hE
S5 .

w—AaB5EA
9 . 1 3

XEERMEETA R4 v
NRoh7u ) X<v7 (BLFHEEZ)
(K74 : A bV—F SHEE100 mg)
~ JR I MERERR M BUBAEAE U o/ fE~

SF1546 A
JE A S EE




SR/

IFLOIC

AFI ORI, (RS

88 R ol

MERZAZ-DUNT

BhRG LT o B
BHICER L THE T NS5

S o e

P2
P3
P4
P9
P11
P12



1. ZC®IZ

EIMOBFIE - BEMEOHEROT- DI, B SCEFICE Wl B kD Hh
Bo IBIT, EHFEORFHIFOMEAZ LV | PURESKG 72 & O 722 8 B E AR S
WAGREINDH T, 2D DERNZEIZNE R BE RS 5 2 L RABRBROREL 72> TH
0. RETEOE R & SO AT #2016 (CFER284E6 12 H BIEEE) 1B\ T, HEEHmEK
nEOMEH ORECHEEZ XD Z & & EhTWn b,

PORERA TSRS, RSS2 T a7 7 A VDB OESRL LB LN RS 2
EMB D, ZOTD, FIIMEROLEMICET A IERD ST 5 TORM, Y%EERLO
BREAZBRSZT5Z ENMFSNDBEIHT L THERATS &b, BITERNREIELLZEIC
Bkt e & D T LN ARER —E OB AT EREECTHERAT L NEETH D,

L7z T, KHA FTA4 Tl BARBEEPLZINETITHE LN TV D EFIRTN « B
W RN EES & LU O EIR G O il 72 & HEE T 280 D B e B0k 5 2 5 RO
BEREEERT,

¥, RITA RT A A%, MNATENE N ESK G ERE R O, O EEA B ARERR
MR, — AR N A AREGRNABE S & O LB AR MRS O 10 & B L
77

KGL IR HEIRM - A MV — X G100 mg (— A - XA e ) XvT (&
fafHHR %))

R ERDMETE « FEE U HEEIAIE O JFFRMERERE SRR BAAL U o <&

MBEERAHEROHE  @H . A, X7 el X~v7 (Esrffz) LT, 1
[B1200 mg 7% 338 [ R 1% 1181400 mg % 63 ] fEIlE CT3055 i 2T T
SRERET D,

Bl 3E IR 58 2 & - MSDEEIS AL




2. AFIOKHK, TERF

XA MV—F ESHEEFEI00mg (%4 a7 e ) X~T R Z) . DUF IR &
W9, ) &, PD-1 (programmed cell death-1) &ZD VU 77> R ToH HPD-LI &L UPD-L2 & DfES %
EHPAET S, b MbIgG4T / 7 o —F AHIRTH 5,

PD- 1% 8 1 T e 60 028 B AR 700 &5 DR 2 72 DS 08 AV 23 I 9= % 32 72 S22 il ) & A
v F T, PD-1i%, /RO TEEAITHIRO MR mICEIR L, B O0ENSE S
o ANME X TIm R 2R E OS2 3%, T705, PD-UXY W FEFETHZ LI
D PURSZFIRIC LD 3 7T gz AIHE 52/ ThH 5, PD-LIOIEFMHAKIZBIT D
FEHIIDOTNTH DN, 2L ON MM TIETHIROB X 22 51T E@BENCRILL T\ 5,
M AKIIEIZ 31T HPD-L1O m S B E, B, Medehs, Frmifaes. DB FF IR i
R EDEA T NATTHRARRKT-TH Y | IRWAEFE L oMM HE S TWD,

BED D A DEGIREY 7% & PD-LIZEBLOMEANEN & PD-1 & PD-L1D#R E I35 D 5022 ]
BB W THEEARFHE 2 Z LAVRIB SN TRBY , 2B AREOEN E LTS h
T3,

AFNE, PD-1EPD-L1 X UPD-L2D i U 7 ROFEE #BET D Z LIk v S NREE
WO IE SR RS EVET Y Vo BR 2 TR L S, PTG faE 2 FEE (L2 2 & CThilE
R A FIET D,

AN OB S < HBEDREFURIC L DRIWERENH o, BEEXIIETICED
AREMED B D, AHNIOFE H RO GRIZIT, BHOBRELZ 04TV, BREPRO LN
GrenlZid, FEB L7291 U= BEPTR 2 it & R 2 R =AM & gl U Cilb) e gl ia W &
TV, IBEORIE RIS & HEWER SO LS5 AT, BT B RV CF OG5 D
GV ILE 24T O MEN D D



3. BREREGE
P& SRR O JE 8 MEHENR /R B AR U o Sl O 7K G I G-I 2 1T - 72 B 72 iR
RBROREE =T,

(G 2htE]
OENE 1 iR (KEYNOTE-A3335k)
PRI ST A ME O JFIMERERE SRR BHIL U o SPEAE D (7T61]) 2512, AH1200 mg
JWAEIFRE (BLF TQ3WI &), ) BHOERMER Vet et S,
FHEIMIEE Th 54K [ETIWG criteria (2007) 123D < R EIC & 552875
(CR) XIE#EBR4yZ=%h (PR) OEIE] 1%, £l LB ThoTz,

A (1) BFREMESMRBEEICHERENRO OB, (i) BFELEMBE%e0
HUNIZCRA L < IFPRAG DN h o o F . T (m) S FE2 NS T
o6, AU EORTRRE 5T, B L IRELOIRRIR I LT EA

#£1 FYMHRE (KEYNOTE-A33:35%)

741

762725 (CR) 1 (14.3)

%k #5925 (PR) 2 (28.6)
(%) % E (SD) 1 (143)
#1717 (PD) 3 (42.9)

5% (CR+PR) (%) 42.9
(95%f #E X [H]) (9.9, 81.6)




@/ T AHFER (KEYNOTE-17074%)
BRSO TR ME O RO PERERR A AR R BAM AL U > /R EERE D (5341) Z &R, AH|
200 mg Q3WHE 5- DO H M I OV &M DR STz,
FEIMME R Th DR FE [WETIWG criteria (2007) (23 < frflEIc &k 5 5242840
(CR) XIFfmZesh (PR) OFIG] 1, 2D LB ThHh-oT-,

H2) (i) AZFREMEBMRBREEZICHERENRO OB, (i) B gLk
60 H LLNIZCRE L < IZPRIBE b o 2. XU (m) EE SIS RS2 NS

ThH%A. 2B EORNREEZZ T, B L < IXEEOTERZICHRE LB
# 2 AZMEE (KEYNOTE-17035R)
5345l
5e4878%) (CR) 10 (18.9)
s Rl ﬁ%ijﬁ (PR) 14 (26.4)
%) écﬂi (SD) 5 (9.4)
#1717 (PD) 13 (24.5)
A AN EE 11 (20.8)
Zh= (CR+PR) (%) 453
(95%(E HE X [H]) (31.6, 59.6)




[Z4tE]
OEMNH 1 #H38R (KEYNOTE-A3375%)
BEFGIILBR 2R TY7H] (100.0%) 158D i, BWERIIZS/ 76 (71.4%) (258D Hivlz,
BIWERIZE3ID LB TH o7z,
#3 BIfEH (KEYNOTE-A33RER) (LM dsed)

B BIRSFE (SOC: System Organ Class) FEASGE @fé;/(ﬁ/;;
(PT: Preferred Term) g “7 il

(MedDRA/T ver.25.0) 4= Grade Grade 3-4 Grade 5
2FEIEH 5 (71.4) 2 (28.6) 0
iR SSRRONINPAEA ==

FEENELT TP BRI E 1 (14.3) 1 (14.3) 0

A BRI ME 2 (28.6) 2 (28.6) 0
R TR PR

S 1 (14.3) 0 0
ME g, BOElds L OWERRRE

Nk 1 (14.3) 0 0
FEIE 8 X O T Rk b

HLBE 1 (14.3) 0 0
— % - REEER X OREENOREE

FEEN 2 (28.6) 0 0
R IR AT

TI=UT I NTUART 2T — BN 2 (28.6)

TANGHR BT I 8T AT =7 —EH 2 (28.6)

¥, FHEREREE 20 (28.6%) TR biLls, F7o. MEMEMZEER, KBK - NMEE -
HEEDO TR, BWEERES (RMEREEBR, REREERE) . NOWEE (FEAEREREE,
FORIRPERERR TS, RIFEHERERES) | VAUBEIRIG, S & IR, sk - RERUTIRMARIE, . Pfe
s (X7 0« NU—JEERESE) . BEEOKERETE (PErERZEEERARIE, BREREEIRE
e, ZIPALBE, FREIESE) . MK - fliEER, BIEMEDIE, Ok, EHE L mikkEE
(G M i SR PSRBT . TR e i, JREFERES, MERRRIERIES) . EHEOH K, MmEk
B RIEWGEE, infusion reaction X OFEEZ TR D LIV d o 7o, RRUWEAZEBLRDLIX B E 35
(R AR 2 5t) 23 OEHERER~T,



@/ T AHFER (KEYNOTE-17074%)
BHEFRITHABR IR TS0/5361] (94.3%) (2580 Hv, BIERIF30/5341 (56.6%) (27l B
Tzo FHLENS%LL EORIERIZRIO LB ThoTz,
F4  BEBBNS%IULOBER (KEYNOTE-170 3B (L22MEBirREH)

SRERIKS3HE (SOC: System Organ Class) 113%(%/%1

HAGE (PT: Preferred Term) " 5 By
(MedDRA/J ver.25.0) 4 Grade Grade 3-4 Grade 5
RIEH 30 (56.6) 12 (22.6) 0
MmEFR LY > GREEE

T BRI SE 10 (18.9) 7 (13.2) 0
Rl

FRLIR IR RE AR T 4 (7.5) 0 0
—fi% - EHEER LORGENOREE

) RE 5 9.4) 1 (1.9) 0

W7 3 (5.7) 0 0

FEEN 3 5.7 0 0

¥, NTHEREREE T4 (7.5%) . Woruwbss (FIEiigneias, FURREREE . BIE 6
REfEE) 13561 (9.4%) MUWRRIEE (57 2 « S L—EERESE) 13161 (1.9%) TR LT,
Flo. FEMEMRE, KK - Nk - EEO T, BieESs (RMEREMEE R, KK
R RS . VBBEIRIN, 5 & DR, Ak - BRBURARE, R, HEEDOREES (hEME
FE P BESERIARAE . R REREREIRIEGERE . ZTRALBE, B RAIES) . I - Bk, EAEM )
fiE, ODfhZe, BEERMERES (oMl MR HEERBER . e L, FREFERE . Bk
BRAESE) . EHEDOH K, MERERIEMERE. infusion reaction 2 OERZITFRD BN o 72, AR
TERFBURDUIBEF S (IRMEERY 2 51) 2B OEHERE =T,



[HE - HE]
AANOREMEYEEET L EFHALIZY S 2 L—3 3 280 AAKI200 mgZQ3W,
400 mgz6AfMIME (AT TQeW &9, ) XiE10 mgkg (AHE) Z2MMME (LT
QW] &9, ) TEE LEZEOARAO MG IRENBRET SNz, ZORER, KA
400 mgZ Q6W T 5 L = BRDOARHKI D EHIRIEIC I B P MiEHIRE (LT [Cags) &0
9o ) 1E, AHI200 mgEQIW THE LIZBEDCoess LHERIT 2 & Pl S L (THE) . 7o,
AF400 mgZQOEW TH 5 L7=BEOAKI O E wIREEIC I 1T D e MiE HH L (BLT T Crnaxss)
LWV I, ) 1 AAR00 mgAQIW TH G- L7 BRDCraxss & Hel L Tz 9™ & Tl S-S
DO, BANBEICBOTEAREDNHERENTWDHE - & TH 5AKH7010 mgkg (KH)
ZQQW THR G LTCBRDCraxss £ G L TIREZ R L RIS - (FHR) . S0, EER
EBH 2 X RITAAI400 mgZ QoW THeH- L7-iEs 8 1 Atk (KEYNOTE-5553 %) X v
BONTFERMEIC LS EYBhE (T A—2E, v 2 b— 3 A2k Pl Lz SpEhne <
FA=Z LRI (FR), MAT, EEOEEIZE T 5 AR S E | RFI O
BRI T RN L OE Z AT HREISE T BRI, AFI200 mgE
Q3W X13400 mgx Q6W T - L 7= BEOIRTE & & A7 2 U2tk & OREIC DWW TR S
T AER. Lo ML - HEORM TAEIE L VLML 2RI T n e Pl ST,

£S5 AROEPEBE/ T A—F

[ Conax Cave Canin Conass Cavess Coninss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
200 mg Q3W! (58-55?'519.7) (27.27?'298.1) (17.5'118.3) o1 .97?'34.1) (49.2;(,)? 1.0) (30.35(,)2 1.4)
400 mg QOW! (12;,23124) (32.?)%?2.7) (10.2(,).160.8) (143?49) (50.51(,)'57 13) (19.3;(,)30.9)
40(0%%1(‘2[56)\)\/ (1351 2610 316.4) NA (14.1:?5.4) NA NA NA
10 mg/kg QW' (21;2223) (14;?145) (1 1;1 ?21) (423,2233) (272,7382) (19;,9;00)

t:n=2993, 100 MDY I 2 b—a AL EHI N EEEOFRME (2.5%4, 97.5% ) |
Cinax : HIEHRE-1% O fe @i MIE FIREE, Cave @ HIEHR G5 OTFHIMIE FIRE, Cuin : FIEIFREHZ (A 702
B 581 OBRMEIMTEPEE. Cous : EFIRIEICTIT D REMIEFIRE. Cups : EFIRIEICT T S FEHM0
TETHREE, Ciinss © EFIRRBIZ I T 2 BARIMIE P IRE

T 156 Bl FEIE  (95%(EHE X [H)

§ 41 BIDRATIELIME  (95% 5 FEIXH])

NA : #3472 L



4. FERRIZOWT

IS U A 7 EHGEHE (RMP) (ZHED &, AHI O ERK L EMEERIEE ~ D W AHI 23 5
LHEFR T > T, AAIOE G N #EY)72BE 220 - FE L, AFIOFLGIC X0 BEEZRFEIER
ZRBL LTRSS T 5 2 E MM E R L FOO~@D T & 7o T hiax 123\ W\ Tl
HT2a_&Ths,

O MEFRIZHONT

D1 Fieo (1) ~ (5) OWTNNIIEE T DHHExTHDH Z &,

(1) BT REDIEET D03 V2RI AT CERENF RS A sl s be . Hi
I8 ARSI RURIE . HUIBRDS ARSI PR &)

(2) FrEt&RERPE

(3) #EMIREENIEE T 5 N AFEEEPE (DS ARZEEETE EWPL. 25 A2iaEE i )
TP, 3 ASIEGEEEHERE TR R &)

(4) ARALTFFEEZRRE L, SRS LB RN XU RIS L A2 i B2 O i
XM TAR D B AT - T D fiak

(5) PUIEMEREE AL S BN O i i S HEI AR 5 JE H &2 1T - TV D fitiax

O-2  JFUEMEMERE AR R BAI A U >/ SBE OAL HRTE S OVRIVE I FE R IR O %I 153 72 0
i & REBR  FFOER (FROWTINISHEE T DIERM) 25, Y%2RBOARANZ BT 5160
DEEE L LTRHRESNATND Z &,

®

o EEGIFESER2EDHNINHE ZE T L2 BICSFELL DN VIR OERIRNHE 21T - T
WHZ e, 96, 2R, NAEYRIEEZ L UTBRRIEREOWIHE Z1T > T
5Tk,

o EMGFFESR2EDWPNHE ZE T LI RICAFEL EDORRBERZ A L T b Z L,
OB, LRI, K gR VR 0 23 A W IRTE & B e IR IR OHHE 21T - T
W5k,

@ BRAOEKLIFREBEDOEHIZOVNT

I RE I T T D FEE DR E S, JEEBEN O OFRE D, Aok - 22tk
LI PAIE R OE B K ONER T D IR, AEFRPHAE LGS OMEER.
DR NIATON D EHIDFE > TnWD Z b,

Yivay

=



@ BIEA~DIRNZ 2T
@-1 fEsx Iz B3 2 B

VPR MR B D B e BIVE A SRR LRI, 4R RI2IRIRHI O T, Mk 33
EERIER 12 I\ CL FEEL L 72 BIERICIE U CABEE B K ONCTZE O BIVEH O BRI 2 B 7o i
OFERNY BRI S, BB ATREZRH A - T D Z L,

Q-2 BEREEEIC L 2FESSICET 2 EH

N A 2 EI I i k. O RE A B T 2 EREEEPRIERE=4 Y v 7 %5
DIEFERDOAT ) == T HTWEIRIE & HlZ LG TE 5 F— AERERHI A =T
WHZ &, 7ok, BREHIZOWT, BARBRE L ZOFERIZHSIHmENTND Z &,

@-3 BIEA OZWr-exINCEE LT

RIWER (MEMEMEEIS A, RIBK - Mk - EEO N, BHERE - A4 - e
PR - TS - MEALMEARAE 28 EHREEIEE RN B R, REREERE) . NomEE
(THEAHREREE, HURIERERE S, BIBRERET) | VRUBEIRIE, 5 & 2Bk, sk - BB
FFREAE . BES. HEHE O RJEREE (PEMERESERMATE, B RIEIRIEERE, ZIAEE, 58
KIEIES) . infusion reaction, {7k - Bl EIEAEEIE, MREMES (7 2 - N L—JERK
BEAE) | Ok, BB KRS (G MRS SRS R L, ARIFERE, T
BORIERIESE) . EEEDOH K, MIKERIEGERE, %) 1Tk LT, MEzhiusx ST B E ik
BIOHMMEEZ A3 2 & &EE L (BWEHOZE-CRSIZE L THRELR O EZ=IT 6D
FECHD L) | EHITHEERED TE DRI ESTWD Z L,

10



5. BExtg L b BE
(G 2h I B3 2 F1E]
O TRICEY T LEREEICBVTARIOEIMEN RSN TND
o AFEMBHIBAERL I HRARD LB
o BEEMHMIEBME60 H LINIZCRIUIPRAG DAL Do T2 B
o AFIEMEMIRBHICNES Th 235G, 2B EORTER A= T, B L <
IXIEIT ORGSR LI B

@ TRICERYT HHHAFEICHOWTIL, RAIOAMENHSL SN TE LT, KAlOEE:
KL 725700,
o ALFHRIERIGE OB
o fhoBEMIEES E OO

(“ZZatEIC B3 % FH]

O TRICEZYTIHIEEFICOVWTIAFOERENEED L INTWDHZ b, &E521TH7%
WZ &,
o ARHIDRSTITR; UisBUE OREERE D & 5 B3

Q@ TEEATOFHHIC BN T FRRICIEY T 2B IOV TIL, ARAIOFE GITHETE S L7208,

L DIEREBIREL D 2 NG IR Y | EEICAHIZHEHT 52 L 2BETE 5,

o MEMMEREDOEH UIB LD & 5 BE

o R AR A CRIVE R 2R D B K ONE B oD HUR R itk 2¢ <0 S e e i
REDICIRIEMZALR 2 B 5 BE

o HORERERBOADE ITEMRZRAE L < IEHEREMO B ORI OB
F Y Y ey

o ESRBMIEDOH 5 EE (B FE M la B 2 k<)

o OB IIB A AT 5

*  ECOG Performance Status 3-4 VD84

GED ECOG & Performance Status (PS)

Score | B

0 | &< IEBTE 2, FMATE R LR EAENHIRZ ATZ %,

PREZIE LVEBNIHIBR S 523, BMTHHE T, BAFERHE > TOMFEEITITI Z LN TE D,
R NEE S

HATARECTHOH DRI O Z LT T ~NTHREEERITTE 20, B D 50%LL EiF~y M Tl 29

[BHNT-EHSDHDEIYDZ L LNTEXRY, HFD 50%LL FE2~Xy ROl

KW

ELENT RV, HAOOHOED O Z L1348 TERY, BRIy RO+l 4,

11



6. WEITBRL THETNEFH
O WCEFMA, WERFEHES RS D RIS & AH O R M OVl IE ] o

@

®

DI BEIMERE B L T BT 2 L,

TRIEBRLRIZ e S . BE T Z OFIRICHE IR OERIEE a3 L, AEE5ST
PoEETHZ &,

FEREWEH DO~ A MZONWT

MBEMIEEN D bbb 2 ENHDHD T, AHROEEIZHT- > T, HIHER
(EYIdL, PRI IR, k) O R OEXERE O FEhE5%, Bl224 o117
9k, £, HEIDS UTHECT, MiE~—b—F0OBREL LT 5 &,
infusion reaction?3 & H IV D Z &N &H 5, infusion reaction el s HAV/ZHGEIZIE,
WO 7R E 21T 9 & &b, TERMAEET 2 £ CHREDREZ +0IcBliesZd 252 L.
HOR IR RERE 5. N (AHERERE S K ORIBEHREREE N b b b Z LR dH H DT,
AHN O B G- BRAA R K OV 58I R I E IS N 0 W re R &5 (TSH., #BET3., i
BiT4, ACTH, Ifith=F Y — LV S0llE) 2Eiid5 2L,

BIEFR, A4, FmekEE . HFa, s{EEEERDH bbb Z EBHDHDT,
ARHN OB 5-BRLART M O G- X ERIIC TR BEMRE  (AST, ALT, y-GTP, Al-
P, EUNAEVEORIE) HEMRT DL,
SEVEREOEERBEENH SONDZ ENHDHDT, THIMICIRO RO
MEMRTH L, £, IROBENEO LNTHAEITIE, B0 ERERMZ =
PLTHEIOBREERFETH &,

AFNOBEAZ LY | WEOHREFINTERT S &E 2 b HkkA RRECHENR H 5
PNAHZENDDL, BRENRO NG EIZIE, BB LT FRITE UMM Hm
itk & kB A RE O R AR & EE U CE b 2R BRI I ATV B ORISR X D REIE
HDREDLIL DAL, AFIOWRFESUIHIE, K OEIEREFR VT RO %%
BRETLHZ L, P, BIBKREFRVE ORI REHOBENRD b2
Bra i, I RE AT DA ORI OB EBET 5 2 &,

BG4 T 1%, BEMOED ARGE L THLEWERBRIRT D Z L1350, KA
DOFEHETHRICHRWEHORIUCASITHEET D 2 &,

VRO IR I (BUEIRBEIR G 2 & de) Md Db, HERBEIES v TV R—v RICED
ZENRHLHOT, N, Bl EHEOTER OB MPHED FFIC+H5EET 5
Z ol VEERPID DN G ST RELEZHIEL, A4 R ) VEIFIORR 5% DR
Ol7e i 2479 Z &,

AHN DRI N T, BEHR D120 Z LTGRO M2 T Tzl & &
ZEIZ, ARG PTEBRICEGRE THROMBZAT O 2 &, FRIAKRBITHEE
TRHRNZ L EBE L, REHREI2A X TIIRICEH LEERBIET 52 L,

()



