S I 0603 & 1 &
A fn 6 £ 6 B 3 H

#w oE g R
& |REFTRES | MEEER (B & B
oo K

JRAE T B R E R S R A R R
(&~ H & B )

IS~ (B z) JFOFEERHEET A KT 1 (F
BSERE) O—ERWIEIZ DWW T

TRV A BGE B & E O EAR T #2016 (CER 284 6 A 2 HEERE) 2B\ T,
EHRERGOFEHORECHEEZX D Z ENEVIAENT L EZIT T, &
BFriERGLABEICLEREBEICRET 222N [ REEREET A N7
AV BERTHZEELTVET,

EITV~T (B x) fMEE FESEEICH L CERTABEO-ESEE
IZOWTIX, e 7Y ~7 (Blari#ax) BEOFEERMEET A K714
(FESE) OFERICOWT) (B 543 A 14 AFHTEAZEI 0314 5 2 =
JEAGEEIERE - AlEFHEREELFEEEHERRBEE) (T80 TR A
HARITA] LLTORLTELLEZATT,

Sk, B 7 =7 (B "WANCOWT, T 7 0wzttt 7
H I vzxray s Py U Aat) IRk Z L a2l E x| YEEEE
FHEET A RTA4 % IO L BVREWEZLE LIZO T, EERNOEEKE
KO RICHRT D EmMZ BV L £3, WEROFEEHHEET A 71 13,

MO EFR TH,
R, RBHOE LIZHSOWT, BIREOHFIREICEBER T LD T, &D7-OH
LA FET,



Bl

(|

NamftEEAN B ARERMS

A AREFS

—AEEEN B ARERRE S
ANEFEENEN B AR RIEE S
—AEEEN B ARERRARIES
NEEAEENEN B AR ABHEE 72
—AEEEAN BARNRES
NafEEEN B AR
—AEEEN B AR
—AEEEN B ARERRIEEE S
T T RS
Uy s Dy U BREH
MNATEHEN  BEHEmERER A TS
FHA LR



(5H)

/Rmmﬁ
@;VO@A@H@@&J MEEWQ T kg =t Sk

X T AV & E s M B ZEREEA (D)

(5H)
WD L2 HE ¥
WD ¢ 1 H G AN EE NG TIN T ekt G251 B
w_m,& TR E SOV EE Ry T B R EREEAR ()

(5H) €
RO P RAEINCUL NG (§) ~ (1) @EL T-O| °F 2 QLW L RANLUL NG (9) ~ (1) ©EL 1-O
a2y D 22w O

(%) €
D NCD)ZET T DGR Y

BN £ 04 BEERLTESE HENEW A & Ak TR0 BEERALTHERE

(5H) (%)

(XHBEIE) £20 (XHBEIE) £20

LT L) Su 06g BB E £ L WERHEIG T LI | LT3 FAl—) Su 00¢ RHEENY E £ L (1 WERE QI 7B
(5H) (%)

IRAE T 2IRAE! T

H

Ik

(Lo MR ) St g ) )

(FERfcHIE) WHEIERO ) L b L EE O 8+

Y [1E




ZRRAN

REEREETA 51

IV ~T (BTHEEZ)

(R7E4 : V7 % 3 RIR#E 350 mg)
~FEHE~

SM54E3 A (5646 AET)
JEAE 5B



B

X C®IZ P2
AHN DR, 1ERET P3
A PR BAR P4
MEER I DN T P8
Xt G L 70 bR P10

SO o

BEICEE L CEETREEHE P11



1. IXL®IZ
EEESROF N - R EMHEDOHEROD T DIV R, BT SEEEICEE DV B E AR Hivd,
DI, IFEORFFOMANC LV | JrREIRS L & OEFH 73R R OGRS 4L
LHT, ZNHDEERRAEIOLEREFI RN 5 2 L ROMRE L 2o TR Y | REEVEGE
B L UCEOREATE2016 CEAL28F6 H2 A FFRILE) ICHB W TH, FHHIEEREDHEH D

BomfbHEEEZ XD Z L & ShTnhb,

BORTEFRSAFER ML, EEEACR M T 0 7 7 A ADBEFEOERS LB SRR D 2
EMDD, ZDTD, AR ORI D1ERN 0BT 5 £ TOM, SHEELO
BREZBZTDZENFSNAEEITT U CERT A L & LIS, BWERANFEH L7ZEEIC
VERR R & D ENFRER —EO B A T EREE CHERT 5 Z L NEET
B,

L7eio T, BHA RTA 0 TlE, BIRERHL ZLE TITE LN TV S EFHEFH - B
IR ESE | LITOERROFo#EZHEA 2 HEET 28U bR, BX HROEE
BIEAZRT,

¥, ARAA RTA A%, MNATEIE NESR R ERERR AT, ARHETEA B AR
Brre, AN B ARERNPHES K OASHETE N B AR ANRHEE SO0 b & 1Bk
Lz,

WL HERS V) T H I T 350 mg (—%& B Y ~ T (GBI
Z))

R ERDMEIHE « DSAACFIRIESR (T U 72T I HE R O 2 SEE

MNELRDAERVEE @E ., AL, BV ~7 GEEFHEMRZ) & LT, 1[E350
mg % 3 R T 30 2020 TRIFFEES 2,

BMERTEEE: VVoFurr s Dy UBRKEH




2. FF DR, TERBF

U723 L350 mg (k4L BT U T GEIEHBZ) . LT, TAA) 13,
t |k programmed cell death-1 (LLF, TPD-1]) (T4 2% 7 n 7 U G4 (1gG4) V7
7 7 ADE NE ) 7 u—FAHETHD,

PD-1 1%, CD28 7 7 X U — (T MfaOTEME(L 2 HBIOICHIE T 2 0 78 (BT 5%
BETHY  EEELZY »88k (THRR, BHREKOTF =27 0% 7 —TH/ik) Fi
FET D5, EFENIZEWT, PD-1 13, SRR MAAICHEE TS5 PD-1 U~ N (PD-LI
KNPD-L2) &EfEE L., REISELZBICHE TS EE X 5TV 5 (Immunol Rev 2010;
236: 219-42), F£7-. PD-L1 R U'PD-L2 (%, fEx DEBMEMICERL TW5H 2 L A®E
SR TWD Z & (Nat Rev Immunol 2008; 8: 467-77) Z57>5, PD-1/PD-1 U 4 > RIREE I,
TEE AR S FUR AR T Mifa 6 OWBEZ[ERET 2FO—2L LTEZHNT
WD,

AFX, PD-1 OffasEERICHES L, PD-1 & PD-1 UH v REDOFEAZRET D Z
LD BAPURREERN: T MG R OISR 3 2 MBS EEE 2 TT
EL., EEOBEELZIET 5B LN TN,

AAN OV ICE DS BEORERISIC L LBIERER H 5 b, HESUIET
(CEDAREMN & 5 AAIDOHREG PR OKFRERICIT, BEOBEz 71TV, £F
WEEO LN GBI, B LFRITS U HMRy e ansk & B 4 RO EAD & Ei
L CHEDIRERRZ W 21TV, BEORERISIC L DBIERN DL SHEITIE, BIF
BE A LRI ORGEDBEY RLE ZAT O MENR D D,



3. ERRERR
DS AR IEAR (HE I U 72T XU O '8 S O AGRIRFIZ RN 21T - 72 F 72 R
BRORFEE R,

(G 2hE]
[ B e [F] 36 AR ASR (R2810-ONC-1676 #55%)

(L HAEIE D & 5 AT AT I O 11 S BT 2608 15l (H AR NBFT 56 & &Tr) %t
12, ARHK 350 mg 3 EFEFEIRER S [ARFIEE 304 6] OFIMER OREMEE | RER Y E
DR U7 RES (XA ML X R NY DKW, /XTh U EBE. 1V )T h
AGEREATY), A2 CUERRE,. € LV E B AREER) [ESEEIEEE 304 (1] &bk
952 La B L Lo BIER LIRS 1tk i S v,

HFET RN O . FHEHIE H Cd 2 WM (LT, T0S)) (Hefil [95%(5 #E X #])

(395 ED A X b)) E, AFIBET 12,0 [10.3, 13.5] B A, ALFHERET 8.5 [7.5,9.6] &
HTHY | REBETALFHIERC KT LG ANICH B RER 2R L (O — Rk [95%(5
FEIXET] : 0.685 [0.560,0.838], p=0.00011 (F{f) [kghlvw 75 o 7 fE, AEAE (i)

0.025], 20211 H4 AT —X D> "4 7)),
¥l RNV AT (BETHBRZ) ICXDRREBOGECH DT, T UIFERO TS
SERS IO R L C A RYUEMIEEA 2 5T 1 DL EOLERIEREO & 5 BE DR AN S
iz,
¥ R R L ONE (R EREESTe) BRENEAAN LT,
¥3: XA RL¥t R MU AR, 7L ZEUERRE, O LLE Ui AR, A
RN T T E S OREE « R TIIKR STV,
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AL (H)
at risk £

LI THE 304 281 236 206 167 139110 83 65 52 35 26 13 10 9 4 2 2 0
Lokt 30426422418313299 70 54 32 221512 9 5 3 2 1 0 O

1 OS @ Kaplan-Meier #i## (R2810-ONC-1676 3RBR)



[Zatt]

[E| B 2L (R 25 AR (R2810-ONC-1676 7klk)
A EFRITAAIE 265/300 5] (88.3%) . (LFIRIERE 265/290 #i (91.4%) [ZiRD b, 18
B & DR RBIRN G E T X WA EFRIT, 2424 170/300 51 (56.7%) K TO* 236/290 14
(81.4%) IZFROBNTo, WTNOORETHEIFIGD 5% U LORIEMIZTERD LB TH

ST,

K1 WThHOBETHEIABES 5% EORBIEA (R2810-ONC-1676 BB  (L2MEMTRER)
Bl (%)
FRERIRSHE (SOC: System Organ Class) -
HAFE (PT: Preferred Term) AR e
(MedDRA ver.23.1) 30071 29070
“Grade Grade3/4  Grade5 “Grade Grade3/4 Grade5

2EIEH 170 (56.7) 44 (14.7) 0 236 (81.4) 115(39.7)  2(0.7)
B b

L 28 (9.3) 0 0 87(30.0)  3(1.0) 0

T 20 (6.7) 1(0.3) 0 27(93)  3(1.0) 0

AL 17 (5.7) 0 0 53(18.3)  4(1.4) 0

M 8(2.7) 1(0.3) 0 22(7.6)  3(1.0) 0

1550 5(1.7) 0 0 23 (7.9) 0 0
— % - BEIEERS L OR G ORE

%5 32(10.7)  2(0.7) 0 39(13.4)  3(1.0) 0

I RE 22 (7.3) 2(0.7) 0 33(11.4)  2(0.7) 0

FEEL 8(2.7) 1(0.3) 0 29 (10.0) 0 0
FETE 8 X OV TR

Z O FEAE 15 (5.0) 0 0 9 3.1 0 0

52 15500  3(1.0) 0 14 (4.8) 0 0
MK LY R EE

Hif 22(73) 11 (3.7) 0 106 (36.6) 62 (21.4) 0

W HR BRI E 6 (2.0) 3 (1.0) 0 43 (14.8)  25(8.6) 0

i/ N E 1(0.3) 0 0 16 (5.5) 9 (3.1) 0
BRI A

TI=UT I T URAT =T — B 8(2.7) 2(0.7) 0 15 (5.2) 1(0.3) 0

I R ER SO 0 0 0 26 (9.0) 12 4.1) 0
R KOs REE

el Bl 22 (7.3) 0 0 28 (9.7) 1(0.3) 0

i R 35 KON A AR PR



pi% (%)

FREHIRSHE (SOC: System Organ Class)

JEAFE (PT: Preferred Term) AHIRE =30

3004 29013

(MedDRA ver.23.1)
4Grade Grade 3/4  Grade S 4Grade Grade3/4  Grade S

B 17 (5.7) 0 0 3 (1.0) 0 0
PR is R 2
FOR IR BB T E 18 (6.0) 1(0.3) 0 0 0 0

728, ARAFEICI VT, infusion reactions 20 51 (6.7%) . KRG 3 ] (1.0%) . BHED T
F1 B (0.3%) . Dafihde - DS 2 B (0.7%) . EHEREREE (RAIAERIEIER2£55) 4 61
(1.3%) . Ppwkas (FURIBFERERE T - RIBHRAEIET - T HAEREIET) 24 6 (8.0%) |
FEOKEREE S H (1.7%) . MkEE (72 - SU—EERS) 24 61 (8.0%) . AR
4 - FREREREE - TR 25 6l (8.3%) . MIEMEMIERE S B (1.7%) . FEEAMAEAFHERIE 2
Bl (0.7%) D3FED BT, gk - BERCHAMEE - EIEM M RE, 1 BUREIR . I - Bl
e A (& MLt 2 Bt e) | FRARILAR ZEME, Sl ME L MRS A PESR BT . I
RBOEE D BERITRD Do 7z, REIWERRBUR DI BEF S (RARRAME R &5
te) ZEHTAEFRIRZRT,



4. HEFRIZOWT
AFNDNMEIEG & 72 D B DRI OB GAkfe D HIWT L, HYIAThN s Z ENRD SN 5D,
Flo, AFNOFHIC L BERAMERZRB LIRS T2 2 LB, EIE
b U A7 G (RMP) (23S & | AFIOE KL MRS B~ OB HikHl s & 5
fig T > T, L FOO~@DFT X TE - T IZB W THEHT 5 X& Th 5,

O MRz oONT

@O-1 Tt (1) ~ (5) OWTIMNITEY T HMEETHDH Z L,

() R RE D RE T 2 2 A RERE LR BESE  (ERE TFIR03 A 2B L s pib
Mgk 23 ARSI S BE . MBS A BB e &)

(2) FrEHRERRT

(3) HLENFRENFFEE T D 2 A REHEE (D AU HREEEFE EIRPE, 2SS I
TIBE. DS A HERE i Be e &)

(4) ARACTFPNEE ZRE U, SRS P RIE2 RO 1. SORIES L ER2 iRk 2 3%
A FRESFA LR 3 Ok HAEI LR 2 M A2 1T - T D fitiak

(5) HUEMEMRE AL & BN O fi sk BB 6R 2 i A2 1T > T D ik

O-2 = G DAL FRE K ORIVE RS BURE O RIS 247 70 ik & #8BRA FeOERT (TR
WFADITEES T D ER) 2, BE2EROARANCET 2IREORMLHE & L TREINT
WnHZ ok,

#

o [EASGFFEUSH 2 FOYMIBHE ZE T L721C 5 L LD 2 ATRIE DERIKHE
E{ToTW0WbHZ E, 2B, 28N Rix, DAEWFREZ £ & LERRESESO
WHEZIT-oTNWH L

o [ERNGFFERGE 2 FFOPWINHE Z & T L72&IZ 4 FLL EOREIRRERZ A L T
D28, 2B 3ELLRIE, I AR 0 73 AU SEW IR L A B Lo 3 ATRIR D ERIR
WHEZIT>TWVWH Z &,

@ BENDERMEREEDEHIZOVT

S ERE BRI HE T 2 T E D ELE S, BEEAEN O OFRE D Aok - 24
PEER PG RO E IR OEME SR T DM M, AHFFRPBE LGS OMEE
B, ERHEODATOIDIRFIRE > T D Z Lk,

QEHWEA~DRRIZT DV T
@-1 s A2 B9 2 Hiff
MVE M RO BEE ZRRIER N RA LB, 24 REEIEZHERINHI O T, Ykl




BEffiax BT B L2 BIERNZ)S U CABRE L O CT Z D BIVEF ORI B0
TOFRERNY HFIES I, EHHIHHo e AR N> TnD 2 &,

@-2 [EENEFEE L DA EFERSICRET 5 H

ARSI D 2 IR 22 R & O e 2 A 3 2 R IEHEE NEERE=2 Y v 7% 5
WIZEIFD AT ) —= 2 T 2ATWEIRE LG H & 4 T& 25— LERKH 5 ii S T
WhHZ &, ek, BRAHNZOWT, BABE EZDOFEEIZHDITHMIN TS Z L,

@-3  RHEHOZWRSIZE LT

BIVER (FRVEMENZE BN %, infusionreaction, KMFZ. BEEED T, fH78 - RO iz
SiE - EJERFEESE, O - DR, BERREREE R FIE MR 225%) . WorwkEs (I
RIRPERERE S - BRI ERRERE T « T HRAMREREE) . 1 BUBERIN, BHEEOREIRE | ki E
(F T« NU—EBRETE) . MK - BilRge, T4 - ITERREFE T - TR, B miE (&
MBI 2 S te) Do 5 BE DM, FRRmARZERE, FBEWEL PERBAE, %%
PE MRS SR B . ESe . 58 D MREREE) 1ok LT, Makhiaak X 3w Bk = %R o 7EFY
PeZHT DEAMEEEE L (BIEH OZKr-oRHSICE L THRE R OSSR 252 1T 65 R
HBHZ L), EHICHEURLENTEAERGINESTNEZ &,



5. RENZLIRDBE

(AL R4 % FH]
O W AAFRIER T U727 UIBR O E SR EE BV T, AROAZMER R
ShTWno,

@ TRICEY T DARAOEL K O A FIEIC O TR, ARIOAEENHELSNTE S
T ARHN OB G R LB,
o IltRMHBIRE
o (LFHRIEIC KL DIBFEB OB
o fDOPUEMENEL A & OO

|7 Y halt Sho pEeRe AZED
O TRICEETL2EFIZOVWTIAADORENERE SN TNDLZ b, 5217
AN
o KAIORSTIZ R LIBBUE OBEEEE D & 5 B

@ 1RERATOFHIIZ IV T FREICEE S T 2 B 1T OWTE AAI ORI THESE S/ as,
M OIRFRRI S 2N EICRY | HEICARZENT 5L 2B ETE D,

o HEMERREOSHUIBED & 5 BH

o HoEEiGE A CHE R 2780 5 A K ONEENME O BUH BRIl 2 ORI 2 % 0
N RAIEMEZA LD I DAL B B

o ACAREEREOEDR ITEMRZE L IEHFEMED A O REOBHEED & 5
B

o lEEREIE GE i BIEE A ST Obh o BE

«  ECOG Performance Status 3-4 " DB

(1) ECOG @ Performance Status (PS)

Score | BF%

0 | &<MERIETE 5, Ml & lFE U HEAEESHIRZ AT S,

PIREZE LWIEENSIHIR S 525, BTHRE T, BAFELE > TOEEIITO 2N TE D,

Vol s, g

BATARECHSOF DR O Z L3 N TARELEAMEEII TE RV, HP D 50%L i3~y FACild 29

[RONT-ESOHEDEY DZ & LTERY, HED 50%L E4Xy T iz,

W

LB RV, BOOHDED OZ L3 TERY, BRIy K+ TE T4,
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6. BEIZELTEETNEEHE

AT SCEFITIN A ROEWRGEEE MRS 2 BRI 5D & ARH O Fpt K ONi 1EAE
D7 DI BE e TFE WA I3 ICER L C BT D 2 L,

1RIEBRGR IS . BB T OFIEITAH MR OfERMEZ +oRi L, [REEZ/HT
MoE5T5Z &,

FREEHDO~ R T A MZHONWT

)

)

®

@

AR O LY | WEORIEFINTER T 5 L& 2 HiLHEkx IR BORIEN
HbobhbdZ b5, WENEDLNIHEITIE, B L -F8UT)S U B
7R FNR & RRER A RO BE RN & E R U Cli bl R SRR A 1TV R O S E RO I K
ZRIWER BB 2 5B iE, ARIORFES I I, ORI BE AR VE VAl OF
HE2BET LI L, 2B, BIBEEARNVE L OREIC I AIEHOUEERRD 5
RWGEITIE, BRI RE AT LSO REIHIAIOBMG BET 2 2 L,
MR RN H S D 2 ENDHDHD T, AFIOEEIZHT- - TiE, HIHEER
(B, PRORREE, k) ORE &R OME X fiad o s, #las +oic
1928, Fio, MBS U THE CT, MiE~—h—SOoRELEi+T 52 &,
FFAR 4, FFRSRERESE . IFR N Do s Z W35 5 DT, RAIDF5-BILART M OB
SR e WP RER TS (AST, ALT, y-GTP, Al-P, B U L E L ZDHIE)
EEET D L

FORIRFSRERS S . T IHERERE S K OFIB R RERE N H Db D Z &M H 5 DT,
AHN OB 5-BAAART K& OB G- P X E IR WS RERR A (TSH, Wl T3, i
B T4, ACTH, I = /vF > — VERlE) & Ehiad 52 &,

1 BUBERE N B Dot BERBEMES b T3 R—=Y RACED Z ERHAHOT, A,
B Mg DR O FESCMAE D LR ICH3EET D 2 & 1 BBERA N D
B IEEs 2L, 1A Y CRRIOBGSEOREY R AEEZTTO L,
BDIERBEE, IRME M EEEREOREENH LDONDL ZENH LD T, RAOE
H-BRAGRT R OV G-I T X E W B RS RE R 2 FE 95 2 &

infusion reaction 23 & 5 3L 5 Z & 3% 5, infusion reaction 378D H L= AT,
AR O H- IO /LG 21T 5 & & biZ, FERMDEE T 5 E TERE OIRE
I BIETH 2 L,

PG T BRI AR L T LRITERR BT Z L83 H72H, K
FIOBEGHE T HICHBIEHORBUCHICEET 5 Z &,

ARHFNDOEEERERIZ BT, R2810-ONC-1676 kB ClXik 5-BHAEH S 24 M H F Tl 6 ¥
RIZ & ZRLIT 12 W 2 2 1cAMEDREMi 21T - T2 L 2 BE 0. AKIRE
I EMI I EERE TR OREREZITY 2 &,
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