xEfEREET A R A v
T T BT Z)
(BR7E4 : SRV F A EREHE 200 mg)

~ R ¥ b PO~

SR3FE2AH (Ff542 AED)
B4 EE
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1. IXT®IZ

S OGN - MO O T2 OIZIE, IR SCES SO Il IE 2 235K
HHND, 6T, IHEORFHTOMEHRIC IV, PURERN 2 EOHEH 28 HilE
AT ERLNARINDIHT T, ZNHDOERLZEICHERBE RS S 2 L3
MIEXDFRE & 72> TRV | RIFMBOEE &SRO AT #2016 (CFRk 284 6 A 2 A4
BIRE) IZBWTH, HEFMERLEOEROREHELZND Z L L ST,

BORMERAM A ESR L, EEERSCL R T 1 7 7 A VBRBEFOES G &5 2
B2 eBnNbD, 20D, BAMWEROLZEMEICET 2 ERN+0EET 5 ETo
M, YZEERLOBRELZBZ T2 EPHHINLBFICHLTERTL &L BT,
BIER DS HH LB B 2 & D 2 & AN AHEZ R — E O B % jii 7= T E RS ©
AT ENEETHD,

L7eBoT, RAA RTA4 0T, BABBERESLINAETIZELR TV D EFHE Y
1)« BHFRRHICEE S & | DIT O EIES O fei 728 2 HEtE T 5 8Lins & LB 8L
B2 R OEEFHERT,

BRI, RKHA BT A 0k, MSATEOE N EE S EREEGR AR, AmrEEEAR
ARERANES o, — AR EAN B ARERR AR E S & Ot VE N B AW RS2
DWW HOH EER LT,

RG L IR HEIREL © NN F A BEERE 200 mg (—f%4 TV T (Ein R
Z))

M ERDIEIDE  ARTRUIBRARRE /R R G b RORE IS 1T DAL A OHERR A

SEERAREROHE  WE . AT L~ T (EETHEBZ) LT, 1| 10
mg/kg ((KE) % 2RI T 1R LA E2 T CRfEErET 5,

Bk AR 5B ¥ FH AT A F T 7y —< A St




2. AHNORK. VERBFF

N F A SHEE200mg (%% - T UL~ T (B Z) . LIF TARA &
W) FE. AT A FT 7=~ RSB L7z & b programmed cell death ligand
1 (LLF TPD-L1J &W95,) iZxtd 5k MU IgGl £/ 7 r—FTAHETH S,

PD-L1 |E, EEAICBW THRIERMIEEFICRBE L TR, EE L L7z ) 38k (T
Aifd, B M N F 2T 0F% 7 —T M) FIZIHBLT 25 CD279 (LLF [PD-1) &
9.) KO CD80 (B7-1) &fEA L., MEISEZAICHIETLEEZ 6N TS (Ann
NY Acad Sci 2011; 1217: 45-59), PD-L1 1%, flix OEFEMHLICHHE L TWD Z & (Int
Immunol 2007; 19: 813-24) S8 #E SN TH Y, PD-L1 & PD-1 2/ L7ZfeBKIx, 5
AR HURRFER A 72 T M O OB EZ BT 2T DO—2 L LTEZ LTINS,
Fio. R ERFEIZBWT, PD-L1 BB L TWDHZ EENRREINTWNSD (Clin
Cancer Res. 2008 Aug 1;14(15):4800-8) ,

AF1Z PD-L1 OHIPASEIIZ KA L. PD-L1 & PD-1 & OfEA AT L T AFUR
B2 T MROMIREEFEE 28R 2 2 &SIk v, RO ZMmE+ 5 &5 2
b5NTn5,

AN OAE IR D BB DGRIERIGIZ X 2 BWERSER H Hoil, HEUIET
(D AR D B ARIOBE P ROREHICIE, BEOBSEE M, B
PSR B HAIIE, B LI FRICIE U 2 P A2 Bl & S8R A R PR & e
L CHGIZR BRI ATV MBI DRI LB BUEA DN S H I,
BB AN LR OB GO )R IE 2T O BER D D,

PN



3. BB
HRIBYIBRARBE 72 R S RO 38 1T DAL PR IE % OMERFIRIE O AGRRF I 217 - 7=
TR ORE Y =T,

(2]
(BRI I AHFER  (B9991001 #XER)
7T FF AN B G —RALFEEE (4~6 YA 7 V) ICTERBETARD SN TR
VN, ARIBUIBRANRE R RS B RO 700 B (AARNEE 13 FlaEte) 2xigs LT,
AKF & Best Supportive Care (AT [BSCJ & 9,) OUFH#EE (LT AA|I/BSC) &
W9, ) Tt BSCHUMRIE DO F WE R VL EVENRGT S viz, HREEHT OSSR (20194
10 H 21 A7 =47y b4 7). FEFEEE & S4v7z PD-L1 ORBZ bRV aE
(LLF Ta2dE) &vo,) KO PD-L1 G BEICRT 52 2470H (LT Tos) &
W H) IZDWT, AKI/BSC B BSC B ) L CHEGHAIIICA B RIER 2R LT,
*1: ASHIIE 10 me/kg % 2 T8 RIFIRE CALREHE L7z,
2 SR RETIZ K 0 L IROWT &7 T5A % PD-L1 B L HIE LT,
o EEAIIND 25%LL FICHE AR S5,
o JEBFICENE L B OEIE DS 1% B D5 E D 25%LL FICHERED bhvd,
o JEBHCRE L RO BIS A 1% 25 MIRE 0 100%IC Y BT 0 Hivd,

#z 1 AZMERE (B9991001 FE)

R PD-L1 5t A 45
A%l/BSC BSC AFI/BSC BSC
(n=350) (n=350) (n=189) (n=169)
oS e () 21.4 14.3 NE 17.1
[95%CI] [18.9,26.1] [12.9,17.9] [20.3, NE] [13.5,23.7]
NPF— KLt 0.69 0.56
[95%CI] [0.56, 0.86 [0.40, 0.79]
Al p fiE” 0.0005 0.0003

BSC : Best Supportive Care, CI : {F#HX[H, NE : #EERF, *: —RILFIREOKBHREZR B4
ZEN AT 225, %) KOS (HY . 72 L) 12X 55 log-rank fiiE
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0.6

05

BB

04
03
0.2
01

0.0

At risk3k
AHl/ BSCHE

BSCHE

10
09
08
0.7
0.6

05

TEIEIES

04
03
02
01

0.0

At risk%
AFl,/ BSCHE

BSCHE

AFl,/BSCHE

BSCHE

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 M 36 38
HEAELAEN DT B OB (F)
350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3 0
350 335 304 270 228 186 153 125 105 83 63 55 41 33 18 12 9 2 1 0
AFl,/BSCHE
BSCHE
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 M 36 38
MEAEAE D AT 2B OHIE (H)
189 185 177 165 146 129 114 95 81 70 49 38 32 26 18 9 8 4 2 0
169 165 152 132 113 39 76 a7 54 45 37 30 23 21 12 8 6 2 1 0

X1 OS DHEAFENTEED Kaplan-Meier B (B9991001 3&5%)
(kX : 2BFLE., T : PD-L1 BiEBELER)



[EI B2 T ARFER  (B9991001 #XER)

HEFELIL, AKI/BSCHE337/344 61 (98.0%) . BSC #268/345 %1 (77.7%) (258D 5
. BB L ORRBEREZ S ETERVWAFHES RIEM) 1X. £h i 266/344 f
(77.3%) KT 4/345 #il (1.2%) (TR HTc, WT N OFEGIETIHBLRN 5%LL E
DEWERIZTTRDO LBV TH -T2,

£2 WVWTNODOBETRIEAEN 5% EORIEA (B9991001 3RER) (REMEMATIIREN)
Bl (%)

SRE R M/ FAGE AFI/BSC BSC ##
(MedDRA v22.1/7 v22.1) 344 {5 345 f5i]
4> Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5

EREIEM 266 (77.3) 56 (16.3) 1(0.3) 4(1.2) 0 0
—% - REFER X OB SEALOREE

1) E 34 (9.9) 0 0 0 0 0

e 33(9.6) 1(0.3) 0 0 0 0

AR 24 (7.0) 0 0 0 0 0

FEEN 23 (6.7) 0 0 0 0 0
FERG ¥ K OE Pk

7 9 FERE 47 (13.7) 1(0.3) 0 0 0 0

W55 25 (7.3) 1(0.3) 0 0 0 0

BT w5 18 (5.2) 0 0 0 0 0
B ke

T 35 (10.2) 0 0 0 0 0

L 24 (7.0) 1(0.3) 0 0 0 0
BRI L O fERk

RE A 23 (6.7) 1(0.3) 0 0 0 0
N o I R

FODR BRFSREAR T1E 36 (10.5) 1(0.3) 0 0 0 0

FROIR IR RE TUESE 21 (6.1) 0 0 0 0 0
5, R X OMLE A GHE

TEALTAE D S 35 (10.2) 3(0.9) 0 0 0 0

728, AHKI/BSC RV CRVEMERE R 1261 (3.5%) . W2 361 (0.9%) . FFHkfE
b 1841 (5.2%) . KGR « HEO FHISH] (1.5%) . HRIREREREE 48 61 (14.0%) .
BIBHEREREE 40 (1.2%) . MREEE (X7 - AU—EREREEZET) 661 (1.7%) ., &
B 7451 (2.0%) . Ahdk - BEEUTIALARSE 2 61 (0.6%) M TN infusion reaction 69 5l (20.1%)
WO BTz, Fo, TEARFERERE ., [RBERP, DA, FRER e & Ok -
BEBE R ITFR D DAL Do 7o, AEIWERRBURDUI B FS (AR RAEER T 25 T)
EEUEIFERE =T,



4.

i

)il (e ANE

ARERAE & LT MRA (2FfRA) PREohTnos 2 enb, Yikild s
NCEfCTE M THLIMEND D, TOLET, AAOKRENEY)2EH Z2

Wr - F5E L, AFNOREGICE 0 BEELRAEWEN 238 LCBRICHIST 5 2 L BSmE R

D

. BFOO~@DF X T A B W THEHT 2 & Th %,

@ MERITOWVWT

@

A FREO (1) ~ (5) OVPRCEST AR TS T k.

(1) BEAEGBRESIEES D05 ABHESEILRRBE S (HE RS A2 RE L RN

B, Hus A RREBEIL AR e, IS ARSIREREE R &)

(2) FrEtEaemPb
(3) HCERFRASENIEE T D DS ABIEESRE (05 ARIRERETRE BT, 25 A2

B 1Rk, 8 AR iR HEE R 2 &)

(4) SRACFRRIEREZRE L, SRIEG L FRES IR 1 SUISRIESH L AR B2 IR

B2 DR ax B4R D i 24T - T D ik

(5) FUAMEIEIFIAL S B AN O R MR 2 R AT > T 5 ik

@ -2 JRIEE RO DAL 5 K& OVRIE S8 BURF O RIS 43 7o ek & e BR & RO R Al
(FROWTIINITHEE T HER) 23, LR ORANCET 2MROBEE L L
TREINTND Z L,

*

EEhFFEUS: 2 SEOPHINHME ZE T L7212 5 UL E DD ATRIE DO EERMHE 2
1ToTWAZ L, 95, 2 L R, BDAEYRELS L L-REBEESONHE
BIToTWAB I &,

ERfa IS 1% 2 SEOVIHIHE 28 T LT-1%12 4 0L FOWRESBF O R AHE
ZIToTHRY., 96, 2 FELLEIE, RE EBUEO N AR LEZ G Te 0 MR D
BRHEZ T CW\WD Z L,

@ BENOERRFEREHOEHIZONT

AR BRI IE S 2 BMEA D ELE S, BUREE S OB D, ARk -

LM RERE I OB B RS 2 [ miEdt, AFFRPEELLSED
A G HE D HELDIAT O LGN E > TN D Z &,




® BIWEHDORRIZOWT
®-1 BIVEFAREEE OSSN B+ 5 B

VR M MR RS D B 2R BIVE I 3 9842 LT BRIC, 24 BERIZEIRHI O T, Mi%hiak X
ISR 12T, FEL L2 BIERICIS U CABEE B L O CT DO RIWEH OEERINZ &4
HRAEOFERAY B FICHE S, B HICKHGFTRER EHI N - Tn D Z &y

@2 ERUEHEHIC L 2 AEFENSICET 2B

NIRRT B I R AR O e R B B IE R E B RIER T =4 ) >
EEDIEROA Y ) —=2 7 EATOLIRE L G A 4 T & 55 — AR 2%
SN TWAZ L, BB, BRIl oNT, DABE EFOFIBE I ZHSIZBEIEN
TVHI L,

@-3 BHER OZWrox B L T

BIVER (RIEMERZEEICIZ, TR, KIBK - HEO TH, NowESs (F
IR . RIBAREERE S . T RMAAERET) . 1 BUBEIRA. OBk, Ak - BT
RRIE, MRREE (7 v - NU—EGEREAZ S Te) . BT, infusion reaction, FEZR,
Mg - BERESS . EEIEADMESESE) 1Tk UL Y EkhERR ST B E R B O B & A
T HEMEEE L (FEAOZW-OXSICE L TSR OSSR 2= b &S H
HZ L), EHICHEURAENTE DEHNESTNDEZ L,



5. RERBRLRDBE

(A0 BId 5 4 1H]

© 77 FFlH T —RAFRIEC TREBETRRD b TH 2RV, RIGEIERA
RE72 RS L BB E ICB W TARIDO A ZMEN /RS LTV D

@ TRUICEZY T 2 BB ST AR OB G J O ITHEIZOW TR, AFIOFRMED
MESLSNTELT, AAOHREGHR LRG0,
o T IFFRAE G RAEFIRIEDIGRIED LB
o T IFTRAIE G RAEFRIERICREEIT SRR 0 b A
o FilomiBhRA
o fLOTUEMEEGR & O L TR S B

(&4t B4 % 9]

O TFTRICHEYTI2EFICOVWTUEIARIORG NS LS TWDL Z e, K5%
fThlnz &,
o ARFNDEITIZHT LIBBUE OBEERE O & 5 B

@ TBERTOFHIIZIB W T FRICEY T 2 BF IOV T, KAl GITHERE I L
WS L OTRFERIRE DN 2 WIGEICIRY | [EHEICAFZEHT L2 L 2&ZETE
%
 [MHHE @Wr$@AﬁXi%@@%é$%

o JfaEE AR A CRE R 2 58 5 BB K ONE B D o i iti ik 2 <0 e 1 il 2%
FEDOMIZRIEMEZE N A BN D B

o HOAREREOEOF TR 7R L IXFFEMO B O 5 E o BT
Do D BE

*  ECOG Performance Status 2-4 =V o f3&

(E1 ECOG @ Performance Status (PS)

Score T

0 |&<MERIEBITE 5, Rl [ U R AEENFIRZR ATZ 5,

PIRIIZIR LUNEENIHIR S5 25, BATRHE T, BREESCHE - TOMERIITI 2 & TE D,
Bl SR, EEEE

2
3 RENTZASOEDEY D L LNTEXR, BHO 50%L L2y Rk i Zd,

4 | E&LBETR, BOOHDEY O LiFEL TERY, BRIy R+ Tl I3,

HBATRIBETH D OHOEID O Z L33 X CTRFEZAMERIZTE 220, HH D 50%LL Eid~ > R4 Tilh 29,




6. BEZELTHEEITREFIH

A SCESITIN 2, BE MR TEEF DR 5 B RS I EE D & ARH O Rtk J OVl 1
RO DI B2 ERE B L T OEHT 52 &,

TRWEBAABIC N b BE T Z OFBEICHIMNE R a2+ L, RE%
BTroEToZ L,

FERBIMERO~RT A MZONT

@

@

MEMEMEERH 5D ZEBH DD T, REIOEGIZHT > Tk, #IH
SR (EEIAL, PEVLIREE, k) Ok OO X i o E i, Bl
EHolATo 2k, Fe. HEIDG UTIE CT, i~ —F —ZE0R& % E
T 5z &,

A2, ISR E, TR 6bND 2 EnH 50T, EMBIZITHEEER
% (AST. ALT. y-GTP, B U/LE U FHOMIE) 21TV, BEOIREZ 157512
BET DL,

FOR IR RE PR 5 . BB AR
DT, EWRINZN W
FV = NVEORIE) 2175 2 L,

AMEEES, RAEHEEBEREOERENLDHOONDLIZENHLDT, &
HIFIC SRR A 21TV, BEOREEZ +0IBlE T2 2 &,

1 BUBEpRI (BE 1 BUBEIRIS 2 5 de) Db bbiu, HERFES 7V =T &
CEDLZENHLOT, A, Eul, MRS OGER O FEH S MBHED L5712
THERET D L, 1 BEREN RO GEICIF &S E2HIEL, AR Y »
BHIOF 5EOREU) LB ZITH 2 &,

T T4 T7F UK, RN, IR, RN 25T infusion reaction 73
LD EnHDHDT, AFOFKEIZEE D infusion reaction (21 2 TEA
i 2+ 7e ki D CTE DU 21T 7= L CRAtAT 22 &, F£7-, 2[BIE UMD
AKI G-FIZ infusion reaction 23 HONHZ L b dHDH DT, BEHFOIKEEZ T
FICBIET D5 Z L, 728, infusion reaction 23FR & LAV AL, @Y AL
BAEITH & L HIT, FERNEIET 5 TREDOKREZ I8l 562 &,
AFNOEGIZE Y, BEOGRERIGCERT % LB 2 5 DL R EEBECHH
BRHOLDLNDZEnH D, BENRO ONTGEITIE, BB LIEFELRITL
U 7o SR 70 FNak & BRBR A R D[RRl & i U CE B R8BI W 217
DFRFZE SN X D EWEM RN D56 12IE, AFIORE T ik, K OFEI
BRERNVECRIORGEEZZRTHZ L, 2B, MIBKREFRLVESOERSE
20 EWEROBEENE D B2 WA, BIERERVE DS O%E
MHF OB ERET D Z &,

BEAA&TH%, BOBN LD AREB L T LEWEARREL T2 Z B3 H 57
D, AHNOEGHE T RIS EWERORBBUC A 2ITEETH 2 L,

EfEEN O TRAEEERENOLDNDAZ XD D
¥idr (TSH. W T3, W#EfE T4, ACTH, M=/

anp

o

-
—
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@ AFNOEEHABRICEB T, BEIEAZIDHF200 12 D AR 8B ZL. T L%
X, 12 B Z S ICEMEOF M AT T\ 2 L 2B EIC, AFIESRITESR
W DOMEREITH Z Ly,
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