EfEHEET A R A v
TN =T (B FHE#Z)
(BR7E4 : SRV F A EREHIE 200 mg)

~R¥ LR~

Sf3FE2AH (Ff542 AED)
JEA B EE




ER/N

AN L AW =

XU HIT

AHNIORFE, 1EIRET
BRI RSCAR
MU T
BhxtG L b iEE

BEIZER L TRE T~ & HIH
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P3
P4
P7
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1. IZT®IZ

S OGN - ZEMOREMRED T2 OIZIE, IR SCES SO IZE IE 2 23K
HHND, 6T, ITHEORFEHTOMEHRIC LY, PURERN 2 ORI 28 HilE
AT ERLNARINDIHT T, ZNHDOERLZEICHERBE RS S 2 L3
MEXDFE L 72> TR Y | RFMEGER & SCEO AT # 2016 (EAk 28 46 A 2 H 4
BIRE) IZBWTH, HEFMERLEOEROREHELZND Z L L ST,

PrHLE AP ESR S, REEASREE T 1 7 7 A VBBEFOEIRMG & B 5 )i
B2 enNbD, 20D, AWEROLZEMEICET 2 ER N+ T 2 ETo
M, YZERLOBRELZBZ T EPHHINLBEFICHLTHERTL & L BT,
BIER NI LB B 2 & D 2 L A AHEZR — E O B % jii 7= R R RS ©
AT ENEETHD,

L7eBoT, RAA RTA4 0T, BABBERESLIAETIZHELR TV D EFHEY
1)« BHPRRHICEE S & | DIT O BEIE S O fei 728 2 HEdE T 2 8Lins & LB R 8L
B2 IR OEEFHE T,

BRI, RATA BT A L, MSATBOE N EIE S EREIRR A I, N amrtENEA A
KREGRIES 72 —MAtE N B AREEIRNEE S K O — At FE AN B AW RSB P2
DI D H EAERK LT,

RfG L IR HEIREL ¢ NN F A RHEERE 200 mg (—f%4 TV T (GEm R
Z))

M ERDENIIDE  ARTRUIBRARRE/R R & ERORE IS 1T DAL A OHERRIE

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

Bk AR 5 ¥ FH AT A F T 7 —< A St




2. AHN DR, VERBF

NN F A SHEE200mg (%% - TV~ T (Bl Z) . LIF O TARA &
W) FE AT A FT 7 =~ RSB L7t b programmed cell death ligand
1 (LN ITPD-L1] &£ 9H,) IZxtd 5k MGl €/ 7 rn—FAHikTH D,

PD-L1 [&, EEAICBWTHRERMEEFICREE L TR Y, EE L L7z Y 38k (T
Aifd, B MK N F 2T 0% 7 —T M) FIZIHBLT 5 CD279 (LLF TPD-1) &
9.,) KO CD80 (B7-1) &fEA L., MEINEZAICHIETLEEZEZ 6N TS (Amn
NY Acad Sci 2011; 1217: 45-59), PD-L1 1%, flix OEFEMHLICHFHE L TWDH Z L& (Int
Immunol 2007; 19: 813-24) S8 #E SN TH Y, PD-L1 & PD-1 24 L7Z#BKIx, 5
AR S BURRF A 72 T M O OWBREZ BT 2T O —2 L LTEX LTV D,
Fio, REERBEIZBWT, PD-LI BB L TWD 2 EERFEIN TS (Clin
Cancer Res. 2008 Aug 1;14(15):4800-8) ,

AF1Z PD-L1 OHIPSEIIZ KA L. PD-L1 & PD-1 & OfEA AT L T AFUE
B T MROMIREEFEE 2R 2 2 &SIk 0, BEOREZMmEI+ 5 &5 2
b5NTn5,

ARHFNOE MR IC 55 B ORERIGIC L 2RERS R H bbb, HEEXIET
B AR B B, AR ORGP RO GHICIE, BEOBEE AT, B
MERD BAVTZIF AT, BB L FRITIE U A 22 ek & B8R & Fr O RN &
L TG IR 21T B O RIESUSIC £ BBIEMR DN S BEICE, B
BB AN LR OB GO )R IE 2T 5 LER D D,

PN



3. BRIRERAR
IRVEEIRANEE 72 PREE B R 2 31T D AP OMERPRIE O AGERFIZC RN 21T - 72
Eiﬁﬂ’jﬂn uih%o)ﬁjZfH%Tj—

[ %0
[ BRI R 2 1 AHEER (B9991001 5X5k)
7T FF KNG RACFERE (4~6 F A 7 V) (S THREBETHRRD ST
VN, IRIBUIBR N RE 2R R B RO R 700 B (AARNEE 13 HlaEte) x5 s LT,
AHl & Best Supportive Care (LLN [BSCJ &9 ,) OFFHKEE (LLTF TAKI/BSC) &
W9 ,) e BSC MR O ME K OV MR S s, FRAEIT ORE R (2019 4
10A 21 B7 =20y A7), FEFEEA & Sz PD-L1 OFBLAZ bWl
(LR T2l £v9,) KOPD-L1 B2 B IC BT 22468 (LT Tos) &
W 9,) IZOWT, AHI/BSCHEE BSC R L THEGHARIICH BERIER 2R L T2,
: ARFNE 10 mg/kg % 2 38 IR CafFeE Lz,
0 EMRMLEREIC LY . ROWT AT T5A % PD-LI B L HIE L7,
o JEEHIIAD 25%LL FIZRG AR b b,
o TEEHTIRE L7 SR OB 1% EH G RI D 25% L FIC Y@ AERD B,
o JEBEICRTE LB O EIA DY 1% D5 AT O 100%I a3 Rb 5 b,

#z 1 AEMHERE (B9991001 FE)

R PD-L1 5t A 45
A%l/BSC BSC AFI/BSC BSC
(n=350) (n=350) (n=189) (n=169)
oS L () 21.4 14.3 NE 17.1
[95%CI] [18.9,26.1] [12.9,17.9] [20.3, NE] [13.5,23.7]
AP — KL 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 : #EE A, *: —RILFIREOKBREZR (Ba
NI 28, &E) ROWIEEER (HY . 72 L) 12X 255 log-rank 1 &



10

09

08

07

0.6

05

B

04
03
0.2
01

00

At risk3k
AHl/ BSCHE

BSCHE

1.0
09
08
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TEIEIS

04
03
02
01

0.0

At risk%t
A Fl / BSCHE

BSCHE

AFl/BSCHE

BSCHE

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
HEIELAE DT B OB (H)
350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3 0
350 333 304 270 228 186 153 125 105 83 638 53 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 0B 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 89 76 a7 54 45 37 30 23 21 12 8 6 2 1 0

X1 OS DHEAFNTEED Kaplan-Meier B (B9991001 3X5%)
(kX : 2BFLE., T : PD-L1 BiEBELER)



]
[EI BRI 26 1 ARFER  (B9991001 #XER)

HEFERLIL, AKI/BSCHE337/344 61 (98.0%) . BSC #268/345 %1 (77.7%) (258D 5
o, TBBEE L ORRBEREZ S ETERVWAFHEE RIEM) X, 2h i 266/344 f
(77.3%) KT 4/345 fil (1.2%) ([ZRRD bTc, WO G TIHBLRN 5%LL E
DEWERITTRDO LBV THoT,

R
\H:@
HF

H}

£2 WTNODOBETRIEAEN 5% EORIEA (B9991001 3RER) (ZEMEMATISRER)
Bl (%)

SRERIK I/ FAGE AFHI/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

EIEM 266 (77.3) 56 (16.3) 1(0.3) 4(1.2) 0 0
—i% - RERER X OB SEAORE

1) RE 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 ¥ X 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

B w5 18 (5.2) 0 0 0 0 0
B ks

T 35 (10.2) 0 0 0 0 0

L 24 (7.0) 1(0.3) 0 0 0 0
B R B L O SRk

RA A 23 (6.7) 1(0.3) 0 0 0 0
PN o I R

DR BRFSREA 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 CRVEMERIE R 1261 (3.5%) . B2 361 (0.9%). FFHkfE
fEE 1841 (5.2%) . KGR « HEO FHISH] (1.5%) . HRIREREREE 48 61 (14.0%) .
BIBHEREREE 40 (1.2%) ., MREfEE (X7 - AU—EREREZET) 661 (1.7%), &
fEdE 7451 (2.0%) . AhZk - BREUTIALARSE 2 61 (0.6%) M TN infusion reaction 69 5l (20.1%)
WO BTz, Fo, TEAHERERE ., [RBERP, DA, FRER T E & O -
BEBE I TR DAL Do 7o, AEIERREBURDULBEHFES (AR REERT 25 T)
EEUEIHFERE =T,



4.

it

HEFRIZ DUV T

AR & L TR A (2FRA) PREoh Tns 2 b, Yikild
NCETE M THLLIMEND D, TOLET, AAIOKRENEY)2EH Z2

Wr - F5E L. AFN OG0 BEEQRAEWEN 2388 LIRSS T 5 2 L B3Rz

B

. UFOO~@D T X T AT B W THENT 2 X& Th %,

@ mERITOWT

@

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

(1) BEAEGBRESIEES 205 ABHESEILRRBE S (HE RS ARSI RN

B, Hus AP RREBEILAURE, IS ARSIREIREE R &)

(2) FrEtEaemb
(3) HLERFRASENIEE T D 2 ABIEERE (05 ARIRERETRE BT, 25 A2

i 1IRbe. S AR HEE R 2 &)

(4) SRACFRRIEE 2B L, SRIESHLARIEZIE | SUISRIESH L AR IE 2

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

(5) HUEMEMEZEAAL S5 E BUING O Hi i S AR 2 i HH 24T - T D Ji

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

*

ERfita 5% 2 O PMIIHE Z1E T L7=IC 5 FELL DD AVTER O EERIHE %2
{ToTWAHZ L, 596, 2 FLLRIZ., DAEYEEA S E L U-BEIREESOHE
EIToTWH I L,

E RIS 1% 2 SEOVIHE 2 & T L7212 4 0L ORISR O R HE
ZIToTHRY., 96, 2 FELLEIE, RE EBUEO N A YR LEZ G Te 0 MIRIRD
WRHEZ T CW\WB Z Ly

©@ BERNOERRFEREHOEHIZONT

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

LM RERE I OB B RS 2 E miEft, AFFRPRBELLSED
A G FE D HELDIAT O LGN > TN D Z &,




@ BUWEADRIRIZTOWT
®-1 BIVERR B Ot Az B4 5 Bt

VR MM B OB RBIWE 384 LT2BRIC, 24 BRI RIRHIO T, ik X
IREEE R RV T FEEL L7 RITERNSIE U CABRE B O CT 5 0 BIE Q#5424
HAMRADRERD Y H PGSO, EBISS T RER AR 8-> TnD 2 L&,

@2 ERUEHEEIC L 5 AEFENSICET 2B

N AT B I R AR O e R B B IE R E B RIER T =4 ) >
EEDIEROA Y ) —=2 7 EATOLIRE L A 4T & 55— LR 2%
SN TWnWAHZ L, B, BFEREIIZoONWT, DABRE L FOFEIBE DI EN
TWBI L,

@-3 BER OZWrox B L T

BIVER (RIEMERMZEEICIZ, TR, KIBK - HEO TH, NowESs (F
W R . RIBAREERE S . TR . 1 BUBEIRA. OBk, Ak - BT
RUAREE, #RRkPEE (X7 v « NU—JEBRELZ 5 Tr) . BHE . infusion reaction, FEZ.
Mg - BERESS . EEIEMDMESESE) 1Tk UL Y EkERR ST B E R B O B & A
T HEMEEE L (FEAOZW-OXISICE L THRER OSSR EZ 2 b & MHCH
HZ L), EHICHEUARAENTE DEHNESTNDEZ L,



5. ZREMBRLRDBE

(AL B9 % FH]

© 77 FFWH T —RAFRIEC TRBETRRD b TH 2RV, RIGTIRA

REZR IR IS ERR B ICB W TAAIO AR RSN TV D,

@ TRUICEZY T 2 BB ST DAFN OB G J O ITHEIZOW T, AFIOFRMED

MESLSNTELY, AAOHREGHR LRG0,

o T IFFRAIE G RAEFIRIEDIGRIED LV B

o T IFTRAIE G RAEFRIER ISR EEIT SRR b B
o FiomiBhRIL

o LOTUEMEESHR & O L TR S B

[Z2 4tz B4 5 F ]

O TRICELYTIEE IOV TEAAORENER LI TS Z b, BEH%E

1Thrnwz &,
o RHIDFATT T UIBBUE DBEFERED & 5 B

@ BRATOFHIZI W T FRICEE ST 5 EBF IOV T, AFOKRGIHER SR

WS, A OTERRIEIUR D 2 WIGE IR Y | HEICAHZER T2 2BETE

o

o [HEMMEEROEH I EDH 5 EE

o R AR A CRHVE S A R 6O D B K ONE B 0 R R It s 2 <ol G il 2%
FEOMICRIEMEZEAN B D EE

HOMEREOGH, UTEMR LA L ITH3EMEO B O %R A OB
OFo¥aYyisey

e ECOG Performance Status 2-4 “*V 083

(1 ECOG @ Performance Status (PS)

Score EFe
0 |[&<MERIEHTX 5, BFai& R U HFEEIHIRA AT 5.
. AR LUEEN IR S DA, SITATRE T, SRR > TOMERIITO Z &N TE 5,
B WF S, FEIEE
2 |BTRMECH S OFDE Y O Z LT N THEEEBMEEIT TE 2V, AP O 50%LL Bl y RAACIl I3,
3 |ROGNEZASOHEOEIDDOZ ELNTERY, AHPO 50%L EE Xy R+ T4,
4 | E&<ETRY, BEDOHFOREIY O LT TERY, BRIy R T TilI7,




6. BEZELTHEETREFIH

I SCE TN 2, SE MR TEEH DR 5 ERME I HE D & AR O Rtk J OVl 1
RO DI E R ERE B L T BRI 2 &,

TRIRBAIRICHESE . B T F OFRIBEICA IR OGR4 L., FE%
BTroETHZ L,

FERBEIERO~RT A MZONT

@

@

MEMEMERRH 5D Z B DHDT, REIOEGIZHT > Tk, #IH
SR (EGIAL, PEULIREE, k) O OO X i o Ehnss, Bl
EHolATo 2k, Fe, HEIDG UTIE CT, i~ —F —E0R& % E
T 5z &,

A2, ISR E, TR bND 2 ERH L0 T, BN EER
% (AST. ALT. y-GTP, B U/LE U FHOMIE) 21TV, BEOREZ 15712
BETD L,

FURBRBERERR . BB REREE RN O T RISEREFREENH O Z e H D
DT, EMRICHNWFERER A (TSH, 158t T3, #E#E T4, ACTH, I =L
F=VEORE) 2175 Z &,

AMEEES, RAEHEEBEREOERENLDHOONDLIZERHLDT, &
HIFIC SRR A 21TV, BEOREEZ 0BT 5 2 &,

1 BUBEpRI (BE 1 BUFEIR S 2 & de) Db bbiv, HERFES 7V =T &
CEDLZENHLOT, A, Bl RIS OGER ORI MBHE D L5712
THERT D2 L, 1 BERFEN RO GEICIF &S E2HIEL, AR Y
IO 5-EOREU) LB ZITH 2 &,

T T4 T7F UG, RN, IR, MR NS 25T infusion reaction 73
LEbNDZ ENnHDHDT, AFOFKEIZEE D infusion reaction (21 2 TEA
RFIZ 0 72k D T X D 21T 72 ECHMT 22 &, £z, 2BIELED
AKI G-FIZ infusion reaction 23 HONHZ L b dHH DT, BEHFOIKEEZ T
DICBIET H Z L, 728, infusion reaction 23FR® LAV AL, @Y AL
BAEITH & L HIT, FERNBEIET 5 F TREDOKREZ +oICBl52T 52 &,
AFNOEGIZE Y, BEOGRERINCERT 2 LB 2 5 DA B
BRSO DLONDZEnNH D, BENRO ONTGAEITIE, BB LIEFELRITN
U 7o BEH A 70 Fnalk & BRBR A RO R Al & i U CE B 28R W 2170,
DI SO X D EWEM RN D56 1TIE, AFIORE T ik, K OFEI
BRERNVECRIORGEEZZRTHZ &, 2B, MIBKREFRLVESDOERSE
2 &0 EWEROBEENE D DAL WA, BIERERVE LSO %
MHF OB EET D &,

BEA&TH%, BOBN LD ARE L T LEWEARREL T2 Z B3 H 57
D, AFNOEGHE T RIS EWERORBBUC2ITEET 52 L,

10



@ AFNOEFEHABRICB T, BEIEAZIDHF200 12 D AMIX S HEB T L. T lIE
X, 12 B Z S I2EEDOF M AT T\ 2 L 2B EIC, AFES PRI ELR
R DOMEREITH Z &y
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