISSLQP

SDEQLKSGTA

STYSLSSTLT

SCAASGFTFS
I

I
EDFATYYCQQ

SVV?LLNNFY

GKAPKLLIYS

YLYHPATFGQ

PREAKVQWKV

LSKADYEKHK

DSWIHWVRQA

I
VYACEVTHQG

PGKGLEWVAW

SADTSKNTAY

TKGPSVFPLA

LOMNSLRAED

PSSKSTSGGT

I
TAVYYCARRH

AALGCLVKDY

FPEPVTVSWN

CNVNHKPSNT

TLMISRTPEV

YRVVSVLTVL

TLPPSREEMT

SDGSFFLYSK

SGALTSGVHT
KVDKKVEPKS

T?VVVDVSHE

FPAVLQSSGL

CDKTHTCPPC

DPEVKFNWYV

HODWLNGKEY

KNQVSLTCLV

LTVDKSRWQQ

|
KCKVSNKALP
KGFYPSDIAV

GNVFSCSVMH

YSLSSVVTVP

PAPELLGGPS

DGVEVHNAKT

APTIEKTISKA

EWESNGQPEN

EALHNHYTQK

HEHEL : H0e e 72 I U HEEK448 : g7 a7
L $4 C214 - H#4 C221, HEH C227 - HEH C227, HEH C230 - HEH C230 : AL T ¢ RiEA

SSSLGTQTYI

VFLFPPKPKD

KPREEQYAST

KGQPREPQVY

NYKTTPPVLD

SLSLSPGK
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BIHEEREC 1
EYHBRESRRIFEEYRELRDIEEEEEHNDELD

—f4 7TV AT (Eia TR Z)

HR5e4 - Tty MU 7RI ETFE1200 mg

& HA SRR R A 1

2hEe - R UIBRARE 72 AT - FRFE D FE/INA A it

ik - H&E W, RACIET T Y Y X~ GBET#HBLZ) LT
1111200 mg - 338 I fEIRRE C Rl it 4 5.

EmREMEIOEROAE | XEH— HHLTW2I5EEIEL FOME A
LR A

M U7 £l sk IE R R CIAH kA - M. Ak ik, R, 0
f) . DXIEW RSl - RRRR. B E kA (k.
Z D)
BB F v A =— R « NAAX—PIELNE (CHO #
) |

AW RIFCEF O H B Y X B, sy, [ oo RE FER R
Csgsmy, (12 ofh ( )

FEMEtO B E 2D N - B | BIERR2 S

DAY Y —= 2 « EERDOWN

7

WA R JEA BEARTE AL AL | B2 5 IR

PO N

TANAY YT T AR | B2

ROBEE :

FETEROME (7o—F v | B2 S R

— k)

(RIE L EIT 1T T AR % )
L. B2 BARR)IZ R
i)




Atezolizumab

110 K - RS OEREEHOE L

BfAER 2 — 1

i U 72 A2 R R IEURE 33

= e — PR S0 B

Koo F v A X e NKAZ—PlEHIR (CHO #i#a)
I

U 7= A2 b SR JECRE SO | Ak b sk sy, A MIRaAERL . TSR B sk A4y

B3 ¥E

CIA kRS (Mg, MR TR AR o) | [

SRR Sy . DI A A
L& ks, 12 of ( )
AER SR IFUB UM B O | LIRAIA 2oy DXAME TAila, s sasme

S0

L% o fls oo B3 50 SLiE s B (
Y. Oz o ( )

) LA

AW SR JEURE ST A L R 3k
ERDBNEYDOART ) —=
VT EHONE

MCB . Ot WCB o5 =4 < & % cHo #ifi [T
1%, MCB & TX WCB 122\ T, HlERER 2 320 L fHED
BRNWZ EERHERLTWS (BERLIBR)

AW SRIECR SUIM B O o A | 37 L
IV A EE D ARIEAL B OV 25 AL B

LONR
BIETROME (7a—F % | BRI
—h)

(RIEAL R O BREOMFRIZIT T
AL, e BRmICEE

#)
TANART VT T ARERES | BITR2S IR

R OB
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B BN T OB

BT H vceill | vl
JET A AR
T R Iy danRcace (i danncacy
YA ST T AR Pt Pt
(H521k)
~A aS T A EERR
S I Jancacn B
(DNA 4:fak)
™A )L AR
et o A L A GRE
PORFED A 0 230 Foth g o
(m vztro)
[ R
T T B
(m vztro)
A VAR
el it -
(in vitro)
A )L AR
-W ’ " N -
(m vztro)
YA L R ERER
o b B
(ll’l VZVO)
INI A S —FURPEAE RS
LR BT -
(HAP)
LA PE A PR
- i )
I -~ I B
LA DR H
BT T B R ARRGCHY A
- IV AR LIS R
(TEM) g
R B R R TG M — B
] - Bt

CEEM AL
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BIRL
B TROWE (7a—Fv— k) : 5
EE B | | TR BB
MCB X% WCB fhfiz
Ak !
W -7 5 A a ROV A
FU T B —IC kD
!
- W A A T
G [ e
!
s N A TR
—IZ L DA
!
NA FA—F
I FERE ~A = ?0’7 R T ERER
. (DNA efn i, BET2)
T L2 “%%Z;gfﬁﬁ
(T + PHOCE) I /. 7 5
[ DEEFSE
!
[ ]
IN—R R !
NS IR TR ]
(%5 - HCCF) I

!
R~
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RETROME (Ta—Fvy— 1) R

I

i

| TENEHRER |

HCCF
l

l

vA /bxxfﬁﬂi_i’i

l

!

l

v ANV AREIR

l

-

l

3l

l
7TV R TR

THR . VA NVAREL R OREICFET 2 TR

e A teer 20N 0000 |

. PHIZA TR NT A—4

-.-’-.

’ -
m




Atezolizumab

1.10 73 - BRSO ER

HEEBOE LD

Page 11

BIHR2
DAIWNRI ) TS5 ARBREROBE
(1) TANZZ YT T AR X5 TR

77 vy 2<7RR TR oo . oo~
SR 5O VT T MICUANAY YT T ARERE E LT,
- | RCEEIEES )
: I (LA R
_:

(T A NVABRE)

N <R (U AR E)

F HIRT XL, 77V VAT ORBTIROBEED AT v 7T X-MuLV, MMV &
SVA0D @ WATEAL e OBRERED HERR S L7z, B HMBEORRICBW TR Z7 V7T Z
VARG, WRTESEROKRZ VT 7oA ERERH L, ZOR%E, X-MuLV Tt >
107702 v 7 7> 2stngsn, £, My & svaocix, |GGG
! VAOVEOPN s
NE, FRER 210852, 100707 U T 5 v A EERE L,

Q) VvhaouArRIckBbY 27

I L A — DT L— A R
ETHE DI L b1 A L AR TR0 e KA fE/mL % AT U 2 2 3l 247 -
7. BEOWBRCLERT TV Y Xv7 ok ar o tEL, Tro—~x
pasrm e mEmT s L LU T s, BuoETR VT T U A 2 107 2N
vz iiieE L 25, AfoiksEs-v ||| Exso e v e oo s
vravzricisd 02y, I EoBs cEERE L R o v R IEER T
Hod) .

®1 7TIVYVIXITREIEBOIMILALYTSUR
ETFILTA LA

T X-MuLV MMV SV40
I [ ] | | | |
I I [ [
B BB B N
[ ]
v 4 12 kR [ B
%{ﬁ& U 73 yxﬂ{!aﬁ;i 2 101737 2 1013.52 2 109.77

ETNTANA: X-MuLV (Xenotropic Murine Leukemia Virus) ,
SV40 (Simian Virus Type 40)
— YL

MMV (Murine Minute Virus) ,



Atezolizumab L12 i EE—%

Page 1

Tt b)Y REFHFE1200 mg
(7TVIVATT GEGFHEEZ) )
(35 /N RB 8 )

1D (Y 2—11)

HRR & TER & O SCEIZ B 2 1R

p=41{{}

112 ifT&ER—5

AN R A



F3E (EP21—IL3)
328 BZE (77VUZR<7, I

 REISETAXE AMEH-E

EHEE =8 = i ey |- 2ot S
3281 —HRIER

2st | R &+ HIZIN KPR A
32812 I | st PR Al
32513 | R | e WA FEP R e
3282 H#E

32821 | R |ses IZAN tEE At
32822 | M s riEROTRER a3y be—L HIZAN tEE R e
32523 | I | o WA FErt Al
32824 | I =z BRROEEPREIKOEH WA FENEE R AT
32825 | R |-t NV F—var  Tov R S KN R At
32826 | [ |G TROBR ORI TN FEPIEE R G2
3.28.3 it

32831 | R |55 oo oms GZAN FEP R e
32832 | I | ~viw GZAN FEP R G2

BB qewINZI[0ZaYy

7 93eqd



F3E (EP21—IL3)
328 BZE (77VUZR<7, I

 REICETOXE AMEH-B

wngn|  %H il @i |1 o] S
3284 RENDERE

32841 | 1 A oRsrs WA FEP R e
32842 R 5o v #ist TR #EAi
32843 | R R OFGE) oy F—var HES R Al
32844 | R |~ rov HES KPR At
32845 | R |08 B0 24 7N FEPE R A
3255 EBERRIIEZENE

s2ss | R |eeeo0menn st vk | R
3.285.6 BAHRRUEHRR

3286 | R |52r00e07 Hist R G
3287 HEH

32871 | R EVEDE & RO s FENBR A
32872 | R |5cR o R B o Kk O£ Hist PR G
32873 | R |\ zevT7—~ WA KRR FA

B T qewINZI[0ZaYy

¢ o8eq



FE3E (EPa1—IL3)

 REISETAXE AMEH-E

32P A (T2 MUY SEERE1200 mg, /N1 TFIL)

CTD No.- i . E IS AT s T
BHES il =& (Ep s | BEE - TOM| S g
3.2.P.1 HEIRUVANA

32.P.1 B oo YA P At
3.2.P2 HEIFEOERE

32.P.2 B o VA1 PR FTAf
3.2.P.3 &i&

I ; : -_

3.2.P3.1 P s ey A AESI B R (i
32p32 | R e st KPR At
32.P.33 ?@%@ BETRENTEER 2y hr—L st/ JE A PR At
3234 | | =z caxosEmpkoss WS NG R A
32P35 | R |-t - ~vF—var / TovxEm WS KPR FFATG
32P4 FHMFIDEE

32p4l | [ s roRsos A FpvErt Al
32P4.2 Mg R L — — - —
32P43 | BHUERERL — — — —
32.P44 SRl L - - — —

kBTt qewINZI[0ZaYy

y 98eq



F3E (EP21—IL3)
32.P &K (T2 b U REFEE1200mg, /XA TIL)

 REISETAXE AMEH-E

HHES ol =8 ey |18 Tow| A
32p45 | R | o crmmEnommng WEsh el B
32p46 | R s aZAN R i
32.P5 HEOEHE

32p51 | I A oRsos A FEP B e
32ps2 | R 3o v N NG AT A
32p53 | R [#9n: OFHE) o) F—var 7N PR i
3254 R |- o0 S FENER A
3255 | R | ~rimor WA KPR FEA
32p56 | N 5% % 0B o %4 S el <e At
3.2.P6 BFEANIIFENE

32P.6 B oocousEEn g S FEP R e
32.P.7 BRHERUIERER

32P.7 B | ok WA KPR FEAG
32P8 HEM

32psl | R  |zetox s orouHm HEA FEP R FFATG

BB qewINZI[0ZaYy

G 93eq



H3H (EV2—A3)  REIETHXE ANEH-E
32.P &K (T2 b U REFEE1200mg, /XA TIL)

CTD No.- - . EEISAT _ 5T,
aHES ol =8 (Er e |BHE T S
32p82 | I |5 oz @R o MRk OVE aZAN PR i
32p83 | I |z~ aZAN R i

qEWNZI[0Z9}Y

Ttk BN T

9 a3eqd



E3EH (EPa—IL3)  mEBEICEAYTEIXE HMIEH—E

3.2.A TDfth

CTD No.- i . E IS AT oy T
aHES ol =8 (Ep s | BEE - TOM| S g
2t | R s o WAt PR e
3242 | R |5ORr G O 72 AR IZAN tEE R At
3243 | R |70 IZAN tEE At
32.R ZBNEREH

CTD No.- e g Sy o et | i
FHES ol =E (B, ) |0 - T g2 g

32.R B} - Y A

BB qewINZI[0ZaYy

1 93eq



FE3E (EPa1—IL3)

- mBICETIXE

AEH—KE

3.3 &3k

CTD No- " - =165 . T

AHBEE el = & (B B5) BHE - Tt g e

o G ~ ~ _ _ _
L

BB qewINZI[0ZaYy

{ a8eq



FTA4E (Ea1—)L4)
4.2.1 EHEAER

 ERARABRHREE AMEH-E

CTD No.- . g = HE 4 %ﬁﬁi’gﬁﬁ LSt | §${ﬁ/
;ﬁ*ﬂ-g% %% ﬁ TEE %ﬁﬁnﬂFﬂﬂ (W/ﬁ%) *%ﬁmb\ %@1& %%_0)%”
4211 HNERMFITHHER
In Vitro Binding and Biological Activity of [ &8 [ e s =7
42111 _ MPDL3280A (thuMAb PD-L1) - Il W] s AR P
42.1.1-2 - In Vitro Binding Affinity of MPDL3280A -?fﬂ N PRk At
Evaluation of the Anti-Tumor Efficacy of
Anti-PD-L1 Monoclonal Antibody in the [ &8 ) . - -
: | ) L
4.2.1.1-3 _ Sygeneic MC38 Colorectal Model in -] HE2k LR FHf
C57BL/6 Mice
Evaluation of the Anti-Tumor Efficacy of
Anti-PD-L1 Monoclonal Antibody in the [ B2 )E . - -
- i FTINEE 2
4.2.1.1-4 _ Sygeneic MC38.0VA Colorectal Cancer -1 L PR H
Model in C57BL/6 Mice
Evaluation of the Anti-Tumor Efficacy of
Anti-PD-L1 Monoclonal Antibody in the [ &2 B e [ =
_ 3 %: N =T
4.2.1.1-3 - Sygeneic CT26 Colorectal Cancer Model in -l A i FEPYECRL ¥
Balb/c Mice
Evaluation of the Anti-Tumor Efficacy of
Anti-PD-L1 Monoclonal Antibody in the [ B2 . - -
_ D :I: (g N =\
42.1.1-6 _ Sygeneic Cloudman S91 Melanoma Model - EN S PR At i
in DBA/2 Mice
Evaluation of the Anti-Tumor Efficacy of
Anti-PD-L1 Monoclonal Antibody in the | 8 )5 . e
- . i B %
4.2.1.1-7 - Syngeneic Lewis Lung carcinoma (LLC) - I+l e LR =

model in C57BL/6 Mice

qeUINZI[0Zoyy

Mgt

23

Bk

6 93ed



FTAT (EPa1—)L4)
4.2.1 EHEAER

 ERARABRHREE AMEH-E

CTD No.- . =) = %ﬁﬁ%ﬁﬁ e = §$1ﬁ/
# 5 A
4212 BIRMEEAER
Therapeutic Efficacy and Dose Titration of [RE I
4.2.1.2-1 - Anti-PD-L1 mAb in the Lymphocytic 1= EZaS FEP R Gl
Choriomeningitis Virus Infection Model
Evaluation of the Combined Effects of
Adenovirus Expressed Interferon-alpha ek
42.1.222 - (IFN-a) and Anti-PD-L1 mAb in Mice ) AN PR BALD
Infected with Lymphocytic
Choriomeningitis Virus (LCMYV)
Evaluation of the Host Response to
Armstrong and CL-13 Lymphocytic
Choriomeningitis Virus (LCMV) Infection [ g2 K 3 e =7
4.2.1.23 - in Mice following Administration of a - i FEPIEORL AHAl
Single Dose of Anti-PD-L1 Antibody at
Different Times during Infection
Studies to Address Mechanism of Anti-PD-
L1 Enhanced Pathology in Lymphocytic eI
42.1.2-4 _ Choriomeningitis Virus (LCMV) Infection: — ok AN FENE B 5%

Comparisons between Clone-13 and
Armstrong Strains

qeUINZI[0Zoyy

Mgt

24

Bk

01 93ed



FAL (EPa1—)L4)

4.2.1 EHEAER

. JERR

ABRBEE ANEHN-—KE

CTD No.- . =) = HE 4 %ﬁﬁi’gﬁﬁ LSt | §$1ﬁ/
ﬁ*ﬂ‘%% %% ﬁ TEE %ﬁﬁnﬂFﬂﬂ (W/iﬁ%) *’Eﬁmh\ %@1& %%0)%”
4213 REMEEHAR
An Eight-Week Toxicity, Toxicokinetic,
4.2.1.3-1 and Safety Pharmacology Study of
- MPDL3280A Administered by Intravenous [ &= B - NG =54
(4.2.3.2-2 Injection or Subcutaneous Injection to -l (A0 - :
ERIT) Cynomolgus Monkeys, with a 12-Week
Recovery Period
4.2.1.3-2 A 26-week Toxicity and Toxicokinetic
Study with MPDL3280A, Administered by [ g ) - o
(4.2.3.2-3 - Intravenous Injection to Cynomolgus - (M) FLPVEERY FHi
EIRL) Monkey with a 13-week Recovery Phase
4214 ENFHEMAEEERFER
%N AR _ _ _ _ B -
L

qeUINZI[0Zoyy

Mgt

24

Bk

11 93eq



FAM (EV2—L4)  FERHREEE FAEH-E
4.2.2 EYBHREAER
CTD No.- - =) = %ﬁﬁ%ﬁﬁ e = Ezﬁﬂﬁ/
: ] i/ . = -
AHES il ® B XA @) | B TOM s am
4221 [WERVNIT—LavHEE
4.2.2.1-1 Evaluation of Pharmacokinetics and
_ Pharmacodynamics following Single-Dose Genentech, Inc. - -
(42.2.7-1 Intravenous Administration of an Anti-PD- il (Hg5:) AR Al
EIRLD) L1 Reverse Chimera Antibody
42212 A 15 Day Pilot Toxicity Study of anti-PDL1
e (MPDL3280A) Administered by e Genentech. Inc
(42321 _ Intravenous Injection Once a Week for a 1= (O 571\)’ ' FENE R 2%
L IEJL) ) Total of 3 Doses to Female C57BL/6 and %
CD-1 Mice with 4 Weeks of Recovery
4 MPDL.1 (MPDL3280A) Cynomolgus R Genentech, Inc. Vs =
42213 - Monkey Serum Antigen ELISA (5 FEPIR w i
Validation of an ELISA Method for the -
422.1-4 - Quantitation of MPDL3280A (Anti-PD-L1) | [l GiEsh) FEPE R Bl
in Cynomolgus Monkey Serum
4 MPDL.2 (MPDL3280A) Cynomolgus Genentech, Inc. Vs =
4.22.1-5 _ Monkey Serum ATA DIG ELISA L i JE4h) FEPETR AT il
Validation of an Immunoassay Method for
the Detection of Antibodies to [ ] - .
42216 - MPDL3280A (Anti-PD-L1) in Cynomolgus -y (HEst) FENETRY i
Monkey Serum

qeUINZI[0Zoyy

Mgt

24

Bk

71 93eq



FAT (EVa—IL4) : FEERREBRBREE ATEH-—EFE
4.2.2 EMBHREER
CTD No.- - =) = %ﬁﬁi’gﬁﬁ Ezﬁﬂﬁ/
- E 'ﬁ N [=1]\Y
AHES il = H LM @) | B TOM s am
4222 RIN
A Single Dose Pharmacokinetic Study of
42221 || P DL3280A Administered by Intravenous | [l PR AT
Injection to Cynomolgus Monkeys (gst)
42292 A 15 Day Pilot Toxicity Study of anti-PDL1
e (MPDL3280A) Administered by CRE T Genentech. T
(42321 _ Intravenous Injection Once a Week for a —In eneéglﬁe;*), ne. &R 5
L I.EJ.L‘L')_ Total of 3 Doses to Female C57BL/6 and
CD-1 Mice with 4 Weeks of Recovery
An Eight-Week Toxicity, Toxicokinetic,
4.2.2.2-3 and Safety Pharmacology Study of
- MPDL3280A Administered by Intravenous [ & R ST
(42322 Injection or Subcutaneous Injection to - (a0 - 8
ERL) Cynomolgus Monkeys, with a 12-Week
Recovery Period
422.2-4 A 26-week Toxicity and Toxicokinetic
- Study with MPDL3280A, Administered by |  [R _ —— = i
(42.3.2-3 Intravenous Injection to Cynomolgus - GESh) - 3
EIRL) Monkey with a 13-week Recovery Phase
4223 &
4.22.3-1 Tissue Cross-Reactivity of MPDL3280A T
423773 _ with Human and Cynomolgus Monkey = FENE R 2]
A Tissues Ex Vivo (A1)

LML)

qeUINZI[0Zoyy

Ttk BN T

€1 93eq



FAE (EPa1—)L4)

4.2.2 EMEEEAER

: EERRABRREE

ATEH—KE

CTD No.-
BEHES

EH

® B

S e 1Rl

KI5
(BN iB5%)

1BEGEE - T 0fth

ST
SEDF

4224

AR
L

4225 it

AR
L

4226 EVMBREFHEYVHEEER (EERK)

AR
L

4227 FOnEMEIREKER

4.2.2.7-1

Evaluation of Pharmacokinetics and
Pharmacodynamics following Single-Dose
Intravenous Administration of an Anti-PD-
L1 Reverse Chimera Antibody

| B

Genentech, Inc.

(#5})

FENE B

FEA

qeUINZI[0Zoyy

Ttk BN T

1 95ed



AT (EPa1—)L4)
4.2.3 HHHER

: ERRREABRIMEE

AEH—KE

CTD No.- . = o+ %ﬁﬁi’gﬂiﬁ st | Ezlzﬁﬁ/
4231 HAES5SHEMHR
% AR _ _ — — -
L
4232 RERSHEMHR
A 15 Day Pilot Toxicity Study of anti-PDL1
(MPDL3280A) Administered by
423.2-1 _ Intravenous Injection Once a Week for a il Gen??g;f)’ nc. N R 55
Total of 3 Doses to Female C57BL/6 and
CD-1 Mice with 4 Weeks of Recovery
An Eight-Week Toxicity, Toxicokinetic,
and Safety Pharmacology Study of
MPDL3280A Administered by Intravenous - o, -
4.2.3.2-2 - Injection or Subcutaneous Injection to - 5 AR PHf
Cynomolgus Monkeys, with a 12-Week
Recovery Period
A 26-week Toxicity and Toxicokinetic
i 1.3280A, Administ i -
42323 - Study with MPD .3 80A, Administered by - NG R =
Intravenous Injection to Cynomolgus (L)
Monkey with a 13-week Recovery Phase
4233 EEFHEHAR
AN s _ _ _ _ _ _
L

qeUINZI[0Zoyy

Mgt

24

Bk

G 9%eq



FA4E (EPa—)L4)

4.2.3 HHHER

: ERRREABRIMEE

AEH—KE

CTD No.-
EHNES

EH

*® &

5 e A

e 1
(BN iB5)

B/EES - T 01t

¥l
5Z07

4234 HARMEHR

A=) -v s
L

4235 HEEESMERR

A=) -0 s
L

4236 RBFETRIBMEFER

%Y Gk
L

4237 ZDHOFMEHAER

4.23.71

PR AR

AN ¢
L

423.7.2

REEEHER

% R
L

42373

BEURBEOHFICET HHER

% R
L

qeUINZI[0Zoyy

BBt

91 95ed



AT (EPa1—)L4)

4.2.3 HHHER

: ERRREABRIMEE

AEH—KE

CTD No.- s 5 = el . = B i
# =,
42374 IREFHHER
AN T _ _ _ _ _ _
L
42375 RKHEMOSMHHAR
%R _ _ _ _ _ _
L
42376 AHHOEIEAR
% E R _ _ _ _ _ _
L
42377 ZOHDHAER
In Vitro Cytokine Release Study with Anti-| [INFIRA Genentech, Inc. e N
4.2.3.7.7-1 - PD-L1 Antibody in Human PBMCs - (g41) AR B
Hemolytic Potential Testing with e
42.3.7.7-2 - MPDL3280A in Cynomolgus Monkey and 15 FENE R FEAh
Human Blood (Hgst)
Tissue Cross-Reactivity of MPDL3280A
4.2.3.7.7-3 _ with Human and Cynomolgus Monkey _-$£E..J?;J - FENE R FEATh
Tissues Ex Vivo (HEsth)

qeUINZI[0Zoyy

Mgt

24

Bk

L1 93eq



AT (EPa1—)L4)

: ERRREABRIMEE

AEH—KE

4.3 SE3HR
CTD No.- - . ot | 31 A
ﬁ*ﬂ-%% %%— i LE *’Eﬁnn}.\ %0)1m CTD NO.
Interaction of PD-L1 on tumor cells with PD-1 on tumor-specific| Cancer Immunol 2.41)
4.3-1 |Blank C, Gajewski TF, Mackensen A. T cells as a mechanism of immune evasion: implications for Immunother 2.6.111)
tumor immunotherapy. 2005;54:307-14 2.518)
. 242)
4.3-2 Keir ME, Butte MJ, Freeman GJ, Sharpe PD-1 and its ligands in tolerance and immunity. Annu Rev Immunol 2.6.1 12)
AH. 2008;26:677-704.
2.6.67)
Contribution of the PD-L1/PD-1 pathway to T-cell exhaustion: |Cancer Immunol 2.43)
4.3-3 |Blank C, Mackensen A. an update on implications for chronic infections and tumor Immunother 2.6.1 13)
evasion. 2007;56:739-45. 2.519)
Riella LV, Paterson AM, Sharpe AH, . . Am J Transplant
4.3-4 Chandraker A. Role of the PD-1 pathway in the immune response. 2012:12:2575-87. 244)
. e . . Semin Oncol 2.45)
4.3-5 |ChaE, Wallin J, Kowanetz M. PD-L1 inhibition with MPDL3280A for solid tumors. 2015:42:484-7. 26.119)
Differential activity of nivolumab, pembrolizumab and
43-6 Carbognin L, Pilotto S, Milella M, MPDL3280A according to the tumor expression of programmed [PLoS One 246)
’ Vaccaro V, Brunelli M, Calio A, et al. death-ligand-1 (PD-L1): Sensitivity analysis of trials in 2015;10:¢0130142. )
melanoma, lung and genitourinary cancers.
437 Brahmer JR, Tykodi SS, Chow LQM, Safety and activity of anti-PD-L1 antibody in patients with N Engl J Med 247)
' Hwu W1, Topalian SL, Hwu P, et al. advanced cancer. 2012;366:2455-65. '
. . Molecular pathways: Next-generation immunotherapy — Clin Cancer Res 2.4 8)
4.3- hen DS, I BA, Hodi FS. o .
3-8 |Chen DS, Irving BA, Hodi FS Inhibiting programmed death-ligand 1 and programmed death-1. [2012;18:6580-7. 2.6.116)
4.3-9 [Wolchok JD, Chan TA. Antitumour immunity gets a boost. Nature 2014;515:496-8. 2.49)

qeUINZI[0Zoyy

BBt

Q1 93eq



AT (EPa1—)L4)

: ERRREABRIMEE

AEH—KE

4.3 BE
CTD No.- . a et 51 F
ﬁ*ﬂ-%% %%— ﬁ LH *’%ﬁnn}.\ %@1@ CTD NO.
PD-1 deficiency reveals various tissue-specific autoimmunity by Proc Natl Acad Sci USA 2.4 10)
i . . . . b ] i g7 ) ) roc Natl Acad Sci .
4.3-10 |Yoshida T, Jiang F, Honjo T, Okazaki T. |H-2 anc_l dose-dependent requirement of H-2*' for diabetes in 2008:105:3533-8. 26.63)
NOD mice.
4311 Beach JE, Blair AMJN, Pirani CL, Cox |An unusual form of proliferative arteriopathy in macaque Exp Mol Path 2.411)
' GE, Dixon FJ. monkeys (Macacca sps). 1974;21:322-38. 2.6.6 4)
4312 Chamanza R, Parry NMA, Rogerson P, [Spontaneous lesions of the cardiovascular system in purpose- Toxicol Pathol 2.4 12)
' Nicol JR, Bradley AE. bred laboratory nonhuman primates. 2006;34:357-63. 2.6.6 5)
4313 Guleria I, Khosroshahi A, Ansari MJ, A critical role for the programmed death ligand 1 in fetomaternal |J Exp Med 2005;202:231-] 2.4 13)
’ Habicht A, Azuma M, Yagita H, et al. tolerance. 7. 2.6.6 16)
4314 Wafula PO, Teles A, Schumacher A, PD-1 but not CTLA-4 blockage abrogates the protective effect of| Am J Reprod Immunol 2.4 14)
’ Pohl K, Yagita H, Volk H-D, et al. regulatory T cells in a pregnancy murine model. 2009;62:283-92. 2.6.6 17)
43-15 D’Addio F, Riella LV, Mfarrej BG, The link between the PDL1 costimulatory pathway and Th17 in |J Immunol 2.4 15)
’ Chabtini L, Adams LT, Yeung M, et al. [fetomaternal tolerance. 2011;187:4530-41. 2.6.6 18)
43-16 |Dong H, Zhu G, Tamada K, Chen L. |/ -1, @ third member of the B family, co-stimulates Teell -1, \roq 1999:5:1365.0. | 24 1©)
proliferation and interleukin 10 secretion. 2.6.6 8)
S W e ; LR 241
s37 | GO28T54 SEABNEMRAT 58 (Cmax, AUCss T . | ol = AL 7
WA, 2.6.62)
4313 Barbef DL, Wherry EJ, Masopust D, Zhu Restorlng function in exhausted CD8 T cells during chronic viral Nature 2006:439:682-7. 2418)
B, Allison JP, Sharpe AH, et al. infection.
. PD-L1 has distinct functions in hematopoietic and .
4.3-19 Mueller SN, Vanguri VK, Ha S-J, West nonhematopoietic cells in regulating T cell responses during J Clin Invest 2.4 19)

EE, Keir ME, Glickman JN, et al.

chronic infection in mice.

2010;120:2508-15.

qeUINZI[0Zoyy

Ttk BN T

61 23eqd



AT (EPa1—)L4)

: ERRREABRIMEE

AEH—KE

4.3 SE3HR
CTD No.- - - _ 2
ﬁ*ﬂ-%% %%— ﬁ LH *’%ﬁnn}.\ %@1@ CTD NO.
4320 Eecilﬁezll;/l ”1% Iﬁﬂm;lsifagz&iilsgg Immunogenicity of murine solid tumor models as a defining J Immunother 2.4 20)
' et’al g » VIHIPRY B4, > |feature of in vivo behavior and response to immunotherapy. 2013;36:477-89. 2.6.27)
Lawrence MS, Stojanov P, Polak P, . .
4321 |Kryukov GV, Cibulskis K, Sivachenko | utational heterogeneity in cancer and the search for new Nature 2013:499:214-8. | 242D
cancer-associated genes. 2.6.28)
A, etal.
Rizvi NA, Hellmann MD, Snyder A, Mutational landscape determines sensitivity to PD-1 blockade in | . Ao 2.422)
4.3-22 Kvistborg P, Makarov V, Havel JJ, et al. |non-small cell lung cancer. Science 2015;348:124-8. 2.6.29)
. . . . 2.423)
4.3-23 |Van de Perre P. Transfer of antibody via mother’s milk. Vaccine 2003;21:3374-6. 264 6)
Herbst RS, Soria JC, Kowanetz M, Fine |Predictive correlates of response to the anti-PD-L1 antibody e 2.6.11)
4.3-24 GD, Hamid O, Gordon MS, et al. MPDL3280A in cancer patients. Nature 2014;515:563-7. 2,62 1)
. . . Nat Rev Immunol
4.3-25 |Nimmerjahn F, Ravetch JV. Fcy receptors as regulators of immune responses. 2.6.12)
2008;8:34-47.
. High resolution mapping of the binding site on human IgG1 for .
Shields RL, Namenuk AK, Hong K . . J Biol Chem
4.3-2 ’ . ’ ’ FcyRI, FcyRII, FeyRIII FcR fIgGl .6.
325 |Meng YG, Rae J, Briges J, et al. CYRL FeyRIL FeyRIIL and FeRn and design of IgG1 variants 1, 5. 6591 _604, 26.13)
with improved binding to the FcyR.
Pedoeem A, Azoulay-Alfaguter I, Strazza ) ) . Clin Immunol
4.3-27 M., Silverman GJ, Mor A. Programmed death-1 pathway in cancer and autoimmunity. 2014:153:145-52. 2.6.14)
4328 [Postow MA, Callahan MK, Wolchok JD. |Immune checkpoint blockade in cancer ther ! Clin Oncol 2.6.15)
3- ostow , Callaha , Wolcho . une checkpo ockade in cancer therapy. 2015:33:1974-82. .6.
Int Immunol 26.16)
4.3-29 |Okazaki T, Honjo T. PD-1 and PD-1 ligands: from discovery to clinical application. 2.6.22)
2007;19:813-24. 2.6.66)

qeUINZI[0Zoyy

Ttk BN T

0z 23eqd



AT (EPa1—)L4)

: ERRREABRIMEE

AEH—KE

4.3 BEXH
CTD No.- . a et 51 F
ﬁ*ﬂ-%% %%— i LE *’Eﬁnn}.\ %0)1m CTD NO.
s [0, Wang L LY, P, W i s e e 119 o g i | 261
' Hu H, et al. pendeiitly predict poor prog glealy £ 12014;7:567-73. 2.626)
adenocarcinoma.
4331 ]"g}éong())sri)ngl{ }Iljoliz:tél\iM\;Viilskt)eorV{)CVhS ot Tumor B7-H1 is associated with poor prognosis in renal cell Cancer Res 2.6.1 8)
' al ’ S ’ > 7" [carcinoma patients with long-term follow-up. 2006;66:3381-5. 2.521)
Hamanishi J, Mandai M, Iwasaki M, . . . .
. N . Programmed cell death 1 ligand 1 and tumor-infiltrating CD8 T [Proc Natl Acad Sci US A| 2.6.19)
4.3-32 |Okazaki T, Tanaka Y, Yamaguchi K, et ) .
al lymphocytes are prognostic factors of human ovarian cancer. 2007;104:3360-5. 2.524)
4333 Hino R, Kabashima K, Kato Y, Yagi H, |Tumor cell expression of programmed cell death-1 ligand 1 is a |Cancer 2010;116:1757- 2.6.1 10)
' Nakamura M, Honjo T, et al. prognostic factor for malignant melanoma. 66. 2.522)
4334 Iwai Y, Ishida M, Tanaka Y, Okazaki T, [Involvement of PD-L1 on tumor cells in the escape from host Proc Natl Acad SciU S A 2.6.1 14)
’ Honjo T, Minato N. immune system and tumor immunotherapy by PD-L1 blockade. ]2002;99:12293-7. 2.525)
4335 Strome SE, Dong H, Tamura H, Voss B7-H1 blockade augments adoptive T-cell immunotherapy for |Cancer Res 2.6.115)
’ SG, Flies DB, Tamada K, et al. squamous cell carcinoma. 2003;63:6501-5. 2.526)
4336 Rozali EN, Hato SV, Robinson BW, Programmed death ligand 2 in cancer-induced immune Clin Dev Immunol 2012: 26.117)
’ Lake RA, Lesterhuis W1J. suppression. Article ID 656340. e
4337 Butte MJ, Keir ME, Phamduy TB, Programmed death-1 ligand 1 interacts specifically with the B7-1|Immunity 2007;27:111- 2.6.1 18)
' Sharpe AH, Freeman GJ. costimulatory molecule to inhibit T cell responses. 22. 2.6.23)
Dong H, Strome SE, Salomao DR, Tumor-associated B7-H1 promotes T-cell apoptosis: A potential o 2.6.24)
4.3-38 Tamura H, Hirano F, Flies DB, et al. mechanism of immune evasion. Nat Med 2002;8:793-800. 2.520)

qeUINZI[0Zoyy

BBt

12 93ed



AT (EPa1—)L4)

: ERRREABRIMEE

AEH—KE

4.3 ZE XHk
CTD No- - - e 31/
ﬁ*ﬂ-%% %%— ﬁ LH *’%ﬁnn}.\ %@1@ CTD NO.
Konishi J, Yamazaki K, Azuma M, B7-H1 expression on non-small cell lung cancer cells and its Clin Cancer R
4.3-39 |Kinoshita I, Dosaka-Akita H, Nishimura |relationship with tumor-infiltrating lymphocytes and their PD-1 cor Hes 2.6.25)
. 2004;10:5094-100.
M. expression.
4.3-40 ;rrzl::sgivliﬁgrl ¥’ sfgi:fl;;cg?ti I et Programmed death 1 protects from fatal circulatory failure duringlJ Exp Med 2,62 10)
' al ’ > VOBELS, systemic virus infection of mice. 2012;209:2485-99. o
4.3-41 |Davies B, Morris T. Physiological parameters in laboratory animals and humans. l;harm Res 1993;10:1093- 2.6.41)
Petkova SB, Akilesh S, Sproule TJ, Enhanced half-life of genetically engineered human IgG1 Int Immuol
4.3-42 |Christianson GJ, Khabbaz HA, Brown |antibodies in a humanized FcRn mouse model: potential 2.6.42)
o ) . . 2006;18:1759-69.
AC, etal. application in humorally mediated autoimmune disease.
Souders CA, Nelson SC, Wang Y, A novel in vitro assay to predict neonatal Fc receptor-madiated
43-43 |Crowley AR, Klempner MS, Thomas W ssay top P mAbs. 2015;7:912-21. 2.6.43)
It human IgG half-life.
4344 Bk IEBL, IS HE IR FEIT ; 2001, P203. 2.6.44)
Keizer RJ, Huitema ADR, Schellens . .. . o Clin Pharmacokinet
4.3-45 JHM, Beijnen JH. Clinical pharmacokinetics of therapeutic monoclonal antibodies. 2010:49:493-507. 2.6.45)
. . Population pharmacokinetics of therapeutic monoclonal Clin Pharmacokinet
4.3-46 |Dirks NL, Meibohm B. antibodies. 2010:49:633-59. 2.6.47)
43-47 |Deng R, Jin Feng, Prabhu S, Iyer S. Monoclonal antibodies: what are the pharmacokinetic and Expert Opin Drug Metab 26.48)

pharmacodynamic considerations for drug development?

Toxcol 2012;8:141-60.

qeUINZI[0Zoyy

Ttk BN T

77 93eqd



AT (EPa1—)L4)

: ERRREABRIMEE

AEH—KE

4.3 ZE XHk
CTD No.- - . _ 31 A
ﬁ*ﬂ-%% %%— i LE *’Eﬁnn}.\ %0)1m CTD NO.
4348 Kasahara K, Strieter RM, Chensue SW, [Mononuclear cell adherence induces neutrophil chemotactic J Leukoc Biol 2661)
’ Standiford TJ, Kunkel SL. factor/interleukin-8 gene expression. 1991;50:287-95. o
4.3-49 Brown JA, Dorfman DM, Ma F-R, Blockade of programmed death-1 ligands on dendritic cells J Immunol 26.69)
’ Sullivan EL, Munoz O, Wood CR, et al. |enhances T cell activation and cytokine production. 2003;170:1257-66. o
43-50 ielilr;};)e?ébzlz:hir’l?éj (;(c:)r(t)fl;lzeerkéreest B7-H1 (programmed death-1 ligand) on dendritic cells is J Immunol 2.6.6 10)
' alj ’ ’ > 7 linvolved in the induction and maintenance of T cell anergy. 2003:170;3637-44. o
4351 Petroff MG, Chen L, Phillips TA, Azzola |B7 family molecules are favorably positioned at the human Biol Reprod 266 11)
’ D, Sedlmayr P, Hunt JS. maternal- fetal interface. 2003;68:1496-504. e
43-52 |Holets LM, Hunt JS, Petroff MG. Trophpblgst CD274 (B7-H1) is dlfferentlz.ﬂly expressed across  |Biol Reprod 26.612)
gestation: influence of oxygen concentration. 2006;74:352-8.
4353 Erlebacher A, Vencato D, Price KA, Constraints in antigen presentation severely restrict T cell J Clin Invest 2.6.6 13)
' Zhang D, Glimcher LH. recognition of the allogeneic fetus. 2007;117:1399-411. o
43-54 |Petroff MG, Perchellet A. B7 famlily molecules as regulators of the maternal immune Am J Reprod Immunol 2.6.6 14)
system in pregnancy. 2010;63:506-19.
. . . Immunol Invest
4.3-55 |Riley JK. Trophoblast immune receptors in maternal-fetal tolerance. 2008:37:395-426. 2.6.6 15)
43.56 Latchman YE, Liang SC, Wu Y, PD-L1-deficient mice show that PD-L1 on T cells, antigen- Proc Natl Acad Sci U S 2.6.6 19)

Chernova T, Sobel RA, Klemm M, et al.

presenting cells, and host tissues negatively regulates T cells.

A.2004;101:10691-6.

qeUINZI[0Zoyy

BBt

€7 93¢



FAER (EVa—IL4) : FFERIREERHES

AEH—KE

4.3 SE3HR

CTD No.- - . ot | 31 A

ﬁ*ﬂ-%% %%— ﬁ LH *’%ﬁnn}.\ %@1@ CTD NO.
43.57 Nishimura H, Minato N, Nakano T, Immunological studies on PD-1-deficient mice: implication of  |Int Immunol 2.6.6 20)

Honjo T.

PD-1 as a negative regulator for B cell responses.

1998;10:1563-72.

qeUINZI[0Zoyy

Mgt

24

Bk

yC 93ed



588 (EVa—5) : BRRABRBREE ATEH-E

qeUINZI[0Zoyy

5.2 eRHABR—EX

CTD No.- g = %ﬁﬁiﬁﬁﬁ st | Ezlzﬁlﬁ/

HHES = B ERD (B, sy | PR TOM | L pa)
52 |emstg Ex _ _ PR -

BBt

Gz 98eq



E5ER (E2a—IL5) : ERREABRIBEE RNMIEN—FE
53 lRRABRMEE
CTD No.- - o = EEIHFT osr il | BHEET
aHEE =5 R E AR @i omsn) | BEECTOM | sapm | s am
53.1 EYRFFHABRBREE
5311 NAFF7RALSEY T+ (BA) HEBHBESE
AN 4 _ _ _ _ _ _ _
2L
53.1.2 HEBARRRUVEYZENRFY (BE) HABRHBEE
AN _ _ _ _ _ _ _
el
5.3.1.3 In Vitro-In Vivo DBEE %15t L =B EE
U ER _ _ _ _ _ _ _
2L
5.3.1.4 EMFEMRUVEBEIEEMSITERRESE
[ B2 Nl |8
MPDL.005 ELISA for Measuring | EE Ll |8
53.14-1 B VPDL3280A (Anti-PD-L1) in Human N G Bl E st FEPNE R AT -
Matrix [ B B B
-1
| B2 B B
-1y
ELISA for Detecting Anti-Therapeutic | &5 pE |5 3 Vs =5 _
53.1.4-2 - Antibodies to MPDL3280A (Anti-PD-L1) | - I Il- 5+ FEPEDRE H
LR Ul
Sy B Bl B
MPDL.007 ELISA for Detecting
53.1.4-3 - Neutralizing Anti-Therapeutic Antibodies to _-il;gﬁ-a IZAN PR FA -

MPDL3280A in Human Matrix

qeUINZI[0Zoyy

BBt

97 93eqd



FEE5H (EPa1—I5)  BRARERBEE RMTEH-—E
53 lRRABRMEE
CTD No.- - o = EHEIS5FT . b | BHEET
aHEE =5 R E R Ehmeh) | BEEC IO | s | s s am
532 E MEARREHZAW-ENBEEEORBRRESE
BN Vi _ _ _ _ _ _ _
L
53.3 BRIKREMEE (PK) REBREBEE
5331 BEHREICHSITIPKRUMEZAREHABRBRES
AR Vi _ _ _ _ _ _ _
L
53.32 BHEIZBTAPKRUMHBRARHRBRESE
A Phase I, Open-Label, Dose-Escalation First Patient
Study of the Safety and Pharmacokinetics of] s 'a =
MPDL3280A Administered Intravenously Enrolled: Jifjun B,
53.3.2-1 : . ; 2011 sk FEPE R AA e
as A Single Agent to Patients With Locally Clinical Data
Advanced or Metastatic Solid Tumors or
. . . Cutoff: 2 Dec 2014
Hematologic Malignancies
201341 Il
MPDL3280A DETT[EJEREEF XI5 L | - 20144E11 H 151 s =
3322 P A - | N NG R iF g
>33 - U 7= 45 1 ARBR AR (F—% 1 k o FEPEER il
)
5.3.3.3 HMEMERZHRE L-PKRERBESE
AR _ _ _ _ _ _ _
2L
5334 SNAMERZERE LPKREBRHEEE
AR Vi _ _ _ _ _ _ _
7L

qeUINZI[0Zoyy

BBt

L7 93eq



FE58 (£ a—IL5)

 BRABRBREE ANEH-R

5.3 BRIRERERIRESE
CTD No.- . 5 - Sk L — B i
ﬁ*-l’%% %% §E LE %BEEHFEﬁ (@W/iﬁﬂ‘) *‘Eﬁmu %O)W_J. 55%0)?]”
5335 HREaL—Y 3 PKEBRBREE
Pharmacokinetics of Atezolizumab (PD-L1
inhibitor) Administered as a Single Agent in
Patients with Locally Advanced or . 5 P -
5:3.3.5-1 - Metastatic Solid Tumors or Hematologic 15 FEPETRY FHil
Malignancies (Based on Studies PCD4989¢g
and JO28944)
Pharmacokinetics of Atezolizumab (PD-L1
Inhibitor) in Patients with Non-Small Cell o s .~ =5
5:3.3.5-2 - Lung Cancer (Based on Study GO28754, 1iE5H FEPYEDRE Hl
Study GO28625, Study GO28753)
Pharmacokinetics of Atezolizumab (PD-L1
inhibitor) as Single Agent in Patients with o s - =5
3:3.3.3-3 - Non-Small Cell Lung Cancer After iiE5H FEPETR AFil
Platinum Failure- OAK Phase 3 Study
534 BRKRENZE (PD) HABHREE
A -ta _ _ _ _ _ _
L
535 HAMUERUVERLUEHRRKREE
5.3.5.1 HEFET HEMEICET 5 L BREBRESE
A Phase 111, open-label multicenter, First patlent
. . . randomized: 11
randomized study to investigate the efficacy
. . March 2014
and safety of atezolizumab (anti—PD-L1 Last patient
5.3.5.1-1 - antibody) compared with docetaxel in P ) WS M ONEN FNE R I
atients with non—small cell lung cancer randomized: 29
p April 2015

after failure with platinum-containing
chemotherapy (OAK)

Data cut-off: 7 July

2016

qeUINZI[0Zoyy

BBt

Q7 93eq



58 (EVa—IL5) : BRREARBREE RTEH—E
5.3 BRIRERERIRESE
CTD No.- i = == %ﬁﬁ%ﬁﬁ s | Eq”ﬁ/
ﬁ*-l’%% %% §E LE %BEEHFEﬁ (@W/iﬁﬂ‘) *‘Eﬁmu %O)ﬂb. 55%0)?]”
First patient
randomized: 5
August 2013
Last patient
A Phase II, open-label, multicenter, randomized: 31
randomized study to investigate the efficacy March 2014
and safety of MPDL3280A (anti-PD-L1 Data cut-off N -~ -
53.5.1-2 - antibody) compared with docetaxel in included in this 15 FEPVRERY AHili
patients with non—small cell lung cancer CSR:
after platinum failure - Primary analysis:
8 May 2015
- Third interim
analisis: I
Statistical Analysis Report -7 Z 5 $%l
BF LSRR 22 A9 2 FE /Nl e JiiJess
- BE 4 %412, ATEZOLIZUMAB (Hi " B,
_ > . s § Ex 1238 =R
53513 PD-LIFTH) DR (e abiz | S3meas OAK =Py AR P
Z RV LTS, WIS Mt
FIEEM T v & 2L ER
SUPPLEMENTAL RESULTS REPORT Data Cutoff Date: ; .-
53.5.1-4 Genentech FOR STUDY GO28753 st RN &R =
5352 FHBEHBRKEE
First Patient
Enrolled:
A Phase II, Multicenter, Single-Arm Study .January 2014
of MPDL3280A in Patients with PD-L1- Last Patient ; , -
_ v NES 1R =\
3:3.3.2-1 _ Positive Locally Advanced or Metastatic Enrolled: 7 R O FEPTEEEY aF il

Non-Small Cell Lung Cancer

Data cut-off:
28 May 2015

qeUINZI[0Zoyy

BBt

67 93eqd



588 (EDa1—I5)  BRARHBRHEE HFHEM-—E

qeUINZI[0Zoyy

5.3 BRIRERERIRESE
CTD No.- e 5 = EIEIHFT ezt L i
ﬁ*-l’%% %% §E LE %Bﬁgﬁﬁﬂﬁ (@W/iﬁﬂ‘) *‘Eﬁmu %O)ﬂb. ;,5%0)?]”
First Patient
Screened:
- A Phase II, multicenter, single-arm study of Eﬁ;ﬁ?;égif
MPDL3280A in patients with PD-L1- ] e TRV =
5:3.5.2-2 (Biostatistics TAH) [positive locally advanced or metastatic non— Enilled. 4 PR i
small cell lung cancer Data cut-off for
analysis:
7 Jan 2015
5353 MUDHBRMMEHC TR LEBES
Integrated Statistical Analysis Report . =
5.3.5.3-1 — Sl Rs =
- Atezolizumab (PD-L1) NSCLC 2™ Line 2l PR i
Concentration-QTc Analysis for
5.3.53-2 _ Atezolizumab Based on Data from Study - I HNE R R
PCD4989g (GO27831)
Exposure-Response Analysis of
5.3.5.3-3 Atezolizumab Single Agent in Patients with — s &R Rl
Non-Small Cell Lung Cancer
Exposure Response of Atezolizumab (PD-
L1 inhibitor) as Single Agent in Patients - s .-~ -
5:3:5.3-4 with Non-Small Cell Lung Cancer After iiE5h FEPETRY FHAl
Platinum Failure- OAK Phase 3 Study
53.53-5 ] MBI REMRHT WS & (CTDRAARAT) - ] KPR a2l
B REfET I (CTDAAEHT e -
N ~ _ ] 20 ENA
5.3.5.3-6 - OAKZAER) =P B R w A

Ttk BN T

0¢€ 93eq



FE5E (EVa1—IL5) : BERARKEE HKMIEH—F

5.3 BRRABRIHEE

CTD No.- - o = EHEIS5FT . b | BHEET
AHES =5 = B zle (E. 544 BEEE - T | Saon | F—sam

ASSESSMENT OF DELAYED ADVERSE
5.3.5.3-7 Genentech EVENT RECORDS FROM POPLAR AND — ok HPNE R P —
BIRCH PRIMARY ANALYSES
5354 ZOMORBRBREE
BN _ _ _ _ _ _ _
L
53.6 MHREOFEARERICEAT IHMES
AN _ _ _ _ _ _ _
L

53.7 BET—H2—ERRUVIEHFIEEH

53.7.1 fEFI—ER

5.3.7.1-1 — JEG|—EZ (PCD4989g) - S HNE R R —
5.3.7.1-2 — JEG—ER (J028944) - EWN HNE R R —
5.3.7.1-3 — JEG—ER (GO28625) - S HNE R R —

5372 BECLDAETEZR-ER

5.3.7.2-1 — HEHRL—EE (PCD4989g) — st g ST —
5.3.7.2-2 — HEHRG—EER (J028944) — EN g ST —
5.3.7.2-3 — HEHRG—EE (GO28915) — o B ONE N FENE B ST —

qeUINZI[0Zoyy

SR E R TrT

1€ 93eq



FE58 (£ a—IL5)

 BRABRBREE ANEH-R

5.3 BRRABRIHEE

CTD No.- - o = EHEIS5FT . b | BHEET
AHES =5 = B zle (E. 544 BEEE - T | Saon | F—sam
5.3.7.2-4 — HEHRG-EE (GO28753) — %3N g R —
5.3.7.2-5 — HERER-EEX (GO28754) — o K ONE N FENE B R —
53.7.2-6 - AEFR-HE (GO28625) - S FEP R A At -
5373 EELNEEEZRE—ER

5.3.7.3-1 — BEERAEFL—EER (PCD4989g) - RSN HNE R S —
5.3.7.3-2 — BEERAEFL—EER (J028944) - EN TN E R S —
5.3.7.3-3 — BEERAEFL—EER (GO28915) - o K ONEN HNE R ERZ(ill —
5.3.7.3-4 — BEERAEFL—EER (GO28753) - RSN &R Bl —
5.3.7.3-5 — BEERAEFSR—EER (GO28754) - o K ONEN &R B2l —
5.3.7.3-6 — BEERAEFR—EER (GO28625) - SEZAN &R Bl —
5374 BARBREEEE—EBX

5.3.7.4-1 — FERMRA R Y — B3R (PCD4989g) — 724 HNE R A —
5.3.7.4-2 — R AR —ER (J028944) — EWN L& R A —

qeUINZI[0Zoyy

SR E R TrT

7€ 93eq



FE58 (£ a—IL5)

 BRABRBREE ANEH-R

5.3 BRRHBRBEE

HHES =5 e R Ehoan | - or | S5 | TREL
5.3.7.4-3 - FRRMRAL SR — R (GO28915) - Mo+ M ONE B R A -
5.3.7.4-4 - HEAR A 5% (GO28753) - 1ok PR A —
5.3.74-5 - MR MRAL SR — R (GO28754) - (AN EONES| o PR A —
5.3.7.4-6 - FRRMRA SR — R (GO28625) - 1ok PR A —
53.7.5 HRKBREMBEZEHX

5.3.7.5-1 — A A EIX (PCD4989g) - 24N N R gl -
53.7.52 — AR A A B (JO28944) - =N PN R gl —
53.7.5-3 - FRR R A A B (GO28915) — s e ONEI FEPE A -
5.3.7.5-4 - EEARMRA L EIX (GO28753) - {ZAS PR A -
53.7.5-5 — R BIX (GO28754) — s e ONEI BB A -
53.7.5-6 — ERR AT A BN (GO28625) - iZ4N PR A —

qeUINZI[0Zoyy

SR E R TrT

€¢ 93eq



58 (EV1—IU5) : BRKERHEE REEH—E
5.4 & Xk
CTD No.- e 8 - 51 FA
ﬁ*ﬂ‘%% %% i EE #’E‘ﬁnll}.\ %@1& GTD N0
5.4-1 International Agency for Research on GLOBOCAN 2012 Estimated cancer incidence, mortality and ) .
(ASFE97)  |Cancer. prevalence worldwide in 2012. http://globocan.iarc ft/ 251)
5.4-2 SEDS AOBIFGE L B — 3 At R S 2 L . S
GRAE) | s —. 20154 D3 AR T http://ganjoho.jp/ 2.52)
WHO/Hi 72 & ONZ MRS /AR 53 B 55 — iR D g Jifi bRz [
5.4-3 . J#: 2000;40(1):1-10. 253
T ey i 2000;40(1) )
g [Resk M Popats Reinmutn N, De | monts, retent and follow {7 0760l 201425 Suppl | &
’ Ruysscher D, Kerr KM, Peters S. up & ’ 3:4ii27-39. '
s [Seaba N Asamar 1 Goya T, Mori |0 e el and nomargen cases [T Oneol: 2010 | o
’ M, Nakanishi Y, Eguchi K et al. . & & & Sep;5(9):1369-75. '
in 2002.
AN IS £ 223 EBMOFHEC & BHIEBIN A K7 A 2 20164A G 256)
(BATET)
547 National Comperhensive Cancer NC.CN.CH?I;CQ.I Practice Guidelines in Oncology (NCCN Version 3 2017. 257)
Network. Guidelines ) Non-Small Cell Lung Cancer.
(s [ Doy [P i il s S e .
' Mattson K, Gralla R, O'Rourke M, et al. pa . & p Y 2000;18(10):2095-103. '
treated with platinum-based chemotherapy.
Randomized phase III trial of docetaxel versus vinorelbine or
Fossella FV, DeVore R, Kerr RN, 1fosf.am1de in patlent.s with 'fldvanced n(.)n.-small-cell lung cancer 7 Clin Oncol.
5.4-9 previously treated with platinum-containing chemotherapy 2.59)

Crawford J, Natale RR, Dunphy F, et al.

regimens. The TAX 320 Non-Small Cell Lung Cancer Study
Group.

2000;18(12):2354-62.

qeUINZI[0Zoyy

SR E R TrT

y€ 93eq



B58 (EC1—)5) : MERBEEE HOEH—%
5.4 & Xk
CTD No.- e 8 - 51 FA
ﬁ*ﬂ‘%% %% i EE #’Eﬁnll}.\ %0)1& CTD NO
Hanna N, Shepherd FA, Fossella FV, Randomized phase III trial of pemetrexed versus docetaxel in .
. .. . . . ... |J Clin Oncol.
5.4-10 Pereira JR, De Marinis F, von Pawel J, et |patients with non-small-cell lung cancer previously treated with 2.510)
2004;22(9):1589-97.
al. chemotherapy.
Ramlau R, Gorbunova V, Ciuleanu TE, Aﬂlberf:ept gnd docc.ataxel versus docetaxel a.lone after platinum 7 Clin Oncol.
5.4-11 failure in patients with advanced or metastatic non small-cell 2.511)
Novello S, Ozguroglu M, Goksel T, et al . . 2012;30:3640-7.
lung cancer: a randomized, controlled Phase III trial.
Ramucirumab plus docetaxel versus placebo plus docetaxel for
5.4-12 Garon EB, Ciuleanu TE, Arrieta O, second-line treatment of stage IV non-small-cell lung cancer Lancet. 2512)
' Prabhash K, Syrigos KN, Goksel T, et al. [after disease progression on platinum-based therapy (REVEL): |2014;384(9944):665-73. ’
a multicentre, double-blind, randomised phase 3 trial.
Randomized phase 111 trial of erlotinib versus docetaxel as
5413 Kawaguchi T, Ando M, Asami K, Okano |second- or third-line therapy in patients with advanced non- J Clin Oncol. 25 13)
’ Y, Fukuda M, Nakagawa H, et al. small-cell lung cancer: Docetaxel and Erlotinib Lung Cancer  [2014;32(18):1902-8. ’
Trial (DELTA).
e [t vasass s, [Feneend nreionty vt i bl o e |,
' Maki S, Takakura A, et al. Hng cancerand ITierenees i eticacy according to tymiayiate »012;58(4):313-20 :
synthase expression.
5.4.15 Brahmer J, Reckamp KL, Baas P, Crino [Nivolumab versus Docetaxel in Advanced Squamous-Cell Non-|N Engl J Med. 2515)
’ L, Eberhardt WE, Poddubskaya E, et al. [Small-Cell Lung Cancer 2015;373(2):123-35. ’
5416 Borghaei H, Paz-Ares L, Horn L, Spigel [Nivolumab versus Docetaxel in Advanced Nonsquamous Non- |N Engl ] Med. 2015; 2.5 16)
’ DR, Steins M, Ready NE, et al. Small-Cell Lung Cancer. 373(17):1627-39. )
. . Pembrolizumab versus docetaxel for previously treated, PD-L1-
5.4-17 Herbst RS, Baas P, Kim DW, Felip E, positive, advanced non-small-cell lung cancer (KEYNOTE- Lancet. 2.517)

Perez-Gracia JL, Han JY, et al.

010): a randomised controlled trial.

2016;387(10027):1540-50.

qeUINZI[0Zoyy

SR E R TrT

G¢ a3eqd



58 (EV1—IU5) : BRKERHEE REEH—E
5.4 &3
CTD No.- e s ser | 51 FA
ﬁ*ﬂ‘%% %% i EE #’Eﬁnll}.\ %0)1& CTD NO
Interaction of PD-L1 on tumor cells with PD-1 on tumor- Cancer Immunol 2.518)
5.4-18 Blank C, Gajewski TF, Mackensen A. specific T cells as a mechanism of immune evasion: Immunother. 241)
implications for tumor immunotherapy. 2005;54(4):307-14. 2.6.111)
Contribution of the PD-L1/PD-1 pathway to T-cell exhaustion: [Cancer Immunol 2.519)
5.4-19 Blank C, Mackensen A. an update on implications for chronic infections and tumor Immunother. 243)
evasion. 2007;56(5):739-45. 2.6.1 13)
5.4.20 Dong H, Strome SE, Salomao DR, Tumor-associated B7-H1 promotes T-cell apoptosis: a potential [Nat Med. 2002;8(8):793- 2.520)
’ Tamura H, Hirano F, Flies DB, et al. mechanism of immune evasion. 800. 2.6.24)
5401 ;Iéorg;:) S;HPII{ }]I:OIEE:Z;M\;VI;EISTS:@}; ot Tumor B7-H1 is associated with poor prognosis in renal cell Cancer Res. 2.521)
' al ’ g5 ’ > 7" |carcinoma patients with long-term follow-up. 2006;66(7):3381-5. 2.6.18)
5422 Hino R, Kabashima K, Kato Y, Yagi H, [Tumor cell expression of programmed cell death-1 ligand 1 is a |Cancer. 2010;116(7):1757-] 2.5 22)
' Nakamura M, Honjo T, et al. prognostic factor for malignant melanoma. 66. 2.6.110)
Mu CY, Huang JA, Chen Y, Chen C, High express1'on of PD-LI in lupg cancer may contribute to Med Oncol.
5.4-23 poor prognosis and tumor cells immune escape through 2.523)
Zhang XG. ; . . .. ; 2011;28(3):682-8.
suppressing tumor infiltrating dendritic cells maturation.
5404 gglzzrll(lfl%l {fif:ﬁ;i; %azvjsil;il\;’ ot Programmed cell death 1 ligand 1 and tumor-infiltrating CD8 + [Proc Natl Acad Sci USA. 2.524)
' al ’ ’ & ’ T lymphocytes are prognostic factors of human ovarian cancer. [2007;104(9):3360-5. 2.6.19)
5405 Iwai Y, Ishida M, Tanaka Y, Okazaki T, [Involvement of PD-L1 on tumor cells in the escape from host |Proc Natl Acad Sci USA. 2.525)
' Honjo T, Minato N. immune system and tumor immunotherapy by PD-L1 blockade. [2002;99(19):12293-7. 2.6.1 14)
5496 Strome SE, Dong H, Tamura H, Voss B7-H1 blockade augments adoptive T-cell immunotherapy for [Cancer Res. 2.526)
’ SG, Flies DB, Tamada K, et al. squamous cell carcinoma. 2003;63(19):6501-5. 2.6.115)

qeUINZI[0Zoyy

BBt

9¢ a3eq



Atezolizumab

112 AR —5 Page 37

RHEHIRNEEMNLGNERIY R

B3 (EY=2—A3)  REICETHE
32P42 B FE (AR
32.P43 RERITE (ST HE) o) TF—va v
32.P.4.4 KRS B OFABR 515 D 2 Y 1
32R R D BR G R
33 235 3k
FaE (B a—n4)  FEERRRBRERE E
4214 SR SRR BAE R
4224 Rt
4225 Pt
4226 YRR TR EAER GEERR)
4231 EAEIES I ALy
42323 BRI
4234 23 AT R
4235 AR AR TR
4236 Jr FT R P R R
423.7.1 U BB
42372 FI% R
42373 FBPERBLOMET BT 2 Rk
42374 A PERRER
42375 Rt DIV ER
423.7.6 Al o B
WSE (B a—5) BB E
53.1.1 NAFTRAZEVT 4 (BA) RS E
53.1.2 L BARER K O 0R %M (BE) B E =
53.13 In Vitro-In Vivo OB & 5t U 7 Bl S &
5.3.2 b MAREEEE 7 SR T e B o BB A
53.3.1 TEEEHRERE 1T 35 1T 2 PK R O I R A M B s &
53.33 IR ZE R 2 it L 72 PR 5
5334 SRR EE R & fe it L 72 PR 15 55
53.4 FEPEHR %2 (PD) #BREE &
53.54 = OO BRI E 2
5.3.6 TRt O FARBRIC B I~ 2 s &




	全体表紙
	1.5起原又は発見の経緯及び開発の経緯
	1.6 外国における使用状況等に関する資料
	1.7 同種同効品一覧表
	1.8 添付文書（案）
	1.9 一般的名称に係る文書
	1.10 毒薬・劇薬等の指定審査資料のまとめ
	1.12 添付資料一覧



