14127420 RMERE 120 mg
42742 RMEEE 500 mg
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151 BHRIZE--B=

1.5.1.1 YIBRABEE BATETDIE/MAREEIZ D UNVT

1.5.1.1.1 MENER

Programmed cell death-1 (PD-1) %K (CD279) 1II&HMEAL T HIfROREIZHEELL T Y  (Keir
et al 2008) . programmed cell death ligand 1 (PD-L1) (B7-Hl, CD274) K& O® programmed cell
death ligand 2 (PD L2) (B7-DC, CD273) ® 2 DU H ¥ RMFETDHZ ERMBN TN D

(Okazaki and Honjo 2007) . PD-1 }2(OXPD-L1/PD-L2 (3% F = v 7V RA > b2 /X7 757 3
—IZE L, IR & UTERT 2 Z 812X - T T MBS OET 215 IR XTHIRT 5 &£ & 2
b b, PD-L1 2% PD-1 (ZfEGT 25 &0 il o 7T ud T M RS Y A b oA L EA DMK
TU. T MlaOEERA TG S D, BRI, R0 K D% BhEE L ROs 2 s 5
7DD L LTI ORETFT = v 7 RA - MR EZFIHT 5,

PD-L1 /X B U >8Rk, BRIk N~ v 7 7 —UIZ8BLT 5 (Qin et al 2016) , HERZ &

1L, —M%IZ, PD-L1 2MEEMUNEREEF OIEEH T IERE LA CMEREBL L TWAH Z e Th D
(Pardoll 2012) ., FEZFMIALIZ I 2 PD-L1 IIIEME(L T Mife £ o> PD-1 2B MICHEA L, fials
EPE T MIZIHET 5, 20X 9 BRAREMAL T AIIZIEE S N B o CHIHNR B A MEFF 5,
PD-1/PD-L1 #8513 PN R O SIS TS M 1 SO U C RS RN 23 F -3 2 A3 A0 70 i s S0 2 Tt
Ths,

fiE B E DO R —TEMEBENTIRETHY , HEIChRED, R TRY BEKD
Z\METH D (GLOBOCAN 2012) , ENEDNAMFZEE 2 —I2 L B#EHARIC L D &, 2015 4RI
BB EMIERIC X DB HUT 370,346 A (BB 219,508 A, otk 150,838 A) (AL A
ARFERBLAAH 2016) T, FALBINGR TN B & b —AL a2 Tz, RFEICEBIT DM
JEIC KD EIE 74,344 AT, BUEN 53,185 AN CEMEIEEIC X 22T D 242%) | LEN
21,159 AN ([l 14.0%) Th o7, F7FF, Ficl bEEOFE T EPZEIEIZH Y | FERIC
SRR SEIZ I T D s OFIG HHEEIMEMIC S 5, B IXIENaMEE (NSCLC) K OVINHIR G
JiE (SCLC) & W9 34 L ROBEXN RS 2 ORI KNS5, i s 2kran s i
FDHI 85%IF NSCLC TH 5,

PER D NSCLC (FFEABERMIREE LB 2 B TE 7 (Brahmer 2013) . LU, EERICHER
B 72 60 RO MN R SR WER 0% < 1%, FRRA CREBIN 2 )Z MEEME I L D b o TH D L »
VHIZRT BT U ADIREN TS, b LI DX ) A S X, BWRoH 5 ERAE
M2 R T B 72 R RIEIC LV wikR$ 2 2 LR A[HEIC 72 5 (Carbone et al 2015) . SEFE. PD-
1/PD-L1 S0 F = v 7 RA > F&AERE L2 X0, it NSCLC DS5yEiikidmmd TR
xR A2 %72 (Shuand Rizvi 2016) , PD-1/PD-L1 F = v 7 ARA o FHERNL, GZEEHEON
T ¥ A w R E R IR RE ) SRRV e BUE S SO~V i 2 5, BITE, TSR
NSCLC DRIz LT, =R/~ ~7 (OPDIVO US PI 2016) . A7 1 X~~~ (KEYTRUDA
USPI2016) K (N atezolizumab (TECENTRIQ US P12016) @ 3 i PD-1/PD-L1 %f&EF = » 7 iR A
> R BRER DS KENC TG AAE 215 T D, PACIFIC RABROBIGARTE Tl RATET (A7
— Y 1) OFEERAERGE Lz PD-1/PD-L1 & T = v 7 KA > MLEIROFHIIZITHIL TV e
ST, WERIEIZE SN\ T T a—FBETHEIT (A7 — U 1) OFERBIH L THERTH 5 A6E
PEIZDOWTIE, /RIBIZE T BT 2 A Butts 5112 XV ¥ TREFL, JIFTHEST NSCLC B 1%t
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BRI L2 R 1E (cCRT) %DV 7 F UM L 0 24EFME (0S) BN d hIERET
A ENTRENT (Buttsetal 2014) .

1.5.1.1.2 EELODT7 Ay F=—X

JRFTEEIT NSCLC 1%, H&HOEBE M2 (TASLC) /EHESx 2 AES (UICC) @ TNM i
7 (85 7 i, TASLC Staging Manual in Thoracic Oncology) (232X, A7 — Il M NSCLC &
EFEIND, NSCLC BED 30% N AT —Y Il ThdH, A7 —Y I O NSCLC [TAT— MIA
FEORAT— B D 2 DORLHBHEEMICE S EIND, AT —Y A OBREORK 3 50 1 1%
FHFARE L M SN D, AT —Y MMAB D% L OBEITFMNTE T (WIRARRE) | BIGAILE
RRRIE DG & 72 5,

BIBRAGE e T HETT NSCLC BT HBIEOFEEIEHE L, HRIGAY cCRT TH 2 (NCCN®
Clinical Practice Guidelines in Oncology 2017, Eberhardt et al (ESMO) 2015, Saijo et al 2010) , {b%
FESTRRIEIEIZ L 0 I OREE 2 > b e — X FBETH DA, BE O R PITON TRBOHEITZ K
723, 50%HA D B CEIFIEE RO B (Bezjak et al 2015) | JHFTHEIEIT 40% H O BE IR
Hi5 (Bradley et al (RTOG 0617) 2015) . BIBRASEEZR SRS T NSCLC B 2% AR EIR I
2 20 FEZE D> TV R, BEOBIEL(LER T, BIBRRREZ2 RFTEEIT NSCLC BH Tk
SRR 2RI ST IR Db 22 E A BN L C B ERIR S O BN R H e 2 &
RENTZ, TRIFARTH Y, SELEFEITN 15%TH S (Aupérin et al 2010) .

YIBRABE 72 I PT YT NSCLC H3E C. cCRT [E@EVWELRHmEEEZ L7253 T, BEo A
REMETD TN TH D, 15%E SNDH AR 5 FAGFRLWET HIHRIEZ. REHEEIL QO
W, AR SRR (R BT S5O DR WA 1R, EEEL . R £ TEGE TR
BIET D, AL PGB L ERIRIOZVERNE LN D b ST, KE A -
VARKORGHRAEL, ZOZ EiFiimic k2 EREEEL T 5 (Vodermaier et al 2017) . &
AT gD o b — L i gl T 5 2 LI K WV AEROWEICESE A LN TWNDE H DD,
BRREICIEE K O — A TIHRBHEITICE > TV HONRBRTH Y | IRIf2dGET 5 2 LITER
DBEDFETH 5,

JEETHEAT NSCLC & Tid, MR B b, ERERLL-TND, K13 53D 1 O
NSCLC BEMNMIESEEZ KL, 2HEOFBEETL2EEOITE 3 70 2 PNEEEHET5, B
(2. B2 IS 5 BE D 20%(F1E 95 (Govindan et al 2008)

HREB A AT 5 EREBFE KT 21EEIE. 27— IV T D168 & FREICITV. BED
HREARIN 1| 2B DEAIT—KIBE L L CHSRAZ WAL Z2RE 2 i T U, RN
1 ARG OEA I RIGHE & U CTHANLSEIRIE T RE L Z T3 5, WEEITORIL, AR
HHOPL PD-1 PRI K AL a2 T e b H 208, —HORE TIIRARREDE
EXATRBEITO T, B DIEROBERL KV, ZRIBFEOEIS &b, BlEHR T, 20
&9 T AL R ORI 2D 2 & D TE DIEHITHET STV 720, AL PR
IZE o THRONTWIIORRT 4 v FERSFHSE D Z L OTE L2 inRIg IR X 7elE
BEOT Ay h=—XTh 5,

15113 UIRFERGBAMETOFR/NMIRMEIZHT 5T 2L/NLI TOFERAR
#

LR RRIR I, BT 2 v b e — WS BI DIEIEDORR 7 4 v R e BB Y 2
AR DALHRIEDORR T 4 v &R Z T D720, YIBRAHERJSFTHEIT NSCLC DA
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ICHWHITW D, ALFEHBERRREIEIC K0 . FIENCITIESAE N RN G S D25, TSI b hk
SRR ZRE 38 S 2 BB H] K QS ARSE 2 [B1RE - DM 2 L9720 o TRBOEITICE
%, —BHIFBNEITT D L, YUNTIEE O ATREMEN S - T BE BIRmO ATREMEN 2 2o T L&

DEVNHZENEBETHD, ZO7D, EITEHILE LS 2 b r— L 2R 210N E O
AR A ED D Z LIk D,

(PG BRIEIC L 0 5 S D MBI, PUROBERE & Sor 2R U, 5o R D3 2 385k
LCRIET DN BT 5 &N TE 5, kbbb, FUROBEEE L #2782 X - TRIEMOFT
R AME S CHRSEAIIN 2 385k LHERR 95, £72. BEHREIT T B IR BB 1 7 v o
KB CIES O A R 5, BURRRIEIC L0 . EEPURA IR L. BRIRAIEIC X D BURR
AT FUNHEE S, T MROEN~OB) S 237 F 7 A o M O & MBS 250
FEEINTLHE U, e m o EEE S8 EA R (MHC) 01 A RV AFEREY TR
K O3t RAR D3 BLNTL#ET S (Emens et al 2017)

ZHDOIFEEIRFAER T, T PD-1/PD-L1 HURDS BUR B IE O R R4 ¥R L, Jppish =
Y hue— L ESRETDH I ENREN TS, Deng 5 (Deng et al 2014) 1T HREEA PD-L1 O
AT ST D Z L &R L, RV THL PD-LI FE DS BRI SRIE DI R 2 ED 5 Z & &
R Uz, ZAUCIEERICHIREEN T MRS OB 5 L s,

AU K0 S0 AR T DI A K3 2 WIREMEDS . BRIRT — 2 BRI S v7e,
Keynote 001 FRBRIZHLA AN D= H5EE NSCLC BE DYV 7 J N —Tfifhfi ¢, _a7vnl) X<
OFG- LU B iaiRE (WA L O i) 267 2 8 CEEAFHM (PFS) &KUY OS
DUENFBD LIV, BEML B Th o722 EA/rE N7 (Shaverdian et al 2017) , ZAUE, Hk
WFRDT T 2 2N GHFUT DN TEFRR LIIEFIHRE T HRBRIICRO 51 TR Y | i TR
EhaA L, OBy OREITRERIEIZL > TEEL TWDHEFIT L, EITHRED S b7
D Fr~D TGRS OV A S ik e fikfoe L 726 5. T X T OREICH/ BB O 5T D
(Golden et al 2013, Reynders et al 2015)

U723 o T ABSHRIE TR BIFRIES K> THURPE O TUELSE 2 B S 3m s &, £ o
k. PUPD-L1 SIEZMAT I AL, 51 SHe S S HHI > 7 TV 20§ % Z LIS &L > TEITHh O %R
EROSZ/ER L, RET= v b e — b OdEE L VRS R OMHNC K0 FUBETEE O H 5825 915
ERAN

(LR BRI K 2D TR e S IR METE AL ER 205 35 2 & O B0 AL U R IEE
BT 2 N~ T P 54 DN 7 B T2V, LB RIS O £ P HEIT 28D 20
RENCT 2 VSV~ T 253252 LICk o T, BEEN RS DRVEEINC, T Miaz st b3
%P0 PD-1/PD-L1 HUEDRh 1 &85035 = L N A[ RIS/ D, Bz 0E, EERAEICBIT 2Bk T
L, RA7 vl X< T OERDFITEREEO D7 I R OYESE U T Ml 215 b3 52071 D58
B L TWD Z EAURENT- (Huang et al 2017) , #&fM: NSCLC TiE, EEENDR2WEE
NAT Y XwTIN 0S ZIEETH I LM, Keynote 010 RERIZ K > T/RE 472 (Herbst et al
2017) . ALZERE RS O AT — 2 1M1 0 NSCLC (IMEE R R/ OIREEICH V| EFe BITElT
ST L > COREBE RN KT D720, 20X 5 70E 2513 F &2 PACIFIC #Br D x5 B
FHEMOBRERILEEE L TWD, Z0ED, T 2/ b~ 7 ORI R BIRE S OHEIT
RO LNV R b RIEIND Z LRSS,

HEITRNC T 2 VSV~ T 2T 5 2 2 BICKFFT 200 L LT, #EITHRICERICRIEE S
ZIFHBRELBOLTHDZ ENZFETFHNSD (Robinson et al 2015) . ZIVICIZEENETEECHE
FOWRWHIM A, #EITIZED PS OIETICLY, BERRELER-TLEIRE, W OMD
FRIBEEEG LT d, x5 &7 Dl iE CHEFEE 2320 L 7= PACIFIC Bk GEmER) <ix,
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HERIER

% VI HEEER
(CD-ON-MEDI4736-1108)

% 1R ER

e (D4190C00002)

% I AAHER
(D4191C00003)

% 11 FEEAER
(D4191C00001)

5RO — 5 0y N AT

1.5.2.1 REIZEHT HEHER DB

15211 HBERE. —REE. BBRUHERAE

—IRMEE, HESIEIE, AU A XOARE) M mRAEE, R OVEWFERRER E o, i
DAL ZERYRNE S OVERZ2RIRFEIC OV TRE IR R 2155 7212, ARSI E iR 2 5206 L
Teo T 2L 7R K ORI D RS o OBRITIEIC DWW TR, BRI LR, ZEWTEE,
AL ERONEE . IR K OV S DR ERRITIC S S B E LT,

15212 REMHR

T 2N T L OBIANZ OW T, BEMERER (BEMRFESM  5°C dS: : 25°C
/60% RH, +wrlESRME - 40°C /75% RH) ZFEjii L7z, b DOZEMERBREEE D &1, FEEEO)
%) (500mg K& TN 120mg /31 TV) OFEDHIRINCONT, 2124 2~8CT 24 A (5 &
W36 mH (BAD LERE L,

1.5.2.2 JEER PREBR OD 4L B

1.5.2.2.1 IR

AR % Nz in vitro 3BR T, T 2 b b= TR e R T MIEOTEMALIZ ZIE T PD-L1 O]
HERICHPTT 22 &1L, T MEOBEIHELE A % —7 v oy (IFN-y) BEAZHER LT,
Fio, FEEE RS2 O8E L7 T ez ATz in vitro iR T, T 2 Vb~ 728D T Hllasy
FEREERIC R —HITIEL S ERRBO N7, 3pugmL LA EO#EEREE CIX K — 24
(100%) (ZBWTEHRRZIED 90%ENRE (ECy) (ZELZ, —F. in vitro Tt MR HFEZ
i (PBMC) 12X AREREZICHT DY a— USEICHEE RIFI R ol b, T a
SV ZIEPUREE A X A PURIERITHER L2 W2 EX R S e, £70, B N —0
OER L2 TYH A NI A VB EFET A2 REMEEZFIMM LR E., T2 0= 7%
300 pg/mL F TORE TEERZ~OBWIMEMS WRENMXIEI R T a—T 4 7 H LTy =y
Fa—7 4 VB KR T L — FRIE~OREER) 20T, A A O EHEL
Rinol, BT, T oAb 7R, 1gGl OFEFEBIC 3 AT S A X0 JriE A e
B R ORI IS E 2 R L2 0L O F S TR0 Ml E AV 72 B REsER THUIAR K
TEMERM A2 K O IR P E RIS E 2 A LW 2 & R SN2, In vivo IZBW T, b ME
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PRI RO IR (b MEMERAERRIa A375 303t NS otk HPAC) & 5
Fritrge b T ez BAE L7z JRIEm RS IR EIE S S RN BIE~ U AT 2 b b~ 7 A
HUTER I REHEERTRARRTIESEHRDBO bivle, BRI L L LT, Tal300
~ 7 DRHUEG R 2 BT 512, BAE LI B EG pOR IR I BOG T D b T Mg OB AN
REAK T otz 2O &) ICHIBEROFEIN T MBAOTHEIEIF L TN Z b, T al
PSR T GRS AT LT REIG R 2 835 L0 S BEE B AT T b,

15222 EUEREHAER

=T AP NVCEBT DT 2 0= 7 OEYERE (PK) 1E, 0.1~1 mgkg O HEHiFH TIEHRIE
PER LT, 0.1 mgkg HEHRDT 2L <7 O 7 V7 Z A (CL) 1%, ffENERICK
VAT HE b 1gG TTHEND CL LV b@EETH-7c, ZXYD, ERT 21 v~ TR
MRS, B THD 7 U —aliElE PD-L1 L OVWERL PD-L1 235 = /L 3L~ 7 DRI
WEZ T T RREN TSR IR, FUEMTIE (ADA) BRBLLRPoT =7 4 P LKW
ADA NRBL L7228 PK OEENNRAE U RN =7 4 FIUTBWNT, T 2 /b~ 7 OIRFE &
(Cmax &2 TY AUC:) 1% 30/15~200/100 mg/kg O FH E#iPH CHEICHAH L TN L7, h=2 1%
VT 2 VST B NEREG LT EE, —EOEMIZ ADA PRI L., T 2/~ T ORE
BENMET L, T 2230~ 7 0 PK IZH BN RIMEZIIZRD SN holz, T a2\~ T %
1A, R 13 EKERS LizE &, ADA BIUZ L DT 2 Vb~ 7 OBEGE R~ BN 7
WEHIESNTZ2TOI =T A P ZBNW T, @& 58 %@ L CilyEF 7 U —aEM% PD-L1 23
BB FRAICHH SN, 7 2 b~ 7 % EFIRNE S LT Em o oA - mAe RO
MIGHICT 2 V< TRRHENTZZ N0, T o/ b7 OpEREN RSN, 7=
NNV T e A EIRNEE G LT BB O IS T 2 v v~ R sz enb, T2
NV ZITA ISR S D B X b,

15223  HMHHER

T a WSV T DI =T A P E W AR FRIRN I G- a3tk il VW T, B M CTRIEICR D
EEZ LD BT RITRD biviero o, RIEFHIRNE 53R TR b7 X, ADA
WCEE L 72T AR OBE L CTh o7, FERRRHBR IR D e/ 7 v —F A HURD R
PEIT I P ~DOIMEEN RN EEZEZ BEND Z s, KERGHEERBRICBIT 5T 2000
~ 7 OEFEEEOHEICEL CTE. 250 ADA ICE#ET AT RM O A2 ZEB LI -T-, 4
WL 13 BEKAEEIRN % G235 (GLP @) (2B 2 EEEIT. BatLi-kaHE
T HAMHE 200 mgkg M OWERFHE 100 mg/kg GE 1 0], 4 R SOE 13 #@F&EE) LS
Nice TaVv V<7 Oh=7 ANz HOTIERB AR &K O AR ORAICE T 25
(GLP #H) 2B\ T, FHATEME, IR - BRI ARSI~ R HAER 6 7 AMICET
AR O E R ORI T 2 BIIRD ben o7, YikkBRICB T 2 MEERIL, Mt
L7ciemHETH o AMTH & 200 mg/kg (GEURMEER: R G) L OWERFH & 100 mg/kg (B
PR E T 1 [\IG) LS T, MRk ZEROSHERER (GLP BH) 128\ T, T a v
TOr FUIH =7 A POV R 2 ESN OFEGITRD e o T,

10
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1.5.2.3 ERERFER D HEHE

1.5.2.3.1 BERRT— R /INyr—
A [ 0 [ 3 S B E AR AR R B IC B 1 AR T — 2 8y r—VIEE LR T LBV Th B,

11



1.5 R LTI R o K VBRI D ik ik

F a2 v T
= 1 BRERT— 2Ny r—CICE8FEND T 2IL/NLT T OERKEBROBME
HERES FAFHE HNREE TaLNLTTORZEAE., 5 ZTEMBINKREHIZEFN
DCO H HEBTH1 . HE5HRE HBEH
EREKR
FRATG & A
D4191C00001 55 111 AR H 4 HAI 2 U 2 cCRT 129 10 mg/kg % 2 BB CRE 12 7 2K (HAN)
PACIFIC TR REE BET RO WEIRAEER S ERET S, WEEITSMEE S 709 (112) (BFH)
201742 A 13 H b _EHEEWEZE RTET (A7 —2 1) %4, 12 ZAICETDRICRIRIE -475(72) (T a3~ 7)
(Rlkstoe ) RIEFRILFERE  NSCLC BH FehaPikd 5, -234 (40) (77 ER)
D4190C00002 55 1 FHERER JHE M - JHEMHE Y - JHE M -
) ES RN = JEE M 3+3 AR PR AEITE R R 1. 3. 10 mgkg % 2 BRI, 15 24 (BAN)
(fikfoe ) e HEIKR S HEEKY - mg/kg % 3 MMM, X0 20 mgkg 22(22)
FALFE T U7 R MR Z 4 RN TRERET 5, RS
HEAT )UFHEEBME BTC, EC XU #ETHREE SN 5E. 12 1 A
SCCHN & T HANCIRBRER G2 1ET 5,
OF R &R - &R -
HEAT XAFHEERME BTC X% EC BJMPRL - AR

BE

10 mg/kg % 2 B[ MIME TR THES
%o RBETHHEE SNTZHE. 12
1 HNZET DANCIRBRIE L 5 2 1k
T 5,

T a2~ 20mgkg + FL AU
A~7 1mgkg % 4 MMM TR
T 5, OFHEE (FTarnn~
TREORL AU LA=T D 4 B
5 XA o 16 B (K 4 [A])

BEL., TOBTFT a2\~ 7 %M
B9 5, WEBEITNMEE SN
A 12 B AICET DRNICIRRER 5
kg5,

116 (109) (AFH)
-42(42) (BTC)
-42 (35) (EC)
-32(32) (SCCHN)
72 37) (&7
-52(27) (BTC)
-20(10) (EC)

12
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BRIRT — 2 /Ny 7r—DIZE8ENS T 2 )L/NLT T DERIREHEBR DB E

SR EE

TaLNLITORERAE. B58
B, 5 HIRE

REMBANREHICEEN
HEBEEH

= 1

HERES FAFHE

DCO H HEBRTHS
EHER R

BEER
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A DEHWIEIT L DIRHEE
T 5 RATET TS
(27— 1lIb - IV) NSCLC
e

REAETR R PTME CA HETR PR S
FAE L7\ BT B B
(NSCLC & &= &)

10 mg/kg % 2 HFMR CTHRE 12 7 A
R EET 5, WBEITHEE SN
et 12 0 AICET HRNCIRERE
BhHZHRIET S,

FHEIRH -

10 mg/kg % 2 HAFMR CTHRE 12 7 A
R EET 5, WBEITHHEE SN
et 12 0 AICET HRNCIRERE
Bh&2HRIET 5,

28 (HARN)
444 (46)

2K (HARN)
970 (0)

BTC HiE#E; DCO T —# H1 v 47, EC BiEE (R LEE) FTIH b MR 2 0)EH% 558 NSCLC FE/NHifaffiE; SCCHN R b B BESE
5|5t : PACIFIC i CSR, ATLANTIC 7% CSR, 1108 &l CSR K U D4190C00002 ik CSR
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15232  FHEEM & L TIREY HERREAER DB

1.5.2.3.2.1 EFRI£ RS | 85888 (D4190C00002)

R D4190C00002 1%, WEITEI R BH 2 xtRITAERER 72 343 HEEEEEICK T 57 2100
~ T DLV, BRI Z T 5, EITHTOZMEXILFIEERE 1 B ThH 5,
AFRBR T W & BB RY (F a v~ THMEERL OT 2L~ T8 F LAY A
TOUHEEE) O 2 SO EHNG D,

FHEME Gl YRR R LR L7220 XUTEESERE N IFAE L 7 W T B B & 5
& LT ARITITERK 24 BIOFEAR AT REIER] 2 402 AN D FIE T o 72, FIEGIEIT LI &
R KV IRE STz, SRR — M 3 BILLE 6 BILLT OREME AT REREF & f A A 5 Rt
W ThH o7z, AR CITHEHIEREME (DLT) T@®E e oTolcd, T a2/~ 7 DK
it & (MTD) ([ZIZEL72h o7z,

HEIER IO T 2 v~ 7 HMERTE TrE, FRR 0 O AR 2 B 2 W7 S 7= 847 30U
B M ARER (BTC) . AE# (EC) (RFELEROE) . UTFEESHEM R R (SCCHN) o
Faxtgl Lz, BTC MO EC (X, RFT#EIT, B UTEBEOUIRARERpEICR L, Aai
Fl & & ot ERIEAE 1 DL EER T SUX TR I IRRE T2 R Lo BEE %4 & Lz, SCCHN
. FEOUTIEBMEE IO L, A4eRE 2 &0 aHEREE 1 DL R I P X3 S hE % SRS T
o LT-BE RS E Lz, BTC, EC. XX SCCHN BE4 20 #HilLl EA AN D HE TH -
7oo HLERBEERZDENRD SNT78A1E, BTC, EC, XX SCCHN OEHBHLK 2 H— MZEh
ZHAFH 60 £ TEMTHAANDFHH & LT,

HBAILRIIOT 2 =T KON b L A Y A~ 7 OPFFRIETIE, ARRFAO SU A 20 (e
TEZWT S T UTEERBE BTC XX EC B 2%t L L7, BTC kO EC BHF L, RFET,
P U O IR RE 2R B ok L, AeE 2 & exHiER kL 1 DL ESEH SULFE M
IR TE R L2 & LTz, BTC Xi% EC &% 20 Bl EEZMAANSFHE TH-T-, AL
IREERZN NGRS BTz A1%,. BTC, EC OFBEILK 2R — MIZERENAFTHN 60 #ilE T8
ICRAAN D FHE & LT,

1.5.2.3.2.2 EFR R 11 48588k (PACIFIC)

HEEZIAE « DRICBIT DT 2 b~ 7 O FRHL & 72 5 FH M R O &M B4 5 F 7552
L. 55 I AHERIREER TdH 5 PACIFIC RBR (BUE HAkEH) O RIMATR RIS STV D,
PACIFIC iRBr D HE)IL, F45IHF]Z 72 cCRT #%ICEIT 2380 2 W IR ARRE R BT ST (AT
— II) NSCLC BFEZkHBL LT, T a7 OFGMER WL E TS8R L ik LT
S5 Z & TH D,

H4 5502 F\ 72 cCRT ZICHEIT D B VR WUIBRARRE 72 RFTETT NSCLC & T, 7 2 /b
7L< 7 10 mghkg Q2W # 51X, 7T BRIk L, HEHFINSHE E ORI E R D & 5 PFS
DEEZH7-06 L7, ARAIBIT2HMEITIEEERE B LTEBY., Z&7a 7 v A4 vk
BEL CafRERM & —F LT,
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1563 RXxT4vkrEURY

1531 TaAINILITDRRT 4w k

TaALNLTITREFITStARBEE LB L THREZNICEED DERERNICEROHS PFS I
BEFBIRRT74v b EH=6LT=,

PACIFIC 3B, A&RHA % H 72 cCRT #RIZHBEIT 28O 2 WUIBRARE 72 R AT 1T
NSCLC ##H TT 2 /b7~ 7 10 mgkg Q2W 5D HMNELZF AR D X 5 7 A &z, %t
GEEIZBIT DGR SN TIRRIEIL R <, BT E TR IIRBBE SN, TR E
KRR L U CRE LTz, ARBR T, 2 DOFEFHMAEHEE DS HD 1 D ThH D PFS TF 7 EAHRITK
T OB RS, RBROBEID 1 OPER SN, T a7 EEFT TR E L
T, MEFFIICAE B PFS OtEY 726 L (Nf‘ Rt [HR] : 0.52. 98.9%1E5#EHX ] [CI] :
0.39~0.70, p<0.0001) , 7 =L’ )L~TIZL% PFS BT DR T 4 v ME, EIT IO
URT D 48%DEPRIZFHN T 5, 2 OE@E%H@IEET%%& 0S|, 7—X 1y b4 7 HEFA

IFA XY MR REETH T2, SRIBBRERGHEFICHE LT A N MO HERES
NIRRT SND TETH D,

(LR RREIE A4 L IR B T 2 3R D 7o WEIBR AN EE 2R R AT 1T NSCLC BE OEPRIZBIT 2 i E
BEEIT, PFS OILRE K OVEIEDE (QoL) DOffeFf Td 5, PACIFIC iR TlX, PFS FRAEILT
2NV TREC 168 B H (95%CI: 13.0~18.1) . 77 vREETS5.6 W H (95%CI : 4.6~7.8)
Tholz, PFSIT 112 WHIEE L2 E0nb, T2\~ 7T HEREIIREELEM T, PFS T
T DERPNCHEBERO O+ _"2 7 v bbbl bT 2 E0/RES Tz, Kaplan-Meier HEEE 2
ﬁ%:T%L?JWNWVf@ﬁﬁi%iﬁ?é%%%%bt:k#%\?:wNWVf%QK
Lo TPFSIZBIT DR T 4 v ERREHIELNDAREMENRSH D Z LRSIz,

PFSICHEIFTAHRR T4 v MIOSIZHITFEHRRT 14 v BT HREMENH S,

iR (2ot DAL SEEE L OV BRI DR RRER C, R bEHE TX 25HMEER X 0S Th D,
OS IXMEHEMENEHERES THLHLOO, WEICIFEFELZTE L, TORITHAIT LIZIREDR
RNE L OISR BN L BE B, @E . PFS IXFHMBICEERIA bR b 0D, K LE
0S L OMEANRA SIS DI TIEZ2V, NSCLC %amﬁiﬁwmﬁf PD-1/PD-L1 F = v 7 KA
%Bﬂ%ﬁ%*ﬁ%ﬁ“éﬁf’ﬁ%ft% I fHFRER ClE, PFS BT DR 7 ¢ v MR K- 7=
IZH b 5T, IZBITDRET 4 Mwéntpﬁ%ﬁﬁ%oto

L2rL, A7 —Y I O NSCLC TiE, PFS & OS L OEWHHBZ RIS 2 AENSE SN T\ 5,
UIbR FTRE 72 AT HETT NSCLC BFICHE T 2 REFHMIEE & LT PFS ZH\W5H Z L ORI G A fratd
DT, A XN I S 72 (Mauguen et al 2013) , A Z T Cid, EHIM OB 2H 5
% AR 2 LR 60 BRERIZI T 2 15,071 FlOEB DT — 2 BV LTz, T TR B ORER
TiX, & OFEF]J OFKERT PFS & OS IFIEHITHMWFEBIZ 7R L, PFS X OS O & L THERE
T 5 A[REME AR S 7z, PD-1/PD-L1 7 7 A OIANZ BT, _zhif PFS 725 OS DX~
g RSN TET-2 8, ROTF 20~ T D PFS BT AR 7 v hOKRX S %
EET 5 &, PACIFIC iRBR TR L7z L 5 72 PFS (2 jbb\f+/\f£“\7\7/f v MR OONDH Y
AT, OSIZBIT A7 4 v hERBOOLND EHRTHZ LITRYTHDLIEEZLND,

FEREIZ, PACIFIC REETHE SN PFS I2BITA 11 BABORR 7 v MI. RETH#ET
NSCLC IZBHT A2 AFELERTHEINTWNWERRT v R EIZ A2 EFE> T3,
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Z DX ) 7REIFI O PFS OFER (HR : 0.52, 98.9% CI: 0.39~0.70, p <0.0001, HE{EZEILFTF
% 12 B ARER OB EALFEE 0 55.9%, EIEABIMITH 18 U H RSO EAFEE
44.2%) X, A7 — 11 ® NSCLC TiB 54172 PFS & OS & OiEWFHBI 2 8 TEE L7-15
PACIFIC &% TlL OS OUGENTRD HALD A[REMEN @\ EAVRIBR SN D, R OT — 5’7J
v NATZ7HRFRTOS A X2 MUIRELRETH Y . ERMIEIIRIZNA TS, —F, OS OEmIZE
THF =X a M T — s e=x )y EEAICRIL, FanciE L idEse HR 2 ]I
B 2L a2 LRI T\, £72. BRAICEWNH Y . 2> 0S thFECBES

HAER L LT, Bl M ORAEROIE T K ORI OB IBREZ G 5 £ TOHM &8 -
BRHERE TS £ COHMDIEREN L LN TS, FEIEA N b BEKICET S E T 0S DB
BRERA 1Tk S D,

1532 FaI)LNILTTDYRY

2RI, TN TOEREIBITT, AEEREIEEMETHD.

BRI, AEFROME, BERLOEEREIL, T a0~ 7 OKERE 7 v 7T LGl
43&t%ﬁ@£é@7m774»&ﬂ%(&otoﬁi%%@ YERIEBURILL., 7T B AREE
L TT 2~ TRECEIEINC E o 1208, R¥EDHFEFSLIL CTCAE Grade 1| %2 T
&7z, CTCAE Grade 3 XiT 4 DHEFRIL, T2l N~ THLOT 7 ERRECRERE TH -
72 (Fan = TRE 32.0%, 77 BREE27.8%) o R¥-OFEHEGIIEFAETH Y | 1EYE
HIZRIBET A R A NZHe» TRIEMT Oz, BEHFGOL TR FIcEE Lz,

RBRIEOBGHIEICESTEEEFRORBERIT, T2V~ TN T 7 BREEE L T
Mote (Fal )< TRE 154%, 77 BREE :98%) » WITNOERERETH, IBBREOKE
HIEIZE o 7= A ERS (FEARE) 1TlER OIS RIEIER TH > 72, il SRR
PEffiligJ% D 72 OIRBRIE DO H-H IRIZE - 72 BE ORI TR, EIEEE D CTCAE Grade 1 %2 T
oty WEILEST-HEFRIINBEHCRBEE CH-o7 (T a2\~ Tk 44%, 77+
REE : 6.0%) .

TN TTETETISEARBELRL T, EEEOEBUINERREHEERMEXOFRREN
Eho1=h. CTCAE Grade 3 XIZ 4 B Grade 5 DHRIPEF TS RBELRAETH- -,

PACIFIC FRERC, il XITHR AR ORBRICH 5072 EFRNRD DI, T 2300
~TRETIE T T B AREE & R LT SR R R S DB Dm0 o T, FilERILT =
NN TEERICH LN HBMOBERTHY . T a b~ T &5 Ui B I Er:
Dfitifig e & FBLT 5 Z &M D, PACIFIC R CIXEAMELEI T LI BHF X, 54 ~66 Gy DOft&E:
DS BFEREZG L TR0, BIRRIETE T# 42 BUNICEELEIMS T S 2z o7
Molz, ZOd, BRI, TXTOBREN, RER NI T R il 2 885145
UAT%H LT\, Ml & OBl S O BRI R & OB IXELL L T\ 5, WA EFS

PWHIEBONC R D AlRetEN @ <. —RICEMOBEREBR L OF = v 7 KA > MREEOMEH

FRERIZEL D WIHIWTITAR T2 2 &0 D e & St #iE Il 2 O SERI XN e 503 & 5.

HEHITREFERELTH DHilEIK S RIERIRR X, 7 2 Sv< 7RO 33.9% 5N 7 &
REED 24.8%IZ58D LT, ilgI BRIl sE 2 58 L 7= B 0% < 1X, AEFROEE
FE7N CTCAE Grade 1 X% 2 T&H o7z, Grade 3 Dl R EMilgRIL, T 21 v~ 78
D 3A4% KT T HREED 3.0%IC380 Bz, FEICITE - I Milgd s g i, 7 =1
I TRED 1L1%KR T T 2RO 1.7%IC58D bz, EitfERiE, (bR hiREIc L 506
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WA AT o T2 JPTEIT NSCLC B3 D A & fifHT TS ST DIEEMEMilg S L OFE I FE - 7= Jifi
g Zs DIELR (FNEH 29.8% TN 1.9%) &[AEETH -7~ (Palmaetal 2013) .

TN TEEICHS AENEMOAEERIEETETHY ., PD-1/PD-L1 ¥ 5ADERE
FryvIRA Y FEEETHLONDAEEREFAHTH o1,

PACIFIC B L eMT =2t v b biFbh ez et T — % 2R il L72fER, X
SLBFELREAT, T2 N~ T EREITROEERGE NN OA EERICEE T 2 "IRetER H 5,

o IENTEMEDMINRSS . FFSE. KGR UL TH, HURIEREIR TE, FUIRIRFERETTHEE, &l
EHSEEAR A, TR UL T EMAEEIKTE,. 1 BURERE, BR. BB UIKEER KL O
GRS
FENTEME OB FEFROBBFEIL, REFIZIEFITIERNE E Th o7, -l L 728k & 7 &t
EMEOFEFGO BRI HERIT, FIRSEREIS TE R OBk Z2BrE . 6 A KO 12 7 H DR
T 3%AR CTh o7, FURIRBERBIR T RE &L OB DR BT, 6 WA K 12 71 A DEFRT 12%
K ThoTze UEOFERLY, T al -\~ T HEE2Z 1T TV D BEICHRIENEEOG E5S
NRET DU AZITENZ ENTICHKEESN, 6 7 HBRIB%ICRENTEEOE ERTERE LD TH
BTV AZF—ETHY ., BRENIZEROH D EFITRD bNienotz,

FRAFEERIE, BEARIIER -T2 bOD, Hx OBRE TITEE UIEMEENTEBZEAND
LHEERRTHY . HERVEIE, RHPER L CEROT 2 Vv~ 7 O b dilr,/ b4k
WNZEH AT 1A R IUTNGUNEIR2 E DY) RIGRISLETH 5,

1533 RRTJT 4oy bEYRYIZEAT B555R

TN TIEEREDEE - DRICEVWT, BRERRIqsv b )RS TOT77MLERLT=,

PACIFIC ERDOEIIMNEN VLT —Z I T a VSV TR _R2 7 v b« U R7 S
TrANERTDH I EERARIORL TR, B8 % & T L F AR IR T 23
7R WBIBRAREZR R FTHETT NSCLC BEZxt4t & T - eifiFlk & LT, T 2 /b7 VL~ 7 DGR
HiE a2 X7 5L D Th D,

BURE B ClE, AL BRI (R T 2 3R D 2 WY RANRE 72 AT T NSCLC B 2%
DIRPSRIRIIIAFAE L7\, B2 21BN A W FIRE 0T 5 £ TROBBIZR N 2 &,
£ OGAE, BT 5, 20X RBFEENT, T2 T ITHEIT IO Y 27 % 48%
B sE7z, Tal b= 7I2 L), RBEEMICBT2ERRBE LEOX vy v 72D A
M A LR S5 mREEN R ST,

PLEX Y A&fiFzZ -\ cCRT #ITHBEIT 2RO R W UIRARE 72 RPTEST NSCLC B4
WCBITAEREDT A b =—X KN PACIFIC iR TH DN ERE A BB L. Hi-Ribk
B A B IR T~ BRI, Az TEERARBICNT T 2 b~ 7 0ofl
EIREARGR R FE AT O ICE 5T,
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54 TN TOEEGEERFTARRAFZIZCONT

T 2\ T OEIEGERGEAR R IR T 2068 - 2R () KOHE - HE () &
R20DEEBY THD,

= 2 TNV TEERRERFTAERE

e AT 4 2V R ERE 120 mg
A X7 4 2V RIEEE 500 mg

—fx4s T a7 GRIGTRHR Z)

BieE - 2R () YIBRAHEZ TS T O FE/ NI e
ML - H8 (R @, RACET 200 ~7 (BETEEZ) & LT 1 |l 1omgkg (K

) % 2 BEREIREE T 60 4Ll BT CREEET 5,

1

5.5 HFEMEUSNORARERR

HEEH LT 2 L b~ THMEE L T 2 AL~ T L R L A U A~ 7 5502 Ot o B8k
EDPFRBIEIC DN T, BEOEREZED TWD, T a7 L h LAY A~ 7 OfF
%, BEbEREE. NSCLC, SCLC, BRI F Lk (HNSCC) X4 s 2% 1 Mk, KO
AR, B, PR, RO A MR LT HE VI HRBRICBWGHER TH D, HANRS
ML TWBHEITHORE M FHRER 7 2 77 A% 3ITRT,

® 3 TNV TDETHOE NI F8EER
R4 P37
ADJUVANT* Stage Ib-111a NSCLC
ARCTIC 3-L NSCLC
MYSTIC I-L NSCLC
NEPTUNE I-L NSCLC
POSEIDON I-L NSCLC
CASPIAN I-L SCLC
KESTREL 1-L HNSCC
EAGLE 2-L HNSCC
DANUBE 1-L UC
*RER{KHE  National Cancer Institute of Canada
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1.6.1 NEIZH 1T B ERIKR

2018 4 1 H 31 HEE, AFNTKE, W FEZKOT T PMIIEBW KR I TWS CREIC
T AEFEHE 201745 A 1 A, B5e4 : IMFINZD

1.6.2 FEEORTXEDHE

KEOIRMLEOME LR LAY, 2B, KEOIRMILEDFIL, WNT CCDS (E¥H#
T2 =) TIRMAERE LT,

x 1 FEEDRAIXENHE

E4 KE
R 7e4 IMFINZI® (durvalumab) injection, for intravenous use
e - 2R 1 Zh8E - 2R
L1 JRE%_EROR

JRFTHEAT SIS IR IS ERE 2 A LLL PR 3 2 BE OIRE

o T TFFRIAIEGTLFIFIEC X DR TR RSB EI T 20 5,

o T IF TR E G Tl XM A MBI L FREIE O FE it 12 4 A LARNIZ R B
TERBD D,

KNEE - BhEIE, BRR{E OB S & s ARHE T TAREIN, &
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

IMFINZI® (durvalumab) injection, for intravenous use
Initial U.S. Approval: 2017

-------------------------- RECENT MAJOR CHANGES -
Indications and Usage, Non-Small Cell Lung Cancer (1.2) 02/2018
Dosage and Administration, Non-Small Cell Lung Cancer (2.2)  02/2018
Warnings and Precautions (5) 02/2018
--------------------------- INDICATIONS AND USAGE  ---—--—--meemmememe e

IMFINZI is a programmed death-ligand 1 (PD-L1) blocking antibody
indicated for the treatment of patients with:
. Locally advanced or metastatic urothelial carcinoma who:
o  have disease progression during or following platinum-containing
chemotherapy. (1.1)
o  have disease progression within 12 months of neoadjuvant or
adjuvant treatment with platinum-containing 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)

. Unresectable, Stage III non-small cell lung cancer (NSCLC) whose
disease has not progressed following concurrent platinum-based
chemotherapy and radiation therapy. (1.2)

---------------------- DOSAGE AND ADMINISTRATION --------e-mmeeme -
. Urothelial Carcinoma: 10 mg/kg every 2 weeks. (2.1)
. Stage III NSCLC: 10 mg/kg every 2 weeks. (2.2)

--------------------- DOSAGE FORMS AND STRENGTHS  -------—--——--—-——-
. Injection: 500 mg/10 mL (50 mg/mL) solution in a single-dose vial. (3)
. Injection: 120 mg/2.4 mL (50 mg/mL) solution in a single-dose vial. (3)

CONTRAINDICATIONS
None. (4)

----------------------- WARNINGS AND PRECAUTIONS  -——-----meememe -

. Immune-Mediated Pneumonitis: Withhold for moderate and
permanently discontinue for severe or life-threatening pneumonitis. (2.3,
5.1)

. Immune-Mediated Hepatitis: Monitor for changes in liver function.
Withhold for moderate and permanently discontinue for severe or life-
threatening transaminase or total bilirubin elevation. (2.3, 5.2)

. Immune-Mediated Colitis: Withhold for moderate and permanently
discontinue for severe or life-threatening colitis. (2.3, 5.3)

. Immune-Mediated Endocrinopathies: Withhold for moderate, severe or
life-threatening. (2.3, 5.4)

. Immune-Mediated Nephritis: Monitor for changes in renal function.
Withhold for moderate and permanently discontinue for severe or life-
threatening nephritis. (2.3, 5.5)

. Immune-Mediated Dermatologic Reactions: Withhold for moderate and
permanently discontinue for severe or life-threatening rash. (2.3, 5.6)

. Infection: Withhold for severe or life-threatening infection. (2.3, 5.8)

. Infusion-Related Reactions: Interrupt or slow the rate of infusion for
mild or moderate and permanently discontinue for severe or life-
threatening infusion-related reactions. (2.3, 5.9)

. Embryo-Fetal Toxicity: Can cause fetal harm. Advise females of
reproductive potential of the potential risk to a fetus and use of effective
contraception. (5.10, 8.1, 8.3)

ADVERSE REACTIONS

. Most common adverse reactions (>15% of patients with urothelial
carcinoma) were fatigue, musculoskeletal pain, constipation, decreased
appetite, nausea, peripheral edema, and urinary tract infection. (6.1)

. Most common adverse reactions (>20% of patients with unresectable,
Stage III NSCLC) were cough, fatigue, pneumonitis/radiation
pneumonitis, upper respiratory tract infections, dyspnea, and rash. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
at 1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

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

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide
Revised: 02/2018
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Urothelial Carcinoma

IMFINZI is indicated for the treatment of patients with locally advanced or metastatic urothelial
carcinoma who:

e have disease progression during or following platinum-containing chemotherapy.

e have disease progression within 12 months of neoadjuvant or adjuvant treatment with platinum-
containing chemotherapy.

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

1.2 Non-Small Cell Lung Cancer

IMFINZI is indicated for the treatment of patients with unresectable Stage III non-small cell lung cancer
(NSCLC) whose disease has not progressed following concurrent platinum-based chemotherapy and
radiation therapy.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage for Urothelial Carcinoma

The recommended dose of IMFINZI is 10 mg/kg administered as an intravenous infusion over 60 minutes
every 2 weeks, until disease progression or unacceptable toxicity.

2.2 Recommended Dosage for NSCLC

The recommended dose of IMFINZI is 10 mg/kg administered as an intravenous infusion over 60 minutes
every 2 weeks until disease progression, unacceptable toxicity, or a maximum of 12 months.

2.3 Dosage Modifications for Adverse Reactions

No dose reductions are recommended. Withhold or discontinue IMFINZI to manage adverse reactions as
described in Table 1.

Table 1. Recommended Dosage Modifications for Adverse Reactions

Adverse Reaction Severity' Dosage Modification
Withhold dose until Grade 1 or resolved and
Pneumonitis [see Warnings and | Grade 2 corticosteroid dose is less than or equal to
Precautions (5.1)] prednisone 10 mg per day (or equivalent).
Grade 3 or 4 Permanently discontinue




Adverse Reaction

Severity'

Dosage Modification

Hepatitis [see Warnings and
Precautions (5.2)]

For ALT or AST
greater than 3 but
less than or equal
to 8 times the ULN
or

Total bilirubin
greater than 1.5 but
less than or equal
to 5 times the ULN

Withhold dose until Grade 1 or resolved and
corticosteroid dose is less than or equal to
prednisone 10 mg per day (or equivalent).

ALT or AST
greater than § times
the ULN or total
bilirubin greater
than 5 times the
ULN

or

Concurrent ALT or
AST greater than 3
times the ULN and
total bilirubin
greater than 2 times
the ULN with no
other cause

Permanently discontinue

Withhold dose until Grade 1 or resolved and

Colitis or diarrhea [see Warnings | Grade 2 corticosteroid dose is less than or equal to

and Precautions (5.3)] prednisone 10 mg per day (or equivalent).
Grade 3 or 4 Permanently discontinue

Hyperthyroidism [see Warnings | 40 5 4 Withhold dose until clinically stable

and Precautions (5.4)]

Adrenal insufficiency or

Hypophysitis/Hypopituitarism | 5 4 5 4 Withhold dose until clinically stable

[see Warnings and Precautions

(.4)]

Type 1 Diabetes

Mellitus /[see Warnings and Grade 2-4 Withhold dose until clinically stable

Precautions (5.4)]

Nephritis [see Warnings and
Precautions (5.5)]

For Creatinine
greater than 1.5 to
3 times the ULN

Withhold doseuntil Grade 1 or resolved and
corticosteroid dose is less than or equal to
prednisone 10 mg per day (or equivalent).

For Creatinine
greater than 3 times
the ULN

Permanently discontinue

Rash or dermatitis /see Warnings
and Precautions (5.6)]

Grade 2 for longer | Withhold dose until Grade 1 or resolved and
than 1 week or corticosteroid dose is less than or equal to
Grade 3 prednisone 10 mg per day (or equivalent).
Grade 4 Permanently discontinue




Adverse Reaction

Severity'

Dosage Modification

Infection /see Warnings and

Precautions (5.8)] Grade 3 or 4 Withhold dose until clinically stable
Infusion-related reactions /see Grade 1 or 2 Interrupt or slow the rate of infusion
Warnings and Precautions (5.9)] | Grade 3 or 4 Permanently discontinue

. . Withhold dose until Grade 1 or resolved and
Other immune-mediated adverse . . .

. . Grade 3 corticosteroid dose is less than or equal to
reactions [see Warnings and dni 10 d val
Precautions (5.7)] prednisone 10 mg per day (or equivalent).

] Grade 4 Permanently discontinue
Grade 2 or 3

Persistent Grade 2 or 3 adverse
reaction (excluding
endocrinopathies)

adverse reaction
that does not
recover to Grade 0
or 1 within 12
weeks after last
IMFINZI dose

Permanently discontinue

Inability to taper corticosteroid

Inability to reduce
to less than or
equal to prednisone
10 mg per day (or
equivalent) within
12 weeks after the
last IMFINZI dose

Permanently discontinue

Recurrent Grade 3 or 4 adverse
reaction

Recurrent Grade 3
or 4 (severe or life-
threatening)
adverse reaction

Permanently discontinue

"National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.03.
ALT: alanine aminotransferase; AST: aspartate aminotransferase; ULN: upper limit of normal.

2.4 Preparation and Administration

Preparation

e Visually inspect drug product for particulate matter and discoloration prior to administration,

whenever solution and container permit. Discard the vial if the solution is cloudy, discolored, or

visible particles are observed.

e Do not shake the vial.

e  Withdraw the required volume from the vial(s) of IMFINZI and transfer into an intravenous bag
containing 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, USP. Mix diluted

solution by gentle inversion. Do not shake the solution. The final concentration of the diluted solution
should be between 1 mg/mL and 15 mg/mL.

e Discard partially used or empty vials of IMFINZI.



Storage of Infusion Solution

o IMFINZI does not contain a preservative.

e Administer infusion solution immediately once prepared. If infusion solution is not administered
immediately and needs to be stored, the total time from vial puncture to the start of the administration
should not exceed:

o 24 hours in a refrigerator at 2°C to 8§°C (36°F to 46°F)
o 4 hours at room temperature up to 25°C (77°F)

e Do not freeze.

e Do not shake.

Administration

e Administer infusion solution intravenously over 60 minutes through an intravenous line containing a
sterile, low-protein binding 0.2 or 0.22 micron in-line filter.

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

3 DOSAGE FORMS AND STRENGTHS

Injection: 120 mg/2.4 mL (50 mg/mL) and 500 mg/10 mL (50 mg/mL) clear to opalescent, colorless to
slightly yellow solution in a single-dose vial.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Immune-Mediated Pneumonitis

IMFINZI can cause immune-mediated pneumonitis, defined as requiring use of corticosteroids. Fatal
cases have been reported.

Monitor patients for signs and symptoms of pneumonitis. Evaluate patients with suspected pneumonitis
with radiographic imaging. Administer corticosteroids, prednisone 1 to 2 mg per kg per day or equivalent
for moderate (Grade 2) pneumonitis or prednisone 1 to 4 mg per kg per day or equivalent for more severe
(Grade 3-4) pneumonitis, followed by taper. Interrupt or permanently discontinue IMFINZI based on the
severity /see Dosage and Administration (2.3)].

In clinical studies enrolling 1889 patients with various cancers who received IMFINZI [see Adverse
Reactions (6.1)], pneumonitis occurred in 5% of patients, including Grade 3 (0.8%), Grade 4 (< 0.1%)
and Grade 5 (0.3%) immune-mediated pneumonitis. The median time to onset was 1.8 months (range: 1
day to 13.9 months) and the median time to resolution was 4.9 months (range: 0 days to 13.7 months).



Pneumonitis led to discontinuation of IMFINZI in 1.5% of the 1889 patients. Pneumonitis resolved in
54% of patients. Systemic corticosteroids were required in 3.5% of the 1889 patients, with 2.5% requiring
high-dose corticosteroids (prednisone > 40 mg per day or equivalent) and 0.1% requiring infliximab.

The incidence of pneumonitis (including radiation pneumonitis) was higher in patients in the PACIFIC
study who completed treatment with definitive chemoradiation within 42 days prior to initiation of
IMFINZI (34%) compared to patients in other clinical studies (2.3%) in which radiation therapy was
generally not administered immediately prior to initiation of IMFINZI.

In the PACIFIC study, the incidence of Grade 3 pneumonitis was 3.4% and the incidence of Grade 5
pneumonitis was 1.1% in the IMFINZI arm. The median time to onset of pneumonitis was 1.8 months
and the median duration was 2.1 months (range: 3 days to 18.7 months). Pneumonitis led to
discontinuation of IMFINZI in 6% of patients. Pneumonitis resolved in 47% of patients experiencing
pneumonitis. Systemic corticosteroids were required in 21% of patients, with 12% requiring high-dose
corticosteroids and 0.1% requiring infliximab.

5.2 Immune-Mediated Hepatitis

IMFINZI can cause immune-mediated hepatitis, defined as requiring use of corticosteroids. Fatal cases
have been reported.

Monitor patients for signs and symptoms of hepatitis, during and after discontinuation of IMFINZI,
including clinical chemistry monitoring. Administer corticosteroids, prednisone 1 to 2 mg per kg per day
or equivalent, followed by taper for Grade 2 or higher elevations of ALT, AST, and/or total bilirubin.
Interrupt or permanently discontinue IMFINZI based on the severity [see Dosage and Administration

(2.3)].

In clinical studies enrolling 1889 patients with various cancers who received IMFINZI [see Adverse
Reactions (6.1)], hepatitis occurred in 12% of patients, including Grade 3 (4.4%), Grade 4 (0.4%) and
Grade 5 (0.2%) immune-mediated hepatitis. The median time to onset was 1.2 months (range: 1 day to
13.6 months). Hepeatitis led to discontinuation of IMFINZI in 0.7% of the 1889 patients. Hepatitis
resolved in 49% of patients. Systemic corticosteroids were required in 2.7% of patients, with 1.7%
requiring high-dose corticosteroids and 0.1% requiring mycophenolate.

5.3 Immune-Mediated Colitis

IMFINZI can cause immune-mediated colitis, defined as requiring use of corticosteroids.

Monitor patients for signs and symptoms of diarrhea or colitis. Administer corticosteroids, prednisone 1
to 2 mg per kg per day or equivalent, for moderate (Grade 2) or more severe (Grade 3-4) colitis, followed
by taper. Interrupt or permanently discontinue IMFINZI based on the severity /see Dosage and
Administration (2.3)].

In clinical studies enrolling 1889 patients with various cancers who received IMFINZI [see Adverse
Reactions (6.1)], diarrhea or colitis occurred in 18% of patients, including Grade 3 (1%) and Grade 4
(0.1%) immune-mediated colitis. The median time to onset was 1.4 months (range: 1 day to 14 months).
Diarrhea or colitis lead to discontinuation of IMFINZI in 0.4% of the 1889 patients. Diarrhea or colitis
resolved in 78% of the patients. Systemic corticosteroids were required in 1.9% of patients, with 1%



requiring high-dose corticosteroids and 0.1% requiring other immunosuppressants (e.g., infliximab,
mycophenolate).

5.4 Immune-Mediated Endocrinopathies

IMFINZI can cause immune-mediated endocrinopathies, including thyroid disorders, adrenal
insufficiency, type 1 diabetes mellitus and hypophysitis/hypopituitarism.

Thyroid Disorders: Monitor thyroid function prior to and periodically during treatment with IMFINZI.
Initiate hormone replacement therapy or medical management of hyperthyroidism as clinically indicated.
Continue IMFINZI for hypothyroidism and interrupt for hyperthyroidism based on the severity /see
Dosage and Administration (2.3)].

In clinical studies enrolling 1889 patients who received IMFINZI [see Adverse Reactions (6.1)],
hypothyroidism occurred in 11% of patients and hyperthyroidism occurred in 7% of patients. Thyroiditis

occurred in 0.9% of patients, including Grade 3 (< 0.1%) thyroiditis. Hypothyroidism was preceded by
thyroiditis or hyperthyroidism in 25% of patients.

Adrenal Insufficiency: Monitor patients for clinical signs and symptoms of adrenal insufficiency. For
Grade 2 or higher adrenal insufficiency, initiate prednisone 1 to 2 mg per kg per day or equivalent,
followed by corticosteroid taper and hormone replacement as clinically indicated. Interrupt IMFINZI
based on the severity [see Dosage and Administration (2.3)].

In clinical studies enrolling 1889 patients who received IMFINZI, adrenal insufficiency occurred in 0.7%
of patients, including Grade 3 (< 0.1%) adrenal insufficiency. Systemic corticosteroids were required in
0.4% of patients, including 0.1% of patients who required high-dose corticosteroids.

Type 1 Diabetes Mellitus: Monitor patients for hyperglycemia or other signs and symptoms of diabetes.
Initiate treatment with insulin as clinically indicated. Interrupt IMFINZI based on the severity /see
Dosage and Administration (2.3)].

In clinical studies enrolling 1889 patients who received IMFINZI, type 1 diabetes mellitus occurred in
< 0.1 % of patients. The median time to onset was 1.4 months.

Hypophysitis: For Grade 2 or higher hypophysitis, initiate prednisone 1 to 2 mg per kg per day or
equivalent, followed by corticosteroid taper and hormone replacement therapy as clinically indicated.
Interrupt IMFINZI based on the severity [see Dosage and Administration (2.3)].

Hypopituitarism leading to adrenal insufficiency and diabetes insipidus occurred in < 0.1% of 1889
patients who received IMFINZI in clinical studies.

5.5 Immune-Mediated Nephritis
IMFINZI can cause immune-mediated nephritis defined as evidence of renal dysfunction, requirement for

corticosteroids. Fatal cases have occurred.

Monitor patients for abnormal renal function tests prior to and periodically during treatment with
IMFINZI. Initiate prednisone 1 to 2 mg per kg per day or equivalent, for moderate (Grade 2) or severe



(Grade 3-4) nephritis, followed by taper. Interrupt or permanently discontinue IMFINZI based on the

severity [see Dosage and Administration (2.3)].

In clinical studies enrolling 1889 patients with various cancers who received IMFINZI [see Adverse
Reactions (6.1)], nephritis (reported as any of the following increased creatinine or urea, acute kidney
injury, renal failure, decreased glomerular filtration rate, tubulointerstitial nephritis, decreased creatinine
clearance, glomerulonephritis, and nephritis) occurred in 6.3% of patients including Grade 3 (1.1%),
Grade 4 (0.2%) and Grade 5 (0.1%) immune-mediated nephritis. The median time to onset was 2 months
(range: 1 day to 14.2 months). IMFINZI was discontinued in 0.3% of the 1889 patients. Nephritis
resolved in 50% of patients. Systemic corticosteroids were required in 0.6% of patients, with 0.4%
receiving high-dose corticosteroids.

5.6 Immune-Mediated Dermatologic Reactions

IMFINZI can cause immune-mediated rash; bullous dermatitis, Stevens Johnson Syndrome (SJS)/toxic
epidermal necrolysis (TEN) have occurred with other products in this class /see Warnings and
Precautions (5.7)].

Monitor for signs and symptoms of rash. Initiate prednisone 1 to 2 mg per kg per day or equivalent, for
moderate (Grade 2) rash or dermatitis lasting for more than 1 week or severe (Grade 3-4) rash or
dermatitis followed by taper. Interrupt or permanently discontinue IMFINZI based on the severity /see
Dosage and Administration (2.3)].

In clinical studies enrolling 1889 patients with various cancers who received IMFINZI [see Adverse
Reactions (6.1)], 26% of patients developed rash or dermatitis and 0.4% of the patients developed
vitiligo. Rash or dermatitis led to discontinuation of IMFINZI in 0.1% of the 1889 patients. Rash resolved
in 62% of patients. Systemic corticosteroids were required in 2.0% of patients, including high-dose
corticosteroids in 1% of patients.

5.7 Other Immune-Mediated Adverse Reactions

IMFINZI can cause severe and fatal immune-mediated adverse reactions. These immune-mediated
reactions may involve any organ system. While immune-mediated reactions usually manifest during
treatment with IMFINZI, immune-mediated adverse reactions can also manifest after discontinuation of
IMFINZI.

For suspected Grade 2 immune-mediated adverse reactions, exclude other causes and initiate
corticosteroids as clinically indicated. For severe (Grade 3 or 4) adverse reactions, administer
corticosteroids, prednisone 1 to 4 mg per kg per day or equivalent, followed by taper. Interrupt or
permanently discontinue IMFINZI, based on the severity of the reaction [see Dosage and Administration

(2.3)]. If uveitis occurs in combination with other immune-mediated adverse reactions, evaluate for Vogt-
Koyanagi-Harada syndrome, which has been observed with other products in this class and may require
treatment with systemic steroids to reduce the risk of permanent vision loss.

The following clinically significant, immune-mediated adverse reactions occurred at an incidence of less
than 1% each in 1889 patients who received IMFINZI: aseptic meningitis, hemolytic anemia, immune
thrombocytopenic purpura, myocarditis, myositis, and ocular inflammatory toxicity, including uveitis and



keratitis /see Adverse Reactions (6.1)]. The following clinically significant, immune-mediated adverse

reactions have been reported with other products in this class: bullous dermatitis, Stevens Johnson
Syndrome (SJS)/toxic epidermal necrolysis (TEN), pancreatitis, systemic inflammatory response
syndrome, thabdomyolysis, myasthenia gravis, histiocytic necrotizing lymphadenitis, demyelination,
vasculitis, hemolytic anemia, iritis, encephalitis, facial and abducens nerve paresis, demyelination,
polymyalgia rheumatica, autoimmune neuropathy, Guillain-Barré syndrome and Vogt-Koyanagi-Harada
syndrome.

5.8 Infection

IMFINZI can cause serious infections, including fatal cases.

Monitor patients for signs and symptoms of infection. For Grade 3 or higher infections, withhold
IMFINZI and resume once clinically stable [see Dosage and Administration (2.3)].

In clinical studies enrolling 1889 patients with various cancers who received IMFINZI [see Adverse
Reactions (6.1)], infections occurred in 43% of patients, including Grade 3 (8%), Grade 4 (1.9%), and
Grade 5 (1.0%). In the urothelial carcinoma cohort in Study 1108 the most common Grade 3 or higher
infection was urinary tract infections, which occurred in 4% of patients. In the PACIFIC study the most
common Grade 3 or higher infection was pneumonia, which occurred in 5% of patients. The overall
incidence of infections in IMFINZI-treated patients (56%) in the PACIFIC study was higher compared to
patients in other studies (38%) in which radiation therapy was generally not administered immediately
prior to initiation of IMFINZI.

5.9 Infusion-Related Reactions
IMFINZI can cause severe or life-threatening infusion-related reactions.
Monitor for signs and symptoms of infusion-related reactions. Interrupt, slow the rate of, or permanently

discontinue IMFINZI based on the severity [see Dosage and Administration (2.3)]. For Grade 1 or 2
infusion-related reactions, consider using pre-medications with subsequent doses.

In clinical studies enrolling 1889 patients with various cancers /see Adverse Reactions (6.1)], infusion-
related reactions occurred in 2.2% of patients, including Grade 3 (0.3%).

5.10 Embryo-Fetal Toxicity

Based on its mechanism of action and data from animal studies, IMFINZI can cause fetal harm when
administered to a pregnant woman. In animal reproduction studies, administration of durvalumab to
cynomolgus monkeys from the onset of organogenesis through delivery resulted in increased premature
delivery, fetal loss and premature neonatal death. Advise pregnant women of the potential risk to a fetus.
Advise females of reproductive potential to use effective contraception during treatment with IMFINZI
and for at least 3 months after the last dose of IMFINZI [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 labeling.

o Immune-Mediated Pneumonitis /see Warnings and Precautions (5.1)].




o Immune-Mediated Hepatitis [see Warnings and Precautions (5.2)].

o Immune-Mediated Colitis /see Warnings and Precautions (5.3)].

e Immune-Mediated Endocrinopathies [see Warnings and Precautions (5.4)].

o Immune-Mediated Nephritis [see Warnings and Precautions (5.5)].

e Immune-Mediated Dermatologic Reactions [see Warnings and Precautions (5.6)].

o  Other Immune-Mediated Adverse Reactions [see Warnings and Precautions (5.7)].

o Infection [see Warnings and Precautions (5.5)].

Infusion-Related Reactions [see Warnings and Precautions (5.9)].

6.1 Clinical Trials Experience

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

The data described in the Warnings and Precautions section reflect exposure to IMFINZI in 1889 patients
from the PACIFIC study (a randomized, placebo-controlled study that enrolled 475 patients with Stage III
NSCLC), Study 1108 (an open-label, single-arm, multicohort study that enrolled 191 patients with
urothelial carcinoma and 779 patients with various other solid tumors), and an additional open-label,
single-arm trial that enrolled 444 patients with metastatic lung cancer, an indication for which
durvalumab is not approved. Across all studies, IMFINZI was administered at a dose of 10 mg/kg
intravenously every 2 weeks. Among the 1889 patients, 38% were exposed for 6 months or more and
18% were exposed for 12 months or more.

The data described in this section reflect exposure to IMFINZI in patients with locally advanced or
metastatic urothelial carcinoma enrolled in Study 1108 and in patients with Stage III NSCLC enrolled in
the PACIFIC study.

Urothelial Carcinoma
The safety data described in Table 2 reflect exposure to IMFINZI in 182 patients with locally advanced or

metastatic urothelial carcinoma in the urothelial carcinoma cohort of Study 1108 whose disease has
progressed during or after one standard platinum-based regimen. Patients received IMFINZI 10 mg/kg

intravenously every 2 weeks /see Clinical Studies (14.1)]. The median duration of exposure was 2.3

months (range: 1 day to 12.1 months).

Thirty-one percent (31%) of patients had a drug delay or interruption for an adverse reaction. The most
common (> 2%) were liver injury (4.9%), urinary tract infection (3.3%), acute kidney injury (3.3%), and
musculoskeletal pain (2.7%).

The most common adverse reactions (> 15%) were fatigue (39%), musculoskeletal pain (24%),
constipation (21%), decreased appetite (19%), nausea (16%), peripheral edema (15%) and urinary tract
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infection (15%). The most common Grade 3 or 4 adverse reactions (> 3%) were fatigue, urinary tract
infection, musculoskeletal pain, abdominal pain, dehydration, and general physical health deterioration.

Eight patients (4.4%) who were treated with IMFINZI experienced Grade 5 adverse reactions of
cardiorespiratory arrest, general physical health deterioration, sepsis, ileus, pneumonitis, or immune-
mediated hepatitis. Three additional patients were experiencing infection and disease progression at the
time of death. IMFINZI was discontinued for adverse reactions in 3.3% of patients. Serious adverse
reactions occurred in 46% of patients. The most frequent serious adverse reactions (> 2%) were acute
kidney injury (4.9%), urinary tract infection (4.4%), musculoskeletal pain (4.4%), liver injury (3.3%),
general physical health deterioration (3.3%), sepsis, abdominal pain and pyrexia/tumor associated fever
(2.7% each).

Table 2 summarizes the adverse reactions that occurred in > 10% of patients, while Table 3 summarizes
the Grade 3 - 4 laboratory abnormalities that occurred in > 1% of patients treated with IMFINZI in the
urothelial carcinoma cohort of Study 1108.

Table 2. Adverse Reactions in > 10% of Patients in Study 1108 Urothelial Carcinoma Cohort

IMFINZI
N=182
Adverse Reaction All Grades Grades 3 - 4
(%) (%)
Gastrointestinal Disorders
Constipation 21 1
Nausea 16 2
Abdominal pain' 14 3
Diarrhea/Colitis 13 1
General Disorders and Administration
Fatigue’ 39 6
Peripheral edema’ 15 2
Pyrexia/Tumor associated fever 14 1
Infections
Urinary tract infection® 15 4
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IMFINZI
N=182
Adverse Reaction All Grades Grades 3 - 4
(%) (%)
Metabolism and Nutrition Disorders
Decreased appetite/Hypophagia 19 1
Musculoskeletal and Connective Tissue Disorders
Musculoskeletal pain® 24 4
Respiratory, Thoracic, and Mediastinal Disorders
Dyspnea/Exertional Dyspnea 13 2
Cough/Productive Cough 10 0
Skin and Subcutaneous Tissue Disorders
Rash® 11 1

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

2 Includes asthenia, lethargy, and malaise

? Includes edema, localized edema, edema peripheral, lymphedema, peripheral swelling, scrotal edema, and
scrotal swelling

4 Includes cystitis, candiduria and urosepsis

5 Includes back pain, musculoskeletal chest pain, musculoskeletal pain and discomfort, myalgia, and neck pain

¢ Includes dermatitis, dermatitis acneiform, dermatitis psoriasiform, psoriasis, rash maculo-papular, rash pruritic,
rash papular, rash pustular, skin toxicity, eczema, erythema, erythema multiforme, rash erythematous, acne, and
lichen planus

Table 3. Grade 3-4 Laboratory Abnormalities Worsened from Baseline Occurring in > 1% Patients
in Study 1108 Urothelial Carcinoma Cohort

Laboratory Abnormality Gra((i)/eoS -4
Hyponatremia 12
Lymphopenia 11
Anemia 8
Increased alkaline phosphatase 4
Hypermagnesemia 4
Hypercalcemia 3
Hyperglycemia 3
Increased AST 2
Increased ALT 1
Hyperbilirubinemia 1
Increased creatinine 1
Neutropenia 1
Hyperkalemia 1
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Laboratory Abnormality Gra((i)/e 3-4
(1)
Hypokalemia 1
Hypoalbuminemia 1

Non-Small Cell Lung Cancer
The safety of IMFINZI in patients with Stage [II NSCLC who completed concurrent platinum-based

chemoradiotherapy within 42 days prior to initiation of study drug was evaluated in the PACIFIC study, a

multicenter, randomized, double-blind, placebo-controlled study. A total of 475 patients received
IMFINZI 10 mg/kg intravenously every 2 weeks. The study excluded patients who had disease
progression following chemoradiation, with active or prior autoimmune disease within 2 years of
initiation of the study or with medical conditions that required systemic immunosuppression /see Clinical

Studies (14.2)].

The study population characteristics were: median age of 64 years (range: 23 to 90), 45% age 65 years or
older, 70% male, 69% White, 27% Asian, 75% former smoker, 16% current smoker, and 51% had WHO
performance status of 1. All patients received definitive radiotherapy as per protocol, of which 92%
received a total radiation dose of 54 Gy to 66 Gy. The median duration of exposure to IMFINZI was 10
months (range: 0.2 to 12.6).

IMFINZI was discontinued due to adverse reactions in 15% of patients. The most common adverse
reactions leading to IMFINZI discontinuation were pneumonitis or radiation pneumonitis in 6% of
patients. Serious adverse reactions occurred in 29% of patients receiving IMFINZI. The most frequent
serious adverse reactions reported in at least 2% of patients were pneumonitis or radiation pneumonitis
(7%) and pneumonia (6%). Fatal pneumonitis or radiation pneumonitis and fatal pneumonia occurred in <
2% of patients and were similar across arms. The most common adverse reactions (occurring in > 20% of
patients) were cough, fatigue, pneumonitis or radiation pneumonitis, upper respiratory tract infections,
dyspnea and rash.

Table 4 summarizes the adverse reactions that occurred in at least 10% of patients treated with IMFINZI.

Table 4. Adverse Reactions Occurring in > 10% Patients in the PACIFIC Study

IMFINZI Placebo'
N=475 N=234

Adverse Reaction All Grades Grades 3-4 All Grades Grades 3-4

(%) (%) (%) (%)
Respiratory, Thoracic and Mediastinal Disorders
Cough/Productive Cough 40 0.6 30 0.4
Pneumonitis’/Radiation 34 34 25 3.0
Pneumonitis
Dyspnea® 25 1.5 25 2.6
Gastrointestinal Disorders
Diarrhea 18 0.6 19 1.3
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IMFINZI Placebo'
N=475 N=234

Adverse Reaction All Grades Grades 3-4 All Grades Grades 3-4

(%) (%) (%) (%)
Abdominal pain* 10 0.4 6 0.4
Endocrine Disorders
Hypothyroidism’ | 12 | 0.2 | 1.7 | 0
Skin and Subcutaneous Tissue Disorders
Rash® 23 0.6 12 0
Pruritus’ 12 0 6 0
General Disorders
Fatigues 34 0.8 32 1.3
Pyrexia 15 0.2 9 0
Infections
Upper respiratory tract infections’ 26 0.4 19 0
Pneumonia'’ 17 7 12 6

' The PACIFIC study was not designed to demonstrate statistically significant difference in adverse reaction rates for

IMFINZI, as compared to placebo, for any specific adverse reaction listed in Table 4

includes acute interstitial pneumonitis, interstitial lung disease, pneumonitis, pulmonary fibrosis

includes dyspnea and exertional dyspnea

includes abdominal pain, abdominal pain lower, abdominal pain upper, and flank pain

includes autoimmune hypothyroidism and hypothyroidism

includes rash erythematous, rash generalized, rash macular, rash maculopapular, rash papular, rash pruritic, rash

pustular, erythema, eczema, rash and dermatitis

7 includes pruritus generalized and pruritus

8 includes asthenia and fatigue

? includes laryngitis, nasopharyngitis, peritonsillar abscess, pharyngitis, rhinitis, sinusitis, tonsillitis,
tracheobronchitis, and upper respiratory tract infection

10 includes lung infection, pneumocystis jirovecii pneumonia, pneumonia, pneumonia adenoviral, pneumonia
bacterial, pneumonia cytomegaloviral, pneumonia haemophilus, pneumonia klebsiella, pneumonia necrotising,
pneumonia pneumococcal, and pneumonia streptococcal

2
3
4
5
6

Other adverse reactions occurring in less than 10% of patients treated with IMFINZI were dysphonia,
dysuria, night sweats, peripheral edema, and increased susceptibility to infections.

Table 5 summarizes the laboratory abnormalities that occurred in at least 20% of patients treated with
IMFINZI.

Table 5. Laboratory Abnormalities Worsening From Baseline Occurring in > 20% of Patients in
the PACIFIC Study

IMFINZI Placebo
Laboratory Abnormality All Grades' Grade 3 or 4 | All Grades' | Grade 3 or 4
(%)’ (%) (%)’ (%)
Chemistry
Hyperglycemia ‘ 52 ‘ 8 ‘ 51 ‘ 8
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IMFINZI Placebo

Laboratory Abnormality All Grades' Grade 3 or 4 | All Grades' | Grade 3 or 4

(%)’ (%) (%)’ (%)
Hypocalcemia 46 0.2 41 0
Increased ALT 39 2.3 22 0.4
Increased AST 36 2.8 21 0.4
Hyponatremia 33 3.6 30 3.1
Hyperkalemia 32 1.1 29 1.8
Increased GGT 24 34 22 1.7
Hematology
Lymphopenia ‘ 43 ‘ 17 ‘ 39 ‘ 18

! Graded according to NCI CTCAE version 4.0
2 Each test incidence is based on the number of patients who had both baseline and at least one on-study

laboratory measurement available: IMFINZI (range: 464 to 470) and placebo (range: 224 to 228)

6.2 Immunogenicity

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

Due to the limitations in assay performance, the incidence of antibody development in patients receiving
IMFINZI may be underestimated. Of 1570 patients who were treated with IMFINZI 10 mg/kg every 2
weeks and evaluable for the presence of anti-drug antibodies (ADAS), 45 (2.9%) patients tested positive
for treatment-emergent ADAs. The development of treatment-emergent ADA against durvalumab appears
to have no clinically relevant effect on its pharmacokinetic profile. There are insufficient numbers of
patients with ADA to determine whether ADA alters the safety or efficacy of durvalumab.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk summary
Based on its mechanism of action and data from animal studies, IMFINZI can cause fetal harm when

administered to a pregnant woman [see Clinical Pharmacology (12.1)]. There are no data on the use of
IMFINZI in pregnant women.

In animal reproduction studies, administration of durvalumab to pregnant cynomolgus monkeys from the
confirmation of pregnancy through delivery resulted in an increase in premature delivery, fetal loss and
premature neonatal death (see Data). Human immunoglobulin G1 (IgG1) is known to cross the placental
barrier; therefore, durvalumab has the potential to be transmitted from the mother to the developing fetus.
Apprise pregnant women of the potential risk to a fetus.
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In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Animal Data

As reported in the literature, the PD-1/PD-L1 pathway plays a central role in preserving pregnancy by
maintaining maternal immune tolerance to the fetus. In mouse allogeneic pregnancy models, disruption of
PD-L1 signaling was shown to result in an increase in fetal loss. The effects of durvalumab on prenatal
and postnatal development were evaluated in reproduction studies in cynomolgus monkeys. Durvalumab
was administered from the confirmation of pregnancy through delivery at exposure levels approximately
6 to 20 times higher than those observed at the recommended clinical dose of 10 mg/kg (based on AUC).
Administration of durvalumab resulted in premature delivery, fetal loss (abortion and stillbirth) and
increase in neonatal deaths. Durvalumab was detected in infant serum on postpartum Day 1, indicating
the presence of placental transfer of durvalumab. Based on its mechanism of action, fetal exposure to
durvalumab may increase the risk of developing immune-mediated disorders or altering the normal
immune response and immune-mediated disorders have been reported in PD-1 knockout mice.

8.2 Lactation

Risk Summary

There is no information regarding the presence of durvalumab in human milk, the effects on the breastfed
infant, or the effects on milk production. Human IgGl1 is excreted in human milk. Durvalumab was
present in the milk of lactating cynomolgus monkeys and was associated with premature neonatal death
(see Data).

Because of the potential for adverse reactions in breastfed infants, advise women not to breastfeed during
treatment with IMFINZI and for at least 3 months after the last dose.

Data

In lactating cynomolgus monkeys, durvalumab was present in breast milk at about 0.15% of maternal
serum concentrations after administration of durvalumab from the confirmation of pregnancy through
delivery at exposure levels approximately 6 to 20 times higher than those observed at the recommended
clinical dose of 10 mg/kg (based on AUC). Administration of durvalumab resulted in premature neonatal
death.

8.3 Females and Males of Reproductive Potential

Contraception
Females

Based on its mechanism of action and data from animal studies, IMFINZI can cause fetal harm when
administered to a pregnant woman /see Use in Specific Populations (8.1)]. Advise females of
reproductive potential to use effective contraception during treatment with IMFINZI and for at least 3
months following the last dose of IMFINZI.

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

Of the 182 patients treated with IMFINZI in patients with urothelial carcinoma, 112 patients were 65
years or older and 34 patients were 75 years or older. The overall response rate in patients 65 years or
older was 15% (17/112) and was 12% (4/34) in patients 75 years or older. Grade 3 or 4 adverse reactions
occurred in 38% (42/112) of patients 65 years or older and 35% (12/34) of patients 75 years or older.

Of the 476 patients treated with IMFINZI in the PACIFIC study, 45% were 65 years or older, while 7.6%
were 75 years or older. No overall differences in safety or effectiveness were observed between patients
65 years or older and younger patients. The PACIFIC study did not include sufficient numbers of patients
aged 75 years and over to determine whether they respond differently from younger patients.

10 OVERDOSAGE

There is no information on overdose with IMFINZI.

11 DESCRIPTION

Durvalumab is a programmed cell death ligand 1 (PD-L1) blocking antibody. Durvalumab is a human
immunoglobulin G1 kappa (IgG1x) monoclonal antibody that is produced by recombinant DNA
technology in Chinese Hamster Ovary (CHO) cell suspension culture.

IMFINZI (durvalumab) Injection for intravenous use is a sterile, preservative-free, clear to opalescent,
colorless to slightly yellow solution, free from visible particles.

Each 500 mg vial of IMFINZI contains 500 mg of durvalumab in 10 mL solution. Each mL contains
durvalumab, 50 mg, L-histidine (2 mg), L-histidine hydrochloride monohydrate (2.7 mg), a,0-trehalose
dihydrate (104 mg), Polysorbate 80 (0.2 mg), and Water for Injection, USP.

Each 120 mg vial of IMFINZI contains 120 mg of durvalumab in 2.4 mL solution. Each mL contains
durvalumab, 50 mg, L-histidine (2 mg), L-histidine hydrochloride monohydrate (2.7 mg), a,a-trehalose
dihydrate (104 mg), Polysorbate 80 (0.2 mg), and Water for Injection, USP.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Expression of programmed cell death ligand-1 (PD-L1) can be induced by inflammatory signals (e.g.,
IFN-gamma) and can be expressed on both tumor cells and tumor-associated immune cells in the tumor
microenvironment. PD-L1 blocks T-cell function and activation through interaction with PD-1 and CD80
(B7.1). By binding to its receptors, PD-L1 reduces cytotoxic T-cell activity, proliferation, and cytokine
production.

Durvalumab is a human immunoglobulin G1 kappa (IgG1x) monoclonal antibody that binds to PD-L1
and blocks the interaction of PD-L1 with PD-1 and CD80 (B7.1). Blockade of PD-L1/PD-1 and PD-
L1/CD80 interactions releases the inhibition of immune responses, without inducing antibody dependent
cell-mediated cytotoxicity (ADCC).
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PD-L1 blockade with durvalumab led to increased T-cell activation in vitro and decreased tumor size in
co-engrafted human tumor and immune cell xenograft mouse models.

12.3 Pharmacokinetics

The pharmacokinetics of durvalumab was studied in 1902 patients with doses ranging from 0.1 mg/kg
(0.01 times the approved recommended dosage) to 20 mg/kg (2 times the approved recommended dosage)
administered once every two, three or four weeks.

PK exposure increased more than dose-proportionally at doses < 3 mg/kg (0.3 times the approved
recommended dosage) and dose proportionally at doses > 3 mg/kg every 2 weeks. Steady state was
achieved at approximately 16 weeks.

Distribution
The geometric mean (% coefficient of variation [CV%]) steady state volume of distribution was
5.6 (18%) L.

Elimination

Durvalumab clearance decreases over time, with a mean maximal reduction (CV%) from baseline values
of approximately 23% (57%) resulting in a geometric mean (CV%) steady state clearance (CLss) of

8.2 mL/h (39%) at day 365; the decrease in CLss is not considered clinically relevant. The geometric
mean (CV%) terminal half-life, based on baseline CL was approximately 18 (24%) days.

Specific Populations
Age (19-96 years), body weight (34-149 kg), sex, albumin levels, lactate dehydrogenase (LDH) levels,
creatinine levels, soluble PD-L1, tumor type, race, mild renal impairment (creatinine clearance (CLcr)

60 to 89 mL/min), moderate renal impairment (CLcr 30 to 59 mL/min), mild hepatic impairment
(bilirubin < ULN and AST > ULN or bilirubin > 1 to 1.5x ULN and any AST), or ECOG/WHO
performance status had no clinically significant effect on the pharmacokinetics of durvalumab.

The effect of severe renal impairment (CLcr 15 to 29 mL/min) or moderate hepatic impairment (bilirubin
> 1.5 to 3x ULN and any AST) or severe hepatic impairment (bilirubin > 3x ULN and any AST) on the
pharmacokinetics of durvalumab is unknown.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
The carcinogenic and genotoxic potential of durvalumab have not been evaluated.
Animal fertility studies have not been conducted with durvalumab. In repeat-dose toxicology studies with

durvalumab in sexually mature cynomolgus monkeys of up to 3 months duration, there were no notable
effects on the male and female reproductive organs.

13.2 Animal Toxicology and/or Pharmacology

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

14 CLINICAL STUDIES

14.1 Urothelial Carcinoma

The efficacy of IMFINZI was evaluated in the urothelial carcinoma cohort of Study 1108
(NCT01693562), a multicenter, multi-cohort, open-label clinical trial. In Study 1108, 182 patients with
locally advanced or metastatic urothelial carcinoma were enrolled. Patients had progressed while on or
after a platinum-based therapy, including those who progressed within 12 months of receiving therapy in
a neo-adjuvant or adjuvant setting. These patients had initiated IMFINZI at least 13 weeks prior to the
data cut-off date. The trial excluded patients with a history of immunodeficiency; medical conditions that
required systemic immunosuppression (not to exceed 10 mg per day of prednisone or equivalent); history
of severe autoimmune disease; untreated CNS metastases; HIV; active tuberculosis, or hepatitis B or C
infection. All patients received IMFINZI 10 mg/kg intravenously every 2 weeks for up to 12 months or
until unacceptable toxicity or disease progression. Tumor assessments were performed at Weeks 6, 12 and
16, then every 8 weeks for the first year and every 12 weeks thereafter. The major efficacy outcome
measures were confirmed Overall Response Rate (ORR) according to RECIST v1.1 as assessed by
Blinded Independent Central Review (BICR), and duration of response (DoR).

The median age was 67 years (range: 34 to 88), 72% were male, 64% were White. Sixty-six percent
(66%) of patients had visceral metastasis (bone, liver, or lung), including 34% with liver metastasis.
Lymph node only metastasis were present in 13% of patients. Sixty-six percent (66%) of patients had
ECOG score of 1 and 41% of patients had a baseline creatinine clearance < 60 mL/min. The Bellmunt
risk score (which includes ECOG score, baseline hemoglobin, and liver metastases) was 0 in 23%, 1 in
38%, 2 in 29%, and 3 in 9% of patients. Twenty percent (20%) of patients had disease progression
following platinum-containing neoadjuvant or adjuvant chemotherapy as their only prior line of therapy.
Seventy percent (70%) of patients received prior cisplatin, 30% prior carboplatin and 35% received > 2
prior lines of systemic therapy.

Tumor specimens were evaluated prospectively for PD-L1 expression on tumor cells (TC) and immune
cells (IC) at a central laboratory using the VENTANA PD-L1 (SP263) Assay. Of the 182 patients, 52%
were classified as PD-L1 high (if ICs involve > 1% of the tumor area, TC > 25% or IC > 25%; if ICs
involve < 1% of the tumor area, TC > 25% or IC = 100%), 40% as PD-L1 low/negative (did not meet
criterion for PD-L1 high), and samples for 8% were not evaluable.

Table 6 summarizes the results in the urothelial carcinoma cohort of Study 1108. The median follow-up
time was 5.6 months. In 37 patients who had received only neoadjuvant or adjuvant therapy prior to study
entry, 24% responded.

Among the total 31 responding patients, 45% had ongoing responses of 6 months or longer and 16% had
ongoing responses of 12 months or longer.
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Table 6. Efficacy Results for Study 1108 Urothelial Carcinoma Cohort

PD-L1 PD-L1 PD-L1
All Patients High Low/Negative NE
N=182 N=95 N=73 N=14
Overall Response Rate by BICR n 31 (17%) 25 (26%) 3 (4%) 3 (21%)
(%) (95% CI) (11.9,23.3) (17.8,36.4) (0.9, 11.5) (4.7, 50.8)
Complete Response 5 3 1 1
Partial Response 26 22 2 2
Median Duration of Response NR NR 12.3 NR
months (0.9+,19.9+) | (0.9+, 19.9+) (1.9+, 12.3) (2.3+,2.64)
(range)

BICR = Blinded Independent Central Review; NE = Not Evaluable; NR = Not Reached, + denotes a censored value

14.2 Non-Small Cell Lung Cancer (NSCLC)

The efficacy of IMFINZI was evaluated in the PACIFIC study (NCT02125461), a multicenter,
randomized, double-blind, placebo-controlled study in patients with unresectable Stage IIl NSCLC who
completed at least 2 cycles of concurrent platinum-based chemotherapy and definitive radiation within 42
days prior to initiation of the study drug and had a WHO performance status of 0 or 1. The study excluded
patients who had progressed following concurrent chemoradiation, patients with active or prior
documented autoimmune disease within 2 years of initiation of the study or patients with medical
conditions that required systemic immunosuppression. Randomization was stratified by sex, age (<65
years vs. > 65 years) and smoking history (smoker vs. non-smoker). Patients were randomized 2:1 to
receive IMFINZI 10 mg/kg or placebo intravenously every 2 weeks for up to 12 months or until
unacceptable toxicity or confirmed RECIST 1.1-defined progression. Assessment of tumor status was
performed every 8 weeks. The major efficacy outcome measures were progression-free survival (PFS) as
assessed by a BICR RECIST 1.1 and overall survival (OS). Additional efficacy outcome measures
included ORR assessed by BICR.

A total of 713 patients were randomized: 476 patients to the IMFINZI arm and 237 to the placebo arm.
The study population characteristics were: median age of 64 years (range: 23 to 90); 70% male; 69%
White and 27% Asian; 16% current smokers, 75% former smokers and 9% never smokers; 51% WHO
performance status of 1; 53% with Stage IIIA and 45% were Stage I1IB; 46% with squamous and 54%
with non-squamous histology. All patients received definitive radiotherapy as per protocol, of which 92%
received a total radiation dose of 54 Gy to 66 Gy; 99% of patients received concomitant platinum-based
chemotherapy (55% cisplatin-based, 42% carboplatin-based chemotherapy and 2% switched between
cisplatin and carboplatin).

The pre-specified interim PFS analysis based on 371 events (81% of total planned events) demonstrated a
statistically significant improvement in PFS in patients randomized to IMFINZI compared to placebo.
Results are presented in Table 7 and Figure 1. OS data were not mature at the time of the interim PFS
analysis.
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Table 7. Efficacy Results for the PACIFIC Study

Endpoint | IMFINZI (N=476)' | Placebo (N=237)"
Progression-Free Survival (PFS)’
Number (%) of patients with event 214 (45%) 157 (66%)
Median in months (95% CI) 16.8 (13, 18.1) 5.6 (4.6,7.8)
Hazard Ratio (95% CI)** 0.52 (0.42, 0.65)
p-value (log-rank)*” <0.0001
Overall Response Rate (ORR)
ORR (95% CI) 26% (23, 31) 14% (10, 19)
Complete Response 1% 0
Partial Response 25% 14%

! Among the ITT population, 7% in the IMFINZI arm and 10% in the placebo arm had non-measurable disease as
assessed by BICR according to RECIST vl.1

2 Blinded Independent Central Review

3 Stratified by sex, age, and smoking history

4 Pike estimator

5 Compared with allocated o of 0.0104 (Lan DeMets spending function approximating O’Brien Fleming boundary)

for interim analysis
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Figure 1 Kaplan-Meier Curves of Progression-Free Survival in the PACIFIC Study
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Time from randomization (months)

Number of patients at risk

Month 0 3 6 9 12 15 18 21 24 27
IMFINZI 476 377 301 264 159 86 44 21 4
Placebo 237 163 106 87 52 28 15 4 3 0

16 HOW SUPPLIED/STORAGE AND HANDLING

IMFINZI (durvalumab) Injection is a clear to opalescent, colorless to slightly yellow solution supplied in
a carton containing one single-dose vial either as:

e 500 mg/10 mL (NDC 0310-4611-50)
e 120 mg/2.4 mL (NDC 0310-4500-12)

Store in a refrigerator at 2°C to 8°C (36°F to 46°F) in original carton to protect from light.
Do not freeze. Do not shake.
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Inform patients of the risk of immune-mediated adverse reactions that may require corticosteroid

treatment and interruption or discontinuation of IMFINZI, including:

e Pneumonitis: Advise patients to contact their healthcare provider immediately for any new or
worsening cough, chest pain, or shortness of breath [see Warnings and Precautions (5.1)].

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

e Colitis: Advise patients to contact their healthcare provider immediately for diarrhea, blood or mucus

in stools, or severe abdominal pain [see Warnings and Precautions (5.3)].

e Endocrinopathies: Advise patients to contact their healthcare provider immediately for signs or
symptoms of hypothyroidism, hyperthyroidism, adrenal insufficiency, type 1 diabetes mellitus, or
hypophysitis [see Warnings and Precautions (5.4)].

e Nephritis: Advise patients to contact their healthcare provider immediately for signs or symptoms of

nephritis [see Warnings and Precautions (5.5)].

o Dermatological Reactions: Advise patients to contact their healthcare provider immediately signs or
symptoms of severe dermatological reactions [see Warnings and Precautions (5.6)].

e  Other Immune-Mediated Adverse Reactions: Advise patients to contact their healthcare provider
immediately for signs or symptoms of aseptic meningitis, thrombocytopenic purpura, myocarditis,
hemolytic anemia, myositis, uveitis and keratitis [see Warnings and Precautions (5.7)].

e Infection: Advise patients to contact their healthcare provider immediately for infection
[see Warnings and Precautions (5.8)].

o Infusion-Related Reactions: Advise patients to contact their healthcare provider immediately for signs
or symptoms of infusion-related reactions /[see Warnings and Precautions (5.9)].

e Embryo-Fetal Toxicity: Advise females of reproductive potential that IMFINZI can cause harm to a
fetus and to inform their healthcare provider of a known or suspected pregnancy /see Warnings and
Precautions (5.10) and Use in Specific Populations (8.1, 8.3)].

Advise females of reproductive potential to use effective contraception during treatment and for at
least 3 months after the last dose of IMFINZI [see Use in Specific Populations (8.3)].

e Lactation: Advise female patients not to breastfeed while taking IMFINZI and for at least 3 months

after the last dose [see Warnings and Precautions (5.10) and Use in Specific Populations (8.2)].

Manufactured for:
AstraZeneca Pharmaceuticals LP
Wilmington, DE 19850

By: AstraZeneca UK Limited

1 Francis Crick Ave.
Cambridge, England CB2 0AA
US License No. 2043

IMFINZI is a registered trademark of AstraZeneca group of companies.
©AstraZeneca 2018
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MEDICATION GUIDE
IMFINZI® (im-FIN-zee)
(durvalumab)
Injection

What is the most important information | should know about IMFINZI?
IMFINZI is a medicine that may treat a type of cancer in the bladder and urinary tract or a type of lung
cancer by working with your immune system.

IMFINZI can cause your immune system to attack normal organs and tissues 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 develop any symptoms of the following
problems or these symptoms get worse:
Lung problems (pneumonitis). Signs and symptoms of pneumonitis may include:

° 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 e  dark urine (tea colored)

eyes
e severe nausea or vomiting e bleeding or bruising more easily than normal
e pain on the right side of your stomach area e feeling less hungry than usual

(abdomen)

e drowsiness

Intestinal problems (colitis). Signs and symptoms of colitis may include:
e diarrhea or more bowel movements than e severe stomach area (abdomen) pain or
usual tenderness
e stools that are black, tarry, sticky, or have
blood or mucus

Hormone gland problems (especially the thyroid, adrenals, pituitary and pancreas). Signs
and symptoms that your hormone glands are not working properly may include:

e headaches that will not go away or unusual e feeling cold
headaches
extreme tiredness
weight gain or weight loss
dizziness or fainting
feeling more hungry or thirsty than usual
hair loss
changes in mood or behavior, such as
decreased sex drive, irritability, or
forgetfulness

constipation

your voice gets deeper
urinating more often than usual
nausea or vomiting

stomach area (abdomen) pain

Kidney problems, including nephritis and kidney failure. Signs of kidney problems may include:
e decrease in the amount of urine e swelling of your ankles
e blood in your urine e loss of appetite

Skin problems. Signs of these problems may include:

e rash e skin blistering
e jtching
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Problems in other organs. Signs and symptoms may include:

eneck stiffness elow red blood cells (anemia)

eheadache eexcessive bleeding or bruising

econfusion emuscle weakness or muscle pain

efever eblurry vision, double vision, or other vision problem

echest pain, shortness of breath, or irregular eeye pain or redness
heartbeat (myocarditis)
echanges in mood or behavior

Severe Infections. Signs and symptoms may include:

o fever epain when urinating
e cough oflu-like symptoms
e frequent urination

Severe infusion reactions. Signs and symptoms of severe infusion reactions may include:

¢ chills or shaking o fever

¢ itching or rash o feel like passing out
o flushing e back or neck pain

¢ shortness of breath or wheezing o facial swelling

o dizziness

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 IMFINZI. Your
healthcare provider may treat you with corticosteroid or hormone replacement medicines. Your
healthcare provider may delay or completely stop treatment with IMFINZI, if you have severe side
effects.

What is IMFINZI?
IMFINZI is a prescription medicine used to treat:
e atype of cancer in the bladder and urinary tract called urothelial carcinoma. IMFINZI may be used
when your urothelial carcinoma:
e has spread or cannot be removed by surgery and,
e you have tried chemotherapy that contains platinum, and it did not work or is no longer
working.
e atype of lung cancer called non-small cell lung cancer (NSCLC). IMFINZI may be used when your
NSCLC:
e has not spread outside your chest
e cannot be removed by surgery, and
e has responded or stabilized with initial treatment with chemotherapy that contains platinum,
given at the same time as radiation therapy.

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

Before you receive IMFINZI, 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
e have had an organ transplant
e have lung or breathing problems
e have liver problems
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e are being treated for an infection

e are pregnant or plan to become pregnant. IMFINZI 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 3 months after the last dose of IMFINZI. Talk to your healthcare
provider about birth control methods that you can use during this time. Tell your healthcare
provider right away if you become pregnant during treatment with IMFINZI.

e are breastfeeding or plan to breastfeed. It is not known if IMFINZI passes into your breast
milk. Do not breastfeed during treatment and for at least 3 months after the last dose of
IMFINZI.

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

How will | receive IMFINZI?

e Your healthcare provider will give you IMFINZI into your vein through an intravenous (IV) line
over 60 minutes.

e IMFINZI is usually given every 2 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.

e If you miss any appointments, call your healthcare provider as soon as possible to
reschedule your appointment.

What are the possible side effects of IMFINZI?

IMFINZI can cause serious side effects, including:

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

o feeling tired e nausea

e muscle or bone pain e swelling of your arms and legs
e constipation e urinary tract infection

e decreased appetite

The most common side effects of IMFINZI in people with NSCLC include:

e cough e upper respiratory tract infections
o feeling tired e shortness of breath
¢ inflammation in the lungs (pneumonitis) e rash

Tell your healthcare provider if you have any side effect that bothers you or that does not go away.
These are not all the possible side effects of IMFINZI. Ask your healthcare provider or pharmacist for
more information.

Call your healthcare provider 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 IMFINZI.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. If you
would like more information about IMFINZI, talk with your healthcare provider. You can ask your
healthcare provider for information about IMFINZI that is written for health professionals.
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What are the ingredients in IMFINZI?

Active ingredient: durvalumab

Inactive ingredients: L-histidine, L-histidine hydrochloride monohydrate, a,o-trehalose dihydrate,
polysorbate 80, water for injection, USP.

Manufactured for: AstraZeneca Pharmaceuticals LP, Wilmington, DE 19850
By: AstraZeneca UK Limited

1 Francis Crick Ave.

Cambridge, England CB2 0AA

US License No. 2043

IMFINZI is a registered trademark of AstraZeneca group of companies.

For more information, call 1-800-236-9933 or go to www.IMFINZI.com
©AstraZeneca 2018

This Medication Guide has been approved by the U.S. Food and Drug Administration. Issued: 02/2018
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B L O e 5% — E ML, @MUk 2 v b L o8 d 5 2 ERWDEOEETH L, UERY A2 M- AR R AR O A
L, [(RAOARAFRERRICBW T, HIED =27 A YIUICHIRR LR IZBI9 2 REBRICEBV T, 10mgkg Ol 2 [\ 5 (AUC i CHARIRE &
MO E TARIZ R E LI- & &2, AUC W CHAKAE 10mgkg (28 D) 8~23 FEIZHYT5) ICRVEIRKRIICH T DR - RIRFELCED H W
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L1 fEOBLEIC L WERIMINT 5 2 E MR ShTns, ] Al e sE52 L, (KAl MHHP~OBITIIRF ST
) IR T 2HEIT, BHERILSEDL 2L, [RFloe AT WRWA, B N IgG XA PICBATT 20T, ARILBATT SRS H
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AENDAH ~DOBATRRD LI TN D, ]
HHEORE | 6. NEE~DEE 7. MRE~OHRE
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1) AFIDAA T AE 1 EHENEY Th Y, REFIZE TR, AL,
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2~8° C TiE 24 FEILIN, SRS TIT 4 FERIUNICE G 26T 25 2 HPEARNER S & L. TR, BRNICERE LN &,
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6) AFIL 1 FEAORAITHY | FHEMLRN &, RANTRWEEDO L L L, BHlEHEIITDRN &,
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1) AANT, MEOEAZAEOK N 02 XX 022um AT A 2T 4 )L H—
(RY =—F )R LR ) 2 LT, 60 3 RIBL B TR+
528 (TR AR oEsi)
2) [ — DT A > & Ll 2 PR RS L2 b
A EDEE | 8. ZOMOER 9. TOMOER
E N/ OEERRBRICIB N T, RANCHK T D2 HROEENHE STV 5, (1) ERSMZEB W TARANCKTT 2 HURDOFEENRE SN TN S,
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ARERE OB MR RD bNic L OWRERH 5,
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XA bb— X Rl #E 100mg
24 MSD A=tk LA s
TKFREH H 2016 49 A 28 H 201841 A 19 H
Bl X5y e RS IR, TR MRS B, TR
LA 1 0 A BEEEZ e MEE/ Zu—FAHURTHY . vURHLE S PD-1 HT | 7 VEE2M4MEO L2 KL T I VA EO HEH 2 KN R 52 R0 E
EORUPERER, W b 1g64 DT L— AT =7 MEEFH» O | TR HEH (CooHseNss00665S15)
D, H 8 228 HFHOT I JERFEIED Pro [CEB SN TS, Fr A =—A | LI (CionHi593N2730334S6)
LA —PIRAIIC RV FEAE S LD 447 D7 XV EBIRFE D72 H H 852 R | /075 @ 144,610.56
KX 218 HOT I ) ERFEIE S5 L 2 ATHRENDIHY V7 ETh
D
HH . 2 I AL TAHhRAT Y <7 GEIGLHI ) LA TR T TV Y X7 (@R )
20mg/0.8mL, 100mg/4mL MR 20.0mL
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EIGIERIEIES TRIGOIBR AN E 72 FEVE A BIBRARRE 7R HEAT - FRFE D IE/ AR
PD-L1 Bt GIBRAREACHEST - 38 DI/l e
FRESUTEAME O AR % Y Lo NE
DS AU IR BRI U T R IB UIBR R AR 72 IR % b B
BEE - BRI | <BIBUBRARELRESREAE> L AESFRIERIGE B 18 D ARHN DA 8 L O MR LT ey,
B4 % A | AFIOHSMLEREIC T AR L EMEITRESE LTV, 2. RFNOWAE ML FRIEI BT D49 K O RVETHENL L TR0,
ForE <PD-L1 Bt DEIBRTRAE R AT - FEFE D FE/ Nt > 3. BRIRERBRICHL AN BT B ORREEFIC OV T, [ERIRRE] 0

(1) ARFIOWHMEFRIEII T DA ML ORI LTy,

(2) PD-L1 #FBL LI EFAMALN 5o DEEG (TPS) (oW T, TERRAURE)
DEONEEZRM U, +0 78 E AT 2 W EE X IMAERRICB T 5%
EICE Y, PDLI ORBAPHERSNIZEBFICEET L2, BECHZ-
T, AR SN ZMIEE WD Z &,

(3) BEHERBRICHAAN BN BH O EGFR B+ ER L ALK @A EET

ORNFEERIN L, REIOF DR VLM E 0SB L7z T, #is A
FEOBRREITH Z &,
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< BAACEFRER IIEE U ARIBEIBRR RS 22 SR 4% b B2 >
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(2) BRRBICHAAN DN BE ORNAREEIC OV T, THRKERE OE
DOARERA L, R OH MR N2V Z o5 B LTz ET, S &
FOBREITS =

(3) A @i?ﬁ@*ﬁﬁﬂb{t%%?ﬁt U CORMERL L EMEITHESL L TV,

Ak - A& <IRIAYIBRRRE 7o PR R 5 il > WH. RASIET 7YY X~T7 Gl -/ z) & LT 1 8 1200mg % 60 4y
W, AR, 2a7 el Xv7 (BEFHEEZ) L LT, 1 | 2mgke | 200 T 3 BREMECTHRMSHET 5, 2B, YIEREOBEENRETHE
(KE) % 3 HEERT 30 320 CRBEFET 2, 2 [\ B AR O SR 30 Sy £ CRIfi TE S
< PD-L1 BH:DEIBRTRRERHET - BROIH/NMIIRE, TR GIBREOH
BEHR % ) UNE, BAALERIERITHE L R RIGEIBRRRE R SR L ST
>
WE. A, NaT e XAvT (BEFEMEZ) & LT 1 [E 200mg &
3 JARIRRE T 30 4y M2 CRIBERET D,
M- AR () hofUEEEEA & OfFRIc O N T, AR LA LT | 1 o PUEEEEAl & OfFIC oW T, BME R O 2L LTV
B~ 2 i v, W,
rorEE 2) AFTEHIC L VEIERNBIA LA IIE, TRESBIC, AFIERE | 2. BHERHIEIAHR 20mL 2 EHE CHREEY . BRAEBRSERN 250mL 12K

ks L, [ MEE) Wl‘%i& G THEEZREAMEE KO T
T DEZ )
BRI PR SLiE

MU, REHET 2,

3. ARG X 0 BEWERARBBL LA 10E, DToEELZ BZIC, AHO
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KAz k45,

MR e

Grade 2 DA
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WCHEERREARS SbNEZERH DD T, RARSK TR OVBEEZ T
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Feh ) KO TRIER ©EBH)

BIEMEMEER D bbb Z L Nb 20T, YIER (B8, MERE

. NSE) OMER KLU X SBREOEES, BlEE +oIITo Z
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20°C, EHICHIRIREEERE (TSH, &k T3, W8 T4 SolE) %
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V' —/b. ACTH S OKEE, MGEBRESOEBLEET DI &,

( TH¥E - MEICEET S LokE) RO TRIEM] 0ERMR)
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JFERERE N H Db Z N H LD T, EMMICAFSEERA 2TV, #
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Bl RO TRWER) »HBH)
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3
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L. WEIZR8ERIK 21T 5 2 &, WEORERISIC X RIEAN DR
Baicix, BIBRESRLVECRIOREEEBETDH L, £l REIRS
MTHRICEERRBERARH LD ENHHOT, REREGKTHL R
FHOWEE BT 52 & (TERRRAER] 0HESR)

(2) MEMEMERERDHDLNDZLRH DD T, KEIOESIZHTZ>TIE, ¥
WEIR (RRURL R B, ik, FEENEE) OREER OMIET X MR o FEhi %,
BEOREE BB T 2L, o, REIEL T, M CT, Mg
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(3) AST (GOT) . ALT (GPT) . Al-P, y-GTP, B U LE V%D FHZMES
JFBREREN S LD Z &N DO T, AAIOE 5 BMART & O 551
HILEMIC AR B A 21TV, BEOREL +0ICBET 28 ([H
KARWER] OEBHE)

(4) FURIRBSREREE . BIBBSREREH R O T RIMBRERES H O bh b Z L 03h
% DT, AHK) OG- D AR ET K OB G5 ] T R FOR R e A
(TSH. i T3, W5t T4 FOHE) FE21TV, BHFOWREEL o Ic Bl
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SICBETSZ L, (TG - AECEETAEH EoEgl KO TFRIE
M1 OEZR)

A LEokE | 3. BIfEA 3. BIfEH

GRIRTIBRTRRE R B R AE)

1) EEGRRR
ENE I FHE (KEYNOTE-041 #8t) <. A4l 2mg/kg % 3 WHMMIET
B b ST 2 RN 5451 42 Bl 34 B (81.0%) ICEITEH D i
Teo ERAWEM (10% LLL) 13, £ 98 6 5l (14.3%) . BEIRmZIREL
26 il (143%) LOWERIES Fl (11.9%) Thotz, (KiRK)

2) YRS R R AR
RSN TARERER (KEYNOTE-002 #fk) T, AAl 2mgkeg % 3 HEFMER T
B 5 &N AT 61 178 Bl 121 1] (68.0%) . K& ONAH
lomg/kg % 3 WM TH 5 S -2 2t g61 179 ik 133 4
(74.3%) WCEIERZRD v, EREIER (10% LLE) &, KH
2mg/kg O 3 WML TEY 40 B (22.5%) . % 5 FERE 37 B
(20.8%) KOV 21 i (11.8%) . AH| 10mgkg @ 3 HHMREESG T
BH 52 B (29.1%) | EOFEIE 42 B (23.5%) . T 19 il (10.6%) K&
V&% 18 B (10.1%) THoiz,
WS E M AAFRER (KEYNOTE-006 %) <. A&#| 10mgkg % 2 M
TG SN REVERAT RG] 278 B 221 61 (79.5%) . K OAH
lomg/kg % 3 WM TH# 5 S -2 2t g61 277 ik 202 4
(72.9%) WCEIEMZRD v, EREER (10% LLE) &, KH
10mgkg @ 2 AHMMBEESG TEF 58 #i (209%) . T 47 Hi

FE/ AR It R Ak S & U 7o [EIBRSE R AE AR ER R R (OAK RBR) TA&
RG-Sz 609 B (AAN 56 BlaETe) (BT, 390 B (64.0%)
WCRIWERRRD Sz, EABERIE. 55 87 Bl (143%) . M.l 53
(8.7%) . RAKIGE 52 B (8.5%) . #EJJE 51 5 (8.4%) . H#E\ 50 H
(82%) . T#HiI 47 5l (7.7%) . % 42 il (6.9%) . % 5 #JE 38 Hi
(62%) % Tholz, (KRR

1) EXBEIER
1) FEEMER  BEERERE (13%) 2dbbildZeindbdo

T, BEOREEZ HICBE L, BEBRD DN E 3R A o#

&Ik 5O ELITI Z L,

FFHgRERE®E, T4 : AST (GOT) #4/ (3.9%) . ALT (GPT) #4n

(3.8%) . Al-P I (1.3%) . y-GTP ¥/0 (0.5%) . U

BN (0.5%) %Ak S e E. Hx (05%) Bdbbhd &

NDHOT, BEOREELH/HBE L, RENED LG EITE

AREN O 5% 1T D5 OME R E 1T 2 &,

3) KBk, BEOTH : KIBEK (03%) . HEOTH (05%) B3dH 5
PDZERHLOT, BEOREELTHICBEL, Ftd 2 T,
M9, AR ORER D & b b - HEITIE. RAlOFR 5 %2 F 13 5%
DY EEITH Z &,

4) BER MR BHERBTEY) ) BbHLbNDZENHHDOT, BEDR

2)
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(16.9%) . J89Z 41 B (14.7%) . £ SFEAE 40 5l (14.4%) . HESJE 32
B (11.5%) . KOVEL 28 il (10.1%) . AH 10mgkg @ 3 HEEFFREE
5C¥ 5 53 B (19.1%) . THI 40 B (14.4%) . & 5 FEIE 39 B
(14.1%) | &% 37 B (13.4%) . BIfm 32 f (11.6%) . H.o 31 f

(11.2%) | MEJ75E 31 1 (11.2%) KOFHEMEABE 31 #] (11.2%) Tho
7o (KFRBHF)

< PD-L1 BMEDEIRAREIRIEST « B OIE/INHENR >

ERILE I AR (KEYNOTE-024 #kBR) T, AA| 200mg %z 3 B/
b TG S R AR G5 154 B 113 B (73.4%)  (AARA 21 B
20 BlaEte) WCRHWERRRD bivi, EABIEM (10% LA k) X, TH
22 Bl (14.3%) | %57 16 B (10.4%) KOFE#E 16 il (10.4%) Th ol
EBR IR I/ MARRER (KEYNOTE-010 #BR) <. AH| 2mgkg % 3 @M
WM T 5 S 7= 22 MR 6k 8245 339 filth 215 61 (63.4%) (HAAN 28
Bl 22 BlEETe) | RUAKA 10mgke % 3 BRI T&R G Sni- et
Broet4ef] 343 b 226 1 (65.9%) (HAAN 34 i 30 #1) (ZRITEHAGEED
b, EREWER (10% LLE) 1. AA 2mgke o 3 HREIFIREE S TR
46 B (13.6%) . BHKHGE 46 B (13.6%) KO 37 fl (10.9%) . AHl
10mg/kg O 3 ERRMEE S TS 49 Bl (143%) KOS 44 il (12.8%)
Thoto, KRR

<EBXIIEBBHEOHHBAKR XY VSE>

Epd:RE O R (KEYNOTE-087 #&ER) T, A#Hl 200mg % 3 MR
ba TG S R AR5 210 B 144 1 (68.6%) (HARA 10 B
8 BlEETe) ICRIERAMNED bz, EREIWER (10% LLE) id, FIRIR
FEREIRTE 26 5 (12.4%) K OVEEL22 B (10.5%) Thotz, KREE)
<BAALRRERITHE L AR IR R 2R IR B b B >

ERSHE RS AR (KEYNOTE-045 BR) T, A#Hl 200mg % 3 #HRERK
ba TG S R VRN G 5 266 BT 162 1 (60.9%) (HARA 30 fi
16 FlEETe) ICRITERZSRD bz, ERENER (10% Lik) X, £5

REA 4yicEisR L, By
O YR AE Z1T O

WD LNIZHE TR O G2 P IT 2
5) 1 BURERRHE - 1 BUBEIRGE (0.

(55
i (02%) Bé& bbb, PEREMES T K—

VARLELRBENRHDHOT, A, B, NRME O OFRBLRC M
BEED FEICFAEERT 5 2 &, 1 BUBERBE A DI 54 I ITAH
DEGEPIEL, A R Y VAE RS 55O R LEEZTT O
&,

6) FRMRASREREE . FURMRBEARIK TE (2.5%) . FURBRMERE S E
(0.8%) ZDHIRIMBEREREENDH LDLNDLZERHHDOT, BHED
WHEZ 0 ICBIE L, BH AR ONZGEITIEARA OS2 k4
DEOMYNRIEEITH Z &

7) BIBHREREE  RIBHEERE (02%) LORIBEERERD S bR

2
&

(
»

iy
™
+
>
2
S
%
Cuy
Ry
+
=
m‘.
[3)}
S
B
g
o
=
B
&
—l
Y

8) TEMAMMEREE @ TERAK (02%) o TERAEMERERS bR
D2 ENBHDHOT, BHEOIREE HIHTBE L. REHF
BIIIAKI OB 5% P LT D5 OMEY LG 2175 Z &,

9) Mige, WK : Wiz (02%) . BEER (05%) Bbbbhd I L
HHOT, BEORELFSITBEL., BEPRDONLGEITITAR
OB 5% P UL SO 2B EITH 2 &,

10) FRERETE KM= =2—o$F— (1.1%) . ¥T > - N —fiEfERt
(0.5%) HOMREENDLDLND Z LNRHDHDT, BEOREL
FOCBEE L, BERRD SN GEIIARR o#R S 2 hikT 2% 0
WE 2B AT Z L,

11) HEEGEAE  EHTE BEERHEY) "bbbnsd e
HHOT, HMET, RigTE, MFERHEE, #TREESOBZEL 50
ATV, BERRD SN HBAICIAROE S 2P IE L, FIERER
NECHIERGT HEOMERNERITY 2 L, £, BIEMEE

i
bS]
2
&
0
&
(\‘l‘.
N
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FEIE 52 B (19.5%) . ¥&97 37 B (13.9%) KOV 29 fl (10.9%) TH-o

Too  UKFRIE)

(1) ERZEIER

1) BEMMRR
RN 32%) BH bbb Z ENnb DT, BEE HoITIT,
B ATED LG E L. AR ORGP LSO R LEZITO Z &,
(M) THE - HEICEET 260 Eodd) MEE#ES) Ko TE
T AR OEBR)

2) K%k, BEEOTH
KR (1.6%) . HEOTH (12%) BbbbNd I Lndd DT, B
ZASITATV. BT D TR MR, MEE QRN bz aic
E. AR ORGP ILEFEOBYRLEZIT) 2 &, [ THIE - HEICEES
LM EOEE] OEEMR)

3) BEEREERARIEMRRE (Stevens-Johnson JEfREE) . LWL
J2 &G k5 AR JE B BE  (Stevens-Johnson JEERE)  (0.1% Kif) . ZALEK
(0.1% Kiil) NdHObNDIENHDHDT, BELTHITITV, BER
RO ONTGEITIE, AFOFGEZ PRI L, WORAEEZT) Z &,

4) FREE
HREE (0.1%) BRHoLbLNDHZERHDHDT, K, HAERRD L
NIEGEIIE, BISRE LML, AR ORGP IEEOB Y 2240 E 21T 5
&,

5) MR E
FiME= 2 —a8F— (07%) . ¥7 > - SU—EERE (0.1% Ril) %
OIEFEE DD oD Z ENHDDOT, BEEHMTITO, BEBRD
LN HEEITIE, AR ORGHILEOREERLELTTH Z L,

6) THREREE, T
AST (GOT) . ALT (GPT) . y-GTP, Al-P, U L E V%D EHEES
IFHERERSE (7.5%) . BT% (0.6%) B BbNDZENHHDT, HEE

W2X527 ) —BOORMIIMERARENHEITT LI EBHHDT, M
WeRBEEDEAVIC D EET D 2 &,

12) EEOKEREE : hHEMFLESEHMAE (Toxic Epidermal Necrolysis
: TEN)  (BEERBAE ) | BERSIEHRIE (RHE (Stevens-Johnson JiE
B GHERBEY) | ZBABE (03%) SFOEEOKEHEENHS
D ZeRbHOT, BEOKREZLZ ICBIZ L, BRENRBOLR
TG IR OF G- % I T 2 FE O RLEZIT O 2 L,

13) BHAERES  AMEEEE (03%) . BAS (HEERETY) | RN
BT R FERPEY) ) SOBHERESD DN Z N
50T, EHHICERERE LTV, RENRD LNTZGE TR
OFEERIET 2EOWY R WEEITH Z &,

14) . BBUGMARE : Ak (BRI ) | SR @l fig e
(02%) RdHobndIERHLZOT, HET. HAJH., CK
(CPK) k&, MR OGRFIA T vy EREOBEE 31T
WV BEDRRD BN EITIIAFR OB G & Pk 5 % O ) 2 L E
179 2 L,

15) Infusion reaction : Infusion reaction (0.8%) 2’&H LD LB H D
DT, BEOREZHSITBIE L, RERRBD N GEITTIAF O
Beh5ahIET2FOMURAEEIT) 2L, F-, HED Infusion
reaction 3% L LNTZIGEITIIAFOER G EZEHIZHIE L, @Y
BEITH L LbIT, JERPEIET 5 £ TREOREBEZ H0ICBIET 5
Z&,

(2) £ DMORIER
WO &5 RBIEMD & b b Eacid, RIS U Cly) 2 4E 2
152 &,
(BRI

5% LL B XA 1%LL E~5% 1% AT
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FAIZATO, BERED SNIZHAITIE, AFIOE 5 IR 0w Y) 22 LB
BITH 2 &, [ THE - HEICBEET 264H EoEi) KO TEEARIER
MEE] OHEEBMHR)
FOR IR AE R
FROR IR BEREAR TE (8.1%) . HUIRIRBERETTIESE (3.8%) . HUIRMR %
(0.6%) EOFRIHEEEREN S SDONDHZENHLOT, BEETHIC
T, BERED LG EITIE. AR ORGP ILSE O 7 0L E 21T 9
L, [ THE - AECEETAEH ok kO TEEREARNE
Bl DHBH)
TEAEEEE
THEAEE (03%) . TEAHERTIE (02%) %0 TEAEHERENH S
b EBHDHOT, BEEHHITITV, BERRD L5,
KA OG- PILFEOEG @ 21T Z &, [ THE - HEICBET 468
M E0EE] kO TEEREARNER] OHESH)
EILE o e
RIEHERE R4 (0.4%) HORIBHERENRL DN Z ENHDDT, #
FhE STV, BERRD SN HAE T, REIO#E S RIS O] 72
WEEITH> 2 &, [ THE - AREICEES 20 LokE] RO TEEAR
FEARWER] OHESHR)
10) 1 BURESR IR
1 BOBEPRAS (BIE 1 BUBEIRF &2 &Te)  (02%) b b biv, FERFIES
K7V R=YRZELBZNNH DT, OB, B, EHZ DR O %
BHLMPEE D LR HEET D 2 &, 1 BRI A DS AT,
AEIOEG w1 L, A R Y VB ORGSEOBWY R NEEZITH Z &,
( THIE - AEICBET 200 EoER] oESH)
11) BEEE
BEARA (0.4%) . RMEMBEEER (02%) FOEEENRHLDLILDL I L
N DOT, EMCEHBEREZITV., BEMEDONSGEICIE, K

7

~

8

=

9

~

JERHESY ESL
FEAPER O . R IR
AE . OWR R R
AN T R o)
Fo, BEEGE
iR R 7 48
ks i O | FER, UE M
(87%) . & | W%, &
BB R | R, HNELE
(85%) . F
#(77%) .
T T~ i
TR WAL, Rl
FRIR 3R WK, RN | RERRE. A
. RxaE | B
Yoo WAk, fifi
%
B2 & % Bo| KE . B | S E B
(69%) . & | REBREE K. T DM
5 B BB . WO
(6.2%) FLBE ., BT,
Rz
HEHR BIfR . Al | R, R
o.M Bk | R,
. i
i3 7T —
) =
e
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1.7 [RIAR IR dh— 5

AN Z8Y % v
= 2 RERMR—E
—REHIB T RLTRYRIT GEEFHEEEZ) TTINVAITT GEGEFHHEEZ)

OG- IEEOEI L NEEITH Z &,
FoiE)] omESHR)
12) BE%
g (03%) BHHLNDZ ENHDLOT, BELE 7TV
D HNTZHEITIE, RFIOFL-PILSEORE) R ALEE21TH 2 &,
13) ik, SR RIARIE
g (0.2%) . BRRGHRUEE (BERY) B bbhdZENRHDHDT,

C T - RSB %

AL 532
NOREDE

KT, M%V\C (m)i# m¢&wﬁ¢¢ﬁﬁu5yiﬁ%
DOEEE 7T . BERED LNEBAITIT. AFO®RE A RIEL,
WO B EITH 2 &,

14) BEGHENE
FIEM A (0.1% Kil) BHOLbLRDZERHLHOT, HAEKT.
W T, PPIRREE, W TREE S OB L FoldTV. BRESRD SN
i, AAloEEERIE L, BITRE T»%/ﬂ@ﬁﬁ#@%mﬁm
BITH Z &, Fio, EREMEAEICL D7 ) —EOoREICER A4
HATT 22 L3 DDT, MIRED B HAEETH 2 L
15) D%
DR (0.1% Kili) RdHbbiLdZ
F. DERREEOBE L 2TV,
OFeEZ I L, WY NEEITH 2
16) Mz, REMEK

ERHHOT, MYE,. CK (CPK) k
mﬁﬁ%b%ﬂt%ﬁmu\xﬂ

Mg (0.1% i) . %E*(m%)ﬁh%bh7’&ﬁ%7®f Bles
ATV, BENRD SN EAITIE, AAI OGRS OB ) 2 L

BxEI1TH 2 L,

17) St i /MRS SR BE P
Gy VL NI 1 4 ﬁf(ﬁﬁﬁ%)ﬁ@%bﬂ7’tﬁ%7@f B
2 R SN LD LTS EITIE, RRlOREERIE L,
RAERATH Z L,

jj:,%ﬁx

WRae ez vy F
= AN
iR Hofn, i /AR
Wb U
KA A
R A A
BRI
R KFrY U A &Y T A
Mg, K7 | E. Bk, K
73 v E U i
A U Y s | oo R R R
E . IR I
K~7xvw |, &by
WNjiik 7 A MLE
Z Dt 9 ¥ | KEED. A B EURE
(143%) . ® | 7=V
v SE | RRIRERL R
(84%) . F& | TE =% pE . &
# (8.2%) . BRI,
LB D S
1 4) FHZORBHIT, OAK RER OB 2508 L. OAK B LIS THsy

SNZRITEMIC

DWTIFHERR L Uiz,
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RLTRYRTT GEEFHEEZ)

7TV VART GEEFHEBZ)

18) ¥R 142 i
%mﬁﬁm(@ﬁﬁm)ﬁ%Ebm ZenboroT, BEE L
W, BERRD NS AIE, RRlOESG AL L, @&%E%H?
Z &,

19) FRIFERHEF
ﬁ%ﬁﬁ(ﬁﬁ*%)ﬁ%%bm7’tﬁ% DT, BEEF5ITATV,

RBOONTZGEEIIE, AR OFGZPIE L, @YRLELIT 2

L,

20) Infusion reaction

Infusion reaction (2. l%) BNHLLNDZERNHDHDOT, BEE+/5IAT

W BERERO GNTIGEITE. ARIOE SIS OMY) 2@ AT D 2
Lo [T - &R ?5&%L@EEJ&0F§Eﬁ%$MEw
DIEE M)

(2) ZDORIEH

LUF ORWER DD b HE 10, ERICH DY Tl L@ 21T 5 =
L,
10%24 F 1~10%A 1 1%A il
i % K Ot A, VBRI | FEEERHIINE. A
U v R Ao R | i ERE A
[ I R
W 5y Wh TR s TSH #400 s TSH J8id
RFEE IReze, HH. 5
oK, I
9, WL BRI
HEE | T Bl WE M | RIS
B, DNz JE | W, TEERR
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Fa v
= 2 ERERM&S—E
—RRRIE RLAT7AY XY T GEEFHBEZR) FTVVATT GEGFHER)
NS
— - A | W e, FEEB B | KRR, RO R
Y = R g A 7Ty | fE, KR
O 533 PHREAR., BE
IARYIN: S L AR PR
K G E K Jifi g& . b &
(O Ry Y. REREZE
JiEE
R kT RARIBGE mhVZURD R
A RE i, Khre o
AffE, KF b Y
U AME, 1KY v
i fAE e U
(G R RANNIRi=N
K~ 7% 2w b
i i PRI I |
mza L 2Asyo—
JVEN
5 i SR BIER . RO, | b B AR . B
K O HE A TR . R K. B, WEk
AR B 00 [N
R THIR . BRE R RURIE ., SEIEEH.
T FEED E KA MR = = —
7 NF— FER
B M OR P vryF=
P Y|
W 0% 25 NIWER I ] 55 VEPE NI R
fi 58 K O
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x 2

R G —%
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RLTRYRTT GEEFHEEZ)

7TV VART GEEFHEBZ)

HOE P
BJE KO
BT AL ik

[Ees

BLEIE, & 5 e
BB, BT, ER
B, RE%, S
B SR. BeE
ANIE 268 NI
WBAESS, 25
PEE D FEIE . W
ik, BELEE, T
RN
i, 1ETY,
1AL

Z Ot (R IREHN

BERE L, RIAUIR R R e B RESEAE . PD-L1 O UIBRARRE R AT - B
DI B, IR SUTHIEIEO IR X 2 U o RRE KOS A
(LRI I L IR TR IR AR RE 72 R IS BRI A x5 & L= N
(KEYNOTE-041 #5r) | #Eshatlt (KEYNOTE-002 K& (Y 006 #kiR) XLl
BEItEFER (KEYNOTE-010, 024, 045 2T 087 k) TAHK| 2mgkg # L <
I 200mg % 3 MMM L 10mg/kg 2 2 BEEA LI 3 HEMB RS L
7o CRBL L ZRIER OOFEMRITHE RICFES <, Z O o iR K& O/ i
IROEH T SN FRITBFEAN & Lz,

SEMABE, BE
Hofe . BEIR R
BB, RLBE, i
B P& G

Z O FRIE, BB

kgl

iy

4. BERE~ORE
— I E S TR BERENME T L TWA DT, BEDIRIEL 40 128 %2
LAaBNbEEICRST DL,

4. FmEE~ORSE
R I IR SME T LTV 5 2 L 8%V 0T, BEOIRIES
BE LA LRECHT T L,

5. 48R, ER. RAFBE~ORE

(1) AAOIERT DB GBI T 2 L RVEITMENL L TWRWO T, Sl TR
LTWDAREMD S 2 & IEICIE, AfFlERE LanZ Lz )f L3558,
LU G TR T 558 TRE LOF RN RS BR D &S h

5. WE5R, ER. RAFBE~ORE

(1) AR OIEIRP O GBI T 2 ZRMEITHENL L TV RWO T, S TR
LTWDHEEMD & 2 & MEicid, Aflaib LenZ L2 iRl L 32525,
L H G THEEGT 256 TR LB RIER R RS Ll S
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RLTRYRTT GEEFHEEZ)
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DHBICOHEETHZ L, Fio, WIRT 2 ATHREIED & D LerEicid, AH
DG R OARFR 5% —E W, BT EEs HWs L5852
Lo URAIE W AR A EERBIIER STy, iR~ 7 I
T PD-1 HUAITHT PD-L1 HiikEHET 5 & WMEENHMT 2 Z &N
WEEINTWDZLhb, HRPOREICHT 2 AK O 1L, KIRICK
L THEREEERFTARERS D, £/, B b 1gG TRENGIRIE
~BITT D Z ML TS, )

) B P OLMICEGT 2HA I ELEZPILSEL 2L, Rfloe M
P ~OBITICET 2T — XX, & b 1gG 3R IcBir+s 2 &
HHHINTND, )

DHBIOHEETH L, Eio, MIRT DAREEO & D ZMITIE, AR
Be b L O e 515 — E ML, EUI 72Tk 2 v 5 K9 IciRET 2%
ol [RAERAVCAERERAEBERBIIERE S TRy, ARIEZES
T & RIS 2 RE AN E S, WREER XUISEER N 5
AREMERH D, o, B b G IEBEABRT LI ZERMONTEY, K
FNIRHEDN B IRIRA~BATT 2 TREMDR & 5, ]

Q) BB G T LA, BLEPILsSEL 2L, [KFloe LT
FAOBITHEICOWTIEARHATH S A, b b IgG ik PALHFICHEH &
nNoZEBRMBNTND, ]

6. NRE~DIRE

6. NRE~DIRE

AF O RGBT D ERIT 2V, HEREGNED bNHEIE. BEFD
KRB Z 0 ISR L, MBI RRERRIE 2 T 2 2 &

R ARER, Hrall, LR, SR OI/NRICRHT 2 ZaMiEM L L vy | KHAKRER, AR, LR, SR T/NRICxH T 2 2 eI LT
W, [EARBRA 2D, ) VW, [EARER 2, ]
7. BERE —

8. BAH EOBERE

(1) FHEYRG
C SRS ERET . SATVERE LRV,
cNATNEFRICE L, ARANCRFET 256 1CE, BT, 25CUT
T 24 RN 35 2 &,
- BERINC, RIRHBESECOFELZ BRI LV HERT 2 2 &, Mokl 1
NRDOLNDLGEITIE, BEETLZ L,

(2) TR
« MEE (20mg NA T AVOEE T 0.8mL LN, 100mg /XA TV DA
% 4mL DARN) ZANA TANGHREWY . ARABREERXIIH R 5%
7 R OUBEESFHR O S Sy ZICEA L, REBESY 1~10mg/mL & T
5, MiNy T EPoL O ERSECRINTHZ &, A TV OFEIK

7. BHEOER
(1) AR
1) AR, BRAERAEIKUSMIER Lz &,
2) FARERIFHNEENRT 5 2 &,
3) ARGRR L, RRgIESCICEAT S Z L,
2) H5E
D) 02XZ0R2umDA I T A NE—%ERTH L,
2) REEEORE L, SIRNKER G, SlFEL LN &,
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Fa v
% 2 RiERMS—E
—RRRIE RLAT7AY XY T GEEFHBEZR) FTVVATT GEGFHER)
BEREET L L,
- TR TG SR &,
- RFNIRAFR 2 & E 20 ARIRE T I HETRET 25610,
25CLARC 6 BERILIN T 2~8CTHEE 24 ReILINICHE 35 2 &,
TR & WPTRAE L7258, BERICRBASy 72 HRICET Z
&,
(3) & 5HF
CARFNE, A TA T 4 E— (02~5um) EHEHL T, 30 T
TEIRANE S5 5, RFOSEHFEIITbRW &, [ THIE - A&
DIAL )
C[F— DT A v EEHE Lo IEA E O RS L2 L,
9. ZOMDER 8. TOMDER
(1) B OERKRBRIZIE N T, RANCRHT 2RO EENRE ST (1) ERADOEKRRRIZB N T, RANCKT 2 HUEOFEENRE ST
Do Do
(2) BRIV T, RANT K 2169 % 1 AR s A B A F2 e < (2) =7 A YPVZAKHAI Somgkg % 1 [\, 26 BERKERS Uiz # kA
ToREBI T, TS 22BN 1 99 OB B A DHE TR D BT, BT, M A RERE RNRBD 5N L OBRENR D D,
YERRAEH H 2017 4 12 H 2018 4F 1 A
FHAE MM | - -
FH A
fii %
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1.8 IRAFSCE (%)

AN Z8Y % v

EPN

1.8.1
1.8.1.1
1.8.1.2
1.8.1.3
1.8.2
1.8.2.1
1.8.2.2
1.8.2.3
1.8.3
1.8.4
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FEEER OV EMA

EI—

5
ARG T 5 M55 & OB HGEEZ LR IR T,
MERUVEMAE FREED
ACTH Bl R AR A T
AESI HFHINEAHEFS
ALT TI=VT ) N TUAT 2T —F
AST TANRGXUEET I ) NF AT =T —8
AUC ILY7F HP g - e R T T A
CCDS BEPET—H2— |
CI 15 X FH]
CTCAE A E I m AR
DLT FH il PR
HR NP — Kb
IgG1 a7 a7 v Gl
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1.8.1 $hEE - IR () RUZDEERM
1.8.1.1 SheE - IR ()

[%heE - 2R

IBRANRE 72 R AT AT D FE/ Nl e e
<%hkE - HRICEAET HERALOTED>
1. A&RH 2 & TP R BRIRER IR BET RO bR o T BB EHR LT 5 2 &,
2. AHNDW AL EIIEITIIT D AR O BTN L TH7Ruy,
3. THRIREGRE) DHONEZBI L, KAIOH IR L a2 40 CBifF L7z BT, BISEs
DERZATH Z L,

1.8.1.2 EE - R () DRERML

UIBR R RE 2R M AT AT NSCLC (AT — M) HAZx% L Lz EHELES 0 ik
(PACIFIC #BR) (I28BW\ T, AeiAl %25 0 b BN AR RO RIE R I T 23R D I W R I
%L, BEFMEEE % PFS & L CTF 2 b\~ T OFENE & ZeME 751 R L ik U CEME L
TRER, T2 1VL<7 10 mgkg QQW A HME G352 L K0, 77K LR LR
\ZAE72 PFS OIERZ 7~ L (HR: 0.52; 98.9%(E XM [CI] :0.42~0.65; p<0.0001 [j&hllw 7
JWE] ) . TR LHRMET 112 B H LW BRRMICERDH D PFS OWEE /R LT
(T a2l \~THET168 WA, 7T7BREETS6 M H) . £7o. 12 ARS8 4 H B
D PFS X T 2 W \v< THE, 77 BREETENEIL55.9% (95% CI: 51.0, 60.4) vs 35.3% (95%
CI: 29.0, 41.7) . 44.2% (95% CI: 38.8, 64.3) vs 27.0% (95%CI: 21.9, 53.3) THY ., T =2/~
TEETHRGRARIRS D 2 b — NG5 TUW e, FANCHE U2 EEMENTIC L 0 PFS
AR ES Tz, £, PFS OME X, FEBYEE S PD-L1 KBV EMEZ ST, TORE L
ETOESEMICBWOTIRD b, BRIRIIT 2 /LN b~ THET 284%, 77 B REET 16.0%
THY, Tal <7 TEL, ZOMEILPFS OFEREE L —BE LT\, ZAHDORER
X, B LR A% O UIBRARRE /2 RFTH#EIT O NSCLC (A7 — 1) BHFIZBWT, T =
NS TN RIFRERARRIEDIER 2 769 2 L 2R LTV 5,

ZEVEICBE LT, Ta Vb~ T B BREE R L, BHEARERZEE T T 7 A vk
H LT, il RS 13T 2 VL~ TRET 33.9%. 7T BREET 24.8%0D B
THESNEZN, ZNHDHFELDIFLEALIZCTCAE Z/L— R 1 XiE2 THY., Z'L—F 3 Dff
&%/ HOHR MRS 2 DD CUIXMTRE CHEIC R & 2137 (T a S~ T8 3.4% vs 77
TAREE3.0%) . ZL— R4 0FERTRE SR -T2, 2B, BENRERNT 2 V)~ T HE
D 1.1%, 77 BREED 1.7%DBE THRE SNT-, EATREFEFESL (AESD 2o\ L, 7
TERBZH L TT 2 b= T RHECHIEIZZ WERRH -7 (8B [202 vs 10.7%] . 2
K [17.9% vs 7.7%] . FURIBHEEEIS THE [13.3% vs 3.0%] M OSHRRIRFERE TTHESE [10.1% vs 3.0%
1) B, Zhbix, ZoHA 7 FATHEALNHHDOTHY, 1T A LT CTCAE 7 L—FK 1
i 2 T, EHENRIBEATA RTA NIV EHEAETH Y, IRRERGOPILICED Z 13/
Motz, BEMNMEMEOEEFROBBRNICET % Kaplan-Meier fRATFERND . 7 2130~ 7




1.8 IRAFSCE (%)
AN Z8Y % v

PR INTZEEICBWTEWHIMZ8 L CREMEEOFERREHY 27 MR &I,
I IEME O EHL O BRERBLRIIHR GG 6 WAURIZIE—ETHY . FOREYIZHIZY
BRI E RO H D EIME A BN ERAREI N,

AARNERIZE T 2HMEORERIT. 2EOFHRLE B L TWe, BRABEDBE SN TND
72, BARNEMTOREMNET —# OMFRITER L TITOMLERH Db OD, BARNEMIZEKIT
LRENET 0T 7 A VI L CREERO T 7 7 A L E—B LT\, Millsigk, B el
NEREM & L TOTHORETHEWEEE THRE SR, BERER L RBICZL0HES
DELIEZ7L—FR 1 Xt 2 THY, ZJL—FK 3 0HFEGL (T 200~ TRE 5.6% vs 77 2REE
25%) ROMEGEHICEST-FS (Fa L~ T8 6.9% vs 77 BREE 5.0%) OIS .
POEREEB L O 7 B AR CHEEICR Y Do tz, BENRERNT 2\ v~ TREL
TEARBETE 1 FlHRE SN (14% vs 2.5%) o ZHHOFEZROMHEITAARNER & 2ERERT
W%T%otof??fﬁf%ﬂ%;ﬁwﬁffﬁiéﬂfwé LD AEGIIEI LR
%ﬁ%& WETHDLZENRBEND, &AL LT, BAANEHICB T ST 2L b=

T$7m77/r/1/;tﬁ<ﬁ¥7)>0 FARER LD TH o7z,

INHDOZ EnD AL REIER ICHEIT 2R I BIBRRREZe RATETT O NSCLC (A
T—V ) BECEBTHT 2/~ T HMEEOREWIZ_RT7 v b URAZ a7 7 A)L
HIERICRBAFTHY . 7 a7~ ISR BT T D8 ipE@ ik L e 0 155 &
b, Ko T, #hig - 2R () % [UIRARREARRPTET OIE Ml & 3E L7,

¥, AIRE ¢ BRI, KGREAE ORIV T THIBRARE R RFTEIT O/ NI IS 31T 5
RIBBIE A UL OHERPRIE] LleoT,

1.8.1.3 Hee - MRICEEIT HERALDIE () ORERM

BRE « ZHRIBIE S S LOER (R) ORERIIZLLTO L LY TH S,

L AANZ K VIR SR E/T L0123, AR 2 & T LA U BRIER IR BE T
RO BN T BB B RITTNE EEZIRELT,

2. REIOWERACFHBFIEC BT DA IR OLEMEITHEL L TN ENBERE LT,

3. WISEFOBREITO BT, THRMAE OEONRZRM L, REIOADER V2
EHOCERT A ENEETHDL EEXRE LI,

¥, AEE - DFRICEE S DM EOERIZ, KEFEADOEBRICBW T TORHE L o7z,

<zheg - ZRICEE S LM EoiEE>

AENOW AP TFIIEIZ I T DA RN OV EPEITRESL L TH2RUY,

1.8.2 A% - BAE () RUZORERM
1.8.2.1 R%&-AE (8)
(A% - RE]

W RAZIET 2 v b~ GRG ) & LT, 1A 10mgkg (IRE) % 2 @B T 60 4%
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LA B2 TRl EE S 5,

<AZ% - REICEAEY 2EALDIED>
1. AOFUEMAEGH & OO OW T, ARIEKR VRPN L TR0,
2. AAEEGIZLVEWERBER LIS EICIE, TRZSBIC, AR 2REUIPIE L, BRZ2AT

7T &, [ MEE) . MEEERE) | THEEQEARKER] KO TERZEWEH] OEZM)
RI1EM FERE D AL 167

\ =
e
FEE
»g
o
gt

J1L— R2DEE

KA ZARHES D, 2

RIS BE A NVE AT
L R=ynr  MHET 1~
2 mg/kg/H TR L,
HHHE T 5.

T L—F 3 X4 084

KAz hikd 5,

B R R E L H E
L R=ym AT 1~
4 mg/kg/H TR L,
HAT %

7 L— R 2 T ALT (GPT) #f
L <% AST (GOT) 73AEvE(
FIRD 3 fE~5 FLLUTF X3k
B UL E N HHEE EIRO 1.5
fE~3 FLLFETRmL =%

AN
=

7 L— R 3 T ALT (GPT) #f
L <% AST (GOT) 73AEvE(
FERD 8 HFLAF Tk e Y L
BN EAEE FIRD 5 fELLT

KA ZARHES D, 2

R BE AR VE CH A T
L R=Ya #ET 1~

o e FCTHEML7=SE
IFRAEe - : = 2 mgke/ A CHAfA L, i
71— K 3 T ALT (GPT) #& e,
L< 1% AST (GOT) 73FEuEfE °
EIRD 8 fH# Tk e ) e
VNIEYEE EIRO 5 fFEE T
BmL=58
AHFEHIET 35,
ALT (GPT) # L <I¥ AST
(GOT) AHEHEE LR 3 %
B E UL B S e fE
LR 2 fEEE ML, K
FIAMIRR D3 72 NG A
7 L—R2 D56 KF %kt z, o | MIBERESVEAAET
KW/ A o
- © | BT 5,
o B e - JERDLET D FE | i o e e
e I R A A g | RIS BT
HESE - AT,
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F a2 v T
e s i B REAR I I U C AR
ig%%%ﬁ 7 L— R 2~4 DEA RV E A TR A 4T
5 [e]

Rl B PR RE S 42
/T EARFERE
K TE

T 1L— R 2~4 OFE

RS ET B &
TRA & kST
Do

R B ARV AT
L R=Y BT 1~
2 mg/kg/H TR L,
BT S, Eo, BER
FEMRIZIE U THRLE Al
FIEZAT D,

T 1L— R 2~4 OFE

RN LIET D &
T A A & KRS
D4

B ERFEARIZIN CTA v A
U > TOREZHMGT
60

JL—FK 2 CTliEs V7 F=
VS EEYEE ERRA L < 1FeN—
ATA D 1.5~3 fE5E THEIN
L7255

KA ZARHES D, 2

1L —K 3 CiEs7 v F=
VINNR—RAT A D 3 (EEEE

Rl B A ' A T
LV R=Ym ARET 1~

B s Sl s
Bald U< 1AL UERE 1RO 3~6 [5 2 mg/kg/ A THEAL, i
“i’% :i“El/El\ S .
T L5 K 5 H T 5
JL—F 4 Tk LT F=
UNEEYEE LR D 6 fFHBE T
BmL=58
7 L— K2 T 1 @B Bk
L7856 KR RS2, 2 | BIBRERVE e
e 7 L— 3 08hA vk=Y BT 1~
P S 2 mg/kg/H TR L., #
Sl k4 DA KBRS B, | BT D,
Beh5 2 L | BTN CTRIR K
. 71— K1 XiT2 o%E (TG 2 BOR | H AV E A ORI G
Infusion + 7 P EET S
reaction i — .
JL— K3 Xt 4 0FE AR &2 IET 5,

1) 2 L — RIEZNCI-CTCAE (Common Terminology Criteria for Adverse Events) v4.03(Z%#E U %,
2) BWEH OIS CTAAIZREE L, BIBRE R VE ARG 217 9, JERSE L, & L <3k
TR DN WERIITRIE BE R VE CAIOHEEDS L < 1T @bl o 2 5519 5,
7 L— R1LLF & T E SN BRICIRRIE G R VE A O E D7 < & b1 AT TT

9. IREELE,

BIERN 7L —RILTETHEL, BIBFKERLVEVRIORGEN T L F=Y R

AL T10mg/ H UA T £ TIRE SN BICIIARI OS5 2845 2 L kS,

3) RERBIRDNEE T & oW B RIE 338 3 L7256 .
5 Z &, ERFICARVMOREREEREASEER LSS,

JRIREEE D723 D453 72 B R Gl A1 T
7 L— R3DOFEIERH OB 3 & 5O
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PiEZE L. 7 b — FORWER OB R G2 HIET 5 2 L, RIBRERVE CFORE %
FRIDHZ L,

1.8.2.2 Rk - AE () OXRERML

T 2 Wb~ T OHESER I - HEIX. PACIFIC 3R TE A L72 10 mg/kg & Q2W T 60 43 fHILA
BT TR L, REET IR TERVWEERR X Tk T 52 L Th D, AHE - M
B, BRRBR N OJEERRBROMEE 2T — 2y Mok o THEEENTWS, UTICERFTA
EERT D,

o ARV EITHEEBEE 2SR E LT VT E 1 AR (D4190C00002) (21T HE4e:

B LOIEMERHRORE . 10 mgkg Q2W X% 20 mg/kg Q4W D ik « HE £ THERIRE
Pt (DLT) 23588 biieinoiz,

e PACIFIC FRERIZBWTHRRMICERD & 569 LOE B LT 1 7 7 A L)
B STz,

o [EIRIEMENRE HN)FICH S BERBEEOENR : 7 2L Vb~ 7 OEYENEIT 3 mgkg
PLEo QW BHCHEMMEEZ RT L5127 (M7 7RE 5 50 pg/ml) | FEAEBALO5E
ERfAMPR SN, REMEMEES I 21— a U TET 2402007 10 mgkg
Q2W 54412, 9%HBOEHE THIE N7 7IRETH S 50 pg/mL LLEIZE L, ERENLO
SERREIRIER SND Z E DR E NI,

o IERRIREEBRAT T T I EAS < BFEREEOERN © 7 2/ < 7 10 mgkg Q2W &5
2L > TH T ZIREFRAE 100 pg/mL # (BT /L~ U A2 2 e RIEGHRENH 2315 5
NT=T 2~ 70O BEEREEE) NER ST,

e PACIFIC RERICE S IBEER-AIMEMTICL 5T, T T7BRBEL AT, T a1
TG EETIE PFS BNIERET 25 Z R ENT, EFIREETOT 2 /v )b~ TRFEEN G
VMEE PFS BEWZ AR TN DT NITERO bz, i, T a7 #E
DRRT 4 v NaeZEZ T HEEOEYHEIZBNT, T2l VT ORE 7 )T 7 A
DOTNRT LI E WO REDRENH - T=7-0 L Bbihvbd,

e PACIFIC B DR MM REMICBN T, T2/~ 7 10 mgkg QW & 5% Mg
7% i & et & OMICBIEMEITRRD b o T,

o T aULvT 10 mgkg Q2W BEHHIT 2.9% (45 /1570 Bil) (CHIERMBURSFIL LT,
PUEB AR SUIHRHUR D FIEN Z 2B T LRt 2 m T O N o B 7 v A T3
D HIVT, RHEEREEMEhREMANTIC X > THEMTUR OIFIEILT 2 L v~ 7 3R Eh I i
RINZER D B DBy RIF SN EARE T,

LLEX Y, NSCLC BEICKIT HIGENREK OEH AR LT 17 7 A L, W ONZEAHT
&0 D ORBRORAE 2 T, YIBRARGEZRJHFTHEIT D NSCLC BFICRIT 2L - HEL [
W ORNZIET 2 v b~ s z) £ LT 1A 10mgkg (RE) % 2 BHFRKET 60
S ENT CREEHET 5, | ERE LT,

¥, A - BRI, ARBEOBEICEONT HEE., RACET 20 b~ 7 GEIG 7-HiLit
z) & LT, 1A 10mgkg (KHE) Z 2 WEFMRET 60 /HILL BT CTREFHES 5, 72720, #&
EHIIZ 12 VA ETET D, | EhroT,
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1.8.2.3 Ri% - AEICRAET 2HEALDEE () ORERML

Ak - HEICBET DA EOER (R) OBRERLIILTO LB TH D,

Lo AH 2 OHCENERELA & OFF U 7ZBROAE Je OV BPEIRRESL L TR oo, i IR
R OBLRAHREE Lz,

2. T a7 ORRARBIZE N T, SRR EHFRVE U BRI S AN E D T2 FIfE
MEET LT Y AL (53511 HBM) (- TRAERS KOERMTONIZ, R, £<
DHEFRNPART N Y ALEMMAT 5 LICEVEE Lz, REEEZEEZ, BbN
B ARG & B CCDS MBS 7o, AAIDMER S 2 BRIV T, A7 v
VA LZFRICER S5 2 &3 A7 BBUCEN S LB 2, CCDS 22 BICHIEL - &I
B B LovEE & U TROE Lz,

ek, Mk - AEICEET DM EOERIX, ARREEOBERICE W TLIT O & o7z,

<M - HEICBEE S 260 EoEE>

(1) RLOTTEMEIELH & OBERIC SN T, FRMER ORI L TRy,

() AAEZ LD AWERDBFEE LB AT, TRESBIL, AROREELEETDHZ L,
(Mg o MEEES) | TEEZEARER] RO TERZEIER) OEHZHR]

RIVEA s L&
Grade 1 LLNICEET 5 F
Grade 2 D4 ) -
P R TAFNZ RIS B,
Grade 3 X% 4 DFE KA OS2 H LT 5,
AST # L <I1Z ALT MNEEYEE EBRD 3~5 fiF
DLF. XiFe U ey BNEEME ERO
L5~3 L N E THIN L7258 Grade 1 L FICEET % %
AST # U< 1% ALT 23 EEuEf IR 8 {51l | CAAIZIRIET 5.
T, X UL e NEE[E ERO 5 1%
UUTFETHEMLEZSE
A RE e =

AST # L <% ALT 2V RO 8 %
. T U e N EEEE ERRO 5 %
HETHIIN L5 A

AST # L <13 ALT 2 AEUEME FFRD 3 %
. O E UL E N FIRO 2 fF
HETHI L, RFILSMTIR R A 22055

KA DOP G2 T 1T 5,

Grade 1 LLMIZ[RIET 5 %
TARK|ZIRIES 5,

Grade 3 X% 4 DFA AEIDO¥e 5% R 135,

Grade 2 D&
K2« T




1.8 IRAFSCE (%)

AN Z8Y % v
| 7EH g AL
FROIR IR RE T
JE. BB HEER JERNETET D £ TAK
. IPPNTUN
& Flistgge | 0P 0w RIS 5,
KT E
JERNETET D £ TAHK
HME PR ~4 DIGE
1 BB R v Grade 2~4 D Sy
MiF 7 V7 F = DR ER X3 —A2 T A | Grade | A FICRET 5%
VD 1.5~3fEFE THEIM L7566 TARK| ZIRIES 5,
RS mig s v 7 DN FEYEAE B RRSE 4
B2 LT F = N EEUE(E N2 5
L 3 R E TR L FAORSERLT S,
Grade 2 VC\\ 1 ﬁFﬁﬁuL%ﬂé"%}% L/f:j%/ﬁ\ Grade 1 JJ\—F&:IEI@‘@A%) i
Grade 3 DA TARK|ZIRIES 5,
B Ji e
Grade 4 DA AEIDO¥ 5% R 135,
ARFN DR G- % Il L <
Grade 1 X% 2 DFA TX G 2 50%80H 3
Infusion reaction b
Grade 3 X% 4 DFA KRB H- %2 1E3 5,
Grade 1 LLFIZ[EIET 5 F
TN
Fassopi | Omde 2 XE3 0% AR R B,
A
Grade 4 DA AEIDO¥e 5% R 135,

%¢ : Grade |d NCI-CTCAE (Common Terminology Criteria for Adverse Events) v4.03 I[ZH#E U %,

1.8.3 FERALEDIE () RUZDHRERL

AFNOE A EOEE () 13 TERHERLRAMA SCEOTRHEEICOWT)  CGRIEE 606 5.
M2 59 H. Rk 9 4 4 H 25 BN AKON TEEMHERNOM A EOEETHEEHEIC OV T
(HEFEE 607 5. R 944 H 25 AfF) ICHEIL L . BRRSRBREE I O X R E LT,
€35

1. AHNT. BEFICFORIETE SEBERRICE VT, DNALFEREIC 72508 - B a
DERD Y & T AFIOME AN EY &R SNDIEBNZ OV TOARETHZ L, /2, 18
PEBAIRIZ S B, B XIIZF OFEICHA R Qe s+t L, REZ2E T 65
THZ L,

2. FVEMERESE (RSRRERRR 2 i) b Sbil, HEICESTEf b IEENTNED

10
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T, IHER (B0, FRORIREE, ik, FEEGE) ORERR M OWIET X Misds o F2ii s, Blgs
ETATO 2L, £, BRENRBOONLGEICEIAROREGZPIE L, BIEEERVE
YRIOBRGHEOBEYVEZIT) 2L, ( THE - ARICEET MM Eorg) . MEE
b THEERERER] KO TERZEWEH] OEZM)

(R EARAL)

2.

ARFNOWEGV 2 D7z AFNTEEERFIC o336 TE D ERMEICHB VT, AANZONT
DA-53 7205 & DS AALFIRIEDRR 2 FFOEMIC L D S o <& TH D, £z, 16K
BRICHESE D AT OFBEITH LTiE, BWEEBR O L E O, AFOERIC LD
B L fERMEZ TR L, FEEZBRLSERDH D Z LNGRE L,

AFNDEFEATERIZ N T, AF GRS FEEMERRE (BRI lgE 2 5 Tte) ZF0E L,
FECAZE S THEBIDHE SN TND Z Linh ARRGHROBEBILZ, RENBO LR
DA FEM, W ONCAFILEE O DWW T, FHIEEMRE T RE ThH LT ORE LT,

AHFND RS xt LIBBUE D BEERE D & 5 BF

[£E] (ROBHFICBEELENIE)

(R EARAL)

AN DRk UVIBBUE DB D 5 2 BE TlI, BERT LA —RISZE 2 TR H
HZEMND, EEO—EHREESFHE LTRE LT,

1.

(1) BHOREREBOGOUTEMERF L I3HEFEMED B CREREOMEROH 5 EH [AC

(2) VEMERRE (BaSBRrElg 2 &de) Db 2 8E T OBIERE D & 2 8 [N

EERE (ROBEICTEZRICEETSHL)
REIREDPHEET 2B Th B’ H 5, ]

B BBMEIIRR 2 5 T) BRI IEES 2Btnr b s, 1 ( MEE) . TH
G- MECEE S 260 EoWEE) | THEEQRERKER] O TERZEEM] OES
)

(R EARAL)

(1

2

AFNI ORI RICEEE KT T -0, BOREREBOAIFXIIBEREEZET 285 TiE. B
O IR B OB D 5\ O 350 B O BIVE 2N B O EST 2 Al et 5 2 L v bk
E L7,

MMM R (SRR ERIR A 2 &) OADFUIBEED & 5 BE T, AFIEG%ICE
B 7o VR VER R B O R IME R R & & de) NSRBI 2 aTREMERN H 0 . ARFI D #
HIZBLTHOICHERETOIRLERH DL Z ENOEE LT,

(1)

EELGERWIRE

ARFN O T RGBS LD | BEORESISITERN TS &5 2 b Dk R ECR
BAHLONDZLRD D, BEETHITATV. REDPRD SN HEITIE, BEDRE
FORIZ LD RWEH ORI 2 BB L, BEORERRBW 2175 Z & BEORERIGIZ K 5 E
TERAEBEDN 58I, BIBRERVECAIORGEEZEET LI L, T, KRS

11
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ETRICEEZREWERARNH 5 bND ZLBnH DT, KEFRGHK TR BBISEZ 212479
Zl, (THRE - HEICBEET 2 EolE) KO TERAREIEH) 0HEZH)

(2) MEMERTEE EBRIERIRE 2 i) BN obnd Z ENnH 50T, YIHER (B
o, PR IREE, Wk, REENG) OREE M OVEE X MRA O FEMESE, B A it 2
Lo Fo, BEIDS U THWE CT, MjF~— " —%om&z2FEwmI o2 L, (M85 |
THIE - HEICBEET A4 EorE) o MEREKRS) KO TERREIEH ] 0HESR)

(3) FIREREERERE T BIRPRRERTE K VT RAEEER S N D bbb o Z L 3D DT, AAID
P55 BRAART R O G I E IS IR IRERRERR A (TSH., f#fE T3, izffE T4 DM
E) ATV, BEOREEZ+SICBIET L2 L, Fo, KBS U TMF aLrF Y —,
ACTH %D E, BMEMmEFORMHEE TS L, ( THE - HEICEET 6
FoEFE] KO TERZEWER ] OEEM)

(4) AST., ALT. y-GPT, B UL EVED EFEZMHIIFEERERHODND Z ERHDHD
T, AFIOF5-BRMGET L O 5 P X EICITSRERAE 21TV, BEORREZ +431
Bldrz ., (THE - ARICEET 240 EoEE) KO TEXZFEIER] 0mES
)

() RMEREMEER, REREBERFOBEEENDSDOND Z ENHLDT, AAIOEG ML
AT M O G- T E RIS B e 21T BB OREBE T IcBl8 75 2 L,
( UL - HEICEET MM EorE) kO TEXRZEIEMR] OHEZH)

(6) Infusion reaction 3% HHIVDH Z LR H V| 2 [B] H LABEDO ARAFIBEG-FFZ $ Infusion reaction 73
HobNDI ENRHDHDT, AFFGEHIZERESEORELZ HDICBIET 2L, 22
¥, Infusion reaction 2338 LAV G A ITITHE U R E 21T & & I, FERNEIET S F
THREOREL Il T o2&, ( THIE - ARICEET 268H EoER) KO THE
KREZEIWER ] OHEZH)

(FX EFRHL)

(1) BHEGZIZEEPFRO DA, WBEORERISITEKRT 2 OO REEEZ B E L
72 EC. @UNZERBZMI 2T TV ZENRMETHY . FBE OGRS RIA &
SO AEAITIE., BIERERNVE L RIOBRGEIZE AR EITH) ZENEETHD Z L
B, KAZEE LT,

Q) AR EZRICRBLT HBEN0H 5 MEMEMER (SRR 2 5 Te) 2828t L.,
HIE LA BL LT 2728, WIWER ORI G MRE 2 BV 7272 ZEREETHDH Z
Enb, REZHE L,

(3) ARG RICHEIT 2BLNDH 2N W FS 2 LR L, e 2P 5720,
BE A RIEROERERWVEBIE - EHNRELZERNES ZENRERTHL I END, K
HAE LT,

(4) ARG HZRICREBLT 28206 5 ITHEEEEREFES 2 Bkt L, BELEIET 5
72O, BB EZERN-ZTE ZEPREBETHLZ b, REEZRTE LT,

(5) AHLERZRICRBLT H2BENOH 5 EEEMESFSLZBEYICHRTE L, JEELEZHIET 5720,
EHI R Z EMN 2T ZENREBETHLZ D, KAZHE L,

(6) AHNL, FtAERBFITH Y . —BANCHREA O EFARNTEAIZ X D Infusion reaction Z 5 ELT 5
ZENHBILTUV D, Infusion reaction 23FEHL L 72BRICIE, WUIRALUEEIT O & & BT, GER
NEMET 5 F CTEREORBBIERZIT) ZENEETHDLZ LD, REZRE LT,
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3. EleRA

< GIBRAREZR RFTEST D FE/ N B it >

F 4 R PUEME S A 2 O 7o AR TE L P U BRI E R SR B T 338 B2 D - 7o BIBR AR
RE7e R FTIEST O IE/INRaifiE B 2 3t S & L= ERR LRSS I AHEER (PACIFIC #BR) 20
T, REIDEE S 475 B (HARAN 72 BlzETe) H 322 #il (67.8%) IZERIWERDED B
oo ERRWERIZ, 2 73 il (154%) . HUREREEEEIK TE 50 61 (10.5%) . TH#1 46 {3
(9.7%) KON PERTEE R 46 B (9.7%) Th o7z, (KGREF)

1) EXGEMEA

1) FMEMHESR (RHRERBLESD)  FEEMER B BEREE % 5 1e)
(13.9%) BHHLILDZ ENRBHDHDT, BENHO NG EIZIE, ARG 2R IET 5%
OEGI7REZITH Z &, (T#E) | THE - HRICEES 268 Eorg) | MEEER
B RO TEHEREREE) OHESH)

2) K&, EEOTH : KiHK (04%) . HEOTH (04%) BHoLDLNDLZENHLHD
T, BEOREEHSICBIE L, FiT o ML @R, EZEOERDERO b SEE I,
KB OG- 2 1k 5% OWE B 2475 2 L, ( THE - HEICEEST A8 H Loz
DIAZR)

3) ERIRBEERES . FUIRIEEEIS TIE (10.5%) . HURIRFSRETCHEIE (6.9%) 0D FIR AR
EEENRDLLDLNDIZ ENH DD T, BEORELZHDICBIERL, BRERROLNTEHEIC
I, AFNEARIES D EOBWY L EEITH) 2 L, ( THIE - ARICBEET 268 EoER) &
O TEERLARNER] OESHR)

4) BIBEHEERES : AIEHESE (02%) FORIBEERENH LD Z ERHLHDT,
BEDORREZ TICBIE L, BENRD LNEAITE, AR ZIRES 25002 0L E 217
S5z &, (THIE - AEICEETAEH LorE] kO THEEREANES] OEBR)

5) TEAHEERES : FMEEEEIETE WEERY) o THREEREERO DL Z L
NHDHOT, BREDIREZBIE L, BENSHEOOLNHAICE, AR EIKRET 250020
BEITHOZ L, (THIE - ARICEESTZMH EoER)] RO THEEREARNER] OES
)

6) 1 BUBERRSR : | BUBEIRIE (0.2%) 23 HbiL, FEREES T R—=Y RZELBEN
HHOT, A, HEL, EHEOFHLMPHED RIS EE T 5 2 &, 1 BB RE N DR
TG IIARRIERIE L, A A VHRKIE R 5T 25Oy EEZITH> 2 L, ( THIL-
FEICE#ET DM H EoEE] OHESMH)

7) FF#SEEREE. FF# : AST. ALT. v-GTP. B UL B0 FH-A20E 5 FFekbeREE
(3.6%) . & (0.6%) NHHONDZ ENHDHDOT, BEDIREL HDICBIE L, BENR
D OHNTEEAITIE, AR OEEA2 P IET 250U R0MEA1TH) 2 &, (T - A&
THHEH EoEE] KO TEEARERNEE] OESH)

8) TBEF : JRAEHIEMEER (HER) | REKEER (02%) FEOBEENH DD
ZENRHLOT, BEORELZHFICBIZE L, BRENRD GNIGEIIE. AAlo&k S5 29Ik
T HEOWY R EEITH 2L, (THIE - ARICBEEST 28 EoER) RO THEEZRAR
MEE] OHESH)

9) ik, EREBREE : ik BEAE) | BBmRAE (BEARY) Bebbhd &
NHDHDOT, HIMET., B, CK (CPK) EF. M ERORF I A7 oy RS0
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ATV, BEDRO ONTIGEITIE. AR OFREG-E2 T IET 5 FEOMURAEZIT O Z L,

10) Infusion reaction : Infusion reaction (1.7%) W& HDLONDHZ LNHDHDT, BEDIKEE
Bl L, BRENRD SNGEITIE, AROKR G %2 T IET 5 EOMURLEZ1T S 2

Lo (THE - HEICEET HEH EOEE)] RO TEEREANEE ] OESHR)

2 xotoEIER

10%L4 E 1~10%ATH5 1% 158 FE A B
L J1% T O FEIE, BURER
WK - MRPERZEK. | g E s
fiti 2% £ ER
NEIR o5 SE R
A7)V
W
AfEs s | ®\Ew (A
” 4 K. IE K,
RIEA RY) | O
e e g
o TSH k5. TSH PR
AT K ARE
T ST
N 77 K
B . pfpen E%ﬁ@ PR R
M bas T, EE
Zofth FERL PR T

FEHFIEIE, ERRIEFS IARRE (PACIFIC 35) (3 DEIERICESEHM L, MO BKRHS T
RO LI FRITHERH & Lz,

(R EARAL)

AEOFHEICIE, EEILFEE I AHRER (PACIFIC #BR) 23R\ TR0 bt EREIEM 25D
L7, b, ERRWEMIZ TERZANER] U3 T2OMORIERH] OIIZREEHR L TV 5 ER
DO 5, FEBBELDOEmNS D& L7,

TERZEWER ] KO TZOMOBIWER ] OHEIZIE, AFFERGHICRIRT L REEDOH 5 55
%, CCDS |ZHSERE Lz,

KRG ORBUEE X, EEELEF I FHRER (PACIFIC E5R) ([CBIT2RIWERICESTHEI L
Too Fio. EHEEILFEZ M MRER (PACIFIC #BR) ([ZRB W THEN <, oK HERS CHE
ST T EAREEEIK TIE, Ak, MBTRARE, EW (K. AR, Ry | Dy,
PREBIE M OHERINEE I S>WTIE, TBEEARE] & LT,

4. WEBEE~DERE
— R E ISR AR T L TWA Z ENRL VDT, BEDWREL IR LN S
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EHEICERG T L,
(FREARIL)
R OFE R, S ICB T 2 HERGOLEMLITRO N2 b DD, ElE Tld—
AN AEBBEREDNME T LTS Z NS, EERMILZAERNBEELLTVWEZS 2 bND Z
EMBERTE LT,

5. MR, EiR. BAEF~ORE

(1) AFNOIEIRET O 5124 5 L EVEITHESL L TWORWO T, 1 TR LT 5 "TREMED
b DM, AR ERG L2 L EFRIET 50, RUaS TR 55810135 % -
DAEEMENERIEZE BA % LM S A BaIcoBEET5 2L, £i2, HET S TREMED
& B MEIZIE, AR G- R O G- — IR, WU 2l E2 VS KO8T 5
Z L, [(RAlOAEERABERBRICBW T, TR =7 A POTEHEIRSNI R & 3 £ TR
Flafeh Lz & &2, AUC LB CHEPR & 10mg/kg (235 1) 2 MREE B 26 5ITHY 3~ D 1%
R T, RTHHE & Pl U CARIRB N 31T D IR RO SE T S OSHTZAE I DB T DO HE N D338 B A
72o B b IgGLITMREZEIET 2 Z ERMBLNTWD, £/, PD-1/PD-L1 #F X RHAN VTR
CEIEERIC L D HIRMEFFICEZE CTH Y . AR RITIE~ ¥ 228\ T PD-L1 RO EIC
L OIMESENEINT A Z ERREIN TS, ]

Q) B HERET AL, BlehibsEs 2L, [(KAloe NREFHLF~OBITICET S
TSR OR, B b IgG IERATICBITT 5 2 LM bR TS, £io, HHRY =2 A ¥
WOV RBRIZB O THEERFR AR OLIT~OBITABRO TV D, ]

(BREARAL)

(1) AHNOERRERIZ BN TIHERIT I T D R 70 < . ZRMEITML L TH W2, 18
B EOBIEMENERMEEZ ERID LB SN AGARICOAKET RETHLZ ENLEEL
Too FTo. HRT D AREMEO H Dl ANTxE L TiE, IRIRA~ORBN OB ERE T 1=, K
FI D G- Jo OAAI e 515 DOREGELZ DT B Mk 2 Fodl L 7=,

Q) AFlOE NEAF~OBITICEET 27 — X 13720 A, Yrd AW EZRICE W TARAIN A
BRI ~BIT T2 2 E BRI TNDL Z bR E LT,

6. INREADEE

IRHAKER, AR, LR, SR I/ NRITRd 2 22 R OB I E IS L TuZeuny (ff
FARRER IS 720N

(R EARAL)

AAN ORI, KHAKRER, #raAll, AR, S 3/ 9 268 AR 2
<. MR OHEINEIZHESLL TN ELLEEL-

R

o

7. HALOIEE

(1) AR
) AREOALTOFIEEWNGID TH Y | REAIEZ S E 20, AFNIE, BEOICHAIGER 21T
5z &,
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2) TRHANCREERYSCEEN NI L2 BRI K VHERT D2 &, AFIE, BE~fheE
DODEA~FHEANEET DR TH D, WY, BEOEIIREERERYNRBO 5N DEAITMH L
AR

3 ANATIOUTREEET, WMLBEBHR LN L,

4) MEEENSATIUNLHREIIY . ABEEK XII5%7 R 7RO S5 S Y ZIEA
L. EREZI~15mgmLE T 5, ANy 752 @o< W KEESETRMTSZ L, AR
W 2 RS TR S ¥ 72 by,

5)  PARLARITEECNCER T D 2 &, AR E T ICHEHETIRGET 256, 2~8°C TlH24kF
LAY, SIRARAF TR IR 52 B35 Z &,

6) AFNTIEFEHORKITHY , FEH LRI &,

7 A TIOVHEORIRITBERETHZ L,

(2 #®BEEF

1) AANE, EEHOEABAMEOERN02T022umA > T A T 4V HF— (R =—F )L AL

ARUBIE) AMH LT, 600U ENT CaM#ETLIZE (THE: AHE] 0oESs
&)

2) [F—DERT A v 2 LA 20 RRRR S L &,
(R EIRAL)

AFNIFARREAITH D Z b, FHRE LK OB ERHICB T 2 B W EoFEZ2EEOMH Lo
EEESEIL, REPET —X v — MIESERE L,

AFNIPERANTH L Z LD, WLWIREHEHFRIC L DWRLFIE R O ATREMEIZ B 2 11 B
AT 1% D B K O BRI O PR A8 BR BT B9 % T K OV AT O eS| %?é&a N 2% g
MEDEFEZZEIC, REPET =4 — MTESERE L,

8. EDHOEE
[ENOBRARRBRIC ISV T, AFNTHR T 2P OREA BT ST D,
(BERAL)

PUR D ENEA~DIEAERIEECIRIR RIS BIR D & 2 HY B RE~ O 5 BITHERE S LTV R0,
AFNDENS DEFIR BRI I TAAL ﬂ#é#%?éﬁﬁiéﬂt;&ﬁ% RE LTz,
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IMF-0.1

guodoobbugoooon

201846 H 1ERL (BB 1iR)
HAKEERG S o R
—MEEERF— 874291
ENBYHENPD-L1E/ZO0—F )Lk
— -y, m R E N prE LA
SomENE W SERR =TI Tz 120ng [ gy | Lo
EB-EMEONAECLMERTEE — [ L —
N SRR R -
4:7‘{ I 2 e 500mg ey =
iy % {Jg;;ﬁ[/'( HAEERTC2~8CT LNV GEIETFAERZ) 85 [EIRAE A 20174E5H
o SO - L5 4204 (NI m D IMFINZI® Injection 120mg, 500mg
BRI 228
(s BIfER R i
1. AFNZ BEARFC 05 s TEDERE M RICBW T, WAL EE FTEE 1 il 6 £ Grade2 D& Gradel})ﬂrgﬁl@@‘é
W o T 1 - AR BR AR DR I OBE T, ASHI DA FR 2% 514 FTAAERIET 2.
ENDIEBNTDNTDAIE 595, T RREFIAIC TS, B Grade3 X|34055 13 AHIOFLZE LT D,
MIZZDOFEIETE N R OEB 2T AL, [[EES TN Ry el - AST#HLULIZALTASEMEE | Grade 1 LA FICHIE T %
59228, ERRD3I~5/LLT ., U | ETARIEKRET S,
o U I B e ) s - EUILVE LA A LB
2. Fﬂﬁﬁ’liﬁmﬁfgi‘ﬂ (ﬁﬂl%ﬂtﬁ‘liﬁmﬂﬁkéaﬂ) ﬁxd;)")bil‘ %tl;j:f)f:’_ 1.5~3fE  FETHmLE
JE BB E I TNDOT, FIHIER (E U0, 0 R, gk, 5§ Be
BV DR RE B O SR X R DO FE S Bl e+ 7528 % - AST#UIZALTAS S M
- R IOLN - B A AR DR 5 [ B i 2 o ERROSELUT, 3UIFEY
t: i %75;” gﬂ’l\{ir & UEZ!SZJ@jfxff aEPftl/‘ ﬂﬁoﬁz ;-m“}b P A EIOS
T AIOERGHEOE YR EZTIIE, (THE- HRICHET S LU FECHUILA 8
i L@*(EFJ CHEE G THE AR RO TEKH ASTE UZALTA T [ | A RO BT 155,
RIS EROSIEHE, UIBE))
E A RO SEE
FTHML=85E
[2Z2] (RDEBFHICIFIZRELANIL) - ASTHULIZALTAS Yl
AN DER M VB BRE DBE Db DB E EIRDO3 . DRI
Er R ERRO2f5E
. . ETHEML., AF LM
(4R Rk - TE1K] A
1. HER KWig T |Grade2 0By Gradel D\ I3 %

INAT IV ETZ0DRR & & ETAHIEAIETS,

R 7e 44 AT Y A EE120mg \ AT T EES00mg Grade3 X134DHE AN GAH 1195,
BENE FIVINIVRT GG LR Z) FAOIR IR B BE JT 1| Grade2~4D85 5 JERMNRZETLHETA
==y I BB RER 2. Az 5,

/ 2.4mLH120 10mLH1500
R 2 AmLT 120me 10l 500mg TR T
L-EXF2 4.8mg. L-EXF22 20mg. —
L-EAF V> B KR P|L-E X F 2 > S 6k VRBEIR A Grade2~ 4085 ERNRETHETH
Ry 6.5mg. 27mg. HZEARET 2,
RoNB—27KF14) 250mg, MoNaO—27KF1% 1040mg. B RERRE MiEZL T F =2 NEAEME || Gradel DL FicEIE T2
ARUVILR—R80 0.5mg RULR—F80 2mg BRI N—A51>D1.5~3| L TAKIZIKIET S,
2 1&& %i’(i%bﬂbti%ﬁ
— — e — M 7L T F = A | A KO S Ed T2,
K724 1371 VAEIE120mg | 137>V ES00mg g e, -
A TESHAI THEmMLS S
PR e~ P B DTS I ~FL % 2 950 A -Grade2 T L Efk#EL |Gradel LA FICEITE T2
I UL E AOHK F2RODIENHD =5e FOARKIEARET D,
pH 5.5~6.5 -Grade3DH &

BB GradeDH} &5 FRIORG%H T 5.
(AR 1.3 Infusion reaction |Gradel X{32DH& AHNDOH G2l L<
129 5Lt) 1345 5 3 B 22 5.0 % ol i

AENL G T IR EOF 71 =— LN\ LAY — G Bl iz N CllE S h T2
5 Grade3 X340 & AREFNOF: HAEH IET 2,
s LEIDSAORIEM | Grade2 33D Gradel LU FIZ[EI1E 9%
[Zhge- 3R] ETARIE KT B,
UIBRABE72 R AT HEA T D IE /N B ATHE L 33U AR VG WAL 2 HOR R ik % GradedD¥i & AR OB GEH T,

DHEFRF IR

Events) v4.031Z#LC %,

¥ :GradelINCI-CTCAE (Common Terminology Criteria for Adverse

<shee-#RICBIET BER LOEE>
AW IR L FRIEB DA LR 2T To73L,

1.
[Rix-AE]

WL R NTET VNIV T GRIZ T Z) &UT, 1E10mg/kg (1K
) 2238 I FE Te053 DL _ BT TRl ffiEd %, 2720, = 5 R %.]
1271 AL TET %, ()
§<Fﬁ3f'FH§(CE§i§T5EFﬁ LoFE> B

(1) fhOPIEMIEZFIE OB FICONT, AR RO % 2 I3

LT, THB )
(2) AFFBGICIORMEMMPFAERLZG L, TRESEIT A 5 BEARANEE

FIDKSEEZE BT HIE, (M), MEER G, (EEAL
AL RO TERSRIE ) OIEEZR) |

(fER LDEE]

BERES (ROEBEICIEECKETSHIL)
(1) BERERBOGH IIBMENELISEAELOE 2R

BOMAROHLEH [HCRERENEETDBENND

T B M A R, (RO AR I i 26 % 5 0) D% B35 U3 = DB

DD S B [ ML IH 8 GRAFR IR 2% &) 358

BET BTN D. ] (MBS THE - RICHET

DA LOEE ] TEESERNER] KO TERSEIER] D

(1) AFIOTHINE HEALAE IR, BEDFRE FONTE R §2L5

A5NDAR R ISR IBRIREENDSON DI EN DS, Bi5¢% 51T




T B RO B AT, B E D% R LBRIE

DOFEHEE L. WY 2T OTE, BEDRIE KT

KBEIERMEEDNDH AL, 8IS R ER)VEFO#k 55

EEBTDHIE e, ARG T RICEBRAIERNHSD

NBHIEMBHDHOT, KK G 7T HBBRE T HITITE.

(T BB S B0 ] Lo | O TE K2 IER ) O

HS )

(2) RV 7 R (RO AR TE I 2 % 25 80) Dis b 52805
DT, FIHRE R CE 0, R0 R 8, ik, 76 2455) DR R I O
BB X AR AT D i 4 BZR2 T M TITE, Fim BEITRL
THIERCT, IE~—H—Z0MmEZETHIE, (M85, TH
% H BRI A EomkR) ., MEER S ) KO TR AR
VER I DIEB )

(3) FURNIRMEAERE, A AEREE KOV T AR AR E D HSD
NDHZENHZDT, AFIDE 5 B ERT K O 5 F e
B HR AR B REAR ZE (TSH. S IET 3. i RE T4 DRIE) 2110,
BEOREZ /MBI THIE, - RESC T )L
FJ =)V ACTHE DKL, B GMR AL DL iH# BT 5T
o (THVE - FHBICBE 2 H L oiEE) kO TEKREIE
1 OEZIR)

(4) AST.ALT.7-GTP. EULE D | 72 E R HEREE E 3 HS
bNBIENHZDT, RFNOHE G- BT & O % G- M idsE
PR AT B RE MR A 21T, BRFOIREEZ T TR T B2,
(T BB 20 ] Lo | O TE K72 IERM ) @
HB )

(5) RHE B ER R, RERRBERZOR EENHSDNDIEMN
HBDT, AFNOBE 5B IR R O3 5 H1 R v e S BN B g
WAEZTO, BEOREZ T ICBIRTHIE, (THk I
BEHE 920 Ry ) B ONTE RAREIVE R DIEZ: ])

(6) Infusion reaction3BHHHNDHIEMNHD, 2 B H LABEDOAK|% 5
iz BInfusion reaction MIHHHNDIENHDD T, AK|#%5-
BRI A B DIREEZ T /TR § 52 L, 7238, Infusion
reactionS OB GV U /R UL B 21T HEEBIT, FERAT
E{ET2ETREFEDREZ T IR THIE, (THE- A&
BEE 9200 D7) B ONTE RARRIVER | OIS ])

BlEMA

<UIBRFEe2BATETOIE/ R AHRE >

B 4 2 P B I A1l AR A UL 22 R R R IR Rt T

INRBOSNIED D7 YIBRABETR R AT E T D IE /N i R 2 5

EUT-E B4 [FE I B (PACIFICRER) ICRW T, AFID R 5S

N7247561 (A A& N 726125 T) H32261 (67.8%) IZEIE R MEED5N

Tz EIRBIERIZ. F95 7361 (15.4%) . FFIR IR HEAE (X R RE S0

(10.5%) . 314661 (9.7%) Je OTEVEL M iy 84651 (9.7%) TdHo7zo

OK8I)

(1) EXEIER
1) FEMMEE (EEHREREREST) MR ER

(AR i 22 ) (13.9%) MBHHiNDIENHDHD
T, BERRDSN AT, AR 520 1ET2%0
WU E R TOIE, (M5, THE - H2ICBE T 508
M EoEE, MEEE S RO THEEREARNEE OHE
ZHR)

2) KBR.BEOTH: KB (0.4%) . EED FH#I(0.4%) A1
HOONBIENBHDEDT, BEDIRREZETMTEERL. 1
5 R, M8, SO IR ZROSNZH AT, AF]
O G2 TR0 BZ TS, (THik- &
IR B0 Lo OIES )

3) ERERHEEEREE : FURIRMEAE I TE (10.5%) . FEIR A B
HETUHEAE (6.9%) Z D HR RIS RERE E DSBS DT END
BOT, BEDREZ T /TR, BEIROsN 5 A&
I3 AFZ AR TEORBYRLEZTITE. (T
IR 2 LR RO THE BRI ARNERO
THS )

4) BIBHBEEEE: HIBHAER L (0.2%) ZORIBHEER EH
HSONDIENHZDO T, BFEOREZ T /MBI, B
MRDENZHEITT. AFIZE KT DE 00 G/ L E 2z
f15Z&, (THE- ABICBEET A H Lok E KO THE
BREARNER DIESIR)

5) TEAMERE FRAKAER ME GEEARH) SO T E
R HERE E MBS ONDIENHHDT, BFEDINIER B
L. BHENZOSN T BT, AFIZ KK T 2500 Y7

WiEEITHTE, (T AR I 26 M Lo &
O TE B FEARRE R OIEB )

6) 1EUFERRE 1 BB R (0.2%) D35, BERFE I~
SR RACELBENDIHHD T, L8, oy, IEHZOF
B MO - FICTmEE T 228, 1B R EED
N BITIAFIZIREL., 1> R "EE 5 T2%0
YL EZEFTHTE, (THTE - A BICEE 26 H Lojk
EIDHEZM)

7) FFHEEREE. FFA:AST.ALT. 7-GTP.EUILE %D EFH
ZPESIFHERERE E (3.6%) . JF 4 (0.6%) SN BT ENH
DT, BEOREEZT/MTEHREL. BENGROSNZGE
W AR O 52 F 1T 2EOEYIBNEZTTIE,
(T HEICEE T A H Lo RO TEESELA
M DIES )

8) BEZE:IRMEMEMEE R (BHERH) . REREKE R
(0.2%) H DB EENDHHSHNDIENDH DD T, BEDIREE
TR L. BENEOSNIZ A AR 0K 5%
IR BEOM URILEZETTOITE. (TH % 2R Eg
Bffif LR RO THEERILANE R OHS )

9) BhK. WEINERBARAE | 75 2¢ (B ARHH) | BB Al ARE (B

FERI) MHSHNDIENBHDDT, i KT iR, CK

(CPK) E&. i RO RPIAT O FREOBZRZ T

SITATO, BE RSN EIAE AR 52 1R

BEDM Y ISERTTHTE,

Infusion reaction:Infusion reaction (1.7%) 23®HHI15Z

EMHBOT, BEDIREE T HTBIRL, BREIRDSN

258103, AFIO% 5% 1L %501 ) s LB ZEFTHT

&o (THE- HRICBE T 26 A FoE) KO TE L

AR DIES )

(2) ZnfhDEIER

10

-

10%L4 E 1~10%A1iE 1%A i AR
e T T
R - TR E KW | 76 7 B,

e W% T D

TIITH

OWEH o5 |8 8% (B
FIE ) O

e
o TSH E 5. TR HIE

Rl TSHE F
IR RRPEENE | BRI
Wi TR
Zol B AR ST

FEE A RIS, [ R R S IAE LB (PACIFICHE) IZ BT BRIMERICHE D EH

HL. thoDEG PRt B 5 TR B UM RIS L 72,

EHMANDES

— I E S TR AEBBEREDNE FLTWAO T, BFOREE T4

TR LIRS EEIC 57528,

iR, ER. 2RI EADIRS

(1) AFIOIEIRH O GITT 2% 2 HEIZMALL TWRWOT, IE
I ATIEIRL TOB HTREM DB D L I, A FIZ 5 Lisnhg
EEIFANET D0, PUERT 5525 A1A3EE Lof 3t
MEBEE ERIDEHB SN2 EICOAEETHIE, Fiz, iE
IR DA REE DB DL EITIT, AFIH 5 B O e 5% —7E
HARE. SR T 2 WD EOTEE T 2L, [AFIDA:FE s
BB BN T, I IR U IR BT RS o0 i R
TAKNE G UI-EEIT, AUCH8: TR E A B 10mg/kglcBiT 5
W 2 B ODRI26 151 2 3 SR 2 T, 5 B iU TIR IR %
TN BT BRE VDI K O Fi 4 VR DFE T O N aE05N 7z,
ENegG U A2 M5 LS TND, £z, PD-1/PD-L1
FRPRVIRHAR R R B BRI R DI IR EE THY, R
FLRIEIRE ™ BN TPD-L1R IS ORE ZEIT K03 3E R A
THIENHEHEIN TS, ]

(2) ARSI HEEIL. ZALeHIESERTE, [AFOEN
AP ANOBITICE T 57T =230, ENgGIIRFAL I
fF2TENHENTND, iz IR 71 )& =325
IZBWTHZIK SR OAITNDBITHERDSIN TS, ]



NEEADERE

AR, AR, 28 91 AN 2% et R OFE
BHPEVEREST LT (f R BR DY) o

BHRLOIE

(1) A

1) AKFONATINEEHENEIDTHO, fRERIZ G 0, &
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4) REEENATIVOSHEEI. 4 AR X135% T R
FEESHRO M/ N7 ITE AL RIRIBEZ 1~ 15mg/mL
ET 5, mH/ N\ T O KO KIS E TR 228, A RIK
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7) NATIVHORERRIIEET DL,
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(1) BEES
F A N DAEFTHE FE T A% 1 0me/kg D B THE G LT
XD RS S BB T A— 5B T

1000
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MERF LNV T BE (ug/mL)

0 7 14
BRI (B)
n=3~4, BT P HZHERE
Cinax (pg/mL) AUC 44ays (day - pg/mL) Tinax (day)
145(51.2) 826(51.4) 0.047(0.044, 0.073)

13 B (AT TR s Tk U (/M A 27
(2) REKRE
B[R] SBIAH R B (PACIFICARBR) TYIBRABER R AT 1T
DIE/INHH BT HE £ BT, ARH10mg/kgZe 208 [l R I C 18 & IR
NERiR 5Lz E0mE P iREEZRT (HAAZED),

PR T e (VB RBHO
FIICIERSEXEA 191 (n=385, 72.4%)
83l H (1% 5-#i1) 120 (n=289, 62.2%)
243 H (3% 5-00) 177 (n=224, 47.8%)
243 H (B 54 THRE) 373 (n=207, 43.6%)
4836 B ($¢ 5-i) 189 (n=166, 71.8%)
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<UIRABE/L R RREFTOIE/ N RafhyE>

VIR Re/R BT ETOIENAR R E BB EZ M RELEERERE
111385488 (PACIFICEEER) »

WIeEB2H A7)V D E 8 % BB R A% O ARTR AL 22 O
BRI B T3R0S N - VIR R e R AT Ef T D FE /N
e i 98 R (WHO Performance Status 03131) 71341 (AFI#E
47601, 7 R EE23761) (H A N 11261 [(ARFI#E7261, 7 51 REE40
Bl 25 Bt BRI, AL FBURFRERIARE 742 H ANICAFI 10mg/
kgE/73 T RO G2BMAL . 238 R R TR EELZEED
BRI RO R 2 WEmE Uz, EEFEIEE ThHH R HEICED
A 3 0 AR 7 T (Fp O (95 %15 FE X THI]) D#E R, AFIBET16.8
[13.0~18.11 1A, 75 REET5.6[4.6~7.81 T A THO, £XNET 5
BRICR U RH#IICE B E EE R Uz ONY —RER0.52[0.42~
0.65], p<0.0001) [J& 5 log-rankfR7E]. 201742 H 13H 7 —% J1w A
R

Median PFS (95% Cl)
*H 168 (130, 18.1)
F5ek 56(46,7.8)
NY— Fi (95%CI)  0.52 (042, 0.65)

DpZ Rt HF Sl
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1 3 1= 1t 1o
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Number of patients at risk
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Durvalumab (Genetical Recombination)
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T3 Fr A Z—ZNLAY — I BEAMIC Z0E A SN D, T 2)LN
VRT3 ASUE DT I B R IEDST2DHEH (1188) 24 B T2 151
DT 2 EEFRILMOIRDLI (k8 2R TH RSN D85 > NV '8
(/T 5:$9149,000) TH b,

GEAESED|

E IR E BB ED b EYICEETHIE,

A3
AT 42T i###E500mg

1)
2)

3)
4)

(BX]
T4V EERE120mg  2.4mL: NAT )L
10mL: INA7)L
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[PACIFIC#B&] . 2017)
N E B (PD-L1&PD-1 K% INCD80&DAH A ME FINT 3 B A .
2012)
tNER (S \BEE iU 7ZPD-L1EDFS &R B 2012)
Stewart R, et al. Cancer Immunol Res. 2015;3(9):1052-62.
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1.9 — A FRCAER D 3CGE
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1.9.1 —H&AAFR (JAN)

—fREAFE (JAN) 1%, TRk 28 459 A 30 HAFERAEFE 0930 45 13 S L v @amsSni-,

(AARL) T a2~ (B z)

(#44) : Durvalumab (Genetical Recombination)

1.9.2 EE—A%HA (INN)

[EBE—#%x4 (INN) %, durvalumab & L C Recommended INN : List 74 (WHO Drug Information,
Vol. 29, No. 3,2015) (ZHUHE S 417z,
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1.9.3 BE&ERF

1) 7 BEIIKROTANLVT o RiES

H 4 El : fMe e 7 vy 2 Uk
H #{ N301 : BESHRE S

H 81 K451 : Hpy7rmtws s
L # C215—H #{ C224, H#H C230—H #4 C230, H#{ C233—H H#{C233 : VAT 4 FiES

L 4
EIVLTQSPGT LSLSPGERAT LS?RASQRVS SSYLAWYQQK PGQAPRLLIY
DASSRATGIP DRFSGSGSGT DFTLTISRLE PEDFAVYYéQ QYGSLPWTFEG
QGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVV?LLNNF YPREAKVQWK
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYAéEVTHQ
GLSSPVTKSF NRGEC
EVQLVESGGG LVQPGGSLRL S?AASGFTFS RYWMSWVRQA PGKGLEWVAN
IKQDGSEKYY VDSVKGRFTI SRDNAKNSLY LOMNSLRAED TAVYY%AREG
GWFGELAFDY WGQGTLVTVS SASTKGPSVE PLAPSSKSTS GGTAALGCLV
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ
TYIéNVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPEFEG GPSVFLFPPK
PKDTLMISRT PEVTCVVVDV SHEDPEVKEN WYVDGVEVHN AKTKPREEQY
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPASIEKTI SKAKGQPREP
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD TIAVEWESNGQ PENNYKTTPP
VLDSDGSFFL YSKLTVDKSR WQQGNVFESCS VMHEALHNHY TQKSLSLSPG
K




1.9 —MATRICR D CE

F a7
F 72 BEEH O HE e
Fuc(al-6)
{ ( B1-4) GlcNAc(B1-2) Man (a1-6)
Galu_z\{ Man (B1-4) GlcNAc (B1-4) GlcNAc

~( B1-4)GlcNAc(B1-2) Man (al-3)

2)
Cos02H10018N 174202004802 (#2237 RSy, 4 A8H)
H 85 Cy12H3401N5800677S 16
L 85 Cio30H1612N2820335S5

3) A'HE
[HA4]

FalN=T g, b b a s T A MY K 1 (PD-L1) (263 B8z e b
IgGl £/ 7 u—FAHFEKTHD. Tal<T1E, Fr A =—ZA b ZZ—FIEHC L
WEEEIND. TaA <70, 451 [HOT 2 BREENG/D H 88 (y1 ) 2 ALY
215 o7 X VBEENGD L8 (k1) 2 K CHSh b2 78 (& : K
149,000) TH 5.

[5&4]

Durvalumab is a recombinant human IgGl monoclonal antibody against human programmed cell
death-ligand 1 (PD-L1). Durvalumab is produced in Chinese hamster ovary cells. Durvalumab is a
glycoprotein (molecular weight: ca 149,000) composed of 2 H-chains (yl-chains) consisting of 451
amino acid residues each and 2 L-chains (k-chains) consisting of 215 amino acid residues each.
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(B3 2) INN iZlNE &= B oRXEICB T 3 ERL—B4H
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B&GES 27-2-B7
JAN (BA4%) : 7err~7 (EaFHEZ)
JAN (Z% 4) : Guselkumab (Genetical Recombination)

7 I )BEIIRTVANT 4 RS

L84

QSVLTQPPSV
YGNSKRPSGV
VEGGGTKLTV
VAWKADSSPV

THEGSTVEKT

H$H
EVQLVQSGAE

IDPSNSYTRY
YKPEDVWGQG
PEPVTVSWNS
NVNHKPSNTK
LMISRTPEVT
RVVSVLTVLH
LPPSRDELTK

DGSFFLYSKL

LEHQ1 : Smyme e ¥ I B HEEN29T : BESURE 6 ; HEK44T - M7k
HEYC226 —HEHC226, HESC229—HEHC229, HEAC220—LEHC216 : VANV T 4 KEEA

SGAPGQRVTI SCTGSSSNIG SGYDVHWYQQ LPGTAPKLLI

PDRFSGSKSG TSASLAITGL QSEDEADYY& ASWTDGLSLV
LGQPKAAPSV TLFPPSSEEL QANKATLVCL ISDFYPGAVT
KAGVETTTPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV

VAPTECS

VKKPGESLKI STKGSGYSFS NYWIGWVROM PGKGLEWMGI

SPSEFQGQVTI SADKSISTAY\LQWSSLKASD TAMYY&ARWY

TLVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF

GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIE
VDKKVEPKSC DKTHTCPPCP APELLGGPSV FLFPPKPKDT
fVVVDVSHED PEVKFNWYVD GVEVHNAKTK PREEQYNSTY
QDWINGKEYK CKVSNKALPA PIEKTISKAK GQPﬁEPQVYT
NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS

TVDKSRWQQOG NVFSCSVMHE ALHNHYTQKS LSLSPGK
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C6414H9894N16.8201996S42 (Z 7 EESy, 4 F8)
H 8 : C2201H330aN5740669S 16
L €4 : Cio00H1557N2670320S s

TENI2TE, B b Ul F B ICHTABEFERLE N g6l £/ 7 u—FABEKTH
B. TENIZTIE, FrA=—ANARZ—PRMIBIC LV ELESNS. YA r<TiE, 4TEOT
I BBENLRDHS 18 2ARVATEOT IV BBRENLRZS LY O8) 2 A CHRINS
WS L NIE (TR0 146000) ThB.

Guselkumab is a recombinant human IgG1 monoclonal antibody against human interleukin-23. Guselkumab is
produced in Chinese hamster ovary cells. Guselkumab is a glycoprotein (molecular weight: ca. 146,000) composed
of 2 H-chains (y1-chains) consisting of 447 amino acid residues each and 2 L-chains (A-chains) consisting of 217

amino acid residues each.

{



HexET 274-B3 ,
JAN (BA4L) 75T+ FF
JAN (% 4) : Pradimotide

Ser— Tyr —Gly —Val—lLeu—Leu—Trp—Glu—Ille
Cs3H7sN10014

FSUEF FiL, O EDOT I BEBENSLRBARATF FTHD, b BN ERMETFZAAE 1 © 1058
~1066 EE DT IV BBEEICHNSTS. {LERIILTORY THS.
LY A-FaI Al A a3 L-af - bV SN T4 VLT AF I LA YR

AT

Pradimotide is a synthetic peptide corresponding to amino acid residues 1058-1066 of human vascular
endothelial growth factor receptor 1. Pradimotide consists of 9 amino acid residues. Chemical name is

as follows : -
L-Seryl-L-tyrosylglycyl-L-valyl-L-leucyl-L-leucyl-L-tryptophyl-L-glutamyl-L-isoleucine



BHEE 27-4-B4
JAN (B&4) : 7 haEFF
JAN (Z% 4) : Latromotide

Lys — Val— Tyr —Leu— Arg— Val— Arg—Pro—Leu—Leu
CeoHi0sN17012

Z b aEF K, 10@@7 /@ﬁ%ﬁ%&é‘*ﬁ‘z«f%bfa’w tbﬂ%*yfﬁa/z\ﬁEKIFSzOA

D 66~T5FBRHDOT I /) BRBIITHL 5 - fegtret Tomy s — - —
L-Y LRI AL Frin-Lrad YL P AR AL RY L T AX=L-L-7a Y LA -

LaAg sy

Latromotide is a synthetic peptide corresponding to amino acid residues 66-75 of human kinesin-like

protein KIF20A. Latromotide consists of 10 amino acid residues. Chemical name is as follows :
L-Lysyl-L-valyl-L-tyrosyl-L-leucyl-L-arginyl-L-valyl-L-arginyl-L-prolyl-L-leucyl-L-leucine



B&EES 27-4-B9
JAN (AA4L) :Far\i<7 (BEFEfz)
JAN (& 4) : Durvalumab (Genetical Recombination)

T I BEBRIIKRRI AT 4V FEE

L&
. FEIVLTQOSPGT LSLSPGERAT LS?RASQRVS SSYLAWYQQK PGQAERLLIY
DASSRATGIP DRFSGSGSGT DFTLTISRLE PEDFAVYYéQ QYGSLPWTFG
QGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVV?LLNNF YPREAKVQWK
VDNALQSGNS QESVTEQDSK DSTYSLSSTL = TLSKADYEKH KVYAéEVTHQ
GLSSPVTKSF NRGEC
HéH _
EVQLVESGGG LVQPGGSLRL S?AASGFTFS RYWMSWVRQA PGKGLEWVAN
IKQDGSEKYY VDSVKGRFTI SRDNAKNSLY LOMNSLRAED TAVYYéAREG
GWEFGELAFDY WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV
KDYFPEPVTV SWNSGALTSG VHTFPAVLQOS SGLYSLSSVV » TVPSSSLGTQ
,TYIéﬁVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPEFEG GPSVFLFPPK
PKDTLMISRT PEVTCVVVDV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY
- NSTYRVVSVL TVLHQDWLNG KEYKCK&SNK ALPASTEKTI SKAKGQPREP
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP
VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG
K *

HEEl: oM /vy I B HEN30L - B85S  H8 K451 BT a7
LE4C215 — HEHC224, HEHC230 — HESC230, HEHC233 —HEHC233 : VALV T 4 FEEE

E&%ﬁ@%iﬁﬁ;

. Fuc(a1-6)
(B1-4)GIcNAc(B1-2)Man(a1-6)\
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Galo_z
(B1-4)GIcNAC(B1-2)Man(a1-3)/

Ces02H10018N 174202004842 (F > /X7 BB Sy, 4 AR$)
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T a7, B NSl T LM%Y 2 K1 (PD-L1) ci%f—maaﬁﬁmzt MgGlE®/ 71
—TARETHD. Tar/ Ve TiX, Fxrd=—IA AR —IEMIIC LV EESRS. FoA L
v 7, AS1EOT I BBRENPORIHE (1 8) 2ARU2ISBOT I ) BBRENSR2S L (k
S) 2ATHRINIBEZ V7 H (HDFE :§149,0000 ThD.

Durvalumab is a recombinant human IgG1 monoclonal antibody against human programmed cell death-ligand 1
(PD-L1). Durvalumab is produced in Chinese hamster ovary cells. Durvalumab is a glycoprotein {molecular weight:
ca 149,000) composed of 2 H-chains (y1-chains) consisting of 451 amino acid residues each and 2 L-chains (x-

chains) eonsisting-of 215-amino-acidresidues-each.- -~ —  — = - T e e



H&FES  27-4-B12 A
JAN (BA&4) :7VVY FIVBTAT L
JAN (3¢ 4) : Tedizolid Phosphate

O
o) H\{f
e \,.-”
H 203P N F

C17H16sFNsO¢P

Y 2B T KEGR)-G-{3- T NF B 4[6-2- A FNWV2H-T kTS —N5-A WNEY D3 A VT 2 =0N)2-7
XVAXFS Y TS5 AN AF ‘ '
(5R)-(3-{3-Fluoro-4-[6-(2-methyl-2 H-tetrazol-5-yl)pyridin-3-yl]phenyl}-2-oxooxazolidin-5-yl)methyl dihydrogen

phosphate



BFES  274-Bl13
JAN (BAR4) : FKyafy—n
JAN (ZZ 4) : Posaconazole

@@@“@ -

H ‘\ CH3
,J

C37H42F2NgO4

4-(A-{4-[4-(BRSR)-5-Q- T T VAT T = Z AN S[(IHA24- N U T =l A M AF AT RS E R 7
FUBANIA FFNT 2= S U -A N} T = =V)2-[(25,35)2-E R ¥ _UF 3 V-
24-T¢ Fu3H124- ) 7Y —-3-F

4-(4-{4-[4-({ BR,5R)-5-(2,4-Difluorophenyl)-5-[(1H-1,2,4-triazol-1 -yl)methyl]tetrahydroﬁiran—
3-yl}methoxy)phenyl]piperazin-1-yl} phenyl)-2-[(2S,3S)-2-hydroxypentan-3-yl]-
2,4-dihydro-3H-1,2,4-triazol-3-one



ZeFEE 27-4-Bl4
JAN (BA&L) 775V Eeo Y on
JAN (3% 4) : Guadecitabine Sodium

CisH23NoNaQ;oP

2-TAX S TFEFIIN(B>N2-TAFITT Iy —F M) UL

Monosodium salt of 2'-deoxy-5-azacytidylyl-(3'—5')-2'-deoxyguanosine

X JAN LS OFERHRIZ, B3FL LTHEELELE,



WHO Drug Information, Vol. 29, No. 3, 2015 Recommended INN: List 74

International Nonproprietary Names
for Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names: List 74

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection
of Recommended International Nonproprietary Names for Pharmaceutical Substances [Off.
Rec. Wid Health Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9);
Resolution EB115.R4 (EB115/2005/REC/1)], the following names are selected as
Recommended International Nonproprietary Names. The inclusion of a name in the lists of
Recommended International Nonproprietary Names does not imply any recommendation of
the use of the substance in medicine or pharmacy.

Lists of Proposed (1-109) and Recommended (1-70) International Nonproprietary Names can
be found in Cumulative List No. 15, 2013 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES: Liste 74

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en
vue du choix de Dénominations communes internationales recommandées pour les
Substances pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7);
1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)] les
dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que
dénominations communes internationales recommandées. L’inclusion d’'une dénomination
dans les listes de DCI recommandées n’implique aucune recommandation en vue de
I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-109) et
recommandées (1-70) dans la Liste récapitulative No. 15, 2013 (disponible sur CD-ROM
seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS: Lista 74

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de
Denominaciones Comunes Internacionales Recomendadas para las Sustancias
Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion EB15.R7); 1969, 173, 10
(Resolucion  EB43.R9); Résolution EB115.R4  (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a
continuacion se expresan han sido seleccionadas como Denominaciones Comunes
Internacionales Recomendadas. La inclusion de una denominacion en las listas de las
Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del
empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-109) vy
Recomendadas (1-70) se encuentran reunidas en Cumulative List No. 15, 2013 (disponible
s6lo en CD-ROM).
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desfesoterodinum
desfesoterodine

desfésotérodine

desfesoterodina

deutetrabenazinum
deutetrabenazine

deutétrabénazine

deutetrabenazina

durvalumabum #
durvalumab

2-{(1R)-3-[bis(propan-2-yl)amino]-1-phenylpropyl}-
4-(hydroxymethyl)phenol

2-{(1R)-3-[bis(propan-2-yl)amino]-1-phénylpropyl}-
4-(hydroxyméthyl)phenol

2-{(1R)-3-[bis(propan-2-ilyamino]-1-fenilpropil}-
4-(hidroximetil)fenol

C22H31N02

CHj

rac-(3R,11bR)-9,10-di[(*Hs)methoxy]-3-(2-methylpropyl)-
1,3,4,6,7,11b-hexahydro-2H-pyrido[2,1-alisoquinolin-2-one

rac-(3R,11bR)-9,10-di[(*Hs)méthoxy]-3-(2-méthylpropyl)-
1,3,4,6,7,11b-hexahydro-2H-pyrido[2,1-alisoquinoléin-
2-one

rac-(3R,11bR)-3-(2-metilpropi)-9,10-di[(*Hs)metoxi]-
1,3,4,6,7,11b-hexahidro-2H-pirido[2,1-a]isoquinolein-2-ona

CigHz1(*He)NO3

rac

immunoglobulin G1-kappa, anti-[Homo sapiens CD274
(programmed death ligand 1, PDL1, PD-L1, B7 homolog 1,
B7H1)], Homo sapiens monoclonal antibody;

gamma1 heavy chain (1-451) [Homo sapiens VH (IGHV3-
7*01 (99.00%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -
IGHG1*03 (CH1 (122-219), hinge (220-234), CH2 (235-
344) L1.3>F (238), L1.2>E (239), P116>S (335), CH3
(345-449), CHS (450-451)) (122-451)], (224-215")-disulfide
with kappa light chain (1'-215') [Homo sapiens V-KAPPA
(IGKV3-20*01 (96.90%) -IGKJ1*01) [7.3.9] (1'-108") -
IGKC*01 (109'-215")]; dimer (230-230":233-233")-
bisdisulfide
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durvalumab immunoglobuline G1-kappa, anti-[Homo sapiens CD274
(ligand 1 de mort programmée, PDL1, PD-L1, homologue
1 de B7, B7H1)],Homo sapiens anticorps monoclonal;
chaine lourde gamma1 (1-451) [Homo sapiens VH
(IGHV3-7*01 (99.00%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121)
-IGHG1*03 (CH1 (122-219), charniere (220-234), CH2
(235-344) L1.3>F (238), L1.2>E (239), P116>S (335), CH3
(345-449), CHS (450-451)) (122-451)], (224-215")-disulfure
avec la chaine légere kappa (1'-215') [Homo sapiens
V-KAPPA (IGKV3-20*01 (96.90%) -IGKJ1*01) [7.3.9]
(1'-108") -IGKC*01 (109'-215")]; dimere (230-230":233-
233")-bisdisulfure

durvalumab inmunoglobulina G1-kappa, anti-[Homo sapiens CD274
(ligando 1 de muerte programada, PDL1, PD-L1,
homodlogo 1 de B7, B7H1)], anticuerpo monoclonal de
Homo sapiens;
cadena pesada gamma1 (1-451) [Homo sapiens VH
(IGHV3-7*01 (99.00%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121)
-IGHG1*03 (CH1 (122-219),bisagra (220-234), CH2 (235-
344) L1.3>F (238), L1.2>E (239), P116>S (335), CH3
(345-449), CHS (450-451)) (122-451)], (224-215")-disulfuro
con la cadena ligera kappa (1'-215') [Homo sapiens
V-KAPPA (IGKV3-20%01 (96.90%) -IGKJ1*01) [7.3.9]
(1'-108") -IGKC*01 (109'-215")]; dimero (230-230":233-
233")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGEFTFS RYWMSWVRQA PGKGLEWVAN 50
IKQDGSEKYY VDSVKGRFTI SRDNAKNSLY LQOMNSLRAED TAVYYCAREG 100
GWEFGELAFDY WGQGTLVTVS SASTKGPSVE PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ 200
TYICNVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPEFEG GPSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SHEDPEVKEFN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPASIEKTI SKAKGQPREP 350
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450
K 451

Light chain / Chaine 1égére / Cadena ligera

EIVLTQSPGT LSLSPGERAT LSCRASQRVS SSYLAWYQQK PGQAPRLLIY 50
DASSRATGIP DRFSGSGSGT DFTLTISRLE PEDFAVYYCQ QYGSLPWTFG 100
QGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSFEF NRGEC 215

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disul
Intra-H (C23-C104) 22-96  148-204  265-325  371-429
22"-96" 148"-204" 265"-325" 371"-429"
Intra-L (C23-C104) 23'-89' 135'-195'
23M-89"  135"_195™
Inter-H-L (h 5-CL 126) 224-215' 224"-215"
Inter-H-H (h 11, h 14)  230-230" 233-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
301,301"

elafibranorum
elafibranor 2-(2,6-dimethyl-4-{3-[4-(methylsulfanyl)phenyl]-3-oxoprop-
1-en-1-yl}phenoxy)-2-methylpropanoic acid

élafibranor acide 2-(2,6-diméthyl-4-{3-[4-(méthylsulfanyl)phényl]-
3-oxoprop-1-én-1-yl}phénoxy)-2-méthylpropanoique
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important high-risk prognostic factors.

Ghebeh H et al

Neoplasia.
2006;8(3):190-8

Expression of B7-H1 in breast cancer patients is strongly associated with
high proliferative Ki-67-expressing tumor cells.

Ghebeh H et al

Int J Cancer.
2007;121(4):751-8

Programmed cell death 1 ligand 1 and tumor-infiltrating CD8+ T
lymphocytes are prognostic factors of human ovarian cancer.

Hamanishi J et al

Proc Nat Acad SciU S
A. 2007;104(9):3360-5

Blockade of B7-H1 and PD-1 by Monoclonal Antibodies Potentiates
Cancer Therapeutic Immunity.

Hirano F et al

Cancer Res.
2005;65(3):1089-96

PD-L1 (B7-H1) expression by urothelial carcinoma of the bladder and

BCG-induced granulomata: associations with localized stage progression.

Inman BA et al

Cancer.
2007;109(8):1499-505

Involvement of PD-L1 on tumor cells in the escape from host immune

Proc Natl Acad Sci U

2008;26:677-704

— . lwai Y et al - S A -
system and tumor immunotherapy by PD-L1 blockade. 2002:99(19):12293-7
— PD-1 and its ligands in tolerance and immunity. Keir ME et al - Annu Rev Immunol. -

B7-H1 expression on non-small cell lung cancer cells and its relationship
with tumor-infiltrating lymphocytes and their PD-1 expression.

Konishi J et al

Clin Cancer Res.
2004;10(15):5094-100

Survivin and B7-H1 are collaborative predictors of survival and represent
potential therapeutic targets for patients with renal cell carcinoma.

Krambeck AE et
al

Clin Cancer Res.
2007;13(6):1749-56

Contribution of the PD-1 ligands/PD-1 signaling pathway to dendritic cell-
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PD-L1-deficient mice show that PD-L1 on T cells, antigen-presenting
cells, and host tissues negatively regulates T cells.

Latchman YE et
al

Proc Natl Acad Sci U
SA.
2004;101(29):10691-6

PD-L1 and PD-L2 have distinct roles in regulating host immunity to
cutaneous leishmaniasis.

Liang SC et al

Eur J Immunol.
2006;36:58-64

Development of lupus-like autoimmune diseases by disruption of the PD-
1 gene encoding an ITIM motif-carrying immunoreceptor.

Nishimura H et al

Immunity.
1999;11(2):141-51

Autoimmune dilated cardiomyopathy in PD-1 receptor-deficient mice.

Nishimura H et al

Science.
2001;291(5502):319-
22

Immune interactions at the maternal-fetal interface.

Petroff MG

J Reprod Immunol.
2005;68(1-2):1-13

An Evaluation of the Impact of PD-1 Pathway Blockade on Reproductive
Safety of Therapeutic PD-1 Inhibitors.

Poulet FM et al

Birth Defects Res B
Dev Reprod Toxicol.
2016; 107(2):108-19

The function of programmed cell death 1 and its ligands in regulating
autoimmunity and infection.

Sharpe AH et al

Nat Immunol.
2007;8(3):239-45

Expression of B7 H1 and B7-DC on the airway epithelium is enhanced by

Biochem Biophys Res

— Tsuda M et al — Commun. —
double-stranded RNA. 2005:330(1):263-70
Nature.
- Enhancing SIV-Specific Immunity In Vivo by PD-1 Blockade. Velu V et al - 2009;458(7235):206- -
10

e . Am J Reprod

_ Eleecrear:]tclgsalggt Tetort]gi;‘ole of the PD-1/PD-L1 pathway in feto-maternal Zhang YH et al _ Immunol. 2015 _
pregnancy. 74(3):201-8

39




112 AfTEH—F

TN T
Sy I ST 1%
S 2 % 5781 mam-zom |0 SE
= (EA/Eom)
FES5E(EDa—IL5) BRRRERREE
5.2 RERRHAR—ER
5.2 EEA I _ _ _ _
5.3 FRIRHBRIRESE
5.3.1 APEFFHBRBEE
53.1.1 NAFTALSE) T4 (BA)RBHRESE
EELD
5.3.1.2 HEBARBRRUEMFMREZEME (BE)HABRREE
EELD
5.3.1.3 In Vitro-In VivoD B EF R T L - ERREE
EELD
5.3.1.4 E£YFHMRUVBLEENSITERFREE
5.3.1.4.1 Quantitative Determination of MEDI4736 in Human Serum Using an ECL
Assay pi) HRER SEEN
5.3.1.4.2 Validation of the ECL Method for the Screening Detection, Confirmation Medimmune
. - N N s P
and Titration of Anti-MEDI4736 Antibodies in Human Serum (AstraZeneca) piirGAN HREH SEER
5.3.1.4.3 Validation of an ECL Based Biomarker Assay for Relative Quantitation of Medimmune
_ : K SR HEEN
Soluble PD-L1 in Human Serum (AstraZeneca) DA HREH SEEH
5.3.1.4.4 Quantitative Determination of Soluble PD-L1 (B7-H1) in Human Serum
Using an ECL Assay i) HRER SEEN
5.3.145 Validation of an ECL Immunoassay for the Detection of Neutralizing Medimmune
; ; ; ; E 3220y HE
Antibodies against MEDI4736 in Human Sera (AstraZeneca) Eat HREH SEEH
5.3.14.6 Validation of the ECL Method for detection of Anti-MEDI4736 Antibodies Medimmune
P ; A i i 3 ey HE
Specific to Triple Mutation in Fc domain in Human Serum (AstraZeneca) Pz )N HREH SEEH
5.3.14.7 Validation of a Flow Cytometry Assay for the Evaluation of BD Multitest 6
Color TBNK Analysis in Whole Blood Eat HREH SEEH

40




112 RFEH—E

TN T
EHEIHFT =
A = £% 181 gai-zon |0 SF
= (BWiEsn)
5.3.14.38 Assessment of T-Cell Proliferation by Ki67 Expression in Whole Blood by
Flow Cytometry pii0)) HRER SEEN
5.3.149 Validation of a Method for the Detection of Antibodies against MEDI4736
in Human Serum DA HREH SEEH
5.3.2 EFERGEBET ANV -EMBEREEORRREE
5.3.2.1 MEEBFESHARBRES
Y
5.3.2.2 FRB RV EMHEEARRREE
LAY
5.3.2.3 tiDErEREMZE AV -HEBRRES
Y
5.3.3 BRI EMBNRE (PK) SHERIRE S
5.3.3.1 BEHBEICHTAPKRUIIHASHERRBEE
Y
5.3.3.2 BFICBTHPKRUMHARREHAREEE
B N7 &= . : = 47
5.3.3.2.1  |D4190C000025%8% ;AER#AIESR AstraZeneca B o ] STl
5.3.3.3 NEMHERZ R LI-PKRRREE
B
5.3.3.4 S A ERERETL-PKEHBRBES
B
5.3.3.5 REaL— a3V PKRBRHRES
5.3.3.5.1 UCEHIZEITET LY T DEREREYEREMRET Medimmune R 202 41 22 41
(AstraZeneca) pii: 2N HREH SEEN
53352 |UCEFEIIEITHTIL/N\ILIT OEEAEMENEREN (HiE) Medimmune . s s
(AstraZeneca) B HRER SEEN
53353 |[TaUNLITOBEERMBERTONDT —FEICELN\IT -3 Medimmune ; . -
(AstraZeneca) pii: N HREH SEEN

534 BRRENF (PD)HARKEE

5.3.4.1 BEREREH 1T HPDHER R UPK/PDRERMEE

ZEEL

5.3.4.2 B&E(ZH1THPDHER R UPK/PDIARREE

41




112 AfTEH—F

T T
EJRoy —
A = £% PR gai-zon |0 SF
= (EW/EN)
=5 — s = s 3 NN A
5.3.4.2.1 NSCLCEEIZBITEATaILNILIT DBREE- RGBT MedImmune szl AR P—
(AstraZeneca)
5.3.5 AMHERUVREMARBREE
5.3.5.1 BiEY HBEICEEICET LB RARESE
HER ARRIEREE . 5 R
5.3.5.1.1 D4191C00001 (PACIFIC) Sk ;ABRKRIEIR AstraZeneca . 5t HRE R ST
5.3.5.2 JEXRHARBES
5.3.5.2.1 |CD-ON-MEDI4736-1108(1108) 5% 5& ;AER#A 53R Medimmune - 5t P9 -
(AstraZeneca)
5.3.5.2.2 D4191C00003 (ATLANTIC) 5% AER R SR AstraZeneca . 5t HRE R BEEE
5.3.5.3 EHDHABRPEZHE THRTLI-BES
5.3.5.3.1 PACIFIC Japanese Unblinded Output AstraZeneca _ 4 R ]
5.3.5.3.2 ISS Japanese Output AstraZeneca _ HRE R sEEN
5.3.53.3  |ISS Output AstraZeneca - #HREN SEEH
5.3.5.4 ZOMDHRKREE
EEAY
5.3.6 MIREDFERZERICETHIHEE
EEAY
5.3.7 BET—H—EBXRRUVEHIGHE
5371 B AstraZeneca — HRER -
5.3.7.2 EEEZ-ER AstraZeneca - HRER -
5.3.7.3 SEETES—B AstraZeneca - HREH -
5374 BERREREE—EX AstraZeneca - HREH -
5.4 SEXH

42




112 HIEH—E
TN T
SR ) ST %
STD No 1 % HiEE BHE-Tom |THSH
HAHES (ErEs) P!

Multinational randomized Phase IlI trial with or without consolidation

_ chemotherapy using docetaxel and cisplatin after concurrent Ahn JS et al _ J Clin Oncol. 2015; 33 _
chemoradiation in inoperable Stage Il non-small-cell lung cancer: KCSG- ’ (24): 2660-6.
LUO5-04.
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- . o . . J Clin Oncol.

_ Safety and clinical activity of first-line durvalumab in advanced NSCLC: Antonia SJ et al _ 2017:35(suppl):abstra _
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ct 20504

_ Phase 1/2 study of the safety and clinical activity of durvalumab in Antonia SJ et al _ Ann Oncol 2016;27(6): _
patients with non-small cell lung cancer (NSCLC). 416-54
Safety and clinical activity of durvalumab (MEDI4736), an anti-PD-L1 J Clin Oncol.

- antibody, in treatment-naive patients with advanced non-small-cell lung Antonia SJ et al - 2016;34(suppl):abstra -
cancer. ct 9029

Ann Oncol.

Clinical activity and safety of MEDI4736, an anti-programmed cell death- 2014;25(suppl

ligand 1 (PD-L1) antibody, in patients with non-small cell lung cancer.

Antonia SJ et al

4):iv426-70;abstract
7629 (poster 1325P)

Meta-analysis of concomitant versus sequential radiochemotherapy in
locally advanced non-small-cell lung cancer.

Aupérin A et al
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Biological and clinical relevance of PD-L1 expression in tumor and
inflammatory cells in NSCLC.

Bais C et al

Proceedings of the
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for Cancer Research.
2017;58:abstract 3720

[poster]
. o . . J Clin Oncol.
_ Updated safety and clinical activity of durvalumab monotherapy in Balmanoukian AS _ 2017:35(suppl):abstra _
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Population pharmacokinetics of durvalumab and fixed dosing regimens in J Clin Oncol,
- p . P . greg Baverel P et al 2017;35(suppl):abstra -
patients with advanced solid tumors. ct 2566

How can we optimise concurrent chemoradiotherapy for inoperable stage
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Bayman N et al

Lung Cancer. 2014
Feb;83(2):117-25
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_ Lung Cancer: American Society of Clinical Oncology Clinical Practice Beziak A et al _ J Clin Oncol. 2015 Jun _
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Evidence-Based Clinical Practice Guideline.
- Implications of key trials in advanced nonsmall cell lung cancer. Bonomi PD - Cancer. 2010 Mar -

1;116(5):1155-64

Nivolumab versus Docetaxel in Advanced Nonsquamous Non-Small-Cell
Lung Cancer.

Borghaei H et al

N Engl J Med. 2015
Oct 22;373(17):1627-
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Standard-dose versus high-dose conformal radiotherapy with concurrent

and consolidation carboplatin plus paclitaxel with or without cetuximab for
patients with stage IlIA or IlIB non-small-cell lung cancer (RTOG 0617): a
randomised, two-by-two factorial phase 3 study.

Bradley JD et al

Lancet Oncol. 2015
Feb;16(2):187-99

Development of MEDI4736, an anti-programmed cell death ligand 1 (PD-
L1) antibody, as monotherapy or in combination with other therapies in
the treatment of non-small cell lung cancer (NSCLC).

Brahmer J et al
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Nivolumab versus Docetaxel in Advanced Squamous-Cell Non-Small-Cell
Lung Cancer.

Brahmer J et al

N Engl J Med. 2015
Jul 9;373(2):123-35

Harnessing the immune system for the treatment of non-small-cell lung

Brahmer JR

J Clin Oncol. 2013; 31

cancer. (8): 1021-8
- o : , . . J Clin Oncol.
_ Cllr?lcal activity and biomarkers of MEDI4736, an anti-PD-L1 antibody, in Brahmer JR et al _ 2014:32(5 _
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The confluence of radiotherapy and immunotherapy.

Burnette B et al

Front Oncol. 2012 Oct
16;2:143

Programmed death-1 ligand 1 interacts specifically with the B7-1
costimulatory molecule to inhibit T cell responses.

Butte MJ et al

Immunity. 2007
Jul;27(1):111-22

Tecemotide (L-BLP25) versus placebo after chemoradiotherapy for stage
Il non-small-cell lung cancer (START): a randomised, double-blind,
phase 3 trial.

Butts C et al
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Non-Small-Cell Lung Cancer: Role of the Immune System and Potential
for Immunotherapy.

Carbone DP et al

J Thorac Oncol. 2015
Jul;10(7):974-84

Personalized medicine for targeted and platinum-based chemotherapy of
lung and bladder cancer.

Cimino GD et al

Bioanalysis. 2013
Feb;5(3):369-91

Metastatic non-small-cell lung cancer: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up.

D'Addario G et al
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9

Clinical Trials Integrating Immunotherapy and Radiation for Non-Small-
Cell Lung Cancer.

Daly ME et al

J Thorac Oncol. 2015;
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Irradiation and anti-PD-L1 treatment synergistically promote antitumor
immunity in mice.

Deng L et al

J Clin Invest. 2014
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Comprehensive Meta-analysis of Key Immune-Related Adverse Events

De Velasco G et

Cancer Immunol Res.
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