XEFEHEET A R
RAT7u ) A<v7 (BETHBEZ)
(BR7E4 : A4 M —# K 100 mg)
~ R BRI~

YR 2 941 2H (FF124 8 AKET)
BA B




ER/N

1. 1FC®IC P2
2. AANIOFHH. (EHEF P3
3. ERIRAE P4
4, FERXIZOWT P8
5. BHxtGL e b P10
6. HHIZEL THETRXHIH P11



1. IXC®IC

=S5 DH N « B RMEOREROT-OIZIEL, I SCEFIZEE S W2 Ee R D
B, 6T, ITEORFEHNOMEAIZ LY | FUREIKS 22 & OFHH 72 Frlil/F A%
FPIESEMDPEB I NDHF T, 2o OEEMLZ BICHLERBEIRMET 5 2 L REO
AR & o TR Y RIFMBGER & SO IR T #2016 (Fhk 28 A2 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBHEEZXS Z LS TWD,

BFORERBE ST, B ERCLZ 2T 0 7 7 A VRBEFOESK AL & B 5 25
B ENRDHDH, O, MR OLZEEICET D ERS 0BT 5 £ TOR,
WMELEIG O BE LML ZIT 52 EPWIRE SN D BFICK L THERT 2 & &bz, BIfE
FDFEBL U= BE 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7= 9 A B < fd A
THZENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITE LN TV A EFLIH -
B RIS & | LT ORI O 7o i H 2 HEE T 2880 b B R EE & %
F RO EFHE R~T,

I, ARITA RT A %, MSIATBOE NS RS O . OB AR AR
BRI s . — Mt FE N B ARERIR NBFE 2 R O [FE A B ARIBRE B 72 O W
Db EAERR LT,

WGl I HEIEN XA M —F SR ERE 100mg (— k% AT e U X~ T (Eis
THREHL %))

KR ERDMMEUIIE © DS AL\ CHE I U 7= ARV YIBR A RE 72 IR I b B

MEERDREROHE @, AT, *a7vn ) XA~7 (Ealfz) LT 1
[8] 200 mg % 3 W [A]fHIME 13 1 [5] 400 mg 2 6 I [HfE kR T 30 57 fH
DT T RIEFET 5,

B 3E R 56 ¥ & - MSD BRRatE




2. AFOKK, 1ERBERF

FA ML—F RiEEE 100mg (— %4 - XA T7 ) XA~ B HHE#z), LU IR
Fll EvvH,) 1%, PD-1 (programmed cell death-1) &% ®D Y %> K Té 5 PD-L1 & T PD-
L2 L OfEAEZEHEREST S, b MbIgG4 €/ 7 v —FAHEKTH D,

PD-1 #2313 T Al e o0 2 B S 2> & 2k 2 72 I 03 AVKBRE 23R 5 % 32 7 50 22 ol )
AA »F T, PD-1 (&, fEFEREBIZEWDCEER T MilaoMia£micgE L, 3%
P& SO % B e A B X Tl 72 oS OGS & HlH 95, 72 BH, PD-1 13U o K&
AT D LICE Y HURZERICL D V7 I vimiEe AlchHEaT 225K CTH 5, PD-LI
DIEFEMIKICIB T HHBUTDO T TH L0, Z< ONAHMTIE T Moz 2
HIFEWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEEIL, B, el .
JHMAE . IO, FE/NHIRaTE 72 & Ofix AT THRARRK T TH Y | RWAEFE
& OB HE STV D,

B O DA DGR T#% & PD-L1 BB OFHEEAMN S, PD-1 & PD-L1 ORI
DGERRHC B W CEBERKREIZH Y Z EDNRBINTEBY  F7272 N AT OEN) &
LTHIfF ST 5,

AANX, PD-1 & PD-L1 X OPD-L2 Olj U > ROFERELESTHZ L2k, 5
WUNBREE T ORISR AR ENE T U S ERATEM L S8, PUiEE e 2 s AL
T 52 L CHUEENRARET D,

AFN DRI 2 He B DS RISIC £ 5 BHEA 25 H b, BESUIIEEIC
DRI D, AAOBGHROBGHIIE, BEOBIEE IO, BE IR
D BTG AITIE, BB L2 HGUTIE U B 2 ik & B8 & FF o R Afl & L Col
Y72 RIS 21T\, BB DS RIS IT & 2 BIEF 28 Eb 88T IE, RIS R AL
B HI ORGSO R ILE & 1T 5 LER b D,



3. BREREE
M AACERFRERR I THE IR U T2 ARIBUIBR AN RE 72 IR b R O KGRI IZ Gt 247 - 72 £ 72
Bk A B IR OD i 2 T,

[H2h1E]

[EI B[R 2B AR (KEYNOTE-045 35#)

77 F K & S T L EEIEET 28 3 5 R PTETIE XATHER B O R b RO R
542 15 (A AN 52 % &s) % %47 . A 200 mg 3 SERIREE (UUF TQ3W) 15, )
Be G- OE IR NN AR ON7 U X X' )L REZ S8/ X3 vinfluning)
CERXTRE LTTRET SN, Aok, BHREHE TEREEETRRD b GE T, KT
ZR IR DO H IR W EDERIRAIIZ L E LT 5 BE T, RIBICARE O mifg R ¢
PRBHEIT RO LN D F TARKIOER G 2k 95 Z L3RR & SivTe, FEEFHmE X
ALFIM (0S) R OVEREALFHN (PFS) & &iv, AFNLSEE & el LT, OS
EEBICERE L (F1EOXK |

10 7T FFRH R G AR (UG BICRBIIT AR BE . RO T F SRR AT
(EEERREIC & BHTRT - I MBNEAERRER 12 4 B LINIC TS L7z B 2z AR B LT,

*2 : ARFRTIE vinflunine 1ZRARTH D720, X7 VXXV II REZXEZLOWNTINERIRL
7o



7% 1 KEYNOTE-045 3RER DB ZIMERAR

AF 200 mg {bFIERE
Q3W
(270 f51) (272 1)
os' i [H] 10.3 74
(95%(ZHE X [H) (8.0, 11.8) (6.1,8.3)
NH— R 0.73
(95%(E #E X [H) (0.59,0.91) -
P {5 0.002
PFSTl HdefE [A] 2.1 3.3
(95%(E#E X ) (2.0,2.2) (2.3,3.5)
NI — R 0.98
(95%(E #E X [H) (0.81,1.19) -
P fiifb 0.416

T P RRTRE DT — & 1 20164E9 H TH B v AT
: BRI Cox eI — T /UIT L HAFEE & O gk

i
§
|

Rl 7T U e

: RECIST 714 R4 > 1.1 BRI EES < Jha7 rp gl g

100 7
m-
B0 -
70
2 60
# 50 1
-

at riske
X8 200mg QIW
{EF¥RE

v ()

270226194 169147131 &7 54 27 13 4 0
2722332171138109 89 55 27 14 3

0 0

1 OS ® Kaplan-Meier fi#f (KEYNOTE-045 35%)

6 8 10 12 14 16 18 20 22 24

0
0




[Ze21k]
[EI B[R 2B AR RS  (KEYNOTE-045 35#)

HEFEGIIARKIRE 248/266 5] (93.2%) K UMb IERE 250/255 41 (98.0%) (2788 B
L. RIPERIZE N Z T 162/266 5] (60.9%) K& T 230/255 il (90.2%) (2788 HivTc, A&
FIHE THBUEN 5%LL EORIERIZTRO LB THhoTe,

2 BB 5% LEOBIER (KEYNOTE-045 3RE)  (RZA&MART X REM)

#BEBIKIFE (SOC: System Organ Class) @ijﬁﬂ(;/‘;)
HEAFE (PT: Preferred Term) 2663
(MedDRA ver.20.1) 2 Grade Grade 3-4 Grade 5
2EIEH 162 (60.9) 38 (14.3) 4 (1.5)
N bR
FOPR IR REA T 15 (5.6) 0 0
B 1Bk E
T 24 (9.0) 3 (1.1) 0
0 29 (10.9) 1 (0.4) 0
—i% - RHEER O GEALOREE
I A7 i 15 (5.6) 1 (0.4) 0
W 37 (13.9) 3 (1.1) 0
TR EN 17 (6.4) 0 0
Rt L OvsespmEE
AARIFIR 23 (8.6) 0 0
BeE ¥ KOV T AEAk R
Z 9 FESE 52 (19.5) 0 0
433 22 (8.3) 1 0.4) 0

723 AFIFZ BV TRIE MR 10 61 (3.8%) « Kimdk - EEE O T 7 4 (2.6%) |
MRS (72 « NLU—EBERSE) 16 (0.4%) | TFHSEEREE 14 651 (5.3%) . HUKAR
BEREREE 23 15 (8.6%) . WIEHEREREE 1] (0.4%) . BFFEAERETE (JRAMEFIMER 2
%) 141 (0.4%) M ONinfusionreactionl f5] (0.4%) iR Lz, Tz, HEED L&
(ISR R, Z2TALEE, BRRIESE) | T HREMERE S, 1 RN, K.,
e - RERURRE . EEARIEDRE, DR, M - BIER, 5 &0 B, ki
BRI PESEEESF . PR IMAE R I M OVIRZEERIEE 1IR80 D72 o 72, AREIWERRBLIRILIXES
HHESR (BAMEMEETLE5T) 230EEREZRT,



(At - HE]

KB OREEFEYBREE T L EZFH L7-> I 2 b—3a 02XV, KK 200 mg %
Q3W, 400 mg % 6 FHHE (LT TQeW] & 5, ) XiX 10mgkg (AHE) % 2 [
Mk (LT TQ2W) L9, ) TG LZBEOARF oI iE FIRESRG Sz, ok
Fe. K| 400 mg & QBW TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 P MG iR (B
T Cavgss) &9, ) &, AHAI200mg 2 Q3W TH G- L72FED Cavgss & HHIEIT 2 & T
Shiz (F#) . 72, AH400mg % Q6W TG L 7= ARHK| D EHIRREIZ I 1T 5
E G FIREE (LLF TCrmaxss) &VM9o ) 1, AHAl200mg 2 Q3W T H- L72BRD Craxss
g L CEEZ R T E TSNS OO, BARNBEFIZE WD TR R ST
HHE - HETH 5% 10 mglkg (RHE) % Q2W THH: LTZERD Craxss & Ll LTI
fEzrdEFPEns (FR) , 5, BEHERAMMEBE Z 554K 400mg %2 Q6W
TG L7/ TR (KEYNOTE-555 i5R) K 0 155 7= EHMEIC S < EiyHhhe
NRIA=BFT v Ialb—rva Al PRILICEDERE ST X —% LHEILT (FR),
Nz T, BE ORI 5 BERRBRSEICE S & | AR ORE & & HM X T2tk
& DR #EZ R DIRESST T /VBEE S, Kl 200 mg 2 Q3W X 400 mg %
Q6W THH L7-BROMETE & & AME T L2 L OREIZ DWW TIRFT S /R, k
SO A - AEOM THIME L OV B2 2R T 20 & PRl Sz,

R3 AAOEYBE T A —F

- I Crax Cag Conin Crxss Cavges Crninss
(ug/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
200 mg Q3W! (58.55?;9.7) (27.277-38.1) (17.%32,;.118.3) (91.3?-34.1) (49.58(,);11.0) (30.3;,).3?1.4)
400 mg QoW (12;,2i24) (32.3())?';2.7) (10.%1(,).f0.8) (1461;1?49) (so.i(,)gls) (19.?3(,)'30.9)
40(0%2%%\,\/ (1351.:(33?.10;6.4) NA (14.1:'22,4) NA NA NA
Ok W| gy | aanase) | unim | aeees | s | (o300

+:n=2,993, 100 B[P I = L—3 3 LY BEH N7 % EEO FIE (2.5%,97.5%) |« Crmax @ FIEIH
H#OEEIMIEFIRE, Cag : PIEIR 55 O MIEFRE, Crmin: PIEIRGH% (A 702 5D OFiRiE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ%ﬁgb:ﬁ&féﬁi@[ﬂl{%@{%}ﬁ\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B FeARumn i i

I : 56 FIORELIE (95%(ETHIX[H)

§ 1 41 Bl O EEIE  (95%(ETHIX[H)

NA : %7 L




4. FERIZDOWT

KRS & LTl AR (2FRE) NN TWEZ En, YiHa 4
UNZHETE DHigk CHOIMERH H, T D LT, AKF OGN w7 B85 220 - §F
E L, AKANOBRHIZL Y EERRIERZRB LIRSS T 5 Z &R0 ERT=D, LIF
DO~BDT R T &G THXIZBWTHEAT 2 XEXTH 5,

O HERRIZOWT

D1 T (1) ~ B) OVWTINIHEYT IR THD Z &,

(1) JEAFBREDIEET 20 AREEIL SRR G E RS A2 RGEEERL mUR B
HUIE )N AR B EEHL R, HUIER DS ARSI RE e &)

(2) FrEMEERPL

(3) HEM IR ENFEET 203 A HOEEERRE (D AR EWHRbL, 23 A2
W EBE, 3 AR EEHERE B e &)

(4) AKRALFIEEZHE L, SRAEFRENE 1 USSR 2EIENNE 2 Ol 5L UE
AR DR AT > TV D fiex

(5) PUEEMERERL AL RN O R R FEHEI AR D 24T > TV D ek

O-2  JR¥E ERE DAL E K ORIWE I FEBLRE O SIS IZ 147 22 Jnalk & R 8R 2 R D Al
(FROWT NN AL T DIER) 23, BEZZFERORANCET 2R OEMTE & L
THEINTWDHZ &,

#

o [EEMFFESE 2 FOUMIMHEZE T L7212 5 FELL LD D AR DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BASEWEEZ & LUEERERFOIHE 2
ToTWBHZ &,

o [ERIRFFIGER 2 FOPMWHEZE T LIRS 4 FLL EOWIREGFZ DR IRIHE
ZIToTHY, 95, 2 RIT R LR DM A TR 25 Lo D3 AR TR O
RWHEZAT > TV H Z L

Q@ PBENOEEBEREEDOMEHNICOWNT

IR HRE BEICE T T LA DR E S v, REEEENSOFRE D, Ao - %2
BVEEIRFRE R OB B L NERE ISR D iRt AEFRBBE LGS oHE
EH. FERHSHIATONDIEHINE S TNDH T &,




@ EBHWERA~DOXIRIZOWT
@-1 fEsk Az BE 4 5 B

VMR RS D EE R BIEA NI A LTZBRIC, 24 FRRIZHEIEHIO T, Makhiak X
VB (23U T, BB L BWERICIE U CABRE B L O CT O RIVER ORI 4
TR ORERD Y BSOS, EBICRIGATRE R AR N EE - T D Z &y

@-2 EERNEEEICL H2AFELNHICHET 2 EH,

DAZIRICED 2R L R e BT 2 ERIEEEPEIERE=42V 7
EEOIZEROAY Y —=2 7 HITWEIRE L @A A T& 55— LERES
iESNTWAZ L, 2B, BIHEHIZHOWT, BABE L ZOFECHIITEmMmENT
WhHZ L,

@-3 BEHEADZWrox B LT

BIVER (REMMZERIIIN X, KBE - /NMEK - BEO TH, SRR - i bk a
TR, BHEERETE (RMEREMER RS, NWowkEE (TREMEREE, FRIEMRE
HE . BIEMEREREE) . 1 ABEIRIE. S8 O IR, Ak - BRBUIRMRIE . ER . EEE DR
JEREE (PR B RARAE . R BRI AR BERE, ZIRLBE, FARRIESE) . infusion
reaction, 7% - B, BIEM M E, MRRETE (X7 2 - NU—IEGERES) . Ok,
e MRS (o P MR PESREESR . WML L, JRIFERES | MERERIERAE %) |
MERBERIEMERE, FEAZE) 1Tk LT, Ml X3 MR B o BEF M 4 B 9~ 5 R Al
EEEEL (BHEHOZWroXISICE L THRER OB ZZIT N RMHTH D L) |
B HIZHE 72 LE DS TE DIRHINE S TNDH Tk,

=



5. EXHB LR DBE

(G 2hEIcBE§ % 31E]

O 77 FFRHNE GO FIRIERE 2 A 5 KT TYE AT O R R
FIZBWTABOFENERREES N TN D,

I

D B

E

@ TRICEY T 2 BE T 2 KA OBE L O HFIEIZ DWW TR, RFIOAF D
ML SNTELT, KFIORGG LB,
o TITFFRIHNE G TALTIIEI X DR O I W B,
o FF OB,
o fhOHUEMEREEA] & OOFH,

[tz B4 5 F1E]

O TRICHEYTHIRFICOWVTUIAKOREN LD L INTWD Z b, &5 %21T
r YA A RGP
o ARHNORSTITHR LIRHUE DO BAERE D & 5 B

@ REATOFHIIZ IV T FRLUCEE Y T 2 BE T OV TR, AR OG- IFHERE I L0

D, AOIRFRPFUL A 2 NGEITIRY | HEICAFZEHT 22 2BETE D,

o [HEMEMEEOEIUIBED & 5 B

o A EE AR A CRE R 258 2 B K ONE B M 0 F B i st 2% <0 R g M fiti 2%
FEOMMIZRIEMEZE LN BN D BHE

o HOMEBEROADE XUXEMERZE L IXHFHEM%EO B O REEDOBHERE D
b5 BRE

o EERBHIE GEMEHIaBHIEL 5T) Ob b EE

o MO IIBE TR AT 5B

*  ECOG Performance Status 3-4 "D

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,

10

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25




6. BMEICEL THEETREFE

O  IRFASCEFEIIIN A, BEIREES D IRAET 2 ERFE T -D & AR O FeE K OV Ef#
DT OIZ B HEZ T L TS5 2 &

@ JHREBIAICIENL D BE T OFRICE MR EREE s L., FEE2 5
ThoETHZ L,

@ FEREWERHO~RT AL MMZDONT

MEMEMEER D LI D Z ENHHDT, AAIOBRGIZHT- > Tk, PIHE
W (BG0iv, PRI IREE k) ORER & O X MRiRds o i, BlEx+
AT D T &, Fle. BELTS U THES CT. MiF~—F —F O/ 2 Fhi+
5k,

infusion reaction 23 & 0I5 Z L 3% %, infusionreaction 23728 H AL HGA T
X, WUREZIT S & &b, JERDEIE T 2 £ CHRE DR L +/0IT8l5
T5HI &,

FURIRSEERE . PR E K ORIBRERENHODONDLZ N H DD
T, AANOFH-BRAART K O G- IR R I30E WIS N g ef &2 (TSH.,  0ERfE
T3. EHE T4, ACTH, M =T —VEORIE) & FEhid 5 2 &,
JFESRERRE . B LEAE RN S HOILD Z DD D DT, AFOE 5 HMGHT R
OGP I e I REME (AST. ALT. y-GTP, Al-P, BV /LB %
ORPE) ZFEHT D5 &,

SEIEE (MR L ITEBHRAERZET) FOEERIREENS bbb
ZENHHOT, EFICIROEF OFBEMHRT 52 L, £, IROEFEN
RBOOLNTHEGEITIR, HONCEREEL =2 T2 KO BEBLEET HZ &,
AR OBEGIZLY | WEOGERINIERT 5 £ B 2 bV H kA IR ERE
DHLOLNDZERNDD, BENRDOOLNLLGEITIE, B LEFRIIS LT
BEFHE 70 itk & AR A RO Rl & s U ClE bl 2 8RR Wr 247\ ot
FOSZ & D BWER R B 25581213, AR ORISR, K ORIE RE R
IWEVAIOBRGEZEZRT DL, ok, BIERERLVE L OERGIZEDETE
HOYEERFRD IR WIGAITIE, BB RE AV LISt o S il Fl o8
bLERET DL,

B TR, BORRIN 5 ARRE L T LEERDP BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITEET H 2 &,

1 BUBEPRIS  (BE 1 BUBEIR S &2 & de) Db bbdu, BERFES 7V F—T &
IZELHZERHLOT, Aig, Fl, EHFEOIEROFEELCMBEEO R+
SEETDHZ &, 1 EMEREASEONEGE I EREERIEL, AR Y 8l
O & DORMY R LEZ1TH 2 &,

@ AA|OFRRERICIBNT, BRGNS 9 MR, ZALIRITR GGG 1 FMIX
6 WRIMINGE, #GLEG 1 AFLIEIE 12 HFME CHMEOFMI 21T > T\ Z
EEBHBIT, ARG TITEHRICEGRE THROMEREZIT I Z &,

11



KEFEHEETA KA v
RaTn) <7 (BIETFHEBEZ)
(K554 : %A h—4 SR 100 mg)
~EHEE~A 7 YT T4 NREZEE

(MSI-High) 2589 2 BEEE~

YR 3 041 2H (FF124 8 AKET)
BA B



ER/N

1. LI P2
2. ARHIOFHE, TERBET P3
3. ERIKAGE P4
4. MFRIZHOWT P10
5. ®hHxIGE LB P12
6. HEHEICELTHETRXHRA P13



1. IXC®IC

=S5 DH N « B RMEOREROT-OIZIL, IR SCEEIZE S W2 Ee AR D
B, 6T, ITEORFEHINOMEAIZ LY | FUREIKS 22 & OFHN 72 Frlil/F A%
FFEIMPERBINHH T, 2O DOEEKGLZ FEICLER BT IR 5 2 L BRED
PR L 72 o TR RREMBGEE & O FEAR T #2016 CFAL 28 4F 6 A 2 H BRI E)
IZBWTYH, EHMERLEOFHORKE(LEEEZ XL Z L LS TWn5,

FORE R ST, SRRSO BT 0 7 7 A VS EDEIK L LB S TR
RHZERDD, ZOD, HIMELROLRMICET 2 EWMN 0SB 5 £ TOR,
WMELEHG DO BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
FDFEE U= LB 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7 9 A B <l
THZLENEETHD,

L7eRoT, KA RT A TiE, BIFERES ZNE TITE LN TV A EEIH -
BHEm R S & | DUTF ORI O e H 2 HEET 28800 6 MR B &5 2
F RO EFRREZRT,

B ARITA RT A %, MNATEBUE N ESE S ERES R G, A tHEANR AR
BRI s . — M N B ARERIR N E & & Ot AN B AR IR 7= O )
DY EER LT,

RIG L IR HEINL A b L—F EEERE 100mg (— R4 e T X~vT (Ein
THAHLZ))

WREBRDMEIHE « DAALFIRIERITHE LT - BROEHEE~A 7 uYT T4
MRz ENME (MSI-High) %63 2 EEHE (BEER 7o IR0 R #E e
BAIZIRD)

MEERDREROHE « @F., RAIE, Xa7n ) X~7 (GEfaHfaz) LT 1
(7] 200 mg % 3 ML 1 [5] 400 mg % 6 F# M T 30 75
T T RIEFET D,

il 3& Ik 58 3 & 0 MSD RSt




2. AFOKK, 1ERBERF

XA M—F BTEHE 100mg (—i4 XA 7 r ) X7 GBEFHHz) BUF TR
Fl w5 ,) 1%, PD-1 (programmed cell death-1) &% ®D Y %> K Té 5 PD-L1 & T PD-
L2 L DOfEEZEZMAET S, B MEIgG4 £/ 7 v —TF LHURTH 5,

PD-1 #2813 T HifE S B (RS 2> DL 5 72 DI 2 A A3 FI 5 5 3 7 S 7 il 4
AA wF T, PD-1 1, EFEZRRBICH WD TEER T MiluoMinLmIc BBl L, B O %
P I % B Lo AR LB ST R 70 e RS & i35, 7B, PD-1 (XU o REfE
ATHZ IRV PURZRRICL D v 7P Ve AICHIET 5% B/ KTH 5, PD-L1
DIEFFMEIZ BT 2B DTN TH LN, Z<ONRAMIETIE T Mo 2z
HIFEWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, e,
MR . IRBLRE ., FE/ BT & Ox e AU TTPRARRKR - TH Y | RV
& OB HRE STV D,

BED N /DGR T4 & PD-L1 EHOFEEME) S PD-1 & PD-L1 OFRMKIINEE
DG PERRREC BV CHEERKREZE S Z LRI TEY | Hiiz/e N ATEROER &
LTHIfF STV 5,

AANX, PD-1 & PD-L1 X O'PD-L2 Oj U > ROFERELEST D2 Llck v, 5
W NBRBE TR O RS A S T U S ERATEMAL &8, HUlEE S 2 FEE L
T 52 & THIEG IR Z T D,

ARFNOVERBE D B O RIS X 2RIEER & b oh, BESUIFELTIC
EOWREMD D 5, AANORGH R OEEGRIZIT, BEOBIEL TI2ATV, BEDH
D BT EEITIE, FEH LT F RIS U RPN 22 ik & BB 2 Ff O PRl & i L Col
BN 8RR W 2 ATV P DSERUSIC K D RIER 2 B 2 56 1213, BB RE AL
RO GHEDWE) IRALE 24T 9 ER D D,



3. BRERBUE

D IACFEIRER T E U217 - 3R OSHEE~A 7 a7 74 PARZEE (LT
IMSI-High] &\ 9,) 26T @B (GEENRIBESREERGEITIRD) ORKREE
(ZRFAM 24T = 72 E 7R AR RER O g 2 R T,

7238, IMSI-High #H 3 2% B3 1B LT, TPCREIZ XL Y MSI-High & & S -
B AEXNTHHE (B:5%) 121X TMSI-High (PCR¥E) A9 584 LKiL L. DNA
LAYy TEEBEOGEN &5 B2 BEXT 256 (A#&%R). 77D HIPCR {EIZLY
MSI-High X3t et (LR, TTHC) &V 9 ,) JEIC LY 2 2~ v FIEEHERE
DRI (LLF T[dMMR] &9 ,) SHEShZEE ] 2B 25%58121% [MSI-High
EHTHEE] LERIL L, HCEIZL D MMR Bif & PCR VEIZ L D MSI Bt o —%
HUL 96.6~98.7% " Th D Z LENBE SN TN D,

[H2hE]

DEBE L[ 2 T AHRER (KEYNOTE-164 #5#)

T oAb ) 2 DU RPUEMIEEA] AV T T F U R OA U T R KR
(2 X DAL O & 2 16 YIBR A GE 72 AT + B9 D dMMR X3 MSI-High (PCR %)
WD AT DA - IR EE 61 5 (AN 7HIEET) %8I, AHI200mg3 ¥
kR (LT TQ3WJ Env9,) HEEOHMER O LZRMENHF Sz, 7ok, BEigGF
i TR EBHEFT 3580 DN BT IRBMEIT 2 R IR IR 3580 S N WS D IFR A9 22
TE LTV 2% B TIE, IRIEILE O EHGFEG TR EEIT IR0 B D FTARF O 5%k
BT HZ EDAREE STz, FEFHMIEE CTh 58 2h% [RECIST 74 R4 > 1.1 hi
ICES S HIHEIZ L 55848882 (CR) XiXimZ32h (PR)] I22W T, ABRIZEREk
SNz el BIORREFEIR1IDOLEBY THoT2,

(Ep) Lindor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: J] Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

TR s C B\ T, THCHEIC £ 0 R A~ v FEH # 2 /%7 T % MLHI, MSH2, MSH6 /% PMS2
DWTNNDFBINRD LR WA IMMR, PCRIEIZED 2 2L Lo~ A 7 e T 5 (4 h~——T
KINLIAB T DT A ZDEAL R SN 725412 MSI-High (PCR %) & HIE Shiz,
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1 HBHRAEDIRKUVZEHE (KEYNOTE-164 HE)
(RECIST ver.1.1, BT RIRERZE, PIHEE, 20072 107 —F v b4 7)

B s A % (%)

SRR 61 " 39 51
275 (CR) 0 0
#r25%h (PR) 17 (27.9) 9 (23.1)

ZiE (SD) 14 (23.0) 10 (25.6)

#47 (PD) 28 (45.9) 18 (46.2)
HEEAEE (NE) 2 (33) 2 (5.1)

7% (CR+PR) 17 9
(ZZhE [95%[EHIX =] (%)) (27.9 [17.1,40.8]) (23.1 [11.1,39.3] )

1 ATVERRT T SR 2 - AR G O 5 B MSI-High (PCRIE) &4 5%,
*3 : IEHEE
@IEBEILF 1 AHRER (KEYNOTE-158 ##)

— IR & U CTHRUERY 72 L FHRIERE O & 15 UIBR N RE 72 61T - F338 D dMMR XX
MSI-High (PCR %) ®? 244 2FEfFEEE 9 255102, AHI 200 mg Q3W 5D f
IE R OV MR S, 7238, HGRHE CEREBETHR S D= GaIc, HEE
TR TRER DTS DI WEDERIRIIZRZE LTV 5 BE T, RIEILIRE O BT
THREBETHRO LILD ECARAOE G kT2 2 LN AMREE Sz, EEFHEEH
To 5385053 [RECIST A R7 A 2 1.1 UZHES < FIfEIC K 558482850 (CR) X
L5853 Z8%h (PR) ] 122U T, MSl-high & 2Hr S V72 % ICARRER IS E S vz 83 fil%E

(ZV—7"K) OFEFRITE 2, RBRIZBRER S 72 94 I 30T 2 IER Ofs 5133k 3
DEBY THoT,
*2 BBEHRAEMERVES®R (KEYNOTE-158 B, 7/ —7K)
(RECIST ver.1.1, FRMEMBITRIGERE, FRYUE, 2017F4 8 287 —F Iy b4 7)

ELE] G A % (%)

IR 83 15" 28 {52
542785 (CR) 4 (4.8) 3 (10.7)
453755 (PR) 25 (30.1) 8 (28.6)

ZE (SD) 20 (24.1) 3 (10.7)

#1717 (PD) 24 (28.9) 9 (32.1)
HEEAGE (NE) 10 (12.0) 5 (17.9)

#%h (CR+PR) 29 11
(ZZhF [95%(E X" (%)) (34.9 [24.8,46.2]) (39.3 [21.5,59.4] )

*1 o G ROMERRENT X GER, %2« AR RS 4ERI D 5 MSI-High (PCR L) #H 3 5 BH,
*3 : IEMElE

(B3 iy = &2 A~ 12401F 7= 7 b— 7 % O MSI-High O T E B 250 AT 7 b—7 K 75 H

E, 20— A TRILME (RYELEARE) . Z0—7 B TikiRER (BEEOEEORRE) . 72720
77— Z R AZERS . ZA—7 C TN, B, MBI, B OV e ORI S s iE
B (B SO A L RIAR R N A W) . 7V —7 D TIEFE PIER (AR R OSRIEEMIEE 25 <),
IN—7E CHTESE (RELEE) . ZVv—7F Cl3teR (RFLigs) . 70— G CidvNibuht
JE, JV—7 H CIIHERE, Zu—7 1 TIRRRE, 70— ) IR (PR ST RS s 1
<), ZV—7 K Tit MSI-High 263 2 @ERHE (K55G - EEER<) BEMEAAAN LN, 71—
7 A~ ITRER S N2 O MSI-High IZOW TR, b e 2T T ¢ TR L 0 HIE S vz,
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# 3 MSI-High 2 F 7 5 EREORER DZEL#E (KEYNOTE-158 A5
(RECIST ver.1.1, BRI RIRERE, FR¥EE, 20174FE4 A 287 —F v hA47)

Bi% (%) 7%%)) (CR+PR) B (%) 7%%)) (CR+PR)

i 94 " EHE (%) 39 EE (%)
T B B 24 (25.5) 13 (54.2) 11 (28.2) 6 (54.5)
B 13 (13.8) 6 (46.2) 7 (17.9) 4 (57.1)
/NG 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
A 10 (10.6) 1 (10.0) 1 (2.6) 0
ERTER 9 (9.6) 2 (22.2) 4 (10.3) 1 (25.0)
Il R 3 (3.2) 1 (33.3) 0 0
HH R 3 (3.2) 0 1 (2.6) 0
ANl 3 (3.2) 2 (66.7) 0 0
5 S 2 (2.1) 1 (50.0) 2 (5.1) 1 (50.0)
PRREN 2 WA 5% 2 (2.1) 0 0 0
RN 2 (2.1) 0 1 (2.6) 0
DR b R 2 (2.1) 1 (50.0) 1 (2.6) 0
Jib4 HEE IS 1 (1.1) 0 0 0
5P B 1 (1.1) 0 0 0
GIA S 1 (1.1) 0 1 (2.6) 0
% NG M eIy 1 (1.1) 1 (100) 1 (2.6) 1 (100)
UE {7 R 1 (1.1) 1 (100) 1 (2.6) 1 (100)
PRl i 1 (1.1) 1 (100) 0 0
e DR NS 1 (1.1) 0 1 (2.6) 0
kR 1 (1.1) 1 (100) 1 (2.6) 1 (100)

1 ARWERRHT R *2 © AMEREAT R D 5 5 MSI-High (PCR %) ZH7 % B4E



[Z241E]
OEBILE S 1B (KEYNOTE-164 #A5R)
HEFELIT 60/61 ] (98.4%) (2. EHWERIE 35/61 ] (57.4%) IZR8® Lz, FBLE
D 5%LL EORIWERIZT TRO LB Thoto,
F 4 RELEH 5% EOBIEA (KEYNOTE-164 3RER) (222 MR 6 RE)

SRERIKRS¥E (SOC: System Organ Class) B (%)
HAGE (PT: Preferred Term) 61 1l
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2RI 35 (57.4) 9 (14.8) 0
B ke E
T 8 (13.1) 0 0
GBI 9  (14.8) 0 0
s - 5 (82) 0 0
—i% - REEER L OB SENORRE
) RE 7 (11.5) 1 (1.6) 0
7 6 (9.8 2 (3.3) 0
RAYPERIE 4 (6.6) 1 (L6 0
B RS RS & O SRR 5
RA A 10 (16.4) 0 0
KRG ¥ XUV TRk b
& O FEIE 7 (11.5) 0 0

7ok, MEMEMZER 1B (1.6%) . BEEORLERES (FEEIREGRE, S,
FRBIESE) 16 (1.6%) . NTHEREREE 3 il (4.9%). FUIRIRERERES 2 611 (3.3%). W
K31 (4.9%) . Aok - BEBUTRVRE 161 (1.6%) . MKk - $ER 161 (1.6%) 235D 5
N, £lo. KIBK - BEO TR, MfREE (7 0« NU—IEGERES) . T ERAEERE
. ORIBHRREREE . 1 AUBEIRE . EERelEE R MEMER RE) . BEIEMEE, O
fhoe, SafE el MR MHESEBER . TR I, JRIFEKS . infusionreaction X NS E 9
TERITERD B o T-, RRIERFRBLRGUIEESESR (BIKREERE 25T 25
DRGSR A T,

@[E RS [F% T B (KEYNOTE-158 #5)
BHEFELIL, 91/94 B (96.8%) (2. BIVERIX. 58/94 5l (61.7%) TR LIz, B
T 5% FORWERIZTRDO LB THoT,



#£5 REZEN 5% LOBHWEA (KEYNOTE-158 3RBR) (R2MfE ot 5ER)

#EBIKHE (SOC: System Organ Class) B (%)
HAGE (PT: Preferred Term) 94 131
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2RIEA 58 (61.7) 12 (12.8) 0
B ke E
THI 9 (9.6) 1 (1.1) 0
GITIN 8 (8.5) 0 0
M - 5 (5.3) 0 0
— % - RHEER L OB S OREE
) RE 8 (8.5) 1 (1.1) 0
it 11 (11.7) 0 0
B8 KOV T AL RRRE
7 9 FENE 11 11.7) 0 0

. FEMEMRE 461 (4.3%) . KBk - BEOTHI3F (3.2%) ., #tfEE (£7
Ve N U—IEERES) 2 1] (2.1%) | ITHERERE S 8 5] (8.5%) . F IR IREERERRE 8 5] (8.5%) .
1 BUBEPRIP 1 41 (1.1%) . infusionreactionl 5 (1.1%) MNFEDHHNT-, F7o. BEEDLE
fE (R EREIRIRIEGERE, ZIRLEE, FEEIESE) . T ERAHEERES . RIEHREREE,
el E URMEMEMEBRE) . R, Mk - BB BIARE, BREMEE, O
K. M2 - BERRESS . oM i IR SR BN . PRI L, SRIFEREE K OV &) s
IR b o T2, REWERRBLIRILUIEEES: (RRMEERY 28T » 5%
FHERE R,



(At - HE]

KB OREEFEYBREET LV EZFH L7Z> I 2 b—3a 02XV, KK 200 mg %
Q3W, 400 mg % 6 FHMHE (LT TQeW]) &5, ) XiX 10mgkg (AHE) % 2 B[
IkE (LLF TQ2WJ &5, ) THE LIZBEOARAI O MG FRENRG SNz, £ Ok
Fe. A 400 mg & QBW TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 P MG iR (LA
T [Cagss] &9, ) 1E. AHI200mg Z Q3W THeH L7ZFED Cavgss & LT 5 & T
Ehitz (FF) . £72. AH400mg % QBW TH G- L /=R ARHKI D EHIRREIC I 1T 5 %
EIE IR (LLF TChmaxss) &9, ) X, AAl200mg 2 Q3W THEH L72BED Craxss
g L CEEZ T E TSNS OO, BARNBEFIZE WD TR R ST
HHE - HETH 5% 10 mglkg (REH) % Q2W THH: LTZERD Craxss & Ll U TIK
EERTETRHEINT (FFR) . SOI1C, EERAERE 2 X5ICAKA] 400mg % Q6W
TG L7/ TR (KEYNOTE-555 i5R) K 0 155 7= EHMEIC S < EipHhhg
RIA=BFT VI alb—ra Al PRI LICEMERE ST XA —X LHEEILT- (F&R),
Mz T, BEOREEIZEBIT 5 BRRBRSGE IS X | AR ORE R & FMEUIZ ekt
& DER#EZMFTT DIRBEIST T VDL S L, AH 200 mg 2 Q3W X% 400 mg %
Q6W THH L7-BROMEFTE & & AME T L e L OREIZ OV TIRFT S /R, k
LD - HEOM THEINE L ONREMEICAME R 2RI v & PRl Sz,

&6 FAOEMBRL T A —F

v - A Crax Cavg Chmin Crax.ss Cavg.ss Chmin,ss
(ug/mL) (ug/mL) (pg/mL) (ug/mL) (Hg/mL) (pg/mL)
20mgQW' | (coivon | raoen | (78 i8s) | (o174 | 4ossio) | (208 814
400 mg QW (12;2;4) (32.3(;??2.7) (10.%1(,).?0.8) (14??49) (SO.i?gl.S) (19.??0.9)
40(07%%%\/\/ (1351.2(,3.101;?6.4) NA ( 14.1: ii—, 4) NA NA NA
10 mg/kg QW' (212,2223) (14?41145) (11%,1221) (421,2?133) (272,7282) (19;9200)

t:n=2,993, 100 BN I = L —3 3 U2 X 0 R S SMMEREO R Il (2.5%8, 97.5%5) | Cmex : #IE1HE
HH O MIERIRE, Cag : PIEHEGH%OFEMIEFIE, Cmin : FIEEGHE (A 702 F5) ORKME
IR Crmaxss 1 EFIRBEIZ RIS D EEIMIGEHIREE, Cavgss : EHIRBEIZI T 2 FHMIEF R, Crinss : EFIRREIZ
BT B el i 375 e

T : 56 BIORMELIE (95%(EHEIXH)

§ : 41 DT (95%(5 4 X [H)

NA : 47 L




4. FERIZDOWT

RS & LT IR TSR 2568 - B 2R < MSI-High 267 % EEHEIC
X3 HEHAMGEREN T SN TS, AEZE D, EHRNY 27 EHEE (RMP)
(233 < ARFN O R S & EMEREAIE B~ D W R 23 8 2 ik T - T, ARFI O 5703
W B AW - B L, ARG L v BERRWER 233 LIZBICkhid 5 Z
EMRERTZD, LTOO~@DT X TEMI- T B W THEHAT I RETH S,

O mEFITHOWVT

D1 Fid (1) ~ (5) OVWTIIHEYT IR THD Z &,

(1) FEAEFERENEET 20 A2EEHENSRRES BT RA AR EEEIL R P
HUIE )N AR B EEHL R, HUR DS ARSI RE 7 &)

(2) FrEREREIFLL

(3) HEM IR ENFEET 203 A HOEEEFRE (DA EWRbL. 23 A2
W IEBE, 3 ARSI EEHERE B e &)

(4) ARACFERIEEZHE L, S RACFREME 1 USSR 2 Ol s 5L 1E
AR DR AT > TV D fiex

(5) PUEEMEREES AT E BN A ORI AR D i H 21T > TV D Mk

D2 x5 & 72 2 JlE T OALSRE S O BIE & B O RIS 50 70 A0k & Rk 2 7
DER (FROWTNNIEYE T DERM) 23, YE2EROAFICE S 5RO EE
HELTRESN TS Z L,

*

o [EEMFFESE 2 FOUIMINHEZE T L7212 5 FELLEDO D TR DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BAZEMEEZ & LUEERIESFOHE 2
IToTCWVWBHZ L,

o [ERMFFISE 2 FOUMIMHEZE T L72#&IC 4 FFLL ELOBREREZ AL TS
Z L, b 3ELLRIE, S E 7R DEIETEL TO N ASYIRIEZ G T VTR D
BERAHEZ 1T > TWAH Z &

@ BENOEXRLFREBEOMEHIZOWNT

PR S A PRI 2 BYEE N E S, RSN oFmE O, A - %
EMEEIEOE R OB B ERSE R 2R, AEFS0NBE LG o®RE
EH, BERHESCHIITONDIKHINESTWDE Z &,

10




@ EBHERA~DOFIRITONT
@-1 MR MAHIZ B4 5 B

VMNP O B RRIEM S A LI2BRIS, 24 BFRER2IRIAHIO T, 2i%htiax X
FEEE S VT, FEEL L2 RITERNSIE U CABRE B O CT S D EIEH ORI 44
LRRAEOFR RN L BRI, EHICHISATRER ARSI E->TnD 2 &y

@-2 EERHNEHICLI2FEFSMSICET 2B

DAZRICED 2NN OB L2 A T A EEEFEDPEERE=4V 7
EEOIZEROAY YV —=0 7 HITOWEIRE L ERE LA TE 25— LERES]
EENTVWAZ L, 2B, BIAEHIZOWT, BABE EZDOFEICHSIEmMmENT
WhHZ L,

@-3 BIERADOZW LRI LT

BIVER (REMMZERIIIN X, KBE - /NMEK - BEO TH, SRR - i bk a
TR, BHEERETE (RMEREMERRE), NowkEE (TEREKREREE, FRIRERE

= BB MEREREE) . 1 ABEIRIE, S8 O IER. Sk - BRBUIRMRIE . ER . EEE DR
JEREE (PR B RMARAE R BRI ARE BERE, ZIRLBE, FARRIESE) . infusion
reaction, 7% - B, BIEM M )E, MRETE (X7 2 - NU—IEGERES) | DAk,
e MRS (o P MR PESEEE R . VMR M, JRIFERES | MERRIERAE ) |
MERBERIEMRE, FEAZE) 1Tk LT, Ml X3r MR B o B 4 B 9~ 5 = Al
EfE L (BWERHORBZE o SIZE L THRER VSR ZZ T oN LRI H D Z L),
B HIZHEE 7R LE DN TE DIRHI NS TNDH Tk,

=

=
|
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5. BEXB LR RE
(HZIEIZ B3 % FIH]
O TFTROBFEIZBWTAROFEENRIN TS
o DMAMBFERIERICHE LT - BRosBEE~ A 7 a YT 74 MRLEN
(MSI-High) #f ¥ 2 EfHE 4 (EAER IR R EE 225612 R D)
728, MSI-High 2895 Z L i3Xa7n ) X~7 (Eaf#liz) oar =4
ZWigE (784 - MSIF#&EX »~ ~ (FALCO)) ZHWTHIET S Z &,

@ TREICEEN T 2 BB T 2 AR O G K OEAITIEIC OV TE, AFIOAZPED
LS TELY, AROEEXR LRG0,
o FiTomBIRIE
o fOPUEMEELA L O L TRESNDEBE

(2RI B4 2% FH]

O FRACEY T HEFICOVTIEIAFIORGENEZ L SN TWDH Z Enh, &5 51T
brpnz &y
o ARFNDEIIZHT LIBBUE OBEERE O & 5 B

@ VEFERTOFEICB VT FRRICEE T 2 BF 2OV T, AR OB GIIHERE S L0

D, OIRFERPFIE A 2 NG EICRY | MEICAAZHEHT 22 L 2BETE 5,

o [HEMMEEOEIUIBED & 5 B

o aEnE iR CRIE R &R 5 BE K ONEBYME O KR BRI R0 Gy M it 7%
F O IIEMEZALD B DI D B

o HCOMAERBOAED, UTEMERZHE L < ITFERMED B R B OO
b 5B

o BB (GEMmEMaBEEL ZTe) Db 5B

o FEEOBG IR EE AT L RE

e ECOG Performance Status 3-4 " D HH

V4 MSI-High %44 % IR EE O—it U o FIEGERECTH D 2 L VR SN T3 (Latham Alicia et
al.: J Clin Oncol. 20185 JCO1800283),
(5 ECOG o Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PIREICI LUWTEENIHIR S5 28, SITARE T, BAEERH > TOEEIITH 2 LN TE D,

Dol g oz, s

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,

12

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25




6. BHEICERL THEEBE T REEFIH

O  USHHSCEEIN %, MEIRGEER DRI 5 ERME TS E ARHI O ReM: K OVl 14
MO DI B EFRE + B L TR T 2 &,

@ JHREBIAICIENL D BE T OFRICE MR EREE s L., FEE2 5
ThoEETHZ L,

@ FEREWERAO~RT AL MZDOWNT

MEMEMEEDR D b D Z ENHHDT, KFORGIZHT=->TiE, FIHE
W (BGIv, PRI IR EE, k) ORERE M O X S o FE %, Blgx 1
FATHO 2k, Flo, REIDS U TRES CT, Mg~ — 7 —%OMmA %2 7
5k,

infusion reaction 23 & H i1 5 Z & 3% %, infusionreaction 23788 H AL GE T
(%, WEIRALE ZAT O & &b, SRR EIE T 5 £ TREOREBEL 0Bl
THZ L,

FORIREERERRE T . T R T R ORIBEHEREERN S b2 B 5D
T, ARHIOFG-BAIGRT R O G I E I N s re s (TSH, 078
T3, 58 T4, ACTH, M aLF Y —VEORIE) 2Ehd 52 &,

I RERSE S | B LMEIRE RN S Lo s Z L35 5 DO T, AFIOH5-FMGHT &
OB G e I RER S (AST. ALT, y-GTP, Al-P, B U LB %
DORPE) ZFERMT D L,

SE IR (MR ML BREREEZT) HFOEERIREEN S bbb D
ZEnHHOT, EMMICIROREOFEZMEET 52 &, 72, IROEFE N
RO BTG EITIE, HONCEREEEL 2T 0 L) BEZIEET HZ &,
AFNOEGIZ XY BEORERISICERT 5 &5 2 bildikx IR B RE
DHLONDLZ ENDD, BEPRDOONTGEITIE, BELEFZRITS LT
BEPHEY 7o etk & AR A FE O PRl & U CE bl 2 i n 2 W 21TV I O iE
BOSZ £ 2 RIWER N8 2551213 AANORFES T F 1k, K ORI BB 7R
WEVRIOBRGEZZETDHZ L, 2B, BIEREFRLVE L OERGIZEENE
FHOUENFRD BV WA, B EE A o DA o sl o8
LEET DL,

BT BRI B8 ARl L T HREITERREIT 22 13 H 5720,
KB OBEHE TR HRIER OB 2ITHEET H 2 &,

1 BUBEPRI  (BIE 1 BUBER G 2 &) 25 Hbil, HERPMES 7V R—T &
WZELZENRHLOT, Al Fl, RH-FOER OB M ED F5- 2+
SEETDHZ &, 1 BBEREN DN G AICITEGEF L, AR 8
HlOF5EDOEY) R EEZITO Z &,

@ ARFOEERRBRIZIN T, KEYNOTE-164 35 TiX 9 #fH] =& . KEYNOTE-158 &
BRCITERGBAA D 1 AERNE 9 WM T & . 1 AELIREIT 12 8 2 &S 2 O R
AT TV Z & 2 BB, ARHRG PITESAICEERE TR OMERZ1TH Z

(1:0
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EERHEETA N7
Rh7u ) X<w7 (Eis B Z)
(k724 : ¥4 b—& miE#IE 100 mg)
~ P e ~

SFTEEL 2 (FFfn 248 A%ET)
JEA S B




Bk

1. [FL®IZ

2. AANIOFHH. (EHEF

3. FRIREGHE

4, JEIlZoOWT

5. BHxtGL e b

6. BHICERL THE T XX HIHA

P2
P3
P4
P9
P11
P12



1. Xt Hic

RIS DOF M « ZEMEOMERO T2 DITIE, WS SCEEITIES W2l 7 AR D
BND, 5T, IEOREEFOMEAIC LV | FUREIRS 72 & OHHN 72 3R AR
FFREEGENARINDLHF T, 2D DEKTZ BV E B ITIRAET 2 2 L RSO
PE L 72 o TR Y RFMBGE R & SCE O AT #2016 (L 28 4F 6 A 2 H BIFEDE)
ICBWTH, HEHNERNLEOMHORE(LHEEZX S Z & L ShTna,

AR AR ESR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDD, ZOD, HIWEROLZEMEICET D ERN+0ERT 5 £ TOR,
MHEEGLOBELEEZT D LRI NDBHEICH L THEAT D & & Bz, BlfE
FMFEE LTI LB 2t & D 2 & AN A fE e — 8 O B 24 7= 3 EE R B < A
THZLENWEETH D,

LR T, ATA KT 4 TlE, BIBEESSINE TITHE LTV A EFIRFR -
BHER LR EED & | LU O E IR O feii 70 FH 2 HEE 3 2 8LA & B2 B B %
F RO EFREERT,

RE. RHA RTA 0%, MNIATBOE NEHR G ERE R O, 2 EEARAR
BRARNEE oy —MAERTE N B ARERIR N E 2 K O AL RE A A ARG IRERFH 2 O 1
Db EAERR LT,

WG L IR DEIS, XA bL—F R 100mg (%4 Xa T n U X~ GBI
THAHLZ))

RGERDMBETNG - ARTBUIBRASRE S TR 0 Bl g

HEEBHHEROCRE : 7R F =7 L OOHICBWT, @85, AKX, a7l X<
7 (B z) & LT, 1181200 mg % 3 @R XX 1 [H
400 mg % 6 A MEIE T 30 22T CAEMEET 5,

Bl IR 98 ¥ H - MSD RSt

(%)

A TAXEE 1 mg, FSESmg (R4 : 7L F=7) OREUILE., HiELOH

=R

I==N

R SUFAN R+ ARTBUIBRANRE SUTERREME oD B il i e

REROHE B, RAIZIZTF v F=7L LTl 5smg% 1 H2EEROKZS5T 5,
B, BEOKRBICKVEEEET 525, 10 10mgl A 2[BE TH&ET
x5,




2. AFRIOFK, 1ERKERF

XA N —F REEHE 100mg (— 4 RAaT7n ) X<v7 (B z), LT TR
Al EvvH,) X, PD-1 (programmed cell death-1) &% ®D VU 4> R T#H 5 PD-L1 KON PD-
L2 L OfEEEEERET S, & MbigG4E/ 7 n—FAHEKTH D,

PD-1 FRE&IE T A S0 B AR REAE s KL D 72 D12 28 A A3 4~ 5 T2 72 e i il 4
AA »F T, PD-1 1%, EFE/IRREICEWCTEER T HilROMaEmIc R L, 3%
P& SO % B Ee A B X Rl 7o 0% SO & HliE 45, 9725, PD-1 (XY Hv REfE
AT D LICE Y PURZERICL D v 7T vmiEa A+ 228K TH 5, PD-LI
DIEFHMMZIBIT HRBUTDO TN TH L0, Z< OB MM TIX THMROBE 282 5
IECBRENCHBL L T\ D, BAFIIICE T S PD-L1 OE I, B, W, iF
Mg, JREE . FE/ NI 2 & O 2 I BSATTHRARIK - TH Y | RWAEFR L
OHEBEMERRE S TWD,

B OB DGR T1% & PD-L1 2 BLOMBINED S PD-1 & PD-L1 O#REIZIEE O
TP AR C BV CEHEEARRE 2 H ) Z EAURB SN TEY | i RN ARROEN L L
TSN W5,

AANL, PD-1 & PD-L1 X OXPD-L2 Dl U B> ROFEAZET L Z &gk, EE
T NBR B T D B A S M T U o SR 2 1R ML S8, HUE S ) & FEME L
52 & CHERG R A IS 5,

AN DIEFIREFIC 555 < MBI DS SUSIC & B BIERISE 3 & b, B UL I
BB RN D B, ARIOR G PR O EHICIT, BEOBREE HITITO, RHAR
W B ACIE, TSI L BRI U 72 I 72 R & R A R O I T & S LT
U1 ATV, B ORI & B EER DN B AL, BIBAE AL
EUHIOR G DM B AT ) BEN D B,



3. ERPRARE
FRIBEIBRASHE TR M 0D Bl g 0D A GRIFIC R 2 1T o 72 1 72 iR IR BR 0D i &
NE IR

(0]

[ BR AL [F) 55 AR R (KEYNOTE-426 7R)

{EZEIRIEIE D 72\ O MRIG UIBRANHE S HEARE ™ oD 18 B B A Rkl g A8 861 1 (A AN
NPl ZEETe) ZRBIT, A=F=7 VA LIF RA=F=7] Lwo, ) 2%
KL LT ARANET X F =7 LD HEE (LT IRB/ T XRF=71 205, ) =
DA INE R N RET S ivle, FEFHIE BT 24 (BLF ToS) w9, )
KOS AR (LT TPFS) &9, ) L&, RHlI/THRF=T71%, A=F=
7l LT, OS KU'PFS # A BITIER L7z,

*] : American Joint Committee on Cancer J7% #155 3H12 52 < JEHITV

*2:50mg 1 H 1[0 488G 2 HEFIASE

*3 : A% 200 mg 3EMMMRE (LT TQ3WI &5, ) THARNELS L, 7% F=7%5
mglH 2 (LLF TBID) &9, ) AL L, T F=7DHK 5T, 5mgl
H 2@ Clfgd s 2a—2 (6#EM) LLEAFMENRHY ., Grade 2 2257 F v F =
T ORIERNZED BT, 2ol E2S 150/90 mm Hg UL FICEHE SN 7-854. 7mgBID
~OWEEZAEEE L, EoREOEHEZ FV, 10mgBID ~O &S AliEs Lz, 7
XU F=7E, BEAOMER, BEEESICG U TARE IEE (3 mg BID, &iZ2mg
BID) b AfaEL L7z,

#1 AuhakEE (KEYNOTE-426 3Bk)

KEN) T X F=TRE A=F =T Rt
(43241)) (4293)
o (H) NE NE
[ (95%CI] [NE, NE] [NE, NE]
OS™ | N¥— K™ 0.53
[95%CI] [0.38, 0.74] —
P " 0.00005
o (H) 15.1 11.0
[95%CI] [12.6, 17.7] (8.7, 12.5]
PFS™ ™| A — REp™ 0.69
[95%CI] [0.56, 0.84] —
P {3 0.00012

Cl: (E4EX[H. NE: R, *1: PRMHTEFOT — & (20184E8H248 W > "4 7) | *2: )=
B Cox LEBI NP — RET NI LD A=F = TRELE DR, *3: @RIn 7' 7 K&, *4: RECIST
HA RFA P LURICHS <SPS P dei &



at risk#%

AEI200mg Q3W KU
PsF—F
ARoF=F

AF200 mgBWR UV 7 XL F=T
/

12 16 20 24

SR A]

136
110

18
20

432
429

417
401

378
341

256
211

X1 OSoHE#ENrEEDKaplan-Meierfi#f (KEYNOTE-426328%)

1

2
B

at risk#
ZAE1200mg Q3W
RU7FVF=T
P e, ey

X2 PFS®

00 -
=
80
70
60
S0

0 LRI RS L AR UL ELE BN B b LR R R R AR A S L BN B R L R DL B A R SR
8 12 16

EIEELE AR (A]

432 357 251 140 42

429 302 193 89 29

o AT D Kaplan-Meier i (KEYNOTE-4263R8%)



[Zz421E]
[E BRI RS M AHGER (KEYNOTE-426 35k)

HEEQIIARHF/ 7 X F =71 4221429 5] (98.4%) M NA=F =7 R 423/425 {3

(99.5%) (278 B AL, BRI L DR EBMRNGE TERWAERERIT, TN T 413/429
B (96.3%) JOF 415/425 15 (97.6%) (i LTz, WT I ORETHBLEN 5%LL
DOEWERIZTTFTRO LBV TH -T2,

£2 WINOLORETRIEN 500, EOBIEA (KEYNOTE-426 3ABY) (VLM v S4EM)

HEBRSHE Bl (%)
(SOC: System Organ Class) KK/ 7 X F=THE A=F =T R
JEAGE (PT: Preferred Term) 429 14 425 51|
(MedDRA ver.21.0) 4 Grade Grades 3-4 Grade 5 4= Grade Grades 3-4 Grade 5
AEIER 413 (963) 269 (62.7) 4 (090 415 (97.6) 244 (574) 7 (16)
KR LY v SREEE
H 1f 12 (2.8) 1 (02 0 69 (16.2) 13 (3.1) 0
i BRI S 5 (1.2) 0 0 37 (87 6 (1.4) 0
I R ERIBE 6 (1.4) 1 (0.2 0 79 (186) 28 (6.6) 0
1IN 8 (1.9) 0 0 94 (221) 22 (5.2) 0
N MRS
R IR RETTE S 52 (12.1) 4 (0.9 0 14  (3.3) 0
FOR IR REAR T 135  (31.5) 1 (0.2) 0 119  (28.0) 0
BIGREE
-0 23 (5.4) 3 (07 0 16  (3.8) 0 0
15 31 (7.2) 0 0 29  (6.8) 0 0
T 210 (4900 31 (7.2 0 175  (41.2) 19 (4.5) 0
PN iz f4 17 4.0 0 0 22 (5.2) 0 0
HIE R R 12 (2.8) 0 0 48  (11.3) 1 0.2) 0
A E MR 6 (1.4) 0 0 34 (8.0) 3 (0.7) 0
D 91  (21.2) 2 (05) 0 111 (26.1) 4 (0.9) 0
H N 61 (14.2) 3 (07 0 86  (20.2) 9 (.1) 0
M - 34 (7.9) 1 (02 0 56 (13.2) 3 (0.7) 0
—f - AFEERS X O GMALOIREE
1 J5E 50  (11.7) 6 (1.4 0 54  (127) 12 (2.8) 0
9 57 130 (303) 10 (2.3 0 142 (334) 21 4.9) 0
SR D JAE 55  (12.8) 4 (0.9 0 90 (212 7 (1.6) 0
FE L 16 (3.7) 0 0 24 (5.6) 0 0
B AT
ALT 4 102 (238) 52 (121) 0 54  (127) 11 (2.6) 0
AST H#4/0 97 (226) 29 (6.8) 0 59  (13.9) 7 (1.6) 0
M7 L7 =1 24 (5.6) 0 0 30 (7.2) 1 0.2) 0
1 AR ARSI AR L L HEN 22 (5.1) 0 0 22 (5.2) 0 0
I v ER AR 3 0.7) 1 (02 0 48  (11.3) 29 (6.8) 0
RN & 2 14 (3.3) 1 (02 0 76 (179) 31 (7.3) 0
RERA 41 (9.6) 6 (14 0 36 (8.5) 0 0
i BREGR 1 0.2) 0 0 37 (87 11 (2.6) 0
B L Ok EE
AARIBOR 94  (219) 9 (21) 0 106 (24.9) 2 (0.5)
&Y o me il 6 (1.4) 2 (05) 0 26 (6.1) 11 (2.6) 0
WE R Rd L O ARk E
RAHIR 52 (12.1) 3 (07) 0 15  (35) 2 (0.5) 0
k] 23 (5.4) 0 0 16  (3.8) 0 0
PhRE R R
VS 40 9.3) 1 (0.2 0 129  (30.4) 0 0
GIEVE] 35 (8.2) 3 (07) 0 33 (7.8) 1 (0.2) 0
B K ORI IEE
EAR 66 (154) 11 (2.6) 0 39 9.2) 6 (1.4) 0



PRE BRI

B (%)

(SOC: System Organ Class) AE/ T X F=TRE A=F =Tk
JEAFE (PT: Preferred Term) 429 14 425 15
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4= Grade Grades 3-4 Grade 5
e g, TERES K OithmRE
K 32 (15 1 (02 0 12 (28) 0 0
TR 98  (22.8) 1 (0.2) 0 12 (2.8) 0 0
I, DR e 28 (65) 2 (05) 0 16 (3.8) 2 (0.5) 0
S 19  (4.4) 0 0 32 (15 0 0
FRGF L O kAR
R g 27 6.3) 1 (0.2 0 35 8.2) 0 0
P RERFMEARSEGE 119 (77) 22 (51) 0 168  (39.5) 15  (3.5) 0
* 5 53 (124) 1 (0.2 0 18 (4.2) 0 0
5 46 (107) 1 (02) 0 38 (8.9) 1 (0.2) 0
k=4 &3
5 LUE 179  (417) 91 (212) 0 184 (433) 78  (18.4) 0
B, ARHF/ T R F =TI THBEMMZER 1246 (28%) . KBk - Mak -

RO T 40 7 (9.3%) | PRfRfEE (T « NL—IEERES) 24 (0.5%) . fTknre
[ (ALT KOV AST #h07: E o Ftrem i i s 2 5 ¢e) 150 ] (35.0%) . HER MR
REFEE 165 5] (38.5%) . TIEMRFEREREE 541 (1.2%) . BIBHERERSE 1041 (2.3%) .
1HURERRIS 1451 (0.2%) | ERERERETS (RMEHIEMER K% 96 (21%) . Wik - B4
KUHRMEIE 4 51 (0.9%) | FJEFH I 4 511 (0.9%) | LFH%K 241 (0.5%) . SE I
& 15 (0.2%) } O infusionreaction2 1 (0.5%) &b biiz, £7-. EEO K EREE

(B REAERARIE R, ZTEALBE, FRRIE ) | MR,

Wige - Bl SE, I o R PR

(oM IMRIBUD PSR BER , TR MR, JREFERRS MERRRIERIE &%) | IMERE RIEE
HER OERZIERR O DR o ARBIME R ZEBUIRDLIT B E 52 (IR B A S 25 To)

Za DR R 2T,



(M- AE]

KB OREMIEDEREES L EZRA LI I 2 — a0k, AH| 200 mg %
Q3W, 400 mg % 6 H[MMIE (LLF TQeW &9, ) XX 10 mg/kg ((KHE) % 2@[H
Mk (LT TQ2W) L9, ) TG LZBEOARF O g PR ESRG S, ok
B AAI 400 mg & QBW TH G- L 7ZBERDOARA O E HFIRAEIC I 1T D Mg iR (BLF

[Cavgss)] EVV9, ) X, AFKI200mg % Q3W TH# G L7ZEED Cagss & JEELT S & FHIE
iz (F#) . 72, &K 400mg 2 Q6W TH - L7ZBROARKI DO E HIRREIZ I 1T D Fe s
MIEFIRE (BLF [Craxss) &VW9. ) 1E. Al 200mg % Q3W TH G- L 72BRD Crnaxss &
gL CEEZ R T E TRISNE L O0, BAANBFIZBW CARERHRE I TN D
Mk - HETHDHAA] 10 mglkg ((KHE) % Q2W TH G- L72BED Craxss & HlE L T
o ETHENT (FHR) . ST, EERAOEES 2 5 5RICAKA 400mg 2 QW T
5 LT s sSIAERR (KEYNOTE-555 5fR) L 0 15 b av 7o S2RIMEIZ £S5 < S EhRE X
TA=H I VI ab—ra Ak FHILZEYEIRE T A —% HRL L (TH#),
Iz T, BEOFEEIZIT 5 EERABREGE IS D& | ARFIOlRER & & A XL et
& OE#HZ R DIRESST T VPR S, Kl 200 mg 2 Q3W X 400 mg %
Q6W TH 5 L7 FRDOMRGE & & AWE T LM L& OBEIC YW THRF SR, &
SEORE - HEOM THNE R ORI e 22813 v &Pl &z,

R3 AAOEYBE T A —F

[ Comr Cove Coni Coras Coes Coninss
(ug/mL) (pg/mL) (ug/mL) (pg/mL) (pg/mL) (pg/mL)
200mgQ3W! | (oo Vi | (77981 | (76183 | (917 041) | 498510 | (308 3L4)
400 mg QBW! (12;?24) (32.%??2.7) (10.%1(,).50.8) (14??49) (SO.i?gl.S) (19.%3??0.9)
40(09‘*2%%\,\/ (1351.:(33?.10;6.4) NA (14.1:2;4) NA NA NA
OMAOOW | gy | i | i | wmam | s | sy

+:n=2993, 100EDY I = L— 3 X0 EH SN BT EEO P YRAE (2.5%4, 97.5%40) . Crmax @ PIEIE
%O Mg P IRE, Cavg : HIEIHRGZOFEMIETIRE, Cmin : MIEEGHR (VA 7V 2 B5AD) ORARIMLIE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ%ﬁgb:ﬁ&féﬁi@[ﬂl{%@{%}ﬁ\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT 2 Fe AR A

§ 1 56 Bl DA (95%(E FHIX[H))

§ : A1 BT fE (959%(F FHIX H])

NA @ §%47a L




4., HEFRIZOWT

I Y 2 7 EEGEHE (RMP) (KD & A O B 3K G 22 R R TS B~ oD 1 ) (ATl
Do Dltiak Tho T, KA OG- NEY) 72 BE 22 - FFE L, AR GIZ X0 EHE
7REWER Z 3B LTRSS 5 2 & BB R 7o D LU OO~@DF T A 72 i
HIZBW AT o2& TH D,

O HERRIZOWT

@1 FReo (1) ~ (5) OWTINITHEYT AR THDHZ &,

(1) BEAFBRENMEET D03 A B REEILSRBE S (BB IR A B FOE LR
HOIER S AL B ISR E . Mtk 2s ARSI e &)

(2) FrEMEHERbE

(3) HEAFIRAIEMEET D03 ARFOEEERE (DA BRI ERPE, 23 AR
W Ik, MY AR HE IR &)

(4) ARACFREEZRE L, SREFREINE 1 U SRAEFRREINE 2 O it gk e
AR DR AT > TV D fiex

(5) PUEMEREES AL & BN O M sk LU 4R 5 R 24T > T D itk

D-2 B O RE Kk OEIWE RSB O RS Z + 47 7o ik & B & FEo =R (F
ROWTIDITEE YT HER) 2, Y2 R OARFNCET IR0 EMTE & L CRE
IhTWbZ L,

#*

o [ERSCTFEUSE 2FOWMHE Z1E T L721212 5L EDO D AIGE D EERIHE 217
STWHIZ E, 96, 24D BT, BAEYREE £ L& LZRRESFONHE 21T
STWNWHT &,

o [ERIRFFEEE 2 FEOWMHINHE ZE T L7212 4 FELL EOWIREBLF O FERIHE 217
STEY., 55, 2400 Bid., BSHINREE OD A SRR E 28 Te S ATRIRD IR IHE 217
STWAHIZ &,

Q@ PBENOERLEREEDEHNIONT

PSR BB BT 2 BEE DR E S, BRSO oA D, Aotk - &2
YRS PRE RO G E K OERZE ST 2 @i, AEFFGRRBAE LI2GE oW
EW. BEREHODIITONDEHINESTWDHZ &,




@ BHEA~DXIRITOWT
@-1 MR B9 % Bl

[V MM R O BB ZRBIERI 23842 L7 BRI, 24 RFRR2 IR O T | %tz i3
HHEERIER TN T, FEBL L 72 RIMERNIZIE U CTABEE B L O CT D EINEH @I /2
IRRRAEDORE R AP DIV, EHISH S ATRERIEHI A > T o Z &,

@2 EERFEHEICLI>AEFSAMNISICET HEH

ARSI HE D 2 B 2 sk R OB RE 2 AT D IR FE DNEER =XV v 7
EHEOITEIROA T ) —= T EITOERE & #REZ LG TE 5 F— AEFRRH] 235
ESNTWDZ L, B, BIEHIZHOWT, NABRE & ZOFBEICHDITEAmMmENT
WhHZ L,

@-3 BIERADOZW LRI LT

RIWER (FEMEMZEEISINZ . KIBK - /NGK - EEO TR, TTFEEREREE - mE b EiE
TR, BHEERETE (RMEHREMEBRE), NowkEEs (TERAEEERS, FUIRIRELE
R, RIBEERERETE) . 1 AUHEIRIN, 5 & O MER. ok - MU RARE, R, EEDRK
JEREE (PR IR, R BRI ARE BERE, ZIALBE, FARHRIESE) . infusion
reaction, 7% - Bl . BIEMHEIE, MRS (F7 2« NU—IERIES) . DR,
HRE 7 MR P (G M/ MR A M SR . PR i, JRIFERSS . IR ERIE ) |
MERE BIEMERE, FEEZSE) 1Tk LT, Yakhiak )UFr BB O P 4 A3 5 = Al
EEEEL (BUEHOZWoXISICE L THRER OEEZZ TN KT HH &) |
EDIZE YR LE D T E DEHIAE - TWD Z &,

10



5. BeExH LD BE
(2B 5 4 1H]
@O ALZERIEIE O 72 W IRIEEIBR A BE

TR ME O B s BB 2RV T ARANE T R

F =T L OAREGEOFERENRREN TV D,

© TRLICEEY T D EE TR D AK O PG K OME A IEIZ OV TIE, AFI OB ZhER
ESL SN TE LT, AAIOBRGRFR L7720,

o IR
o EKHOBMPEE

o OTAADHEZNEN R S TWIRW M OHUEMEIEEEF & O FF 5

| 7S et A pRAR ) |

O FRICHEYT B BFE IOV TIIARIOR GARE SHTND 2 Enb, 55T

DNz &

o ARSI LIsBUEOREERE D & % BH

@

TEIRATORHI Z W T RRCIZEZ Y T 2 BE T OV TE AR OFEITHER S e

P, MOTEFERIRE D R NG EICIRY | HEICAFZEN T2 L 2BETE 5,
o HEMEMREDEIFSUIBED & 5 BHE

Vi A
Hr

o R A TR

B % R M ONE B O T At ¢ R0 sk e i ¢

FOMICIRIEMEEAL N b % A
o HOREREDOEDR, TR RF L IXFFEMEO A SRR BOBEER D

% A

o EEFBMEE (EErMaBiE L ZT) Ob 5 EHE
o MDY I LA AT D EE
e Karnofsky Performance Status 70%Aji "0 o B

(1) Karnofsky Performance Status (PS)

Score | E 3%

100 |1EH, AT HBREOHF LNV, BHRERZ L,
B OTEE A ATRE, HBIeFEN LI\, 90 |BRWERIRIESR TS D8, IERTEB) A fE

80 |/ 72 0 EERSEIR H 208, ) L CIEE OIEB) Al HE
TG A2 LIIARARE, BETHEETE T, &| 70 BB OWFEITE 528, EWOIEE) - T2 2 L IX AR AR
HEITF LA EBAHRBRIZE DD TH D, | 60 |HNITHERZ LT TEXAHN, & EXNRSLE
Bea REREONMZLE LT 5, 50 PRIRE BB LR #ER X OENNRERITADLE

40 (BT, WU R LOFE#S LT
HOEIYDZ EEASTTERY, fiZdHH0| 30 |[2<ETT . ABNSLEEDEITII LEE > TR
WO E# L FSOF#ELMLE LT 5, RKE| 20 FEFICEE, ABSKLE CREANRIREN LI
MNEGHIZHEIT L WA ATREEN S 5, 10 |FE#A B> T D

0 |4t

11




6. BHEICEL THEETREHIE

O IR SCEZEITIN Z, BLEIRTE 3£ DR T 5 ERHE 1T 25D & ARF O R KON IEfE
OO B G RZ2+ 5B LTI 52 &,

@ BEBRIBICSESL D . BE XIF OFEBRIAIMER a2 43 L, FE %215
Tob#EETH L,

@ FEREWERAO~RT AL MZDOWNT

MEMEMERR D 50N D 2 EDRH LD T, KO GIZHT=> Tk, WIHE
W CEYIAL, PRURIREE, RZ0KEE) ORI O X fied O FEhEss, Biggs +
DATH Tk, Flo, BEISUTHE CT, MG~ —F —FEORA % Ehi 7
HT L,

infusion reaction 23 &% H 4% Z & 3% 5., infusion reaction 2358 H AL AT
I, WEYRALE 21T O L &I, ERNEIE T D F TREOREEZ oI 8l
T5HI &,

FR el . N EAEERE LR OCRIBEEERERH bDLND LR H LD
T, AAF| OB G-BAERT M O G-I P I E NN W EER A (TSH., ##f
T3. E8E T4, ACTH, I =T —VEDRIE) & FEhid 52 &,

[P REREE . M LI E RN H b d Z b 5O T, AKEIOFRG-FMERT &
O G S e I IR EER A (AST, ALT. y-GTP, Al-P, BV LB %
DOWPE) ZFhT 5 &,

SEIER (MR L TR BHRAERZGT) HFOEERIRESE NS bbb
ZENHHOT, EFICIROEF OFBEMRT 52 L, £, IROEF N
RBOOLNTHEITIE, HONCERENZZ2 T2 L BEFELRET L L,
AHNOBEGIZ LY | WEDORERINIER T 5 &5 2 bILb kA IR B E
DHOLONDZ ENRDHDH, BEPBOONTLEICIE, BB LEFRIIS U
LR 70 ik & BB 2 e o [l &l U ClE vl e BRI Wi 2 1TV R EE O s
FOSMZ & 2 BWER BN 2561215 AR ORE ST 1L, K ORIE B R
NEVRIOBRGEEZZBETDHZ L, 2k, BIBEREFRLVEYOELIZXDEIE
A OUEERFRD IR WIGEIZIE, BB RE ARV o LISt O Sz i Floisin
bLEETDH L,

B TR, BORRI 5 AfRE L T LEERD BT A2 B3 H 5729,
AHNOEGHETRIZGEWEH OB 2ITEET D 2 &,

1 BUBEpRI (BE 1 BUBEIR S 2 & de) Db bbiu, BERPES 7V F—T &
IZEBLHZENRHLHOT, Ag, El, EHZFEDER ORI EO LA+
SEETHZ &, 1 HERFEN OGS &G ERIEL, AR Ul
RO 5E OB 2LEZ1TH 2 L,

@ AHFNOERRBRICIBWN T, BEBBHS 12BH. UIRIIM4BEEE TR, 0
#% 12 W EICHEDMEOFEEIT > TV 2 L 2BE 0, AFIHG R EHICHE
B TR OMEREITH Z &,
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