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EERSNIEESTNEDRERUARE. [EZAF Z T EOHBICBV T EBE RAICE IS 72 27E0T450mgz 181 ER OB S I 5. 508 BEDIREEIC
FIBEERET 2./ TI,

@ COMBO 4508 R U'ES 7 FEBICH 13 BEIEMA (REEIER) O FIRIFHA
(#)

15 -
10 4
5 |
I I e e e
3nAMA 3nHBE~ 6nBt8~ 9nHBitE~ 158~ 13588~ 15F61HE~
6snBA 91 HA 1€£LA 1E388UA 1E60BUKN
Il COMBO 4508 (n=192) (n=179) (n=162) (n=127) (n=101) (n=82) (n=58)
W CESTNEE (n=192) (n=168) (n=125) (n=89) (n=75) (n=61) (n=40)



[#5k5-ERSTE] (W A ERFARICIEE U BRAFEILFER ZH I 5/8MUIRFRERET - BR OG- EIRE)
EEHEESEMARRER (ARRAY-818-30258) ” (CH WV T 3BIHHAE CRERMEBE DF
RIFERHONFE A TUI, Ffe, 28R T 461 (44F) ICEEEHERE RO N, &
IREEE 3. RKEE 1 TUIZ 138, 3FIFTAE DBAAER 3f)) (CBVTRERME
BORRFERDOSNFEATUIZ.

¥ 1 [E5TMEBRAFBLFEREE Y ZBMUBRGERET - BROER BBE. (AT EIDPACRERER(CBBUCBRAFB L TR REH I 0 BIIBRAEER
T BROBE BERE

&
EREHESIERER (ARRAY-818-3025158) '

3FIBHRAEE (n=222) 2% FEE? (n=216) XEREE (n=193) E
glERIER £Grade Grade 3-4 £Grade Grade 3-4 £Grade Grade 3-4 =
REEMES 4( 1.9%) 2( 0.9%)

HEKHizzE 1( 0.5%)
TSNP HUR—T 1( 0.5%)
EMEREE 2( 0.9%) 2( 0.9%)

-6 (Grade 5) [FERDONIEN DI,
*1 1 ESTME(300mg) XTI (45mgx2) RO Y+ Y T = HER S U,
*2 1 E'S TR (300mg) ROV F VY T EHBIRS U,

#3 1 AU/ FAYROEYFITTRE FOLFRIA U/ FHY. TrUVBROIILAOYS VI RUEYFI T IR S U, *§
=
), — B;.'i;\
O 3FHABRU2RIHAEICH 7 SEIER (REEEIES) DFIRIFHE Y
(f51)
5 _
3 3
27 g
1 ] ?
O BN BB~  nB@~ BB~  \EB~  1G32P8~ 1FonB@~ | |
61BN 91BN 1A 1E358BHUA 1F60ALUA g
W 33 FAE (n=222) (n=150) (n=67) (n=27) (n=10) (n=6) (n=2)
W 28It (n=216) (n=145) (n=57) (n=28) (n=14) (n=5) (n=2)
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(#2515 -Ei5E] BRAFBIGFERER T 5 8B IRTF LG ET - BROBE - ERE)
EEHEESEIE5RE (ONO-7702-03/C4221015HBEIE/ S — ) P ICB VT EC+
FOLFOXB" ' CHRE SN EBEUEBBEDEIERIZ6H (64) (CRIBLTH Y. &IRIFOE
61 TUTc, £12. ECHFOLFOXEE ' OBEAANER (2461) ICBWVT(F. ZEEHBREED
16ICERHSN. Grade 3TUT,

¥ 1 [ESTRE|BRAFBLFRRZT Y DIMUIRAMEINE T BROBE BRE. [ XTI AERRER BB UCBRARELFEREH T 2B BUBR 8%
ET-BROBE BRE

EFFHEEMEHRER (ONO-7702-03/C422101 55585548/ Y\ — )

EC+FOLFOX&*'(n=232) XHEREE? (n=229)
BfEFRIEE %£Grade Grade 3-4 £Grade Grade 3-4
KERMER 6(2.6%) 3(1.3%)
EEHiazE 2(0.9%)
TSP HVR—~ 1(0.4%)
REANBMEREE 1(0.4%) 1(0.4%)
BB Rt 2(0.9%) 2(0.9%)

FETHI(Grade 5) [FERHSNEM DI,

%11 ESTRE(300mg). £YF IR TRUFOLFOX[ZILATDS Vb RUF—R2 (LK —N) RUF 5 U TS F U RS U,

%2 : FOLFOXENNY AR T\ CAPOX ARV IV RUF FHUTPSF U OHBEE RNV XY T RIFFOLFOXIRI[ZILA OS5 Vb, RUF—RN? (LRRUF—
N A FFUTPSFUROA U FTAYOHBEE] RNV T T OV NHERIER LA CARSERMNBEIRL TR S U,

3F) AFBARAER

@ EC+FOLFOXB¥IC 313 BEIER (RZEZIEESR) OSBRI

()
5 -

2,

. [ ] I

0

3nBHA 3InBitE~ 6nBB~ 9x BB~ 158~ 1F3588~ 1F6h8E~
6:1BLA 91BLA 1A 1E35BUA 1F£60ALA

(n=232) (n=217) (n=186) (n=150) (n=121) (n=94) (n=72)

[RIRISE] ERSIEEE (ONO-7702/7703-03HE) Y ICHVWT. 2 AEA CH TR EENH
EEORRIFRHSNETATU,

*1 1 ESTME(450mg) RUXTRE (45mgX2) ZH AR5 U,

11



2. FRINTEEREZ DR

%

Q%%UDEZJEJXM%EE%LA,\ HERHOSNICHZEE BYRABEZTOTIIEE L,

O ER! “HaICIE, JEJEJJHLE%'TT’DZ<7—CL_ Vo o HEICIHU TR A& 5 E R
FFERE E?’*E%F‘ib?ﬂ"‘*

| BRSO AERAEE (BFFENELY IO—EER)
CBRIRET e BRET (BYE YN T (ETEFMAERR) SOHA. XFtYF I T GBS

/|_:\ FARNY

FHIRR) ROEZXF Z T EOHAR)]

Grade 1| —— > B2

Grade 2 #5 ——> AEXIFHBEEZE

ESThE/ e SR BUREE__, osAumicEE | —
e FELSADEIERY REEER AR BORRAICEE | R ]
CEED 2 g G linE UTR5T 3L EER

R ERE — | 21 BURICEE | —>

Grade 4 ——— > &L

[iEe BRE” (TYF VYT BETHRIRER) . 2)LA00SVIIVROAFHUTSFVEDHAR)]

Grade 1 — R
Grade 2 28ALAICEE BI 258, 1EBERELTERS
rade B ——>
s 28ELAMICEEE T B5HIE
(Grade 1IUTFIC
EfE933T) 28RAICEE BHJ 558, 1BERELTRS
‘ ‘ _ _ . Grade 3 ——» — =
eSore  EEDGLET:E TG Idpnd 251
B5RILEER
#®5hIE
Grade 4 —[:
ZBELJWILIEIE BT 550, |BREHELTRS
(Grade 'IL,l'F(..
BT 3%T) EBELJP?(;@{EE'Q’ JQ'—?»EPU:
g5k

Gradel@NCI-CTCAEIC#U S,

) EFAX LOIBHERFARIOASREEE|CHITD[ LELSNDENERI TH S,

*1  BRAFBLFERZR I REUIFTREGRIEREE

*2 1 B AAERRER IR U BRAFBIL FRRZH I DARBVIR AR FIRERIE. BRAFELCFEREH I IREUIR TR P RIRAR DL

*3 1 [ESTME|BRAFBIGFERZE I 8RR NEERE T BROBE BIRE. (XTI DA LB AR (TERUICBRARE L FERZR I 28 MVIBRARER
EIT- BROGE ElRE

[Grade £#E (CTCAE v5.0-JCOG)]®
Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

ERD BV ERBRE | DHE RIR/BAN/E | EEFCEEFNICERTHIN. £

by, | O BRFREL | EEOAHEETS £l | CCESERNTOOTABL A | ESEENT | o
ey AR | seamaos: wR | BROSOBUNAOEE | RIEARBMOEREETS; & | AIEEETS

ZEIRBRL HEBIEDHIR DEY OHEEEEEDHIR
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F2. ERATAS AR )

ESTIhE
OFE - ERAFAETRERBNGSDNBIEN BT,
OFEPERDKEZTEHNICHEELTIIEE L,

G

| RRRRRUER |

[(BHREE] ERLES IEEER (CMEK162B2301588Part 1) VICE UL T.COMBO 4508* ' TR
SNEFE BERFASERSEREOIERF 136 (174) (CRBLTHY &HIRIFOE
Off ERIR14£. @18 LI &ED W 14 SREE 44 R T LTz & 12, COMBO 450
B DEXAER GH) LBV TFE BERFAEASERBEDORIBIIRH SNELBAT
LIt E'S T MEBEOBEAAER B4) [CBEWVTIE. 3FIDFE - R ERRINEADEREE
HERH SN, S5 14llEGrade 3DENEERT U,

EFHESFEIEERER (CMEK162B230155&Part 1)

COMBO 4508%*"' (n=192) ESTREE?(n=192) RLASTTZTE*(n=186)

Bl{ERIER £Grade Grade 3 £Grade Grade 3 £Grade Grade 3

FEBERTARTE | 13 ¢ 8%) 95(49.5%) | 25(13.0%) | 23(12.4%) | 2( 1.1%)
SEREE

;igrﬁﬁ”ﬁ$§ 13( 6.8%) 95(49.5%) | 25(13.0%) | 23(12.4%) | 2( 1.1%)

FETHl(Grade 5) (FERHESNBH DT,
*1 1 ESTRE (450mg) RUATIE (45mgx2) EHFREUIZ, %2 ESTRE (300mg) &5z, %3 NRASTT =7 (960mgx2) &5 Uz,

ARSNESTIEDRERUARR. [EZXF T EOHAICBV TBE RAICE TSI =T ELTA50mgZ 1 B @RS 3 2. 708 . BEDIRREIC
SBEEHETD./TY,

@ COMBO 4508 MU ES T PEHICH 1T ZEER (F2 - RERFNRTZAERE) O FEIRITH

(B
100

80 -
90 A 70
60 |
80 - <0
701 40
30
60 - 20
10
501 0 | -
40 17BAMA 1188~ 218~
(n=192) 218N 38BN
30 (n=192) (n=175)
20 -
10 A
31BN 3nBk8~ 6nBk8~ 9 BkE~ 1E#8~  1E358B8~ 1FE618B~
61BN 9»1ALIA 1EMN 1E35AMK 1560AMKW
Il COMBO 4508 (n=192) (n=179) (n=162) (n=127) (n=101) (n=82) (n=58)
W ST (n=192) (n=168) (n=125) (n=89) (n=75) (n=61) (n=40)

13



ARINTEIEREZ DR

[#585 - EERE] (B AL FRERICIBE U BRAFBIEFER ZH 9 20HVISTHES EfT- AR O -EIBE) -
EEHESIERER (ARRAY-818-30258) ” [CH VT 3FIHHHE THRESNFE- B
EFXRAEARIEREOBIERF 286 (364) [CHIRLCHY. EIRFOE23M . EIR34.
BB UTeh &IEAE S ) 24F, ROE8HF T LTz, &z 2K B " CII 9% (Of) (CF & BE
FERANEANBAERFED RO SN, GIFFOEAF BRI ROE2HTUIZ. 178, 3516
A DHAANED G LBV TFE- BERFAERUNEASAEE N 1HIRHSNE LI

Grade 1L,

¥ | [E3TME|BRAFBELFERZE Y 8RR RERET - AR DEE BERE. (XTI DAL RERERITIBRUBRAREL TR RZE I 2/8RVRTEER
EIT-BROBE ERE

EFRHESEMAEER (ARRAY-818-3025ER)

3FIFHAE (n=222) 25 FEEE (n=216) FFEREE (n=193)

BERER £Grade \ Grade 3-4 £Grade Grade 3-4 £Grade Grade 3-4
FE-BEERETNERE o 9 9 9
e 28(12.6%) 9( 4.2%) 1( 0.5%) 13( 6.7%)

FE-EERERAERE o 9 9 9

rripat 28(12.6%) 9( 4.2%) 1( 0.5%) 13( 6.7%)
STl (Grade 5) [FZRHSBH ST, E
11 ESTRE(300mg) AT RE (45mgx2) RO Y+ TR IR S U, 2
%2 1 ESTRE (300mg) RUEYF VT TGRS U, [
%31 AU/ FAYROEYFIT TG FOLFRIA U/ FHY. T4UVBROIILAO9S VI ROEYFI< T EHAIR 5 U, v

@ 3HIHASRU2RIHAEICH 1T ZEER (F2-RERFNRETSAERE) OB
(1)

g
301 - g
~N
25 - ' 0
81 #
6 i
201 N é
15 - i -
11BN zﬁauw 32BLUA
10 - (n=222) (n=213) (n=180)
A
0 - ||
3xAMA 3nBkB~ 61nBiB~ 9n BB~ 1E#8~ 1E£358B8~ 1FE61A8~
61BN 91 HALA 1N 1358 1FE68BMUA
W 3% AR (n=222) (n=150) (n=67) (n=27) (n=10) (n=6) (n=2)
W 2RIt AR (n=216) (n=145) (n=57) (n=28) (n=14) (n=5) (n=2)
Q
&
A
=
=
&
B

14
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({515 EiBE] (BRAFEILFERZH I D aENIRTHEL&ET - BROEE - ERE)

EREESEIERE (ONO-7702-03/C422101 5 8EIE/S—~) P (CBWVWT.EC+
FOLFOXE" ' CHREINFE  BERFRAEASEREEDEIERIE 364 (364) [CHIRL
TR ERIEIOE 74, R34, kOE 164 TUIC. /o ECHFOLFOXEF B A A&
E(Q248) [CBWNTIE SHIDFE - BREFRFNEARDIERB DFRIENRHS5N. Grade 152
fBll. Grade 2Hh' 3% LT,

% 1 [E5ThE]BRAFBELFERER T DEBMUBR N EERET - BRDEE BFRE. (X DAL AR ICIBEBUICBRARBL FERZH I DIEMUPRARER
ET-BROBE BRE

ERRHEZEMEER (ONO-7702-03/C422101 555855 M4H/ Y\ — )

EC+FOLFOX&*' (n=232) WHEREE 2 (n=229)
BIWERIER £Grade Grade 3-4 £Grade Grade 3-4
%E-Er_ﬁﬁﬂﬁ%ﬂ%ﬂ(@ 36(15.5%) 7(3.0%) 22(9.6%) 2(0.9%)
SE(REF
FE - BERERANER o o o o
SrE(RE 36(15.5%) 7(3.0%) 22(9.6%) 2(0.9%)

Bl (Grade 5)FRHSNBN STz,

*1: ESTRE(300mg) . tYF YR I RUFOLFOX[ZILZ4 095V, RUF—~ 2 (LIRRUF —N RUF FHU S F U =4 RIR S5 U,

#2 : FOLFOX:A/\Y R T CAPOX AR IV RUA FHUFSF VOHEEDE] £V XT T\ FFOLFOXIRI [ZIbA TS )b R F— R (LikikU+—
N FFFUTSFURTAV THYDOHBEE] NN AR T OV T NHERIERLRIICEREEEMNBIRL TR 5L,

) AFBARAEGR

@ EC+FOLFOXE¥IC 813 BEER (F2 - BRERFIRR2AEIREF) D FEILRIFH

10
8
6
(%) .
20 -
2
151 0 1AL 17zﬁﬁ~27aﬁuw 273}%ﬁ~373ﬁuw
(n=232) (n=23 25)
10 A
5 n
0 ] — ] — ]

3xAMA 3Bk~ 6188~ 9 BB~ 1E#8~ 1E358B8~ 1FE61A8B~
61BN 91BN 1A 1F:358AMA 1FE65BLURN

(n=232) (n=217) (n=186) (n=150) (n=121) (n=94) (n=72)
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2. FRINTEEREZ DR

[ERIRBRTE] EAEIEE (ONO-7702/7703-03%58) “ ([CHVT. 2 FEF TRESNFE-BE
FRNEADEEEDORENWERIF6H] (74) ICHRIBLUTHY., BQRIFIEEIE M. BR24F. KOE
2L,

SHREMT ICBVTROON6HIDFE EERFAEASEEEDEERD S5, 16F
Grade 3 CUIE,

EREIEEER (ONO-7702/7703-03588)

24 (N=22)
BWERIER £Grade Grade 3-4
FE-BEERETNETSEIRR 6(27.3%) 1( 4.5%)
FE - EERFAE TSR 6(27.3%) 1( 4.5%)

FETfI(Grade 5) [FERHSNEM DI,
#1 1 ES TR (450mg) RUXT M (45mgx2) R 5 Uz,

O 2FKEICH 1T ZEER (F2-RERFNRFSAERE) DRLISH

(1)
5 -

5,
4,
4’ 3,
5]
3- .
L [ ]
| 1aAUA 11nB#8~2sRA 2nRE~3»AMUA
2 (n=22) (n=22) (n=22)
) .
O " 5hRUM  3nB@~  onBiE~  OnAB~  1G@~ 1E3nA8~ 1EonAE~
6:nBLA 91BN 1A 1E:35AMA 1E68BLUK
(n=22) (n=21) (n=16) (n=8) (n=7) (n=5) (n=2)
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[

ANCTR

WS AN FHTREU k), o}

Q
&
A

Fmiaksg

?%’@EF@E‘ZFJKM%EW%LAA WERHONTEBEFORE. AR (RS ZRIETDRE BN
BT LT

| BIfFRRREBOMERNNEE (EFFNLY 70— %)

I|_,\ /u\

FHERA) ROE= ><5‘ 7 EDHAE)]

5 BRIRE . SR BRE” (BYF I T (BLTHERR) COHA. XFYF VYT (EE

Grade 1 dl 125
Grade 2 14REBATHE —— >
s L. EiEe RizdE
qg = Er%ﬂ:%ﬂ (Grade 1IUTFIC UCHSIDILEER
ESTRE = EE2:pIN BET3FT)
B ERES Grade 3 > > Nk = n
/ L o
BREREDIRY
B5hIEEER
Grade 1 —— > B
Grade 2 #5 ——> AEX(FREZEZRE
N - _ ; BEiLREME. ST
ATRE s osfER® hEaEE mRiRE  LoooAnIcEE [— -
= BHI%1E5. 1RERE
Grade 3 ————> (Grade 1(FIC LTBR5TATERER
BaTeEe B EnE — | 21BNMIcEE | — _
Grade 4 51k

(&G BRe” (TYF YT (BETHRIRER) . 2)LA00SVIIVROAFHUTSFEDHAR)]

Grade 1 — &L
28ARICEE BT 258, 1EBERELTRS
Grade 2 &% ——»
EBELJW(u@fEt*? ?Q%EPJJ:
(Grade 1LIFI..
EEI2FT) 28E|LAP§I;I§ME BT 258, 1BERELTERS
‘ ‘ _ _ . Grade3 — n
ESTRE WO 2eaumcmEt |— [EEEH
BSRIEEEE
#5hIE
Grade 4 —[:
ZBELJWILIEIE BT 550, |BRERELTRS
(Grade ]LIFI..
BT 3%T) ZSELJW(gIEfEt_f?’ ?&%EPJL
@51k

Gradel@NCI-CTCAEIC#U S,

) EFAX LOIBHERFARIOAEREEE|CHIFD[ LS DEIERITH S,
*1 BRARBLFERZA T AREUFRTELREREE
*2 | B A EEEER IR U BRAFBIL T RERZH I DIREVIRNRE G FIRERSE. BRAFBELFERER T IREVIR ARG FRIER DL

*3 1 [ESTME]BRAFBLFERZE I 28RN ERE T BROER BIRE. (XTI DAL EER(TIE

[Grade £ (CTCAE v5.0-JCOG)]®
Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

BUICBRAREILFERZHE I 2/6MUIRARERR

EIT BEOGE ERE

BRREEZEDRBVLEMBGEEOZEL
FelFREER
(51 : 414,208, B ES 1ETBIE)

FE - BEHKRA
RASIEREE
DR FR

ERZHSKEOZLB.ABR | BEZEHSIBEDOKEDZEL (B
B okfE B, B R FE AEIRE | BRI KE B8R, FE AHE
fE); SOEVLNDOEBLEEEE | JEE); S0EY OBEBEEEEEDH

17



3 [EE

)

ESThE XIhE

OREEE. SNESEREDREENHSHNBIENHIET,
O S TRE - XTNE DI SHGRIN U SHEDICE . EHNICROEREZHRLBEICE-IVUY

TEF>TLRE,
O EDEENHSONICBEIF SEPH CERLEES2T 5. 5BV ETEEISERTDLOBESE
IBELTRE WV, )
| RRKRRUER |

[BNEEE EREEE IE3E (CMEK162B230153EPart 1) VICHBULT.COMBO 4508 Tl
SNZERBEZEDRIERIE 7851 (1804h) ICHIRL TH Y ERIRILOHE 1 454, Bk 14, RO1E
274 A7 T Uz, &1, COMBO 4508 * ' 0B AER (36) (CH W T MBS (s
BIREIEZSO) KOS E D EROEIRILEOSNEBAT U,

@ COMBO 4508357 MEBT26IL EICHIRUIIREEDEIERA

ErEHEIZEIEER (CMEK162B2301 5 5%Part 1)
COMBO 450%#*" (n=192) ESTRER?(n=192) NLSTTZTE#*(n=186)

BEfERIEE %£Grade Grade 3-4 £Grade Grade 3-4 £Grade Grade 3-4
RES (214F) ™ 78(40.6%) 5( 2.6%) 36(18.8%) 41(22.0%)

RESERX 5( 2.6%) 3( 1.6%)

EHHLEE 8( 4.2%) 1( 0.5%)

ARRR 1( 0.5%) 2( 1.0%) 5( 2.7%)

RDEE 4( 2.1%)

IREZIE 8( 4.2%) 8( 4.2%) 10( 5.4%)

BRI 2( 1.0%) 1( 0.5%) 2( 1.1%)

AREE R 3( 1.6%) 3( 1.6%) 5( 2.7%)

ARAFhE 1( 0.5%) 2( 1.0%) 1( 0.5%)

HRAOEE 6( 3.1%) 5( 2.6%) 1( 0.5%)

F[HET 4( 2.1%) 1( 0.5%) 3( 1.6%)

HFAFEEY 2( 1.0%) 2( 1.1%)

BRI 2( 1.0%)

TR FERRIER 4( 2.1%) 1( 0.5%) 1( 0.5%) 2( 1.1%)

AR v 2( 1.0%)

ZSARE 3( 1.6%)

=R 18( 9.4%) 3( 1.6%) 3( 1.6%)

HE TR 7( 3.6%)

HAREAE 2( 1.0%) 1( 0.5%)

RS 4( 2.1%)

HARR TR 14( 7.3%) 1( 0.5%) 1( 0.5%)

BT HSAEAE 5( 2.6%) 2( 1.0%)

TRIEND 4( 2.1%) 2( 1.1%)

=5 5( 2.6%) 3( 1.6%) 2( 1.1%)

FETfI(Grade 5) [FERHSNEN DI,

*1 1 ES TR (450mg) RUX TN (45mgXx2) Z R’ S Ui,

*4 1B LSRR U RES ORIER OGS

*2 1 ESTME(300mg) #RSUIc, *3 1 RASTTZ=T(960mgX2) #H/ ST,

KBEERET D,/ TY,

ASRSNCESTREDRERUARR. [EZXF T EOHBICBV TBRE MAICE TSI =7 E0LTA50mgZ 181 RO 59 2. 108 BEDIREEIC
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@ COMBO 4508 & 13 3 EIEM (IRIEE) D FEIRISHA

19

(1)
701

60
501
40 1
301
201

10 1

60
50-
401
30
20
101 .

O 1hRLA  17B@~25ALA 25BB~35BLN

(n=192) (n=191) (n=184)

0

3ABUA

(n=192)

3nBkE~ 6nBk8~ 91 BB~ 158~  1F3588~ 156188~
6:a8BLA 9ABLA 1€ 1E358BLA 1F658B0A
(n=179) (n=162) (n=127) (n=101) (n=82) (n=58)



2 FRINEBIFREZ DMK

[#585 - EERE] (B AL FRERICIBE U BRAFBIEFER ZH 9 20HVISTHES EfT- AR O -EIBE) -
ERHEEISEIAEER (ARRAY-818-302588) 7 ICB WV T 3B CHRESNCRES
DEIERIFS5HI(634) ICHEIRL TH Y. EIRIFEEA3H. BiRAH. OE LD EREED
24 REE 1 34 RN C U, F . 28IBFAEE TR 1 641 (184) (CEREENZRHS
N ERIR(FOHES 4, B ¢ KB CTUIE. B8 3B OEAAER (34) (CH
WCEREEDFIRFERDOSNEBATUIE,

¥ | [E5 TR |BRAFELFAERZE I 28BUBRNREET - BROEE BERE. (XTI D ALRBERITIBRUICBRARELTRRZR I 2/8MUBRTEER
ET-BROBE BRE

@ 3TN 271H AR T 2610 LI UCIRIES OEIER

EREH RS IA5ER (ARRAY-818-302:188)
3FIHAR (n=222) 2EIH#FEE? (n=216) FHHREE* (n=193)
BERER “£Grade \ Grade 3-4 £Grade Grade 3-4 £Grade Grade 3-4
EREE (25 55(24.8%) 1( 0.5%) 16( 7.4%) 1( 0.5%) 5( 2.6%)
iR 3( 1.4%)
BRI 2( 0.9%)
RSA7A 4( 1.8%) 4( 1.9%) 2( 1.0%)
STORIE 1( 0.5%) 2( 0.9%) 1( 0.5%) 2
EHHE 2( 0.9%) £
R 6( 2.7%) 1( 0.5%) 1( 0.5%) v
SR AR B 2( 0.9%)
REEE 5( 2.3%)
] 21( 9.5%) 3( 1.4%) =
whEE 3( 1.4%) 1( 0.5%) L
WTETEY 2( 0.9%) 3( 1.4%) %u
PEER R 3( 1.4%) gﬂg
Bl EbETE 2( 0.9%) 1( 0.5%) <
RS I 3( 1.4%) A
TR 5( 2.3%) -
BRZ SFEAE 2( 0.9%)

SET-Bl (Grade 5)BRHSNBH I,
%1 1 ESTRE(300mg) . XTI E (45mgx2) RUEY+ < T HARS U,
%2 1 ESTRE(300mg) UMY F IR T EHARS U, &l

%3 AU/ THYROPEYEITINIE FOLFRIA U/ THY. T4V VEEROI)ILAODSVIVI ROV T = HEBRS Uz, gg
%4 1B EICHKIBUCIRBEZE O8IERD ST
O 3FIHABRU 28 RAEICSHS T SEIEM (IRIEE) O HIRISH
(1)
50
407
401 Q
&
A
301
20- . [
2ABLA 35nBUA
(n=213) (n=180)
10 &
l -
=i
=l
0

38BN 3nBk8~ 6nBf8~ 9n B8~ 1E#8~  1F3588~ 156188~
6nBA 91BN 1A 1E358MA 1F61ALRN

W 3 AR (n=222)  (n=150)  (n=67) (n=27) (n=10) (n=6) (n=2)
W 2R (n=216)  (n=145) (n=57) (n=28) (n=14) (n=5) (n=2) 20
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D>ReO

By

({515 EiBE] (BRAFEILFERZH I D aENIRTHEL&ET - BROEE - ERE)

EREESEIERE (ONO-7702-03/C422101 5 8EIE/S—~) P (CBWVWT.EC+
FOLFOXB" ' CHESNIIREZDRITER(E 1641 (234) [CRIBLTHY . EIRIFOE14
., BRRAE, REESHETUN. &/ ECHFOLFOXE ' mBEAAER (244)) W TlF. 2
BIDREBEEDHRIEHERHSN. LI NHGrade 1TUIE,

% 1 [ESTME|BRAFELFERZR S 2/8RURNEE T BROBE BRE. (XTI P A LB AR (TIBRUICBRAFE L FRRZT I D8 RUBRTHER
ET-BROBE BRE

EEHESEMAEEER (ONO-7702-03/C422101 555855 M4H/ X — )
EC+FOLFOX&"'(n=232) XEREE (n=229)
EERIEE %£Grade Grade 3-4 %£Grade Grade 3-4
IRfEE 16(6.9%) 2(0.9%) 7(3.1%) 1(0.4%)
BREG R 1(0.4%)
FERRHMm 1(0.4%)
RSA7A 5(2.2%) 2(0.9%)
EREETZ 1(0.4%)
ARAE 1(0.4%)
IRDEE 1(0.4%) 1(0.4%)
iR 1(0.4%) 1(0.4%)
BREEFAE 1(0.4%)
TRIEND 1(0.4%) 1(0.4%)
iRFEM 1(0.4%)
BRAA R 1(0.4%) 1(0.4%)
= 1(0.4%)
HARAE 1(0.4%)
HARRRIRE 1(0.4%) 1(0.4%)
B 3(1.3%) 3(1.3%)
HEE 1(0.4%) 1(0.4%)
AREREZIRIAE 1(0.4%)
BRZ SEERE 1(0.4%)
IRERFEZ 1(0.4%)

FET-f (Grade 5) [FER%HSNEH 1.

%11 ESTRE(300mg). £YF IR TRUFOLFOX[ZILATODS Vb RUF—R (LK —N) RUZ 5 U TS F U RS U,

%2 1 FOLFOXtRN\Y XY T CAPOX MRV I YR UA FHUFSF VOHBEE NV A T RIFFOLFOXIRI[Z)LADODSY)b kU F— R (LR F—
N FFFUTPSFUROA U FTAYOHEBEE] RNV T T OV A ERIER LA CABRSERMNEIRL TR S U,

3T) AFBARIAER

@ EC+FOLFOXB¥IC (7 ZEIER (IRIES) D FEIRITH

(1) >
20 - 4
3
15 - 2
1
101 Y= TRRE 28R 7R 3L
(n=232) (n=231) (n=225)
5 i
] [ ]

[
3xAMA 3nB8~ 6n8t8~ 9n B8~ 1§68~ 13588~ 156188~
61BN 91 AL 1EMA 1E35BHUA 1FE65AMA

(n=232) (n=217) (n=186) (n=150) (n=121) (n=94) (n=72)
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2. FRINTEEREZ DR

[ERIRE] ENESEIERER (ONO-7702/7703-0358) Y ([CHV T, 2HEM CRESNICRRBE
EWERIE 1561 (25¢F) (CHEIRUTHY . EriRFOE 224 8IR 1. RKEHE 2 CUT,
SHREMM [CBVTERHSNIZ 1 SHIDEREDEIERD S5, Grade 3L FDFIR(FZZHS
NFEBATUIZ,
BT8R (ONO-7702/7703-03558)
248" (N=22)
EfERIEE £Grade Grade 3-4
IRfE= 15(68.2%)
BARE 1( 4.5%)
ROES 1( 4.5%)
EPLEHE 3(13.6%)
TCARTE 1( 4.5%)
kY 1( 4.5%)
HARRTE 1( 4.5%)
R 5(22.7%)
REFRIE 3(13.6%)
HAEE 2( 9.1%)
HFERE 1( 4.5%)
RRER EERIEH 1( 4.5%)
MR T™& 1( 4.5%)
FETAI(Grade 5) (FERHSNBH DT,
#1 1 ES TR (450mg) RUX T M (45mgx2) = AR 5 Uz,
O 2AFEHICH 1T 3EEA (IRFEE) DFIRITH
(%1)
20 - 15
101
15 1
5
10 A -
12BLA 11nB8~21BlA 25B#E~318ALK
(n=22) (n=22) (n=22)
5
O T5pEMW  3sBE~  6nBB~  9»FE~  1E@~ 1E35P@~ 1E6n88~
6:1nBLA 91BLA 1A 1E358MR 1F618BLUA
(n=22) (n=21) (n=16) (n=8) (n=7) (n=5) (n=2)
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NCTgrdn

WS AN FHTREU k), o}

Q
&
A

Fmiaksg

OERDEXNADSHEIF. ABICHU CTRMECARRO B MEX SRS EP LT 2BE
DBRBET> TR

C:‘ﬁlﬂﬂ%ﬁ%ﬂﬁﬁﬁ%ﬂ%ﬁbfciz%é(a*%ﬂﬂd)a'a‘%ﬂb HBEH . ESTRERUXISEDRSZSIELTLE
=W

| BIfFRRRIBOMERNNEE (BFFNLY 70— %K)

I|_;\ /u\

BRI SR BREC (BYFIT T (BLTHERR) SOHA. XFEYF VYT (EE
FHER) ROEZXF Z T EOHA) )

BESRK

Grade 1 — BEEE

Grade 2 —> A Grade 1UFICEETHET BT 258, AEXEBREHELTRS

JFIcEY — 5 EA\ | u;_ =1 L
Grade 3 e Grade 2L FICEET BE T BRI 258, 1REEHELTRS

Grade 3k
b—> #5901k
Grade 4

ESTRE/ REELEIEES
XTRE

— Crade 1ML t—> BE&L:lS

IRFESE (L5CESY)

—> Grade 1~2 — BRETT

suzem.  2oabnces— L AT s
BRI 28RLACEEE T —> [T
—» Grade 3 —— (Gradew('Fl._

21 ARICEE BRIS5E. | REREBLTRS

21BIAICEEE S R5HIE

e ElnE

> Grade 4 —» BRI

[ BEE"” (TY+ YN T B LFMEIRZ). 7)L4-095Y) IJEZO“Z“:F*J‘UTESC‘/&@{#EHH%) ]

42E|L1Wlu|§|f§ BT ZEE.BETKRS
Grade 1 3ESERICHTHAECRIBLEL (@ﬁg—gg-c) 40ELAIC @E‘t-!_g" Tx'—ﬁq]ﬂ:

I3‘\‘t“55§ﬁ Grade 2 BiE3ERICHTHABICRIGULELN 4EEL/{W[uIEf§ BET2ER. | BERELTRS
(Grade 'IL,{'FI._
Grade 3 » EETRFT) 42BLAICESE T &5t
Grade 4 > Eritlls
Grade 1 — B
= > 28HLIRICEIE BT 558, 1EEHELTES
ESThe Grade 2 &% —»
EBELJW(L@fEt*?' #5951k
(Grade 1LA'Fh.
TS | ecsAumicEE | BHY28E. 1 BEEELTRS
Grade 3 ——
J:EELJ”@E“”E%E) ESELJW(LIE{E'E? &%EPJJ:

BEl— BB
5
Grade 4 —[:
| esALMCEE | BT B5A. |REHELTRS
(Grade 1LA'FIL
7250 csAMmcEEEs > [EEnE
®5eRIE

GradeldNCI-CTCAEIC#U 2.
3 BFRX LD BWERFARIBOREREMELE|CHITB[ LS DOBIERITH 5.
*1 BRAFEGTFERZR I 2REVIRTEREREREE

*2 1 PAAEERAR (TR UICBRAFEIL FRRZH I IRIC VIR RIREE. BRAFBLFEEZH T IRBVRR TR IRIRAR DM LE
*3 1 [ESTME]BRAFBIGFERZE Y 28BN E0E T BROGE BRE. (XU AL PEERICIERUICBRAFBLFRREZH I 28 MVIFRTHER

23

EIT BEOGR ERE



[Grade %% (CTCAE v5.0-JCOG)]®

2. FRINTEEREZ DR

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
ERD B Y PEEDRN
ERDBLY: BRFRE | OETEES BEEERN
RS 74 RFREREDOH; B8 | 055 EFFEADN—2 -
BICHET HIER S+ USRI T OHS
" it ERN S EERRNDETEHS (B
= BIEEHF0.55%. 0.1 5182 5. £12(3
Bin EREBEIEL TR, DEEORT | gangy— 25155 3REEREL D
DETEES BESEEEN . .
KT); H0EYD bi Dl
e s | S B | TET): B0 OEREEBIEOHR
EIRAMIELY; BRERR 5S4 NS 3BIEUTOERS o
R TS IREPRR D EF): BOEUUSNOBE ERRORRIIE
ESEBIEDHIR A0
DR WIE o . N
S H‘;i%’;gﬁ&fﬂ 1+~ 2+ OREMERNE | 3+ EOREE RN EESTHBRES
gz “ HESHIERRE SR B PEEDRIEFEESERN
" PEE; BIR/BHN/E | BEFLRERNCEATEEN. R
§ N ~ 245 o)
EnEL SR | ammaneEys SO0 | SIANRAESITREGEEL: | Dol I
BEE. 20 | o U | WMSOBREEREOH | SODVOBREEMEOR RAET | po e S T
BRI | g ey g | BRBERA0SUEF | (BEMERN0SKAE.0.1EBAZ.F | oo ti s
Il FEBEADN =25 VD | FEBAON—R51 YD SIGWEBR | o) o
53R FOEAET BENET) '
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 EBsZFE | xgpE
QO LEHEER 2 BRHKF I HSHhNBTENHUET,
O DEREEEDERICH TR . JILFF—RAF v U NODII—ICKVEERBERZEOICE=Y
U I ITBENETETY,

| RRRRRUER |

[BiEReE ERAEESIHEERCMEK162B2301

HHEgPart 1)V ICBUVT.COMBO 4508 CHRE X

NITOREREREE DEIMERF 23612740 [CRIEL CHY )R (FEE 194 @E LI R IEE
I ROEH ARIHFTUIZ.Ef2.COMBO 450%™ DEAALEGHNICHVT.
EZHEAZDFEIRILERDONFTEATU,

EEHESE ISR (CMEK162B2301 5 Part 1)
COMBO 4508 (n=192) ESTREE?(n=192) RLASTIZTE®(n=186)

BIEFRIER £Grade Grade 3-4 £Grade Grade 3-4 £Grade
IDERERRE 23(12.0%) 3( 1.6%) 14( 7.3%) 2( 1.0%) 19(10.2%)

ILREEREREE 1( 0.5%)

BRHSRIRIA 10( 5.2%) 2( 1.0%) 3( 1.6%) 2( 1.0%)

EERGERE 2( 1.0%)

B 1( 0.5%)

RHERERR 2( 1.0%) 5( 2.7%)

R ZE 8( 4.2%) 1( 0.5%) 11( 5.7%) 14( 7.5%)

FETHl (Grade 5) 35385 1NaN o1,
*1 I ESTRE(450mg) RUXTRE (45mgX2) ZHARSUIc. *2: ESTME(B00mg) 25Uz, *3 1 RASTTZT7(960mgXx2) #iR 5L,

ARSNESTIEDRERUARR. [EZXF T EOHAICBVTBE HAICE TSI =7 L T450mgZ 1 H1RIR ST 2. 108 BEDIREEIC
FBEEHETD./TY,

@ COMBO 4508£IC 3517 3 EIEM (DWEREISE) D FEIRIFEA

(1)
134
12
11

3,

27 I

‘I,

0 [

3nAMA 3nBk8~ 61 B8~
6snBA 9nALA
(n=179) (n=162)

9» BB~ 1FE8~ 1E35AB~ 1E6188~
1€KW 1E35AUK 1E68BLUKW
(n=127) (n=101) (n=82)

(n=192) (n=58)
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2.1

e =
SN

INEBIEREZDXIR

(iR -BRE] (AL REEZICIEEUBRAFEIGFERET T 0BT ET BROEE -EIEE) ™
ERHESMERE (ARRAY-818-302:E8) 2 ICH VT, 3FIFAR TRE S NI DV
BEFEZDRIERIE1 261 (134F) (CRIBLTHY . ERIRIFOEIL. KOELAH T LI, Fe.
2B TIES A (54) [TDBERERREE N RO SN, IR IFEE 2 4. BiR2¢4. kOE
1 TUIE. 3B 3R AR  OBARAER 34)) ICB VT OHEBEEDHEIRB(EERHSN
FBATU,

% @ [ES TN BRAFEGTERAE T 2 AR AT BROBE BRE. [ XT M | DA% R U BRAPEG T EREA T 55 RTBRREER Py

T BROE B =
=)

EpEHE S MK ER (ARRAY-818-3025188) }!f;

3FIBARE (n=222) 2FIBFEE? (n=216) XTEREE (n=193) -

BIfERIER £Grade ‘ Grade 3-4 £Grade £Grade Grade 3-4

IDBERERES 12( 5.4%) 1( 0.5%) 5( 2.3%) 2( 1.0%)

R ZhE 6( 2.7%) 5( 2.3%) 2( 1.0%)
BRHH =R 8( 3.6%) 1( 0.5%)
RIERERR 1( 0.5%)

-6l (Grade 5)IFRDOSNBEH 1.

*1: ES TR (300mg) X TRE (45mgx2) RUTEYF v T =R s U, ?§

*2 | E'STRM (300mg) RUEYF U T RHRAER S U, =

*¥3 AU/ THYROBYFIRINIGE FOLFRIAU/FTHY TAUVBROTILA OO VIV ROEYF I T2 HARS U, Bl;;%’;f

<

O 3HIHRAEICH T SEHEA (DHEEEIEE) D FIRIFHA

(1) :

10 - é

3

~N

=

8 &l

{E

i

E

6 - &

ol

%
4 ,
2 _

gl

1E

B

31BN 3xARE~ 6nHB~ 9nH8E~ 158~ 1E£35A8~ 1F6H8E8~
6:18BLA 91nBLA 1€ 1E358BRN 1F£60ALUA
(n=222) (n=150) (n=67) (n=27) (n=10) (n=6) (n=2)

Q
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=

=

&

£
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Fmiaksg

[RRIRE]  EASEIEEE (ONO-7702/7703-03588) Y [CH WV T 2 EM" CRE T NIz DHEERE
SOBIERIISHI(74) [CHRL CHY. BRI EE 24 R34 ROE 24 TUI,
SHER (CBVTRDSNSHIDDHEEEREDRIERADS S, Grade 3L EDFIRIFER
HENFEATURE,

EREEIEER (ONO-7702/7703-03558)

245" (N=22)
ElfEFIES . #Grade |  Grade34 |
IDVEREREE 5(22.7%)
P 1( 4.5%)
R FRE 2( 9.1%)
ERHHER A 3(13.6%)

T-H (Grade 5)[FROSIVEH Iz
#1 1 ESTRE (450mg) BUXTRE (45mgx2) E IR 5 UL,

O 2AFKEICH 13 HEIER (DREERSE) D FEIRITH

(1)
5 -

3nBUA 3nBE~ 6188~ 91 BB~ 1FE8~ 1E3588~ 1E6188~
61BN 91 AL 1ELA 1E31AMA 1FE60BLA
(n=22) (n=21) (n=16) (n=8) (n=7) (n=5) (n=2)
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\\ﬁ

/III_:\

TEIEHEZDOXIR

NEHEIFHE REN IR E5ZPIET 5 BURLE

BEARIRIIO AEFEGEE (BF RN LY 70— Z(ER/)

/|_,\ /\\\

FHURZ) RUEZXF =T

CRNESDNG NN R = Qe E SN

"EDHAE)]

ToTLIEEEW

ELTHEIRR) EOHA XEEYFITT (&R

FIER
=pEeE. — 2SBLAICES BETAEA. |BEIELTRS
RIS ™
R [ 28ELIMIcEE T |
XTRE ERHSRIRIAN TR TIRETER @ras) avnces— NI
21 BLRCEEE F 1B5ch1E
Grade 3~4 ———— » Eri=lla
Grade 1| ——  R2LELLH
Grade 2 #i —> AEXNITHEEER
E'S7 ~ t“/ = - ; BEHEGE.
. SRS DEIERY HEEEE FIRIE g =l BNTH9A. |BEAE
XIKE Grade 3 ——————> (Grade 15T s
B89 2ET) - C =
e EEE — | 21 BNNICESE | —>
Grade 4 #5IE
[k BRE (BV+ YT (BLFMEIER) . LA 095V IUROFAF YU STV EDOHAE) )

Grade 1 —»

RS

Grade 2 28HLIAICEE BHI 5. 1BRERELTES
rade B —>
EBELJWILEE‘Q? &5k
(Grade 1LJ'FI._
Eif923T) BEEERREEEE BT 258, 1REHELTRS
Grade3 ——
ST J:EEDJ%@EM’E?EE) 28EILJP9(;I§H§E§' Jx‘—-‘}qﬂu:
BEl— ErEET
I:: #5aE
Grade 4
= 28HLIAICEIE BHY%5E. 1RERELTERS
(Grade 1IUFIT
B89 2% T) 28BMAICOER T 591k
BRI

GradeldNCI-CTCAEIC#U %,

A BFRX LD BIWERFARISOAERHELE|CHITB[ LEUNDBIERITH 5.

*1 : BRARBGFERZA I HREUFRTELRBIEREE

*2 1 PAEERA R TR UICBRAREIL FRRZA I 2IRB VIR RIREE. BRAFBELFEREZH I 2R BV TR R LB

*3 1 [ESTRE|BRAFBILFRREE S DEMUBR N RERET BREOIBE BIRE. (XTI FA LR ITIBRBUICBRAFBLFEREH T D8RR AR
EIT- BEOEE BERE
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[Grade 438 (CTCAE v5.0-JCOG)]?

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
FEREEVA REE (B - . N
; ar oy | EEBELEDINED | EHEENT BRLEEE
e @'\;fﬂ'ffé ;;;ﬁ*g%% gfg"”@m%‘ﬁm’m PEETHERNSS; NE | 35 (Bl SENEEmEY | 5
o as EET S EROFERE | MENSEESEDO®E)
EENHD
SESISERILE (EF) 1'50-40%; | ZESBSERLE (EF) H'<40-
R ERmAN - R—RASAUHN510-<20% | 20%; R—RASAUHS= | LEFEEHER(EF)<20% —
EF 20%(ET
DMEHEDETICLZOAE
EENE DIEEEOETRC &R | 0O RIS ]
faemE - - BHNERIRETS YPO=LAR; DERRE | 5T
AEfES ARl BEPRIRNSERIO Y HR—h
FrFDEBEZET S

| SEERDBEORE |

MUGARF+> /i I 1—

ASHDIBEEBENELDE DR L EFET DTEMN BIFT . DRLEEET 3 LT, ERMHE (LVEF) &
MUGARF+ Y RODII—CKWBOICEZIVV T FTRDTENEETT,

JIFF—R(MUGA) RF+> multiple-gated acquisition (MUGA) scan

BMEFBREDOE DT DEEEDEETHI S /AL UCHRIISNIEAATT  MUGAE. YILFF —NEADEBRIBHIL S —)UA
A=V VT RIVFT =B S —IAA=I VTSIV Y F T ST EEDRENF T,

ITETIE DEREDERRNR 70—y ELTOD I I—ZANSDH—RINTI D' BIREPER ML VSR TAEFENT
BUBEDSWVADHEEDFHIN T EE T I . fDIRE CEHIl A M /R DLVEF AR AESHEI CRALSNE T,

DId—

DEN.WEXIFRERENSDAZDTEEMNRONDHE DT I—AZTVE T LVEFDEHAICIEF T« R T7A(modified
Simpson;&) 72L& LVEFDEHRIICIF2D disk summationEZ2AW2S I ENREN T T HY 3DIC K 2 HRMTIF RIF/REIRHEL
B TENIEHE CHRIRECEND RN S GEF TIFAIZR VW BEEHAINTHhN2 KO, 255D RIFBEIRNDEYS T
ESNEBRECERMEOE CENDTREMN HDESNTVET KT LVEFG FBEE P+ MEEDFE FCRERENER
FNBHBELBDIEFERDTRINEEZEAGTHE T 2 EBFETRRDBHDESNTNET,

BAERGZR ERGEFHBE-F4R—

BABERSEZR/BAOREZRERNAM RSV IDALZ2EA A NS>/ (2025FEThR)
BERESRDZHSEEICET 2HA RS AV DEKEZREA A RS+~ (2010FKETHR)
EFER RERREZSE7IR. 201146



e =

218

INTEIEREZ DR

Lk
5 S )
ESJME XIBME

O@ALT(GPT).AST(GOT) ED LR = HSHEEEENHSHNBDZENHIET,

@iz 5. EHAMICHEEREZITV. RBEEDEREPEEDIREZEIRLTLLIEE L,

| RRRRRUER |

[BEMEEE] ERLESEIERE (CMEK162B2301 & Part 1) BT, COMBO 4508 T~

NIcRFREREFEZE DRIWER(E 3661 (954) (CFKIRL THY. BRI I OE 704, B4, BlIE LT
WY EEAESD ) 24, RO 1 74F. REE24E T LTz, 1. COMBO 4508+ B4 A EM (341)
[CHBWNT. FHEEEREEDFHIREZERDHSNF A TU,
EEHESEIERER (CMEK162B2301 SE&Part 1)
COMBO 4508*' (n=192) E'STREE? (n=192) RLASTIZTE>(n=186)

BIfEFAIER £Grade Grade 3-4 £Grade Grade 3-4 £Grade Grade 3-4 sz

FridaepE= 36(18.8%) | 22(11.5%) | 19( 9.9%) 8( 4.2%) | 38(20.4%) 8( 4.3%) E
FANSEUBET S o o o o o [
NSy T 15—y 12( 6.3%) 3( 1.6%) 6( 3.1%) 14( 7.5%) 3( 1.6%) Z
PS=VFPZ)

NS 2o — | 16( 8.3%) 9( 4.7%) 7( 3.6%) 2( 1.0%) | 12( 6.5%) 3( 1.6%)
NSYR7SF—C LR 1( 0.5%) 3
T IS 24(12.5%) | 13( 6.8%) | 15( 7.8%) | 6( 3.1%) | 19(10.2%) | 6( 3.2%) 3
Faylea—ﬁiﬁ'ﬂﬂ o 0 o (o] o (o] o (o) o (o] o () g
FF 1( 0.5%) B
FBRLS 1( 0.5%) 1( 0.5%) 4( 2.2%) 1( 0.5%) B
R ARSI 1( 0.5%) 2( 1.1%) 5
Frsi 201.1%) | 2( 1.1%) g
Mo )L E 80 2( 1.0%) 10( 5.4%)

Me3EraE :

P L e A 3( 1.6%)

BNSYRAT7ZSF—PIE 1( 0.5%) 3l
ABs+5o% 1( 0.5%) 1( 0.5%) fE

SEUILE 1( 0.5%)

FET-HI(Grade 5) [FEBHSNEN .

*1 1 ES TR (450mg) RUXI N (45mgx2) EHFRS Uiz, %2 : ESTRE(300me) B 5UIZ,  *3 1 RASTT=7(960mgx2) EE 5 U1z,
ERSNIEESTNEDRERUARE. [EZAF ZTEOHBICBV T @R RAICE IO 722 7E0T450mga 181 EROKRS 5. 158 BEDIREEIC
FBEERET 2./ T,

© COMBO 450IC35 17 2EI(ER (FFHHEISE) D RIRISH .

(1) 30- &
40 - -
gg 20-
25: 15
20 1 12:
15 ] - I
10 - Bz 19B8~25BUR 2nB8~308LR "g
5 (n=192) (n=191) (n=184) &
|| I I #
3nAMA 3nBitE~ 6nBit8~ 9n BB~ 158~ 13188~ 1F6n8B~
6nBA 91BN 1A 1E34ALA 1FE68BHUA
(n=192) (n=179) (n=162) (n=127) (n=101) (n=82) (n=58)
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({585 - EEEE] (b’ AR B ERICEE U BRAFEBIEFEREH T 5 AMRAF A EIT BR OB - EI5E) -
ERH RS IMEEER (ARRAY-818-302:88) 2 [CHWT. IBIGTFEL CIRE S 1 hFiLEEmR
ZDRIERIZ 1661 (184F) (CRIBLTHY. &EIRIFOE 1 44F. RKEELET U, Fic. 2F|1#
FABY > Gl 75 (OtF) [CHFHLEEREE N ERH SN, ErIR X OES 4. BRR 1 4F. kAE I T LI,
RO 3BIEAE OBRAER GA)ICBVWT. PSP/ NSYATTS—TEEN. 7 X
INSEVBT I/ NSURTTS—EENMFI T DRSS NELIED . LI NBGrade 1T
Uics

¥ | [E5TME|BRAFBELFERZE Y 8RR REET - BRDEE BRE. (XTI DAL RERERITIBRUCBRAREL FRRZH I /8RR EER
EIT-BROBE ERE

EFFHEESEMAEER (ARRAY-818-302:1ER)
3RIGHEIEE (n=222) 2KI#EIEE? (n=216) 5EEEE (n=193)

BERER £Grade \ Grade 3-4 £Grade Grade 3-4 £Grade Grade 3-4
FHgsemEs 16( 7.2%) | 3( 1.4%) | 7(32%) | 1(05%) | 10( 52%) | 2( 1.0%)

FI=Yr=/ 13( 59%) | 1( 05%) | 4( 1.9%) 5( 2.6%) | 1( 0.5%)

NS TTS—EHEN

fé‘;“’z’;“fﬁﬁ%m 10( 45%) | 1(05%) | 4( 1.9%) 6( 3.1%)

MmePE UL E 180 1( 0.5%) 2( 1.0%)

t{;@%ﬁ’;_ﬁﬁm 2(09%) | 1(05%)

NSURFSF—PLER| 1( 05%) | 1( 0.5%)

frer ey 1(05%) | 1( 0.5%)

BhSYRTSF—ClE 2(09% | 1(05% | 1(0.5%)

BT (Grade 5) FFBHSNIE DT,

#1 1 ESTRE (300mg) AT RE (45mgx2) R U+ T T MRS UL,

*2 1 ES TR (300mg) RUEYF I I EHARS U,

*3 1 AU/ TFAVROEBYFIVIRIE FOLFIRIA U/ FHY TAUVBRODILAOD SV ROEYF I TZHARS U,

@ 3FI#ABEICH T SEIER (FFRAERS) DFIRITH

(1)
15 -

10 -

33BN 3nBt8~ 6nHB~ 9n B8~ 158~ 1EF35AB~ 1FE6HBE8~
6:1ALA 91 AL 1A 1E358BA 1F60ALUA
(n=222) (n=150) (n=67) (n=27) (n=10) (n=6) (n=2)

31



2. FRINTEEREZ DR

[RRESE] EASIERE (ONO-7702/7703-03:8) Y (CHV T 2AEF THRE S

SDOBIER 46 (o) [ICHEIRL CHY. ERREOIEAH. ROE2HTUT,

NI HERERE

SHE" BV TROONIABIDFFHEAEEZDRIERAD S5, Grade 30— ILIZ)L

I\j./XjIj tiEEjJDD\1 1§|Jumfy)bﬂ?fb7:_o

EREEIEEER (ONO-7702/7703-03588)

26 (N=22)
BIfERIER £Grade Grade 3-4
RS EES 4(18.2%) 1( 4.5%)
PSZYPI/NSYATTS—EHEN 1( 4.5%)
74 = 4
L R I ausel
Y= IS IVNSYRTTS— BN 3(13.6%) 1( 4.5%)

FETHl (Grade 5) (353 51aN o1,
*1 1 ESTRE(450mg) RUXTE (45mgXx2) ZHARS U,

@ 2AFREICH 13 SEIER (FFERERRE) O FIRITH
(1)
5 -

5,
4,
4 3
2,
] I
9. 0 17JHL1P§ 173HE~21:HL1|79 21 RB~3nAMA
(n=22) (n=22) (n=22)
’I n
3aBA 3nBB~ 6nB#B~ 9 BB~ 1E8~ 1E35RA8~ 1E60H8~
61ALA 9»1ALRA 1R 1E:3858AMRA 1F64AMA
(n=22) (n=21) (n=16) (n=8) (n=7) (n=5) (n=2)
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FFSAERER S CRENRHS RS, HE. KBRS EPRI T 2BE B RNEET> TS
W

| EfEARRISOBERNEE (EFFNLY 70— %(ER)

f===3]

70N

EREET PREE. BB BRR” (BYF VYT (EBLTHERR) COMA. XEEYF IR T (EBIR
FHEIRR) ROEZAF Z T EDOHAR) ]

Grade 1 d Z5iHtE
mEEuLEY | 14B% N BHI 255,
ERERLED | B3 T / R
Grade 2
| AsTHED. mEEUNEY | omime BB BWT 288,
EST7KE ERERS BET2F0) - 1RISHEL TRS
ALTEH0
7EUAICEEE T 51k
= ~ BT 288,
B R ———————— 14BLIATEE et
Grade 3 _ ., . "
g7 . BENT 5.
—’—v 5 14B&TEE 1BIHEL TS
Grade 4
Grade 1 a5 so
ammces — [
MECUILEY LR , 14HBTEE BT 31EA.
ZaEN 1ERIERE LTRSS
; HEL, BigE
Grade 2 praz 1 EEREL TS
. ASTEND. (Grade 1511z
XITRE ALTEEA] BEEERD A5,
= mECULEY R I: 7BRRICErE | BERELTIRS
#5
7ELAICEEE T ®5IE
Srage g AoB0 1 . EEa
rade WACULEY 5T il EREEL TS
) —
—— T
Grade 4
Grade 1| —— > B2
Grade 2 ## —> AEX(THEEEE
ESTRE - — - ENEEE.
ST FERUSADBNERD prmEE BiRigE | CoDANICEE BHTBSA. |GEAE
JkE Grade 3 ——————> (Grade 1T =
@@3—5§?) bf}x%@'%gt’&%b%
=S ERE — | 21HMRICEE |—>
Grade 4 —— > Bl

GradeldNCI-CTCAEIC#U S,

) EFRAX LOBWERARRBORSERMEE|(CHIF B[ LEELSANDEIER]TH 2.

*1 : BRAFRBLTEEZB I REVRT LR EEE

*2 L AR ARICIBEUBRAFBI FERZHR I SARB VIR TR EIRIRE . BRAFBGFERZE I DR UIIR TR ERIRR DL R

*3 : [ES TN |BRAFEBIGTERZE I S/8MUIRAERET BRDEE BRE. (XTI A LB AR ICIBBEUCBRARB LT ERZH I 28mUIRREER
EIT-BROGE BERE
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2. FRINTEEREZ DR

[t BEE (VYN T EBEFHEIRR). 74095V )V RUZFPUTSF U EDHER) )

Grade 1 B5iHkE
28Elfa‘: X
Grade 2 » BT
ey 00 gg;;gggk | osALMICEE | BHT35A. | BERELCRS
ASTIEN. losaumcEEts — [EEETd
ALTHEAD B5RUEEE ®
13500 B
Grade 4 o
|:: | osALMICEE | BHT35A. | BERELCRS B
(Grade 1LIF(~. i
BET3%T) EBELJWILIEE‘Q? &‘—ﬁﬂmt =
B5eAIE
ESThE Grade | — [ECIAE @
2]
28ELMICENE BHT25A. | RERELTRS ®
Grade 2 ®% —» BR
| cepumicaEt s — [ECEE p
(Grade ]L[F(-. =
BiET33T) | csBAMMICEHE | BT 3. 1RERELTRS
Grade3 ———»
J:EEL){%@EM’EFEE) EBELJWI;IEHE&? E%EF‘U:
W5 EEE ,u
1B5eIE g
Grade 4 —[: I
| osALMICEE | EMTEA. 1RENELTRS 1=
(Grade HIFL- L
®IB%ET) EBELJW(;@EE? }Q%EPE T
®5ehIE

GradeldNCI-CTCAEIC#U .
A EFAN LOIBHERRRIOASHEEEE|CHIF2[ LELUSNDEIER]I TH S,

%1 : [C5 TN BRAFBEFERERT SEMBTE BT BROGH EIE. (X I I DA% B BRAFBE T EREA T SRRIRTEE | [
T BROBE ERE 3
~N
=
[Grade %% (CTCAE v5.0-JCOG)]® "
Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 FE
Z
T EROBL.FREE | PHE BIOR/BAN/ | BESEEZNCEATH B A
e DER; BRARELE | #RENAREET 3, | LESICERERNTOOTEREL, | £HEBNT; B2 - %
(kI PHFMROY, BEEE | EHEGOSOEUNUN | ARSFEARSEOLEZETS; | BZET3
- i TR DBEELEFENEDHIR B0EY) DBEEEFENEDFIR
HEER—25 A UHEERERENDSE
TEA—R5( U REBEDRE
EEp— =l
7S=VPS/ >ULN-3.0xULN >3.0-5.0xULN >5.0-20.0XULN >20.0xULN o
rS5Y2T25—¥ -
. 1.5-3.0XR—254Y | >3.050XR—251Y | >5.0-20.0XN—25A Y >20.0XR—254
P LA >ULN-2.5XULN >2.5-5.0<ULN >5.0-20.0xULN >20.0XULN
RATPI—LRIM | 20.25xR—254Y | >2550xR—254Y | >5.0-20.0xR—Z5A >20.0XR—254
FRINSRIE >ULN-3.0xXULN >3.0-5.0<ULN >5.0-20.0xULN >20.0xULN
PSINSVR -
15— L1 1.530XAN—=254Y | >3.050XN—254Y | >50-20.0XR—2A5AY >20.0XR—254
>ULN-1.5XULN >1.5-3.0XULN >3.0-10.0XULN >10.0xULN
P UL D - 5
>1.0-15XR=Z54Y | >153.0XRN—Z54Y | >3.0-10.0XN—251Y >10.0XR—254Y X
>ULN-2.5XULN >2.5-5.0XULN >5.0-20.0xULN >20.0xULN
GGTH#1l -
2.0-25XR—254Y | >2550XR—25AY | >5.0-20.0xR—251Y >20.0XR—254
&
z
&
2]
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OENERIEREN HSHNBTENBIFT

O EN A RIAREDHIRE U CHAEER PRAREN HS5ONBIENBUE T,

O SHEDICIE, MPCKIE. MPTL7F VB, MR URSD =47 0T UMBEDHR Z EHARIICET
HLTLIEE L,

| RRKRRUER |

[BEMEEE] ERtESIERER(CMEK162B23015EPart 1)V ICBLT.COMBO 4508 THR&s
NI RARAE (BB =S 2 0) OBITERIF646I(13740) ICRIBELTHY ExiRI3EE 107
1 B A, DE LT MSBE S 6. KEE 1 64F R4 CUTIc. 1o, COMBO 4508
DOEAAERAGHNICH VT IEHRBEDHEIRFRHESNEBATUI,

EFEHESEMERER (CMEK162B230158kPart 1)

COMBO 4508*' (n=192) ES T2 (n=192) RLASTT=TE (n=186)
BIfERIEE %£Grade - %£Grade - %£Grade
AR 64(33.3%) | 11( 57%) | 62(32.3%) | 22(11.5%) | 44(23.7%) 3( 1.6%)
AT B RARAE 1( 0.5%) 1( 0.5%)
Z e 1( 0.5%) 1( 0.5%) 2( 1.1%) 1( 0.5%)
DN 1( 0.5%)
HEsE 6( 3.1%) 13( 6.8%) 3( 1.6%) 4( 2.2%)
BB IRR 1( 0.5%)
it 20(10.4%) 50(26.0%) | 18( 9.4%) | 27(14.5%) 1( 0.5%)
HHET 2( 1.0%) 4( 2.1%) 2( 1.1%)
mepoUPF =8| 8( 4.2%) 1( 0.5%) 2( 1.0%) 8( 4.3%) 1( 0.5%)
T | 41214%) | 10052%) | 1( 05%) 20 1.1%)
meh=A4708v#m|  1( 0.5%)
B 1( 0.5%) 1( 0.5%) 1( 0.5%) 1( 0.5%) 4( 2.2%)

Tl (Grade 5) (FERHESNBH ST,
*1 1 ESTRE (450mg) RUATRE (45mgx2) BEHERE Uz, %21 ESTRE (300mg) EE5 U, *3 1 RASTT=7(960mgx2) &5 U,

ARSNESTIEDRERUAER. [EZXF T EOHAICBVTBE RACETYISTI=TELTAS0mgZ 1 B ORI S5T 2. 08 REDIRREIC
FBEERET 2./ TY,

@ COMBO 4508%IC 617 2 EIEH (K ARLARTE) D FERITH

(#1)
35-
50 - 204
25
40 204
151
30 10, l
5,
; ]
20 - 17BA 17JHE~273HLAW 2nBB~31BUA
(n=192) (n=191) (n=184)
10 -
0 . [ | — —
3ABUA 3nBE~ 61 BB~ 91 BB~ 1FE8~ 1E34B8~ 1E6488B~
6xALA 94BN 1R 1E358BA 1F65ALA
(n=192) (n=179) (n=162) (n=127) (n=101) (n=82) (n=58)
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2 FRINEBIFREZ DMK

({505 - EBE] (K AEREERICBEUBRAFBILFEREF T 5T E T BROEE - ERE) "
ERHEFENIMEEER (ARRAY-818-302588) 2 [CHWT . 3FIGFFRE ClRE S NIc B
FREDRIERIZ446 (574) ICHIRULTH Y. EIR(FOEI7 4. R34, OB U BB
B2 RONE 1 5 TUTE, e, 28IBHARET Tl 2961 (364) [T RIERIENERH SN,
IR IEOE 204, BUR 1. SROE 158 CUTE. 13D, 3FIFHAZ OBARAER (341) [TH L
TGrade 40MPTUT7 F U RARFF—EEION 16, Grade 200 T L7 F Z /& 0H

1BIERHSNE LI,

¥ | [E3TME|BRAFBELFERZE Y 8RR RERET - AR DEE BERE. (XTI DAL RERERITIBRUBRAREL TR RZE I 2/8RVRTEER
EIT-BROBE ERE

EFRHESEMAEER (ARRAY-818-3025ER)

3B (n=222) 2EI3t A (n=216) FHREE* (n=193)
EERIEE 2£Grade ‘ Grade 3-4 %£Grade Grade 3-4 2£Grade Grade 3-4
T AR RLRRE 44(19.8%) 14( 6.3%) 29(13.4%) 1( 0.5%) 7( 3.6%) 1( 0.5%)
mhoU7F>

R 2 — P 16( 7.2%) 7( 3.2%) 1( 0.5%) 3( 1.6%)

mepoL7F =88 | 12( 5.4%) 3( 1.4%)

BOLFF - UIE 1( 0.5%) z
{EDILY™ LIMFE 4( 1.8%) 1( 0.5%) 1( 0.5%) 3( 1.6%) 1( 0.5%) &
HAET 1( 0.5%) 1( 0.5%) v
R 2( 0.9%) 9( 4.2%)

P 12( 5.4%) 21( 9.7%) 1( 0.5%) 3( 1.6%)

mh=470E VM| 2( 0.9%) -
=/¢F— 2( 0.9%) 5
BRg 1( 0.5%) _%u
e 1( 0.5%) ;
B 1( 0.5%) <
SnEEE 5(23%) | 4( 1.8%) ﬁ

FETfI(Grade 5) [FERHSNEN DI,

#*1 1 E'STRE(300mg) . AT (45mgx2) ROV I T EHBRS U,

*2 1 ES TR (300mg) RUEYF IR T EHAR S U,

*3 AU/ TFHYROEBYFIYING FOLFRIA U/ FTHY. TAUVBRUOTILAODS VIV ROEYF I T Z AR S U,

O 3HIHAEICH T SEIER (K ATRIAREE) D FEIRIFHA gg
@
35 20
15
30
10
- 1.»
20 0 . Q
| 17ALA 21RLA 3nRLA &
15 (n=222) (n=213) (n=180) A
10 -
5,
0 - .
3ABLUA 3nB8~ 61 BB~ 9 BiB~ 1€E8~ 1E3488~ 1E6488~
61BN 91BN 1R 1E358BHA 1FE68ALA
(n=222) (n=150) (n=67) (n=27) (n=10) (n=6) (n=2) N
%
&
£
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[RRIRE]  EASEIEEER (ONO-7702/7703-03588) Y [CH WV T LA EM" CRE T NI R
FREDBIERIE 106 (174) ICHIRL THY EmIRIEEE 44 ROE3H TLUI.
SHEM" BV TROSNIZ 0B HRFFAEDEIEFDS 5. Grade 3L EDHIER
[FFRHONFTEBATUIZ,

EREEIEER (ONO-7702/7703-03558)

248" (N=22)
BIEFAIEE 2£Grade Grade 3-4
KRR R ARE 10(45.5%)
Mo U7 F ik AR+ F—E1E0 4(18.2%)
Mo 7F =80 4(18.2%)
RIRERBR R 1( 4.5%)
il 3(13.6%)

FELHI (Grade 5) (3535 1NIaN DT,
*1 1 ESTRE(450mg) RUATE (45mgXx2) ZHARS U,

@ 2AFKEICH 13 SEIER (B ATRLAEAE) O FEIRITH

(1)
104

5 -
4 B
8 3]
2 B
6 | 1 | I
0 17BAMA 173HE~27JHL,{W 2nB#B~318LRN
4 - (n=22) (n=22) (n=22)
2 n

3»1BlKW 388~ 6n8t8~ 9n B8~ 1§68~ 13588~ 1F61HEB~
6snBA 9»1ALRA 1A 1E388UA 1E60BLKN
(n=22) (n=21) (n=16) (n=8) (n=7) (n=5) (n=2)
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2. FRINTEEREZ DR

A

RS (CHRPNRE. Mo CKIEND. Mo X ORI =77 08 BN E D RIERE Z 5 DEB N 55N/
BEERERPHCTIBERZR ST DEDEBZE . ESTRERUXTSEDFE. W%Rlaﬁ}x’—?&qﬂﬂ:

T2 B HLEET T

| BIfFRRRIBOMERNNESE (EFFNLY 70— %K)

/|_,\ /n\

FHEIRZ) RO ZXF Z 7 D3R ]

' BRIRE T SR BRE” (TYFIT T (BLFHERR) COHA. XFEYF VYT (EE

Grade 1~2—A|—> 5k
Bngen.

— . e FRERE
ESTRE MECK LR LR
Grade 3~4 (Grade 1LA‘F|L
o8 EIBFT)
SUPF=y —» i ESE
TREHS

28HMAICE1E BHYS5E. | RERELTRS

EBELIWIgIEfEt"g“ BS54k

21 EILJW(LIEHE BHIS5E. | RERELTRS
21BMAICEEE S 541k

Grade 1~2 —— > 2L

(Grade 1 L,{'FI...
S RES

BERTE sumem  2o0lmcEs — B L s
Grade3 JL7FZY —>
XIRE MECK LR LRERS FIRBE [ospumicEges — EEEN

21E|L1I79(L|§|f§ BRT%54. 1BEIELTRS
Grade4 ———» 21E|LM[LI§I‘EE'9” ?x%EPJJ:

Grade 1| —— > E2E T

Grade 2 ## —> KEXTHEEZE

ESTRE - _ : EMREE.
. RS DEIER® hEEZE r
XIKE SLA DB Grade 3 ———> (Grade 1(FIc { FARBRE
Bl 5% C)
Grade 4 51k

[ eomAEE
L el BT oEE. 1RERE
15 EBE — | 21 AURCEE | —

LTR59DHTEZER

(B BEE" (TV+ VYT EBEFERR). L4095V )V RO FHUPSF VU EDHER) )

Grade 1 — BEELLT

Grade 2 ®B% ——»

(Grade 'I LURIE

(Grade 1IUFIC

28HMUAICEE BRI 255, 1RERELTRS

28EIL1P§(-.I§I{E‘G‘§' }z‘—-_)EPJJ:

EHE52%T) AE% BT 250, 1REHELT’RS
R Grade3 ——
ESIrE RS oRIER® | 28ALINICEEE T | B

Bl BB
1501
Grade 4 —[:
thez 28ELIAICEE BET 50, |REHEL TRS

B89 2% T) 28BMAICEER T #5951k

GradeldNCI-CTCAEIC#U S,

A BFRN LD BIWERFRRISOAEREMELE|CHIFB LN DBIERITH S,

*7 1

BRAFBILFREZH I 2RV R REREE

*2 1 PAEEREER IR UICBRAREI FRRZR I IRB VIR RSP REE. BRAFBELFERZR I 2R B VIR AR PIRIRR LB
*3 1 [ESTME]BRAFBIGFERZE Y D8RR ERET BROBE BIRE. (XTI AEREEARICIERUICBRAFBL FERZH I 28 MVIBRTHER

EIT- BREOGE B
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[Grade 438 (CTCAE v5.0-JCOG)]?

Grade 1
ERD L GAEEE

Grade 2

Grade 3

Grade 4

EaZBNT; Efe

Grade 5

MR SHL REERED | AREETANRAMEGL | ERNGU.REIEEETE | ST S
*
i ~ B teEENT: ATE
apEEE AREETS i S
s I D o m R | BEOHETERSER 50 | LHEMDT; B B
S DHIR ’ B DEFAEEEEDHIIR BEETS
‘ PEEORRE, SOTVUNO | BEOER SO0UOEREE - B
Ll BEOER BEAEREDSIR BEDHIR
ERN 55, BEOS | BRI 55 BRICTHSH:
SEHHET BEHHN.ERTE | BODUNAOBREFIE | SOOYODREEHEDHIR - -
SN TR DHIR




2. FRINTEEREZ DR

| BmE )

=
i
=]
[E

ESIhE XIhE

OSMENHSHNBTENBIET
OSMEIY—EZ5|ERCUVEFNDRESNTLTF I DT, MEDHBICTIERLTLEE L,

| RRKRRUER |

[BEMEEE] ERHEESIEER (CMEK162B23015EPart 1) (CHEWLT.COMBO 4508 TR
SNEBMEDEIWERIE 36 (1840 [CRIBL THY. BRI EHE 1 24 8R4k, REESH T
Ufzo e, COMBO 4508 B4 AERM (341) LBV T SMEDHEIRFRHSNEE A
TUlz,

EFFHESEMAERER (CMEK162B230158kPart 1)

COMBO 4508*' (n=192) ESTREE? (n=192) RLSTTZITE®(n=186)
ElfEAIEE £Grade £Grade £Grade e
BT 13( 6.8%) | 5( 26%) | 4(21% | 2(1.0%) | 11(59%) | 5( 2.7%) 2
BmE 12( 6.3%) 5( 2.6%) 4( 2.1%) 2(1.0%) | 11( 5.9%) 5( 2.7%) "jt?
BmEIU—t 1( 0.5%)

FETfI(Grade 5) [FERHSNEN DI,
1 E'STR(450mg) RUXTRE (45mgx2) ZHBIRS Uz, %2 ES TR (B00mg) #&S Uiz, #3 : NASTT=7(960mgXx2) Z#R 5 U,

BEERINEES T NEDORERUAZ . fE‘:Xi‘:?“t@{#ﬁﬁlC&‘Sb\t\iﬁ%‘\&NC[;I):IE7::7‘Cb‘C450mg’Z1 BH10BOKRS T 2. /58 BEDIREE(IC é
SUBERET B.JTT g
%
©® COMBO 4508I= 3513 3 EIfER (SIE) DRI ﬁ?
&
(51) z
7 2
=R
6 i
5 i
4 - gl
3
A
3 a
2 a
1 a
3nBHA 3nHA8B~ 6188~ 91H#8~ 1648~ 13188~ 156188~
60BLA  9nBLIA 1N 1E35AURN 1E658UA Q
(n=192) (n=179) (n=162) (n=127) (n=101) (n=82) (n=58) A
=
=
=i
#
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[E15-BEIRE] (b A ELREEEICIEE U BRAFSIEFEREH T 5:4MRFET BROGE -BiEE)
ERLESEMAERER (ARRAY-818-302588)  (CHWVV T 3R AR CRESNIEEME
DEIERIE 26 24) [CRIRUTHY. GIREOE 1. ROE 14T Uz, Tz, 28I AR
TIF26) (34 [CEMENSBOH SN ERIRIFEE 2. REE 1 4 TU. . 3FIHAR D

BARAEE GH) ICHENTEMEDHEIRFRDOSNFTEBEATLUR,

¥ | [E5TRE|BRAFELFAERZE I ERUBRAREE T - BRDEE BRE. (XTI DAL RRERITIBRUCBRAREL FRRZR I /8RR EER

ET BROEE BRE

3RIGFARE" (n=222)

ERHFEISEMIAEER (ARRAY-818-3025H88)
2FI3tFEE (n=216)

XEREE* (n=193)

BIfERIEE £Grade ‘ Grade 3-4 %£Grade %£Grade

=ImE 2( 0.9%) 1( 0.5%) 2( 0.9%) 1( 0.5%) 2( 1.0%) 2( 1.0%)
=SmE 1( 0.5%) 1( 0.5%) 2( 0.9%) 1( 0.5%) 2( 1.0%) 2( 1.0%)
S HARRAE 1( 0.5%)

FETHl (Grade 5) 3535 1NIaN 01,

#1 1 ESTRE (300mg) XTI (45mgx2) RO Y+ T T EHER S UL,

*#2 1 ES TR (300mg) RUtEYF IR T EHARS U,

*3 AU STHVROEYFII TN FOLFIRIA U/ FTHY TAUVBROTIVAODSVIIROEYF IR TEZHARS U,

@ 3FIHMICH I BEIER (RME) DFHERIFH

()
5 -

3nBMA 3n8E~
6nBLA
(n=222) (n=150)

41

61 A8~
9nBLA

(n=67)

9n A~ 16548~
1€KW
(n=27) (n=10)

1E31AB~ 1FE6088B~
1E3158BMA 1£E605BLUKN

(n=6) (n=2)



2. FRINTEEREZ DR

[EIRERE]  ENEIEEER (ONO-7702/7703-03:#8) Y ([CH VT, 2fEM CHRESNICEMED
BIERE1 A (14) (CRIBUCHY. ERIRIFROE 14 TUIE,
SHEMICBVTROSNI1FI0OBMEDEIERDS 5. Grade 3L FOFEIRFERHS
NEBATLUI,

EREEIEER (ONO-7702/7703-03558)

26 (N=22)
BIfEFIEE £Grade | Grade 3-4
SmE 1( 4.5%)
SIE 1( 4.5%)
eI (Grade 5)@SRHSNEH ST, @
#1 1 ESTRE (450mg) RUAT N (45mgx2) EHtER 5 Uz,
=:|
@ 2FSKEICSH 1T 3EEA (SIE) O FEBEFHA g
.
(1)
5 _
1
41 g
=
C
3 <
2 _
E
=
A
1 3
&l
1€
0 . i
3nBUA 3nA~  6nAB~  9nFB~ 1EB~  1E30A8~ 1F6nRiB~ 5
6:1BLA 9ABLA 1€KW 1E35ALUK 1E68BLUKW g
(n=22) (n=21) (n=16) (n=8) (n=7) (n=5) (n=2)
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[

NCTgrdn

WS AN FHTREU k), o}

Q
&
A

Fmiaksg

B SHBRIN R SHBEDCE MEOHBEEC+ERL. B
APILT B8 BB TOEE LS B BN ESIC LTSN BMEIU—EHROS - EaE
®B5ZEPIELTLEEW

b u:u@bﬂfliﬁ'é"lat\ /JjZE\ 17F'7$€Rl3:}2%

| auﬂemgﬁnsamzaaﬁﬁgﬁ(s?;ﬁrca:uvn—mw

/|_1\

%%H}?éz) NRUOEZXFZT

' BPRIRE" BB Bl (BYFIY T (BILFHERR) COMA. X EYF I T (B
"EDHAE) ]

ESThE/
ATRE

[&5H-

RS DEIER?

Grade 1| — gty
Grade 2 i —> AREX(THEBEZR
P— {$ﬁ§EE — [ ceAbMIEE |—>

Grade 3 ——— > (Grade 1IUFIc AHTSEA. | AR
emEss — | 21 BUAEE |—>

EEI3%T) LTRE5T2TEEER

Grade 4 ——  EiLalis

BEEC (tVF VYT (BCTFERZ) . DILAO09SVILROFFHUFSF o EDHAR) ]

ESThE

FELADEIERY

Grade 1 — > BEELLT
28HLRICEE BT 50, 1EREHELTRS
Grade 2 &% ——»
28HLIAICEER T ?Q’:}EF‘JJ:
(Grade 1LIFI..
EEI2FT) ESELAWILIEIE BT 50, 1EREHELTRS
Grade3 —
EBELJW(L@{EE*? Q‘EJEPJL
B5RIEEEE
#5551k
Grade 4 —[:
28EIL,1WILI§|E BT 358, 1EREHELTERS
(Grade 1L,{'FI..
B9 23 T) EBELJW(LIEE?-_*? ?QE}EPJL
BSeAIE

GradeldNCI-CTCAEIC#U S,
) EFAX O BWERRRBORERMEE|(CHIF B[ LEELANDBIER] TH 2.
*1 : BRAFEGFERZH I REVIRTELRIEREE

#*2 1 P AEEEER IR UICBRAREIL FRRZR I IRB VIR IREE. BRAFB L FERZH T IRBVIR R EERPIRIRAR D LE
*3 1 [ESTME]BRAFBIGFERZE Y BI6BUIR N ERE T BROBE BIRE. (XTI DA LR AR ICIERUICBRAFBLFERZH I 218 MVIBRTHER

EIT- BROGE B

[Grade %348 (CTCAE v5.0-JCOG)]®?

Grade 1

A UNHEEAIE120-
139mmHgZ fz (F k3R
HAIMES80-89mmHg;

MR IRHERA /3R AR M
E>90/8—tv94/ )LD
EACEACRAZ RO

B <95/ -tV
1ILTH-TH. . ME
120/80mmHg

Grade 2 Grade 3 Grade 4 Grade 5

A PUEHAMNE 140-159mmHgE =333k
HBAMAE90-99mmHg; NX—ZX 54 Y Tf7oTL) .
AN AROEEEEY 5; BREFLEE ﬁghﬂﬁfﬂﬁg’[ﬁ
2 (224B80): FERERS>20mmrgrse | I SR
gﬁﬁ%g;ﬁ:gg;;ﬁg&g@;ﬂ;ﬁ AREETS; BB | MABKUING £6%
iy ' R L ommaREEME | B8hT (BLEMSNE.

: SUBRVAREETS; | —BHFFEING ST

INEBLUEF: BRESCBERE (22405
) O>ULNDOMEEF; BRI OEYERE
£9%; IWEH/ARBRBMENS>ISN—tEV Y
AIWEIIN—EYIAILDEMmHE LD
BE <O5N—EVIASITH>TH. INHEE
MME130-139mmHgX el HhsREAMESO-
89mmHg

INBRBKUEE: INHEH
/HEEREAMAEHY99/N—F
V94 )b&WUEmmHg £
[EF)

WMEES. SmMEIYU—
) RRNBEET
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2. FRINTEEREZ DR

2] itim ]

ESIhE XIhE

Q@ EMAHSHNBTELHBIET,
OEHREDHICHEMICEET DIERNTBIRIC DOVWTTRICEZIV VT ZITOTLEE L,

| RRKRRUER |

[BEMEEE] ERHEESIEER (CMEK162B23015EPart 1) (CHEWLT.COMBO 4508 TR
SN MOBHERIFOA (1245) (CRIRL TR &IRIFEE 145 kKOE 14T U, 1.
COMBO 4508 mBARAER Gf) I[CBVTERIMROF=HmA I8 DB SNEL
f=h'. LWEFNHGrade 1X(E2DEWEATUI,

EFFHESEMAERER (CMEK162B230158kPart 1)

COMBO 4508*' (n=192) ESTREE? (n=192) RLSTTZITE®(n=186)
ElfEAIEE £Grade £Grade £Grade e
tim 9( 47%) | 1(05% | 6( 3.1%) 3( 1.6%) g
St 1005% | 1(0.5%) #
IAERIE 1( 0.5%)
IER 2( 1.0%) 1( 0.5%)
Ik 1( 0.5%) 1( 0.5%) -
FEHm 1( 0.5%) =
BEPIHLI 1( 0.5%) 1( 0.5%) z
FEHHIT 1( 0.5%) ﬁj‘
[Tl 3( 1.6%) %
KRB 1( 0.5%) o
SHm 1( 0.5%) 1( 0.5%) 1( 0.5%) ]
EAfR 4 1( 0.5%)

FETf (Grade 5) (35385 1aN o1,
*1 1 ESTRE(A50mg) RUXTHE (45mgX2) ZHAIRS U,  *2 1 ESTME(B00me) ZRSUlc,  *3 1 RASTTZ7(960mgX2) Z8 5L,

ARSNESTREDRERUARR. [E-AF T EOHABICBNTBE BAICFIYIS T =7 L0 T450mgZ 181 EROR5 T 2. 08 BB DIRREC ?}E
FBEERETD.]TT,

©® COMBO 4508Ic33(7 3 EI{EM (Lim) D FERIFHEA
(1)

7,
6,

Q

5 &
4,
3,
2,
‘I n

l

0 =

30ALUA  3nBB~ 6nAB~ 9nAl~  1E@B~ 1E3nE8~ 156158~ 5

61BN 9»1ALN 1A 1E3580A 1F648LA
(n=192) (n=179) (n=162) (n=127) (n=101) (n=82) (n=58)
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>0

By

[#585 - EERE] (B A{EFRERICIBE U BRAFBIEFER ZH I 2 8HVIRTHESE T - BR O -BEINE) -
ERHESIEHER (ARRAY-818-30258) 7 ([CH VT, 3RS THRES N/zHM
DRIERIZT45(144) (CHRIELCHY. EIRIFLOHE 134 REE1H T U, Ffc. 28It
BTIR1081(108F) (CHIIA'ERHSN. BB [ EEO £, KOEAHF TU. 188 3K
" OBEARAER GA) LBV THIDHERIFERHSNFBATU.

¥ | [E5TRE|BRAFELFAERZE I ERUBRAREE T - BRDEE BRE. (XTI DAL RRERITIBRUCBRAREL FRRZR I /8RR EER
ET BROEE BRE

EFEHESEMAEEER (ARRAY-818-302558)
3R (n=222) 2EIH#FEE (n=216) FHBREE (n=193)

EfERIEE %£Grade ‘ Grade 3-4 %£Grade %£Grade
i 14( 6.3%) 4( 1.8%) 10( 4.6%) 3( 1.6%)

fERRHMm 1( 0.5%)

SHim 1( 0.5%) 6( 2.8%) 3( 1.6%)

BEPYHEI 2( 0.9%)

=il 1( 0.5%) 1( 0.5%)

0tmm 1( 0.5%) 1( 0.5%)

MmEFEH 3( 1.4%) 1( 0.5%)

X7 2( 0.9%) 1( 0.5%)

[} Taulliil 4( 1.8%) 1( 0.5%)

HERR s m 1( 0.5%)

MmpR 1( 0.5%)

fEH M 1( 0.5%)

RIP9Em 1( 0.5%)

Tl (Grade 5) (FERHESNBH ST,

#*1 1 E'STRE(300mg) . AT (45mgx2) RO YV T EHBR S U,

*2 1 ES TR (300mg) RUEYF IR T EHARS U,

%3 AU/ TFHYROBYFIYINIGE FOLFRIA U/ FHY TAUVBROTILAOOS VIV ROEYF I TZ HARS U,

@ 3FI#AICH T SEIEM (L) DFERITH

(1)
15 1

10 1

[
3xAMA 3nBB~ 6nBkB~ 91 Bk~ 1E€B8~ 1E3088~ 1F6HBE~
6nHA 91 AR 1EMA 1E388BHA 1F618BLA

(n=222) (n=150) (n=67) (n=27) (n=10) (n=6) (n=2)
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2. FRINTEEREZ DR

[RREE]  EASIERE (ONO-7702/7703-03:8) Y ICHV T 2HER CHRE SN HIMDE)
ERIE 263 (2¢4F) ICHKIRELTH Y. EIRIFOE2H CTLUI,
2EFEM CBVTRDSN 260 EMOBER DS 5. Grade 3L FDOHEIRFERHEHN

FEATU
EPEEI4EEEER (ONO-7702/7703-03548)
206" (N=22)
BIfEFIEE £Grade | Grade 3-4
tHim 2( 9.1%)
[Em 1( 4.5%)
S 1( 4.5%)

FET I (Grade 5) [FERHHNZH DIz,
*1 1 ESTRE(450mg) RU AT (45mgX2) Z AR5 Uz,

O 2FKEICH 1 3EIFA (L) D FIREFHA

(1)
5 -

5 -
4 i
4 3
2 i
3 | 1 J
2 0 17BA 1hB8~21BUR 2»B8~318LK
7 (n=22) (n=22) (n=22)
’I .

38BN 3nBk~ 6nBik8~ 9n BB~ 1F#8~ 1E$358B8~ 1F6188~
61BN 91BN 1A 1E35ALA 1FE68BLUA
(n=22) (n=21) (n=16) (n=8) (n=7) (n=5) (n=2)
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HIMAFRO SNBEIERP DR E AE IR SZDPIET DREBYRLEZIT > TEE L,

=
%
=]
[E

| BIfFRRRIOMERNESE (EFFNLY 70— %)

EHEEE" PRRE. Eh BRE” (YF YT (BLTHERR) OB XE Y+ T (B
FHIRR) MOEZXF Z T EOHAR) ]
BIfER

Grade 1| — gty

Grade 2 i —> AENSHEZEE

cSobe BIfER Ame T — [ ceEMAcES |—>
S RS DRIERT HEEES [ FREE 28EMAIEIE AMTDEL. 18KNE
Grade 3 > i R EA e

& ERE — | 21 BURICEE |—>

Grade 4 ——  EiLalis

@

[1E05 Bl (EYF VYT (BLFHERR). 2)LA 005V )UROFAFHUTSF VEDHAR)]
£ BlfEF

2

=
i Grade 1 —— [BREITH
L
T | esALMCEE | BRI 250, 1RERELTRS
Grade 2 &% —>
EBELJW(;@E‘E‘? ?x‘—-_fEPJJ:

(Grade 1LIFI..

By 2%T) | esALMCEE | BiY 255, 1RERELTRS
. o ‘ _ _ . Grade3 —» n
3 esore  EEDLOETEE eeEumEets — [EEET
g B5RIEEEE
X 1g5ehIE
&l Grade 4 —[: .
i-;ﬁ | esELMCEE | BT 3BE. 1 REHEL TRS
H (Grade 1L,{'FI..
i i %% T) | 28ELMICEEE T | ?QE}EPJL
§ el
&R GradeldNCI-CTCAEIZ#U 2,

3 BFRN LD BWERFERISOAEREMELE|CHIFB[ LN DBIERITH S,

*1  BRARBLTFERZR T REVIRTERRIEREE

#*2 1 P AEERER IR UICBRAREIL FRRZR I IRB VIR IRERE. BRAFB L FERZH T IRBVR A EERPIRIRR D LIE

*3 1 [ESTME]BRAFBIGFERZE Y BI6BUIR N ERE T BROBE BRE. (XTI PP A LB AR ICIERUICBRAFBLFERZH I 28 MVIBRTRER
EIT- BROGE ERE

1€
ﬂﬁ [Grade %% (CTCAE v5.0-JCOG)]®
Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
" _ ERN&5; REHT—7F
RPNV, BRATE S | K PIEREOINIR; Bl /ZERI DB RIS 5/ _
E ; T BE/EWEEEET e a0 B EHEENT; BROEEN
il ERRERROD: 8 | gon o e | AFEEIS: ﬁ#iw?ém,aﬁfaﬁ AMEETS A
BEEEHL) T%; OO OEEEFEEDHIR
EEDHIR
— BEORR, AEEES | PEEOER, AEEEY | HIEET5; BENLAEEETS; A | £HEBHT; B2NELS -
o B % BEETD 5
& S, BEOER ABEES | DEEOER BEEET | BNEET3; BRILEEETS; A | £HEBNT; BRNEEE -
A EIBHm L) 3 BEETS T3
R A AL,
st BEOER, BREES zgffgﬁf'f;ﬂif BNEETS ERNLREETS | LOEMDT RULEEE |
L ot ﬂmﬁzﬂuﬁﬁ) | @ HmERizop L) 3
e FREBOBHDEREE | e anire
stz REBOBEIBRE | (5000 sy | PEBOBEDREED>30%% _ _
BO<10%%=ELHD [CEBHI H3; BALMm
=
z
&
o
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2. FRINTEEREZ DR

) Esmi=ER )
E
OEEHIEEERN HSDNBTIENBUET,
OIS EMRERER VU BEREETIRE . BEDREETHICHERUTIEE, @
&
B
| ERTRARERRES D28 | =
SEH MR SO e
B IE B EHE0E(RRE TE (RS (BEESD)) RELAR, 27 —JIV.MH4E: FZEM1D)
Bl fE B & EErEERE(GHE.EE)
(SIRESHA. E5UR)
& B (ER) & BEETAYAILREYUT KK
2 B8 [125650)
BRAFBIGFEREE T AT TRAEREEREEICH L. £S5 TR (450mg) KU,
XTI RE(90mMg) DI FAREE =R, u
[1#5288] 5
ESTRERUAT N E 2@ 5% [CRAID DM R ERESREEEEZRD. £SO | F
ROXINEEDIE U, <
[125388]
BA(CHE BRI S R TEAUD A BRBIME. SEBALEREL TS, BB
SBAEIREE (TLS) S52H7 HCUIC TRE ST oIc, MBEL T @ROERETV. 71 7%y | B
25w RRRR O FRE = 1R SR, X
[25588] g
BHEAE D, [REE. AU AMBEDZRRREERD . %
[I578H8] z
BB IEEER RIS CHE. @B, 5
[25988)
CRPLIS DS FRIR BB IE = EEEN & 1 o T THEICP D M SR M IS B (X EE LT
[#251088])
2ERBERIE TE'S TR (200mg) RUXINE (30mg) TRSEBRLIZ. .
[$252488]) 5
E'STRE (300mg) . X7 hE (60mg) NZEB LTz,
FERIN'S 3BRIS. IRAER S BB SRR O BRI ROSNUEH I,
© IEFRIREEDNS
¥%5EBE %5388 %5588
JUF7F = (mg/dL) 0.55 3.12 1.04 (%Q
FRE (mg/dL) 4.5 12.4 3.9
K (mmol/L) 5.0 6.1 3.2
Ca(mg/dL) 8.4 7.8 -
> (mg/dL) 43 9.8 - &
Z
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53

NCTgrdn

WS AN FHTREU k), o}

Q
&
A

Fmiaksg

© [ESHHIRAEIREE DRI

(BB AIBEIRE DEZMELE T LU T DOAEBORHER @352$E*EL/U:ODE MM B AL 38N
SRB®7BLARICERO S NIZiZEZaboratory TLS(LTLS). &HICE B AR EEREZGHU
2B 6. BULIFRATELIZB G Zlinical TLS(CTLS)ELTWET,

. FRE&fE>8mg/dL (FA)
= ]Iﬂ —
RREAIIE FRERIE>EEEME R (1\R)
_ U>>4.5mg/dL(FEA)
=1 —_
R U>6.5mg/dL(IVE
BAUY LIMEE AUD L>6.0mEq/L REER. Z2IRBE (B AU LMAEIC & 3)
3 <7.0mg/dLEFf NEER. SRARTE R, I Z— 15
N anJrJL\ mg/dLETF Tgﬂm xWF B, 7Y - RED )
A7 MEAILY D L<1.12mmol/L HREER RIE. DAE (BHILYD AIEICEL D)
MEILV7F = /ME:
N—=2354H50.3mg/dLD LR
ENEEE — (R=RSAUFRPEDBEIIEHE LRD1.5EZ# X D)
FrelE
FREDiF : 685EFR<0.5mL/kg/BF
o ‘FWJ‘J‘JM‘E*‘

BHROONHE(ICIFREZPIEL EBUGLE (R ERIER. BREMBSEEIF DR S . BETE)
78‘:”5&&*{)[;\%*41(73 OB T 2F CTEREEDREZTDCHELTEEL

SRR CN T DERNRTRHE BEE (FEERIERE ,u\/'::'U?OTE\? A7 ESRUTLIESL

¥ KEF R AR 70U /=)L REERN D LB T T+ VRI vy b (REERAS V) . SRATUH—EDRS. 8AHY wmmr
N, A7 2 B —2 XD RHRFHT. IMARP LEE.

*1 | BESBEBEIMERRRRININY Z27)L BERIRERE TH23F38 (ER30F6HLE)
*2 1 Howard, S. C,, et al. The tumor lysis syndrome. New England Journal of Medicine, 364(19), 1844-1854, 2011.

[Grade £ (CTCAE v5.0-JCOG)]®
Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

I RRIRAEIREE - - &) &EHZBNT; ZRUEZET S ET
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2. ERINTHIFREZDRR
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3. &ltEH

[(BMREE]
EREHFEEMEEER (CMEK162B23015%5%Part 1) "
(VWTNHOBT5%IUEICFRUI=EIER )
BRAF VOOOZEZH I DBEFMETUIIRAREN [FEZ 4 DR R BEERE ZNRE U EEREHBFIERER
(CMEK162B230 158 Part 1)[CHLT.COMBO 4508, E'S TR RNASTIZTHT. ZNZN
19241It1169%41(88.0%) . 192615119141 (99.5%) . 186415118041 (96.8%) ICRIFEANFEIELE U,
WINHDIEZSECB N T FEIBRS% L EDBWERZELITCRUED,
COMBO 4508% ES7 M RLASTTZ T8
RE PRI 1926 1926 1866
B EFRFERIE (%) 169(88.0) 191(99.5) 180(96.8)
ST (%)
2 BIfEFSRERIAS%E (SOC) COMBO 4508 -l N NS T T
|lxg:; BB (PT) A Grade 3 Grade 3 Grade 3
g ==EIREE Bk Bk Bk
MEBEOU >/ TREE 17089 | 3(16) | 7(36) | 5(26 | 18(97) | 5(27)
=5 1057 | 2010 | 5026 | 4(21) | 7(38 | 2(1.1)
. R 78(406) | 5(26) | 36(188) | 0(00) | 41(220) | 0( 00)
5 B 18( 9.4) 0( 0.0 3(1.6) 0( 0.0 3( 1.6) 0( 0.0
%U ‘s TE 14( 7.3) 1( 0.5) 1( 0.5) 0( 0.0) 0( 0.0) 0( 0.0
fr IR 8(42 | 0(00 | 8(42 | 0(00 | 10054 | 0(00)
£ BHEE 101(526) | 11( 57) | 103(53.6) | 14(7.3) | 99(532) | 10( 5.4)
5 i 59(30.7) 2(1.0) | 56(292) 6(31) | 49(263) | 3(16)
- AT 5227.) | 5(26) | 16(83) | 3(16) | 44237 | 3(16)
gLt 31164) | 2(1.00 | 31061 | 6(3D | 190102 | 1(05)
e 17(89) | 3(16) | 5(26) | 1(05 | 7(38 | 0(00
. & 16(83 | 0(00) | 7(36) | 0000 | 5(27 | o0(00
i R 15(7.8 | 1005 | 12(63) | 1(05 | 6(32 | 0(00
Ok 20100 | 0000 | 12(63) | 1(05 | 6(32 | 1(05)
e OO 82(427) | 9(47) | 108(63) | 12(63) | 98(527) | 11( 59
55 48(250) | 3(1.6) | 47245 | 1(05) | 4647 | 2(1.1)
I 26(135) | 0(00) | 29051 | 3(16 | 250134) | 6(32)
5 A 13(68 | 3(16 | 19(99 | 2(10 | 29056 | 0(00
& TR 8(42 | 1(05 | 11(57 | 0(00 | 14(75 | 0(00)
LR 3(16) | 0000 | 15(78 | 0(00 | 6(32 | 0(00)
5= IED S ONESHE 2010 | 0(00 | 3(16 | 0(00 | 18(97 | 1(05)
FUN—> 0000 | 0000 | 1(05 | 0(00 | 17(91) | 1(05)
ERRE 80(41.7) | 36(188) | 51(266) | 14( 73) | 61(328) | 11( 59
N %i?ﬁiziéi‘ém 41(21.4) | 10( 5.2) 1005 | 0000 | 2(1.1) | 0(00)
% T 24(125) | 13(68) | 15(78 |  6(31) | 190102 |  6(3.2)
ZZ;ZEEH/DM’X 16(83) | 9(47) | 7(36) 2010 | 12( 65) 3( 1.6)

51




FIRHIE (%)

SI{EFISRERIA 548 (SOC) COMBO 4508 £S5 kOB NLSTT=TE
BAEPT) Grade 3 Grade 3 Grade 3
ME Bk
ﬂ?;ggfﬁgm 13(68 | 1005 | 5(26 | 0000 | 7(38 | 2(1.1)
Zé’);?f;ﬁf;{gm 12( 6.3) 3( 1.6) 6( 3.1) 0(00) | 14( 7.5) 3( 1.6)
FRIES =) 10052 | 2(10 | 3(16 | 2(10 | 0(00 | 0(00
e UL e 20100 | 0(00) | 0(00 | 0(00 | 10(54) | 0(00
HEAD 2010 | 0(00) | 220115 | 2(10) | 15(81) | 0(00)
REBLOFEEE 19(99) | 3(16) | 410214 | 4(21) | 33077 | 2(1.1)
AR 8(42) | 0(00) | 34(17.7) 1005 | 28(15.1) 1( 0.5)
HEERBLUBOEGEE | 69(359) 10 05) | 120625 | 3417.7) | 97(2.2) | 10( 5.4)
B 32(167) | 0(00) | 71(37.0) | 14(73) | 74(39.8) | 9( 48)
P 20(104) | 0(00) | 50260 | 18( 94) | 27(145) 1( 0.5)
it 13(68) | 0000 | 4(21) | 0(00 | 3(16 | 0(00
HEER 6(31) | 0(00) | 13(68 | 3(16 | 4(22 | o0(00
MR 5(26) | 0(00) | 32(167) 1005 | 15(81) | 0(00
Bl BB & O FEIRED
%ﬁi%)(%ﬂ@as‘a:v“ﬂfu—f 26(135) |  0(00) | 43(224) | 4(21) | 62(333) | 15(8.1)
D
e L 9(47) | 0(00) | 10(52 | 0(00) | 7(38 | 0(00
K 3L 8(42 | 0(00) | 15(78 | 0(00) | 280151 | 0(00)
S RFAY A —% 20100 | 0(00) | 10(52 | 0(00) | 18(97) | 6(32
BT LR 1005 | 0000 | 2(10 | 0(00 | 10054 | 6(32
EREE 53(27.6) | 6(31) | 83432 | 8(42 | 49263 | 2(1.1)
B 21(10.9) 1005 | 36(188) | 3(16) | 18(97) | 0( 00
FHEDE 10052 | 2(10 | 5(26 | 0(00 | 2(1.1) | 0(00
R 10052 | 0000 | 210109 | 0(00 | 16(86) | 0(00)
samE 4(21) | 0(00) | 10052 | 0(00) | 9(48 | 0(00
BEE 10( 5.2) 1005 | 26(135) | 4(21) | 8(43 | 0(00
IR 2010 | 0(00) | 17(89 | 4(21) | 5(27 | 0(00
HES & OR FREEE 103(536) | 4(21) | 183(953) | 42(21.9) | 165(88.7) | 36(19.4)
BER 25(130) | 0(00) | 97(505) | 0(00) | 64344 | 0(00
5 2301200 | 2(1.0) | 37(193) | 4(21) | 51274 | 6(32
B 20(10.4) 1005 | 65(339) | 7(36) | 460247 | 0(00
HETR 18(9.4) | 0(00 | 520271 | 0(00) | 38204 | 0(00)
Z 58 16(83) | 0(00 | 37(19.3) (05 | 18(97 | 0(00)
SRR 15(7.8) | 0(00 | 460240 | 3(16) | 250134 | 2(1.1)
Eigﬁﬁmﬂ%xﬁ 13(68 | 0(00) | 95495 | 2501300 | 23(124) | 2( 1.1
EA R 9( 47) | 0(00) | 31(161) | 0(00) | 40215 | 0(00)
45t 8(42) | 0(00) | 210109 | 0(00) | 260140 1( 0.5)
SARBRER 7( 36) 1005 | 7(36) | 0(00) | 450242 | 2(1.1)
SRR 4(21) | 0(00) | 3(16) | 0(00) | 10(54 | o0(00
ST SR 4(21) | 0(00) | 15(78 | 0(00) | 16(86) 1( 0.5)
S SRS 2010 | 0(00) | 12(623) 1005 | 17(91) | 8(43)
FREBRES 2010 | 0(00) | 18(94) 1005) | 26(140) | 8( 43)
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FEIRFE (%)

EWERZERIAS%8 (SOC) COMBO 4502 ES70 ~NEBE NLASTT T8
225 (PT) £Grade Grade 3 Grade 3 Grade 3

PAE Bk Bk
B %EE 2( 1.0 0( 0.0) 10( 5.2) 0( 0.0 4( 2.2) 0( 0.0
FEBREFR 2( 1.0 0( 0.0) 15( 7.8) 0( 0.0 20 1.1 0( 0.0
ZEFIR 1( 0.5) 0( 0.0) 11( 5.7) 0( 0.0 2 1.1) 0( 0.0
BXRER 1( 0.5) 0( 0.0) 1(0.5) 0( 0.0 14( 7.5) 0( 0.0
R ERE 0( 0.0 0( 0.0 8( 4.2) 0( 0.0 10( 5.4) 0( 0.0
MmEREE 18( 9.4) 5( 2.6) 16( 8.3) 2( 1.0 17( 9.1) 5(2.7)
=SME 12( 6.3) 5(2.6) 4(2.1) 2( 1.0 11( 5.9) 5(2.7)

BESBRIE.MedDRA V19.0ZHWVWTEiHER . Graden28IFCTCAE v4.03ZAWVWCEHI L E LTz,
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3.8lEH

(4505 - EBEE]
Bt ESEmEER (ARRAY-818-302515%) 2
[ WTNH OBTE5%I EICFIRLIEI{EE ) e
— BN G ZRBERICEITUILBRAF VOOOEELFEEZB I 2:8mUIRABEIET- BFEDIEE i
BRBEEETNREUCEREEEIMEREE (ARRAY-818-302:18) OEIEA{L/N—NIH W, BBRGE
EBEEEZEHZSOENERIE. 3FIFFAEE CO3.7%(208/2224!) . 2|3 AEF ¢88.4%(191/21641) . X8
BEC91.2%(176/1934) [CERBHOSNFEUTce VT NHDIREEHCB VT FHIRKSBLL EDOBIERZLITIC
mUERT,
3% AR 2R iERE*
B MR B 22261 2166 1936
B ERREERIEL (%) 208(93.7) 191 (88.4) 176(91.2)
FEIRPI (%) #
SWEFSRERIAZE (SO0) 2FIHARE i
BAEPT) N Grade 3 Grade 3 %
£ Grade BLE BLE
MAES LV >/ SRE= 39(17.6) | 14( 6.3) 11( 5.1) 3(1.4) 54(28.0) | 27(14.0)
2m 36(16.2) | 13( 5.9) 9( 42) | 3(1.4) 210109 | 4( 2.1) .
7 BRI AME 2( 0.9) 1( 0.5) 0(00) | 0.0 35(18.1) | 18( 9.3) =
AR 55(24.8) 1( 0.5) 16( 7.4) 1(0.5) 5( 2.6) 0( 0.0) _%u
Z5 21(95) | 0( 00 3(1.4) | 0.0 0(00) | 0(00) fr
ETT=Es 163(73.4) | 31(14.0) | 94435 | 837 129(66.8) | 26(13.5) £
T 118(53.2) | 22( 9.9 40(18.5) 2(0.9) 85(44.0) | 16( 8.3) A
e 79(35.6) 7( 3.2) 44(20.4) 1(0.5) 70(36.3) 1( 0.5) =
IR0t 57(257) | 4( 1.8) 27(12.5) 2(0.9) 38(19.7) | 4( 2.1)
P 27(12.2) 1( 0.5) 7(32 | 0.0 410212 | 4(21)
{7l 16(7.2) | 0( 0.0 6(28 | 0.0 10(52) | 0(0.0) .
] 15(68) | 2(09 | 11(51) | 0(.0) 14(73) | 1005 3
ISR 5(23) | 0(00) 4( 1.9) 1(0.5) 10( 52) | 0(0.0)
%ﬂééﬁfﬁég*o 112(505) | 12( 54) | 90417 | 9(4.2) 93(48.2) | 13( 6.7)
5 61(27.5) 3(1.4) | 49(227) | 523 42(21.8) | 5( 26)
I 36(162) | 7(32 | 220102 | 2(0.9) 43(223) | 8( 4.1)
HH 16( 7.2) 1( 0.5) 15( 6.9) | 2(0.9) 12(6.2) | 0(0.0) 5
BRED KOS ERE 50225) | 3(14) | 260120 1(0.5) 27(14.0) 1( 0.5) &
TR 16( 7.2 | 0(00) 7(32 | 0.0 16( 8.3) | 0( 0.0
RS 12(54) | 3(1.4) 4( 1.9) 1(0.5) 4(2.1) | 0(00)
8=, hES KONBSHE 10( 4.5) 1005 | 20(93) | 2(09) 13( 6.7) 1( 0.5)
SEMCHES RIS 5( 2.3) 1( 0.5) 19( 8.8) | 2(0.9) 13( 6.7) 1( 0.5)
BRERIRES 53(23.9) | 14( 6.3) 18(83) | 3(1.4) 41(21.2) | 210109
ﬂjiizféﬁm 16(7.2) | 7(32 1005 | 0(0.0) 3(16) | 0(00) g
S S—wp = Se H
;Z%ijéi?gﬂ/n'\jjx 13( 5.9 1(0.5) 4( 1.9) 0(0.0) 5( 2.6) 1( 0.5)
mho L7 F = > 12(54) | 3(1.4) 0(0.0) | 0(0.0) 0(00) | 0(00)
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FETIBA (%)
BIfEFRERIAS%E (SOC) 2 IR
BAEE PT) 2Grade Grade 3 Grade 3 Grade 3
BLE BLE BLE
7 P ERERIA 1( 0.5) 0( 0.0) 1( 0.5) 1(0.5) 20(10.4) | 15( 7.8)
F3MERATR 1( 0.5) 0( 0.0) 0( 0.0) 0(0.0) 14( 7.3) 8( 4.1)
= RBlS KO EES 57(257) | 11( 5.0) 47(21.8) 5(2.3) 51(26.4) 7( 3.6)
e BAUHE 35(15.8) 2( 0.9 29(13.4) 0(0.0) 36(18.7) 3( 1.6)
= BRI 2™ LME 16( 7.2) 3( 1.4) 12( 5.6) 1(0.5) 12( 6.2) 1( 0.5)
E BERIBLOESHEEEE | 43(19.4) 1( 0.5) 55(25.5) 2(0.9) 10( 5.2) 0( 0.0)
BIENfE 17( 7.7) 0( 0.0) 25(11.6) 1(0.5) 1( 0.5) 0( 0.0)
R 16( 7.2) 1( 0.5) 1( 0.5) 0(0.0) 3( 1.6) 0( 0.0)
HHPISE 12( 5.4) 0( 0.0) 21( 97) 1(0.5) 3( 1.6) 0( 0.0)
B, B S & OHERED
Y (BRSO KORU—F |  1( 0.5) 0( 0.0) 44(20.4) 2(0.9) 0( 0.0) 0( 0.0)
aa=1:D))
y XS A NS 1( 0.5) 0( 0.0) 29(13.4) 0(0.0) 0( 0.0) 0( 0.0)
5 MRS 47212 | 4018 | 49227 | 5@3) | 20004) | 0(00)
C 5B 12( 5.4) 0( 0.0) 23(10.6) 0(0.0) 0( 0.0) 0( 0.0)
N RS 11(50) | 0(00) 7032 | 0000 6(31) | 0(00)
RES LUK MAGES 176(793) | 12( 5.4) | 149(69.0) 3(1.4) 134(69.4) | 12( 6.2)
- EERER 107 (48.2) 5( 2.3) 60(27.8) 1(0.5) 75(38.9) 5( 2.6)
;%" 5 42(18.9) 1( 0.5) 25(11.6) 0(0.0) 26(13.5) 3( 1.6)
3 ERETE 37(16.7) 2( 09 21( 97) 0(0.0) 13( 6.7) 1( 0.5)
?;f Eﬁgﬁﬁﬁﬁxé 28(12.6) | 0( 0.0) 9( 42 | 1(05) 13(67) | 0(00)
z ZSEE 22( 9.9 0( 0.0) 16( 7.4) 0(0.0) 8( 4.1) 0( 0.0)
il B BRI 18( 8.1) 0( 0.0) 14( 6.5) 0(0.0) 11( 57) 0( 0.0)
R Ee 14( 6.3) 1( 0.5) 5( 2.3) 0(0.0) 9( 4.7) 0( 0.0)
B 4( 1.8) 0( 0.0) 6( 2.8) 0(0.0) 17( 8.8) 0( 0.0)
FEEREE 1( 0.5) 0( 0.0) 14( 6.5) 0(0.0) 2( 1.0) 0( 0.0)
B BB 1( 0.5) 0( 0.0) 11( 5.1) 0(0.0) 0( 0.0) 0( 0.0)
R BEERIF.MedDRA v21.0ZHWVWTCHEHFEZ . Graden$B(FCTCAE v4.03ZHAWVWTCEHMI LE UTe,
#1 1 ESTRE(300mg) . AT (45mgx2) RUEYHF IR T EHBIRS U,
*2 1 ES TR (300mg) RUEYF I T EHARS U,
%3 AU /TFHYROEYFIRINIE FOLFRIAU/FTHY, T4UVBROTILA0O9S VIV ROEYFEII I = AR S L.
Q
&
=
z
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3.8lEH

(450 - R
EFHEFSEMEEER (ONO-7702-03/C422101 58 5% 55 M 4H
N—p)?
(WTND OBT5%I EICRIRUI=EIfER )
LA DIEVBRAF VOOOEEGFEEZH T 2/0MURAREME T BREDGH BEREEREZTHR
EUERHERFEIERER (ONO-7702-03/C422101558) DM/ N —~MIH WL T ECHFOLFOXE.
MERFF T, ZNZN100.0%(232/232641) . 94.8% (217/2296) (CERMERNFEIRLELIZ. LT NHD
REEFCHNT FEIRRLW% LU LDBHERZLINIRUE T,
EC+FOLFOXEE*! | SRR
REMEHEIREIH 23241 2294
BIfERRFIRIERIEL (%) 232(100.0) 217(94.8)
BHEFIRERIA S (SO0) sl ;
A3 (PT) EC+FOLFOXE L
%£Grade ‘ Grade 321t %£Grade Grade 31k
MRS &V v/ RS 124(53.4) 60(25.9) 101(44.1) 40(17.5)
A 78(33.6) 23( 9.9 45(19.7) 6( 2.6) N
I PERIRAME 55(23.7) 35(15.1) 56(24.5) 23(10.0) L
V) \RRAME 31(13.4) 0( 0.0) 19( 83) 0( 0.0) _%u
BhES 181(78.0) 18( 7.8) 170(74.2) 27(11.8) ft
B 116(50.0) 7( 3.0 107 (46.7) 8( 3.5) <
10t 77(33.2) 6( 2.6) 44(19.2) 4(1.7) 2
A 64(27 6) 2( 09) 105 (45.9) 10( 4.4) 8
Opssk 34(14.7) 5(2.2) 33(14.4) 3(1.3)
Bl 25(10.8) 0( 0.0) 23(10.0) 1(.0.4)
B 9( 3.9) 0( 0.0) 19( 8.3) 0( 0.0) o
e O SO 157(67.7) 19( 8.2) 119(52.0) 12( 5.2) 5
Sl 56(24.1) 3(1.3) 57(24.9) 5( 2.2)
B 55(23.7) 8( 3.4) 31(13.5) 3(1.3)
KEBEDRIE 33(14.2) 4(1.7) 23(10.0) 1(.04)
FEH 25(10.8) 3(1.3) 11( 4.8) 0( 0.0)
B 19( 8.2) 1(.0.4) 20( 8.7) 2(.0.9) .
RED S UBERIE 39(16.8) 5( 2.2) 25(10.9) 8( 3.5) &
AR 18( 7.8) 1(.0.4) 5(2.2) 0( 0.0)
55, PES LONBSHHE 19( 8.2) 2( 0.9) 13(5.7) 2( 0.9)
NS RIG 16( 6.9) 2(09 9( 3.9 0( 0.0)
ERPRIRE 146 (62.9) 78(33.6) 104 (45.4) 53(23.1)
S PEREIA 77(33.2) 44(19.0) 67(29.3) 39(17.0)
/) AR 52(22.4) 3(1.3) 1(13.5) 3(1.3) g
BMmEREEL 42(18.1) 13( 5.6) 31(13.5) 8( 3.5 z
U/ $— 10 41(17.7) 32(13.8) 13( 5.7) 6( 2.6)
FERS 35(15.1) 3(1.3) (6.1) 0( 0.0)

56




Ty
2

g
I!;’;
U
T

WA ANN-FATFELCH ), o iR

>0

By

FIRHIE (%)

EC+FOLFOXE
%£Grade Grade 31 E £Grade Grade 31 E
(252072 s 26(11.2) 3(1.3) 24(10.5) 40 17)
iéezjfaﬁi;t@m 21( 9.1) 2( 0.9) 25(10.9) 3( 1.3)
RHD LOREEE 114(49.1) 13( 5.6) 63(27.5) 8( 3.5)
BAHE 75(32.3) 3(13) 47(20.5) 2( 0.9)
e DL N 34(14.7) 3(13) 5( 2.2) 1( 0.4)
DN 19( 8.2) 2( 0.9) 13( 5.7) 3(13)
E7)L 7S VI 16( 6.9) 0( 0.0) 9( 3.9 0( 0.0
HEBRRS & UBEEEE 84(36.2) 6( 2.6) 17( 7.4) 1( 0.4)
R 47(20.3) 4(17) 0( 0.0) 0( 0.0
P9 28(12.1) 0( 0.0) 6( 2.6) 0( 0.0
RS 186(80.2) 56(24.1) 161(70.3) 24(10.5)
A= 1 — )T F— 62(26.7) 17( 7.3) 53(23.1) 8( 3.5)
SRR = 1 — 0/ S F— 62(26.7) 16( 6.9) 54(23.6) 8( 3.5)
HEAS 34(14.7) 0( 0.0) 30(13.1) 0( 0.0)
s 32(13.8) 10( 4.3) 19( 8.3) 4(1.7)
R 26(11.2) 13( 5.6) 19( 8.3) 0( 0.0)
T 17( 7.3) 0( 0.0) 5( 2.2) 0( 0.0)
FENEHEL 15( 6.5) 0( 0.0) 13( 5.7) 0( 0.0)
B5LUREEE 12( 5.2) 3(13) 20( 8.7) 4(17)
EOR 3(13) 0( 0.0) 16( 7.0) 3(13)
[FIRES. FI3B & ORERE= 57(24.6) 4(1.7) 66(28.8) 6( 2.6)
B4 28(12.1) 0( 0.0) 28(12.2) 0( 0.0)
S & OR MBS 184(79.3) 16( 6.9) 66(28.8) 2( 0.9)
S 64(27.6) 3(1.3) 5( 2.2) 0( 0.0)
e 53(22.8) 0( 0.0) 26(11.4) 0( 0.0)
BRI 43(18.5) 2( 0.9) 1( 0.4) 0( 0.0)
e e 42(18.1) 0( 0.0) 7(3.1) 0( 0.0)
Eiﬁﬁ%ﬁﬂ%xéﬁ 36(15.5) 7( 3.0) 22( 96) 2( 09)
REIR 34(14.7) 1( 0.4) 9( 3.9) 0( 0.0)
SR 27(11.6) 0( 0.0) 4(1.7) 0( 0.0)
EBRAEEE 17( 7.3) 0( 0.0) 2( 0.9) 0( 0.0)
mEE= 9( 3.9) 2( 0.9) 38(16.6) 8( 3.5)
BT 3(13) 0( 0.0) 30(13.1) 5( 2.2)

BESBRIE. MedDRA v27.17ZAVTHEHAE X GradenF8IFCTCAE v4.03ZRWVCEHI LE Uiz,

*1 1 EZTME(300mg)  EYF I TRUOFOLFOX[Z)LAOD S V)b RUF — (UIRRUF—N) RUZFFHUFSF U ZHRR S U,
*2 : FOLFOXERNY AT T CAPOX MRV IV RUFAFHUTSF VOHRARE] NNV XY T XIFFOLFOXIRI[ZILAOD 5L kU F =R (LRRUF —
N FFFUTSFUROAV TAYDHBEE] NNV AT OV TN ERIERERI CAREEEMNMBIRL TR S U,

X AFBAREGR
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[ERIRRREE]

ENEIHEERER (ONO-7702/7703-0351ER) ¢

[ 2FEET5% EICRRUI=EIER )

BRAF VOOOEBELFEEZE I DREURABEFIFREEZREZNREULCENSIEHER (ONO-
7702/7703-0355) ([CHWL T AL DEE90.9% (204)) [CBHERNRHONFE Ulc. AL (T
BWVTFEIFERS% L EDEHERZL NIRULET,

MM R EIEL 224

BIIERFIZAERIEL (%) 20(90.9)

BIfEFESERIAS$E (SOQ) FERBIZR (%)

EARFE(PT) £Grade ‘ Grade 3BE

P 3(13.6) 0( 0.0)
ERIRARFEREIR T 3(13.6) 0( 0.0)

BE= 15(68.2) 0( 0.0)
R ERIEE 5(22.7) 0( 0.0
EETEE 3(13.6) 0( 0.0)
RE 3(13.6) 0( 0.0
B/OEE 2( 9.1) 0( 0.0)

ShREs 12(54.5) 1( 45)
=0 10(45.5) 0( 0.0)
T 4(18.22) 0( 0.0)
B0t 4(18.2) 0( 0.0)
OP 3(13.6) 0( 0.0)
B 2(9.1) 0( 0.0)

%ﬁééﬁf@%{?ﬁg*o 8(36.4) 0( 0.0)
o 5(22.7) 0( 0.0)
SRRV 2(9.1) 0( 0.0)
3 2(9.1) 0( 0.0)

s 14(63.6) 6(27.3)
U/ f— i 4(18.2) 4(18.2)
Jﬂ?iiiiéﬁm 4(18.2) 0( 0.0)
MePo L7 F = 100 4(182) 0( 0.0)
;;;Egg%’a'\jjz 3(13.6) 1( 45)
B 3(13.6) 0( 0.0)
GFERECR A 2( 9.1 1( 4.5)
DERQTIEE 2(9.1) 0( 0.0)

REBLOFEES 6(27.3) 0( 0.0)
EHRLE 6(27.3) 0( 0.0

HEERD LORBORRES 7(31.8) 0( 0.0)
RIENE 4(18.2) 0( 0.0
P 3(13.6) 0( 0.0)
P 2(9.1) 0( 0.0)
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BlERSSERIAS%E (SOQ)

FIRHIE (%)

A (PT) £Grade Grade 3Bk

IR REE 5(22.7) 0( 0.0)
KEEE 2(9.1) 0( 0.0)

FEHRUR MEdES 14(63.6) 2( 9.1
E{igﬁ%ﬁ“ﬁxﬁ 6(27.3) 1( 4.5)
Z DFEIE 3(13.6) 1( 4.5)
R 3(13.6) 0( 0.0
BER BB IREZ 2 3(13.6) 0( 0.0
BREAE 2(9.1) 0( 0.0)
P23 2(9.1) 0( 0.0

BEER(F.MedDRA v25.1ZAWVTHHE R . Graden$8IFCTCAE v5.0ZAWVTEHEH L X LTz,

*#1 1 ES T ME(450mg) RUA T b (45mg X 2) ZHAIRS Uiz,




4. Q&A

Q1 BEDHELEZ(IFTZDH?

A1

ESTREDTEIV
ESTEATFEIVORERUAZICBERAFHELCSIFE Ao

TaSTI=T DT e DPRIEG ZEFRSNOEEMBRKRS T ZNEN1.5RU3.5FETUI,
Fo  ZERIRSICHTIEEMBRERKRSICHITZDI YIS T =T DC,  NMKUOAUC, DA FEBEDL
[90%ClI]1F. ZNZ10.640[0.577, 0.709] K% 0V°0.959[0.916, 1.00] CLIz. 2RERHBDIBEICKY,
BABTHRENME TU TraDELER U Cra DIE T ERHSNCTREME D IE T . UDUIRDYS, Crag
DOEEBRE (ZEHRESNUSENREIR S TENETN31.8NU36.4%) ZEEI DL . BEKRSICELD
CraxDIE THERPRERFICRIEL R 2T ERS . ESTREATBILORERURHECS VW TRESR
HBEFRELTHIEE Ao

XTRESE
ATNETRORENURBICBBREIIRELCBIFEEA.

EZAFZT DT, DI RIEF, ZERKRS. SEMRERE SR OCEERBZRIKRS T, ZNEN0.875,
2.03%U1. 250 T U, ZIRIFIR S EERUTBERIES TT W NEE LRI DOV T BEDEHIC
FEBABTHHERE DR SRR TEIEEATCVE T, Fo. ZEHRSICHT208EMBERES XL
QEEMBERIZESICHIIDEZXF Z T DC,, MUAUC DR FIHBDH [90%CI]1F. ZNZNED0.828
[0.713, 0.962]X%10.993[0.929, 1.06]MV(C@1.29[1.11, 1.50]1 %0V 1.00[0.935, 1.07]1 LIz, =
DIEXI ATRETRDAER VRISV TCBERAHEREL CBUFEE A

Q2 HHBHENTBOMEE?

A2 ESTREATEIL

B ENICTVRED R EDRSET1 20RE U EHBHBEICIF, I<ITHRS LTS L,
22U 1 2B ERE DS G(E R EDRSHEEIC1 TR EF RS UL TIES L,

XThESE
B H NI VIES, TLATERESU T IREE W 2L R B DR SREMEVIZEF . REIDE
SEEIC1@arEIFRSLTLIES L,

Q3 EHEARERE. £ 55DEZERE. AR IEPIELESLLDOH?
A3 EEIEUT. BEHOBT RO SERREROAERMEL| TRV, BRIEFSE . RE

FUTLEZEE L,
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5.2Z &N

[(EiEReE]

EfS S MiERER (CMEK162B23015E#Part 1) "

—BRAEGEN DIREN IR AENRUABZSHF I M AR OFHHIER CIDTITHENMTLET.

EUSRI =

= B BEMEITUIBRANEX [FEREDBRAF VOOOERGMRMEREEDEREZWRIC,
ES TR XTEDHABEEN RASTTZ T EHRU CHIBEREFHIR (PFS)
ZIER T DN EARGLL. TEEICDOWVWTIRGT T Do

HERF Y (Y | ERHEIFEREERLEESIERER. 2R, W TR, 2/Y\—h
b0 | R BPTETUIRAREN (FEBIEDBRAF VO0OE/KEER* BB R EEDHRSE

57761 (BAAZRENHIZZD)
%11 DV F VR IERE L TRUEIRFEAR SN T THXID BRAFFMNERL TIRE S Nz,

w575 &
[RIREE) [COMBO 450%%]
- 188l E — E57M450mg QD+47RE45mg BID B
- HE) Facsang |l
- BT R S HT 1 B2 1520 B ) e et s [
BUROEFIRETHOBILR (B> N E N - N
BlESEE BB } DEETDHBT . Z D DIBEHIC =
. ) 1:1:1 —» £57RE300mg*? QD F2iE SEEE B
. z Y MRIRC g
BB R E—BEELTA AR |+ EET INASTT=TE] e S &
TR (- PDE 1o B /;;E:Eccfgsg)ﬁiz/ L P ——— BIRC : B MAFHTIZSR |
I DL EDAETHEREEBT B ey (19181 : BAASH) )
RECIST ver. 1.1) R QD: 1H1E#5. BID : 152815 BTSRRI 24, B 388E . Z0%(E
. s : 125, : 4 5 il (3B EERAI8 241 JBE.ZDE
- PS(ECOQ) : 0/1 & 1 2:BEIC L.
o i =

(B%E] TZFMIEE 5% MRIIFHEZER (BIRC) HIEIC K DIIBEATFHAR (PFS)
[COMBO 450%% vs. RAT T ZJE¥]
SEREINEHEIEE BIRCHEICKBDPFS[COMBO 450%f vs. ES TN EE]

(R EEER . BEGESTER BE

f% #h St &

(B3]

FEIMMESDOPFS[COMBO 4508 vs. RAS IJTZ T EINWPFSEETICHA VLV THETH N ER
ENERHSNIHEES. OPFS[COMBO 4508% vs. ESTREEE] . @QPFS[COMBO 300%f vs. =Tk
E8¥] (Part 1&Part 245) . @OS[COMBO 4508 vs. RAS T Z T B DIE TR CIRERIRE
ZEERUIC,

FICPFSICHE VT FRI2. 5% RIEEEKECERIlog-rankiREICKICOMBO 4508 ERATTT
Z B DPFSOD TR UIC. 123 PFSIFBIRCOIRHITFEIC L D EIR MESHE T —5 Z AL, Full
Analysis Set(FAS) ICTERUz. Fo . BIER{ELICENSPDARAICEERSNcHE T XIFFETH
FTOVWITNHAEVNHDEIBEERUC BT DT — 9 Hy b7 JlEmaE T XIFFR DN ERE S &R
IBIFE TITA RV M FEEURWVES(F RIKESSHMOEH T &L,

%2 I ESRSNIEES T EORERUVBAZRR. [EAF ZJEOHABICBV T @8 . MAICIZIYOS T
JELTA50mMgZE 1 B1EROKRE T 2. 58 EEDREICKVBEERET 5.1 T,
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IRCDOREMDEFETIESafety SetZFWTEEUIZ. BEERIFMedDRA/J (ICHERREREAE
BHAER) Ver. 19.0Z MW\ CHRiHB A Tc. BEERDGradenF8IFCTCAE ver. 4.03ZHWVCEHIDL
oo Grade 53 fEALGWCEE U

=
%
=]
[E

=g
W EES7FHIR (BIRCHIE)

[COMBO 4508 vs. A4S 7 x=7#] (PFS) (EEFHEIEH)

[COMBO 4508 vs. £S5 7 hEE] (PFS) (EEGERHEEE)
BIRCOHRHUEICFDEBEBEFHRDOPEBITERIC DOV T.COMBO 4508 DRATTTZTHIC
519 %/ \B'—RE (HR) (£0.54[95%CI(0.41~0.71) * BHRlllog-rank#&iE. p<0.0001%1 Td5+) . COMBO
ASOBHEINLAS T I Z T BICHUPFSEERICIER I 5 EMREI S NE Uz, /2. COMBO 4508 DL
STNEBICN T 5/ \P'—RE (HR)130.75[95%CI(0.56~1.00) *. BHlllog-rank#&E. p=0.0256°1
B ESTREBECIT BHCombo 4508 DPFSIC DV THEI 2N BREEEIFRHSNELBATUR.
PFSODhIE (95%CI) [FCOMBO 4508 14.9018(95%Cl : 11.0~18.5) RASTTZJTET7.308

(95%Cl : 5.6~8.2) . 'S TR TI.618 (95%Cl : 7.5~14.8) TUTZ, #
(20165581987 —9 v A D) =
U
T

@ PFS(BIRCHJE)DKaplan-Meiersi{R

100
90+ %E
80+ EA

=
m 701 :
% 60 g
E ] 0 S e Ty s, . g ()]
= i
£ 101 "
[o)
% 5] 1———|
20 l
107 ]
0 — COMBO 4508 — ESTMEE — AASTIZJ® gg
0 2 4 6 8 10 12 14 1 18 20 22 24 26 28
at risk#g #ArE ()
COMBO 450%% 192 171 151 128 107 92 87 70 57 41 28 14 4 0
ST 194 162 125 99 84 71 68 55 41 28 17 10 1 0
RLASTTIZTE 191 149 101 75 56 45 36 32 23 18 13 10 4 3 0
(ESTRE AT N BT R RS2
¥ BRIERFDOAICCHKREIDFE.ECOG PSICTHEZEL. BRCox@IFET ) LRV TCEH Q
§ | BRMERFDAICCHRREN$E.ECOG PSICTIHAEEL. 12 5% EKET. BRllog-ranki&iE Z F UL THEMT &
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BAREERBLHZSCENEAIF. COMBO 4508 C88.0%(169/19241) . ESThEE99.5%
(191/19261) RLASTTZTE96.8%(180/186%l) [ICRRHONK LI,

FREEAIF. COMBO 45085 CTEIL30.7% (59%1) . FHI27.1% (5261) 5 5525.0% (4841) . [IHCK
(CPK)1#1021.4% (4161) TUTz. ESTREBF CIFBEFERES0.5% (978l) . F2 - B EFR KA E NSRS
49.5% (9541)) . EENE37.0% (7 141) . :8A1£33.9% (6561) . i 29.2% (5681) K2 BF1827.1% (5261) .
AnPNE26.0% (5061) 55 24.5% (4761) . EBEAEZIE24.0% (4661) TUTZo RIeNASTT =T B CIFE
ENfE39.8% (74%) BEEME34.4% (6401) . F67227.4% (5161)  FBID26.3% (49%61) K 5524.7% (4664) . &
A{t24.7% (4681)  LHREEIERIG24.2% (4561) . THI23.7% (4451) . BFLIEBIEIE21.5% (4061) . K278
§2820.4% (3861) TUTZ,

BSPIEICESICEIERIE. COMBO 45085C6.3%(12/19261) . EZTHEE$9.9%(19/19261)  RNAS
TTZT8$14.0%(26/186%1) (CERHSIN. F7REIEMA (1.0%LU L) &, COMBO 4508 Cld7 S =V 7=/
NSYVRTIS—CEIN. P RINSF VB P/ NSV AT S —C1BIIE2.1%(44)) . r-TILI IV SV X
Jx5—TEN1.0%(28) . ESTIEHTIIFFE - BREFAFANEANDAEIREF2.6% (541) . [BI11.6% (361) .
L ERE AR OBEE N OSBRI E1.0% 261) . NAS T T = T8 CISEIETE . IRBEIER DA T
T-IIIZIVNS VAT IS —TCIENE1.6%GH) FHE HSE. BO 7S V7P /NS VATIS—F
IR O TP RANSF VBT =/ NSV A TIS5—EBINE1.1% 261) TUTz.

SEIBREIEAIE. COMBO 4508£10.9% (21/19261) . ESTRESE17.2%(33/19261) NASTT=T
#513.4%(25/18661) [CFRHONE LTz, EIREIMEM (1.0%LL L) (. COMBO 4508 Cl&igf. BMma U
FENEHTNE1.0% 20) . ESTREFF TIFRD. HEA. RIT R OBEEMES 1.6% (361) . 5B, K. 2
EALRKE. S BERERE. HABNORES1.0%Q0) ARNASTTZ T8 CIFEERE1.6% (341) .
2EREREE T RENUORT LRES1.1% Q%) TUr.

FETICESIZEIERIEFCOMBO 4508 TR -BREIENE 168D ONE LI,

| BEER CSTCEMBSHEOREHESY |

EFRHRISFIHEER (CLGX818X2101)

BRAF V600ZFRE=ZH I 3BEAMETNIFEHREDBMREBEERESAPIZNRIC.ESTI50~700mgZZ 1810X
(&75~150mg7Z 1B20REROKRSUICAERME Y 1 —X &, BITET X FEmBMEOREREERE B UL [FEmR
HEDORBENABESIFIZWRICESTRE300XF450mg 1B1EREROFRSUVICAEN AT —X(CBVTER
EMNUOBEMZTHELEUIc. T DR SR T —XDE ST 450megit 5722 Te RAIDIEERE 34410,
106IA @Y 1 Z)LpICAEHIRES (DLT) ZRIRELCEHIEN. OO 57HIIFAFIB00mMg\DHENHET
UTze 10BIICFEIRUIZDLTE LT Bhl%RE (744) « BaERYRE (5F) 55 (31F) SR JIE (21F) . ABRIE (21) . B9 (1) JIeDL
(14F) . SB7 AR (14F) R O'BBRE (1) * ' hiEsR S NFE LT,

18808 (149) (F. BICES TRECORREGRHAEE SN RIEIBDLTRIRERE MBI TH ofc,

ARSNESTREDRERUARR. [EZXF T EOHBICBV TBE MAILE TS T =7 0L T450mgZ 1 B @RS 3 2. 108 BEDIREEIC
KBEERET D,/ TT,
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@ EESNERERX T Ya1—Ib (—8HER) 154 2)L1E288
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(Day) 112 | 3| 4|56 7|89/ o g’?’iﬁﬁg Bl gﬁ% wE
IRE ~21~-1/| Day | Day | Day | Day | Day | Day | Day | Day | Day | D253 |~ | %R | =

1 29 | 57 | 85 | 113|141 | 169 | 197 | 225 | +)8EE

BiMeE
ER.MAEZD). o' cjloj]oj]oj]oj]o|lOo0o|l0O0, 0|00 O
NAIITA
ECOG
performance O olojo, o0oj]Oo | O0]0O0O|]O| 0|0 O O
Status
IRRIFHRE O oj]o|lo]o0o|lO0O|l0O0|l0O0|0|0,O0 O
R EtRE’ O O O O O| o'l O O
[MRFINRE.
MR LFEIRE. O cojloj]oj]oj]oj]o|lOo0o|l0O0 0|00 O
D/ EhENEESR
BEIRIRE
(FEB-ARER- B AR O O O O O o’
DCT/MRIZE)
IDEHRIEE O O | O O O| 0| O O
125580 ER o’ ol O] O O O| 0| O O

R A 2 0% 5 RIREZSTHRBIRE. R/8E. HERE. RERE
POV IR IS HBRRAE (CSR) WIBEERIREIZAE RVO) S L\ oI iBIEEE N SO N 215 S F AR RIRE

M & % 8 #% B FRIOERE. BMERE (RODE : iFPER(ANC) . U/ VER, BEER GFBRER IR EER) | [/ ANEZOE VY AT NI U

MARELZHNFRE © FIVTZV I VOB VBEE, MAEE. ALP. BUNX IR IREE. Na. K. Mg. Ca. ALT. AST. B8/ CO2. v-GTP. LU ILE Y  BEND
BECU)LE Y miET U7 F = LDH

DB/ BARER NORZV. ILT7FUFF—E

D B 1§ % B MUGARFvIXIEDII—

1. BRIERAIU—ZV T B0 HEE

2. B CIREHICEIE.ESTRNEBXIENRAT IIZ T TR AUV T BIURBEERE N HoleBEDH R 2IEL E T TREBXERNAT T Z T TR,
2IOYU—Z T BICRBEERE D TIFRN /BB ICDVTIF RIU—Z VT T 2)V4AKRO7D188. Y 7)1 0L (&1 285525

. SBERSENEIEERC CiRE . L EEFIRIC L DRE N O R EERF. LIRS TIRR LN ERISS DH

L 2YA D)V EBICSENE

. RUID241 B (1058 0) 1F 8185, LR (SET X BB TE T 1 2B85E(CEE

. 12:B8BICR1E

. SoERETC3migRUVAIE

8. B DF. 1851 SHERRICEE
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)| SEOEREERVIRHESE

)

BRAF V6O0EEZH Y 2BEFMETVIRRAREEX (FEBMHORIERBER[EZNRE U ERHEFESMER
BRICBVWTHLSNICEEDERRBEENURNEEZ THENMTLET .

@ EIREHE (the)
UTDTXTOEREEZ T BEEZERULEL
1. XBICLBETESHEONIERE
2. 18U LDBEL

3. BIEITYIRAEX FEREDOEEEHEEESELIF
RERFHOEMEEE(AJCCRATF—IMB. ICKUN) &
HEFRNICHEEZI SN EEE
4, RYIFEIC K BERFIDESEBBEICBRAF V600EX I
V60OKZEEET I D ENERINIES
5. RKABDEENIFBIMETUIRAEEE UL FERBEDE
HEGEEICHT 3 —REEELTDREEEEMEICKSE
hETLIEESE
6. D ADBEMRHERAE (RECIST) HARS 1211
KRICE D REHREIRSHE . BUREF@E(C KW BIETTRERR
REZEIBDESE
7. ECOG Performance statush'0X (& 10DEE
8. B8t [ES e R U IR REEN U TOEEZ BT EE
- JFERE (ANC) 1 =21.5%10%/L
- BMZLDOANESIOE Y (Hgb) : 29.0g/dL
- SR ULDM/RE (PLT) 1 2100X10°%/L
s PANSFUBTPZ /NS VATIS—E(AST) RUTS
ZUTPZ/NSVRTIS—E(ALT) : S2.5XEHE(E LR
(12U e DE B (F=5XE#E(E _LIR)

- $BEUJLEY (TBL) @ S2xE#E(E LR

cJUPFZ :=21.5mg/dLXIRTVFPF =V IUTP S
2EtE(E (Cockeroft-Gault ) : =50mL/min

9. DERED I T OE#EZ e T EBE
« EFEXHER(LVEF) : =50% [T ILF 45—~ (MUGA) X

FrURIFDTI—ICKDHEIE]
cR=ZATAVDIBHTHELEQTER (QTc) D3ME
AIEUEFEE : =480ms
10. BORDBSH OIREREE
12. B 5EART7 2B RBLADIER-E MEEM I F RO
RETERMEDESE (TIRT 2086140 H DL EEEDH)

© [RARE (R#)
UTFOWITNHO DEEICHL T BBREFERALE U,

1. RBBEDOPIR##IER (CNS)REZH I FE. fc1ZL. a)
EER S NT LD T N TDCNSHKRE D UEHHREDE N (S F 1l
THEBESINTVSEE. b) 4BRELIECNSISET (PD) Z
TIFRIROSNBVEEDERIFTEEE L. ) BEF
3BEU EDRIBRERTO4A MEEDHILZREET B,

2. TRUBRBRMEEENUHEBEEREEDES
3. KR -BREGBEDHEE
4. MERFFIREAZIE RVO) DEREENIFAR N HHELL &
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10.

11.

12.

13.

14.

15.

17.

22.

RVODEREFZHEY HFE (I O—ILARDEAE
NS EIREE. BT EEIREF X (TR E TUEAEIREF DB
FE1R&E)

. BiEBRBIEN 3 REBEDEEZE I 2EE
. FILN—MERBDEIEEZE T 2EFE
T OAINZIR< BEEBEX SR ZE T 2FE

EYISERINICEE#RENAXEEERT LRI A
EHERDEFRANC T D RENS SR N E)

BEIEERER T AHBRRB3EU L BEMENRDS
NBRVWFEIHEE LKA ADES

- BEIEERER T ABRERIS3EU LOBRERRNER
HENIBVZDMDER N ADEE

. BRAFBRZRI(RASTIZT . 975Tx=T . ESTHE,

XL281/BMS-90866213&) KU/ RIFMEKBEEE! (S
AFZT AZD6244, XTJ~E,GDC-0973,RDEA1 1973
&) DnEEZET 2EE

. EREZEA. LSRR AX (ERBEERA N 0D;85%

F. G520 L DREREICKDEEEDH B FA

TR T G L B REEOEE

MFOWVT ML ODMEMAERER FERNICEED

MEREEET HEE

F RTU—ZV T Hi6» BRBORMTEIRE (DHIEE.
REFEPLE. BB V- /548, BRI T A,
TEIRA T > NEE/L) DR EEET HBE

- DEMER U MBI RO
LORELEFHEN G, ZTU—=> T 6 RIS
EHRAICEERORBIRR Y/ L EEREOERE
59 5EE

SBEEIEICHN D DS T, IV NO— L RE QBRI

ERETESE

ERERTRLDA VR (HIV) SERIMBRFRN RO/ XI$E

EMECRIFTARRIC S BB REIBIEOBS

TUPFVEF— (CK) O LR EHSHEHEE Gt

SANF — BV AN T« — B E AR SREE L. B8

MHERERS) BT HEE

BRI SHIARICH IRV BB A ERIAT BT

EDEE

BB REEE CFRIMEEMES. OV O—LRROE

D I8, T IR REY) 2 T HEE

AR S AR S AN AT S R 2 5

BB Z DNBOBIERN SEEL TR ES

Fho0O—LPA50(CYP)3A4DENIXEERITH B &

HEISNTWSHBRNEAZERLTLBEE, L L,

FREBIED3BLLERIIC SEBED IS BH X RI DR

IR B S EEET B,



[f&h% - EERE]

EfS i E S miEstER (ARRAY-818-3025E%) 2

B AR AR IR

sUREIE

B i mﬁ[ﬁﬂ(&:)ﬂ/ﬁﬂfé(JE,_\LJLBRAF VO600EZE* ' #HJ DAY RE
T BREOEE BREEEENRIC. AU/ THY+EYFIYITRIFFOLFIRI(5-T)U

zurjang FUI+TA4UYVERFAI AU/ THY) + VI T EEBLT. B
STMEHXTRE+EYF I TOHARS T, 2EFHR (OS) hIER L. BiFgE

2 (ORR) BMSSNBDNERREL T Do Ffc. TEMIC DV TIRET T 2o

1 PRAEICTRES N,
%2 ! BRNDEE(CH U TIF AP TERINTVDRD TH D UK F— hERS Ul

HERT Y'Y | ZHESRHEIFEREF R EBIEEER

PO | & —RAEBENIETREERICIERUICBRAF VOOOEELFERZH T 2/8RUIRARE
IRET BEOGE ERERECOSH (BRANRE2007ZZ D)

5B &
3 FEE]
| EF7ME(E00MYQD+XTME (45mex2)BID
+HEYEIT BB
L (22441 : A3 . ¥
. o (T L1 o RHET FETIBOEMD |
OB s AL Rt (25 FEH] FIR T RORESFED | )
BRAF V6OOBECFERRG DGR s R, = z=
IR - BRI - B — E'S7hE (300mg) QD+ Y+ 7 71E/8 RS ZOMOEBICLIRS | =
7N no .
praiil (665@') L (220861 : BAA6H) ) o iF (B EE . EUREERS) %
= " &
* | ERLET Tk [T
PS(ECOG):0/1. BOECE) HA
ngﬁm T/ FHB/ 2B+ Y+ 77 1E/48 or
i 4 FOLFIRILT /T 91>, 74 BRT
e INAOTSVINNB/ 28+EYFS YT 18/58
L (22161 : BAAH) o s o .
J AT AR 52481368,
QD: 181@#5. BID : 1828#5 IR (31 2B T o7

wYFYT T PEDHFA00mg/m?E 1209 hNF T ZFDH250mg/m?E60D N T TEBEIRAIRS

AU/ THY  2BEEI1YA7)LE LT E1BEIT180mg/m*Z909 N I CERMIIRS

FOLFIRI : 2BEZE 1A 27L& LT EIBBEICOA U/ FTH180mg/m?EI0N N T TEIRAIR S, @71 U F— h400mg/m*%
12000 F CEIRMIRS. @ 74 095 )L400mg/m*E 20EE8IRPIR S Uiz, 7)LA4 025 3)02,400mg/m* & 46
~ABERIN 1T TEERAIR S

iF i I8 B:
[EZFHEIRE ] OS [3AIGFTAEF vs. WIREF] ER MRILFHHZES R (BICR) HITEIC K SORR[3AIHA
B vs. XIREY]

(BETRGEIREFHEIEE] OS 2516t B vs. XIFRE¥]

[Z Dt DELREFEIER ] BICRYIE IC K DORR2EIFAR vs. WEREF] BICRHIEIC LD HIERL
T7HAR (PFS) [3AIGFREE vs. XEREF] U [28IF%F vs. MHREF] . BICRYITEIC L B3N E COHIE
(TTR) [3AIFFIBE vs. WIRBFI U [2BIHHREE vs. XIEREE]. BICR#'JELJ:%%&CJJHHF&(DOR) [3AI
FRBE vs. MBRBEI RO [2AIGHEEE vs. WIBE] . BEWE T D ML DS HIREEF TOHR [35]
HRABE vs. WEREF] MU [28I0HFRBE vs. WEREFI 0 &

(REM]|EEER.EEGESER 0L

T 1 EORTC QLQ-C30(European Organization for Research and Treatment of Cancer’ s core quality of life questionnaire)
ERREVRERINER O

FACT-C (Functional Assessment of Cancer Therapy-Colorectal) #8E8 R 17

EQ-5D-5L (EuroQolL-5 Dimension-5 Level examination) &M 7 O RE
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MO AN HHFEUCh ), o}l NCTErdr

1::[1]
=

Q
&
A

B Bt |

BaMED#EENT(FResponse Efficacy Set(RES ; &HIICEERLINIZ3306I&.330BIBDEE S

BB ICEERLINICBIIEE16ITHBAY) . XIFFull Analysis Set (FAS) ZFRWTERE U,

TEHMIES CTaHDBICRYIEIC K DORR HIHHFIEE vs. XIHBEY) DfEMTIE. BRIEF ZRUL T Cochran-

Mantel-HaenszeW&iE (C & W #HT UTe. BRE (p<0.005) h'E3% S NciH G F. BRIICHRE Ulfallback

SERICEDE OS IR vs. WHEEY) 7 12, 5% B R/KEE CRERllog-ranki&iE(C & W BT LTz,

E—RBDBRXEFET 2. BBREZAVCT — hE—E Y 7 EZE Uz, OS BFIHHHE:

vs. XEREY) DRI CEREN RO SNITHEEF FRI2.5%BEEKEZAV T TOIEICER

ERREERMET D EE U F e BRERIC DOVTOY I — B EIICEHE UERE LT,

1) OS (A FE vs. XIHREY) 2) BICRYJTEC K2 ORR Q&I ABE vs. XI83EF)

3) BICRYIEIC KB PFS (3EIFHAEE vs. XWEREF) 4) BICRYIE(IC K BDPFS (2HIGFFE* vs. XIH8EEY)

ORR : EBLEIEBRIRF #AWLTCochran-Mantel-Haensze lREC &k W 4T L. 95 % 1EFEX
& Clopper-Pearsoni&Z AW THE UTc FBBEEMRIF . RECIST ver 1.1(1CE D <BICRK
OUBREEEMHE CEHE LTz,

OS.PFS : BRI EIFERIEF ' ZALTCERIlog-ranki®E C & W Uiz, /\'— R BRIEF

ZBWTCER|CoxERET IV THE L. OSDI5 %X EIFWaldEZ AW THE LTz,
BERST U MNL  SEENO%ELT DE TCOREERBRIRF 2RV Cox@RETIVICEK
WERMT U N\ — REEE ISR EEXBE ZEHTE LT,
t: PS(ECOG) [0. 1] U/ THY DR [8Y  73 U], Y+ Y T OISR CRERR. B A
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A

Il ORR(BICR¥IZE)

[3#FI{H#FAEE vs. XIEREE] (RES) (XEEFEIRE)

[27U# ¥ vs. x1ERE¥] (RES) (Z DfthDEREFHIER)
BICRHIEICKDORRIFMERBF KU 3FIHTRBFICH VW CHRICHBELEIRD T EMRIFENK L2 (201945
2BNBT—9hvbF D),

e B (%)
BEROUR 3BIGHAERE(N=111) 28It (n=113) xt8aEE (n=107)
CR 4 (3.6) 6 (5.3) 0
PR 25 (22.5) 17 (15.0) 2(1.9)
sD 41 (36.9) 57 (50.4) 26 (24.3)
PD 11(9.9) 8 (7.1) 36 (33.6)
Non-CR/Non-PD 6 (5.4) 4 (3.5) 54.7)
NE 24 (21.6) 21 (18.6) 38 (35.5)
2 (CR+
ERIoS%C 00) (2611152, 35.3) 2040134, 20.0) 2(1.9002. 66D
pfE (F ) 2 <0.0001* <0.0001*

%1 . Clopper-Pearsonik, #2 : ECOG PS(0.1) . AU /T AVICKZBERE (B .0 L) RUEYFI YT OEGE CRE. RN) ZERIRTF
& UfeCochran-Mantel-Haensze W&7E (I HREE & DEEER) . % 3 @ BEIKEE (K1) 0.005. * 4 : HE/KE (F{)0.025

@ ORR(CR+PR) (BICRHIE)
[3FI{FHMAEE vs. MRS (ERFHERE)
[27I(3# 8% vs. XIEREE] (Z Dt DEIREFHEIRE)

(%)

50+ ORR : 26.1% ORR : 20.4% ORR : 1.9%
(95%Cl : 18.2-35.3) (95%Cl : 13.4-29.0) (95%Cl : 0.2-6.6)
407 CR:3.6%
4/111)
301 CR:5.3% CR:0%
(6/113) (0/107)
PR:22.5% e
104 (25/111) PR: 15.0% PR:1.9%
(17/113) / (2/107)
0
3BIGAEE &I B POk

H ORR(BICR¥IE)
BHMEIC OV TR BRIICRES VBT TR 22 B DD FASDEEE N6 1AL EDERRABZZE U RRICHITS
BT ZSRIELE Uz, 60 B EDESEABZ B U RICH L TH. BICRHITEIC K DORRIE, PREMATER (20195
2B —91ybh7 D) ERERERIFFBHONE B ATUIZ(2019F8F1587 —9Avh4 ),

s 5 (%)
RRESHR 3RS (n=224) 2RfFEE (n=220) R (1=221)
CR 8 (3.6) 7 (3.2) 0
PR 52 (23.2) 36 (16.4) 4 (1.8)
SD 98 (43.8) 117 (53.2) 59 (26.7)
PD 24 (10.7) 21 (9.5) 82 (37.1)
Non-CR/Non-PD 10 (4.5) 7 (3.2) 6 (2.7)
NE 32 (14.3) 32 (14.5) 70 (31.7)
=% (CR+PR) 60 43 4
(=3 [95%CI*'] (%)) (26.8[21.1, 33.11) (19.5[14.5, 25.4]) (1.8[0.5, 4.6])
pfE (F )™ <0.0001 <0.0001

*1 : Clopper-Pearsonii. 2 : ECOG PS(0.1) . AU/ TAVICKBZBEE (Y. B L) ROEYF I TOMEE CRE. BN ZBRIRF & Ui
Cochran-Mantel-Haensze W& 7E (1§88 & DL ES)
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B OS
[3FI{HMAEE vs. XEREE] (FAS) (EZEHEIRE)
(2RI A% vs. X1EREE] (FAS) (BEERBEIREFHEIEER)

SEIGHREBE N O 2B CD VT BRI CHULOSOBERIERHRBHSNE LI (2019F28118H7—
YA T)o

@ OSMKaplan-Meiersf® [3RI{HFASE vs. MEREF] (EEIHEIER)

BEEE AN b OSHR(E (95%Cl)

100+
BllHFREE (22441) 904! 9.0n8(8.0-11.4)
90
X HREE (22141) 1144 5418 (4.8-6.6)
] ERIHR0.52 (95%Cl : 0.39-0.70)* : MERllog-rankiiE. A fl
701 p<0.0001°
4 60
7
T
2é 404
304
204
104
0+, . . . . . . . . . .
0 2 4 6 8 10 12 14 16 18 20 22
at risk# FR(R)
3EIpHEEE 224 186 141 103 69 37 24 14 6 4 2 0
wm@E 221 158 102 60 34 18 15 7 4 2 1 0
@ OSDKaplan-Meiera#R [2FI{# & vs. X1ERE] (ERGEIXEFHEIER)
100+ iatica AN N OSHhaiE (95%Cl)
90 2%t FEF (22041) 934l 8.4»7H8(7.5-11.0)
80 XiHEEE (22141) 1144 5418 (4.8-6.6)
70+ ERIHR0.60(95%CI : 0.45-0.79) % : BERllog-ranki®E. Al
— 1
£ 60 p=0.0002 —— R —— wiER
[
T .. L
gé 404
304
204
104
0+ . . . . . . . . . .
0 2 4 6 8 10 12 14 16 18 20 22
at risk#g R (R)
JFIftFEE 220 184 133 87 57 33 21 12 8 3 1 0
wm@E 221 158 102 60 34 18 15 7 4 2 1 0

¥ BRHERFODECOG PS. AU/ T AV DERE. EYF+ VY TOMEGRICTHAREL. BRICoxTRETILERVTHERE
§ ! BRNERFDECOG PS. AU/ T AV DERRE. YF I TOMEGRICTHARE L. FRI1.02%BEEKET, ERllog-ranki&E = UL TR
1 : BRUERFDECOG PS. AU/ T HYDERRE. €Y F < TOMHGRICTHAE L. FRI0.42%BRKAET. BRlog-rankiRE Z L) THEMT

B2Z)

H OS
BIMHECDOVTIE BRHITRES NI TIRIINSI2 b DD FASOEEE N 61 AL F DRI ZZEUIIFRICHT2
BT ZEELEUIc. 6n B EOSRIBZRBUIRRICE WV TH, OSIF, PREFMTIER (2019F28 1187 —9 Ay
b D) LEREBERIFFBOOSNEF B A TLIZ(2019F8R 1587 —9HvbhA D),

3B AR (n=224) 2EfHFABE (n=220) XIEREE (=221)
A RUNEL(%) 137(61.2) 128(58.2) 157(71.0)
hsRE[95%Cl] () 9.3[8.3, 10.8] 9.3[8.1, 11.3] 5.9(5.1, 7.1]
N\P—REE[95%CI* 0.60[0.47, 0.75] 0.61[0.48, 0.77]
piE (F) * <0.0001 <0.0001

#1 1 ECOG PS(0. 1) AU/ TAVICKBBEE (). 3 L) RUEYFI Y TOHER CRE. BN ZBRIEF & U ERICox BN — RETIL IR
BEEDHE) . %2 1 ECOGPS(0.1). AU/ THVICKBBERE (B .2 L) RUEYF I TOHER CRE. BN ZBRIRF & UIERllog-ranki®RiE (i
BB E DR
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B OST7xLATOYM (YT IL—T8E#h)

[3RIFHFAEE vs. 2RI{H#FAEF] (FAS) (Z D ftiDBIREHEIER)
WREM T EIC3FIGTRABEE 2RIH AR DOSZ LB USSR, ()ECOG PS. (i) #Inihgas sy, (i) N—X 54
VBFDCRPIE. (v) RFERDFEHIKED LD EF DB T, 255t BEH TN I 237 AR O/ \ U — R YRR

BIEENRBHESNELIZ(2019F2B1M1BT =S HhvbA 7)o

3Bt 2EIFtFREE
YIINW—= B ARVNEBIE) ARV NT—RE(95%C))

S5 MEDECOG PS

0 228 39(115) 33(113) 1.19(0.75, 1.89)

1 216 51 (109) 60(107) 0.70(0.48, 1.02)
SV MDA U T ERRE

= 217 42(110) 41(107) 1.04(0.67, 1.59)

=l 227 48 (114) 52(113) 0.71(0.48, 1.06)
BYFIITOIER

KEFSD 58 16 (30) 17(28) 0.73(0.37, 1.44)

FRINEER 386 74 (194) 76(192) 0.89(0.65, 1.23)
il

Bl N 58 16 (30) 17(28) 0.73(0.37, 1.44)

O 295 55 (150) 59(145) 0.85(0.59, 1.23)

Zfh 91 19 (44) 17(47) 1.06 (0.55, 2.04)
HRERICHTDUSF LI X E

1 292 54 (146) 57(146) 0.97(0.67, 1.41)

280k 152 36 (78) 36(74) 0.71(0.45, 1.14)
AB(BA vs. JEBA)

BA 378 79 (195) 82(183) 0.83(0.61, 1.13)

JEBA 54 10 (25) 8(29) 1.26 (0.49, 3.22)
NEBFPIT N vs. FEPIFN)

VPPN 45 8(20) 8(25) 1.12(0.41, 3.05)

ELVSWIN 387 81 (200) 82(187) 0.85(0.63, 1.16)
Fhin

<65i% 278 58 (141) 54(137) 0.93(0.64, 1.35)

=657 166 32(83) 39(83) 0.78(0.49, 1.24)
gzl

B 220 47 (105) 49(115) 0.99 (0.66, 1.48)

feg 224 43(119) 44(105) 0.77(0.50, 1.17)
InSEEs 2L

=2 231 44 (114) 36(117) 1.23(0.79, 1.91)

=3 213 46 (110) 57(103) 0.58 (0.39, 0.86)
NA70Y T 54 MRREME(MSI)

MSI-High 41 11(22) 8(19) 0.78(0.30, 1.99)

MSI-Low 1 0(0) (M -

MSS 310 57 (153) 63(157) 0.96 (0.67, 1.38)

! 31 6 (15) 9(16) 0.64 (0.22, 1.80)
BRAFELFZER (PRHTE)

71 414 83(213) 86(201) 0.85(0.63, 1.15)

PN FNEE 24 7(10) 6(14) 1.50(0.50, 4.49)
CEAfE

>ULN 332 82(179) 73(153) 0.82(0.60, 1.13)

=ULN 112 8 (45) 20(67) 0.55(0.24, 1.24)
N—R 54 VEFDCRPE

>ULN 174 55 (95) 50(79) 0.85(0.58, 1.24)

=ULN 260 33(121) 41(139) 0.82(0.52, 1.30)
[RFERDFLIRE

SEERUIRR 256 54 (133) 47 (123) 0.99(0.67, 1.46)

REBR (FRTE2UIBR 188 36(91) 46(97) 0.75(0.48, 1.15)
FEZ DERAL

ERIXE 162 24.(79) 34(83) 0.74(0.44, 1.25)

GRIXE 236 59 (126) 47(110) 0.93(0.63, 1.36)

ER+ER 19 4(8) 4011 1.19(0.29, 4.92)

B! 27 3(011) 8(16) 0.55(0.15, 2.10)
R0 H#H

= 278 74 (144) 70(134) 0.96 (0.69, 1.33)

# 166 16 (80) 23(86) 0.64(0.34, 1.22)
=i

B= 9 1(6) 0.00(0.00, -)

BE 22 4(8) 5(14) 1.91(0.50, 7.31)

\
0

SRR TR

! \\\H\Si
7

T -
0.5 1 152253 45
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(52%)

H OS7#LAMZ’OvH

[3RUHFIRE vs. 2RI AR
BEECOXERETLICRUBRESN-OSICH BERIT T 5 D DEELSRET (CRPE>1mg/dL. FFEiE a5t CEAE>Sug/L.
CA19-91B>35U/mLR U BRHENZ3) D/ £R 5 RETHELOSDBH EMEH £=mUE LR (2019485158
F—IHYRE D),
ZO4BR. ()ECOG PS 1. (i) EEIEERM=3. (il) CRPE>1mg/dL. (i) B ENFIR X 4 R522 GIR DR Tld 3541 Rt
TOSHBIFREENRHSNELIZN. ()ECOG PS 0. (i) S Eag=2. (i) CRPES1mg/dL. (v) EFEN L TR DE
G (3 286 IR SRIBHRELC 1T BOSIRARRE T LI,

3Rt 2R FRBE
9IIN—F B ARUNEBEIE)  ANYNIEE) N\ —RE(95%CI)
S5 IMEEDECOG PS |
0 228 62(115) 50(113) 0.99 (0.66, 1.47) —_—
1 216 75 (109) 78(107) 0.71(0.51, 0.99) —
EoRedi ora ;
=2 230 68(113) 56(117) 1.04 (0.72, 1.50) —:'—
>3 214 69(111) 72(103) 0.63 (0.45, 0.90) —
NR—254 VEDCRPIE |
>ULN 174 73 (95) 66(79) 0.65 (0.46, 0.92) —
<ULN 261 60 (122) 60(139) 1.02(0.71, 1.46) —
[RFEE DR HIREE !
TR 256 80 (133) 62(123) 1.00(0.71, 1.41) —
R E RS2 TR 188 57(91) 66(97) 0.55(0.38, 0.79) —

|
\ \ | 1
0.1 0.5 1 2 3 4
3Bt B CRYIF QRIBHRBECRYF

~S
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zZ2H
AIETIF. BWEAZHBREEORRBANSE CERVESERETEZR I Do

EMBEERL/N—NIBITIHRFAREEREL S ZSOEERIE3AIF AR C93.7%(208/22241)
2RI AAEFC88.4%(191/216641) HHREFTI1.2% (176/19341) [C5RHSN Tz,

FREIMER (FEIRZ25% LU L) (&, 3FIHFAEF Tl THRIS3.2% (11861)  SBEERREHR48.2% (10741) . &
1035.6% (791) &2 5527.5% (6161) 18I+ 25.7% (5761) . 2B B TlE. SBERER27.8% (6061) .
SHHRBE TIF THIA44.0% (8581))  SBIREZ X 38.9% (7561)) . BID36.3% (706l) T ofe.

SEFEIERIF3AIFAEF16.2%(36/22241) 28I FEF9.3% (20/21661) . 1 H8&EE13.0% (25/19341)
([CEROSIN TR DD (FEIRFE2% LU E) [F3FI TR ClE TFI3.6% (861) . BID2.7% (68l) . 4 BIEE2.3%
(561) . 28I CIFRHOSN T W ERBF TIE TFI4.1% (84) . FEEMEIF P IRRAME2.6% (56) THo1cs

WS NHD DHEEREDER SPIEICESIBIFERE 35+ ABE8.6% (1941) . 28 (HAEE4. 2% (9F) . X HREE
11.9% (23%1) (CERHOSN. EZx DD (FEIZE 2L L) (F3BIFHREE TEF RN UOEDLE1.8% (441) . #77
fiE. MNP L7 F — 80, BRE SR/ O 55:2.0.9% (241) 28I EE CIREAICED RIH0.9% (241)
W BREE TIFIF BRI AME 1.6% (361) . NRT. EIIEEACHESKIG, FPERECE A RO OARXRE1.0%
(2f1) Tdpote,

FECICESICBIERIE 3R RE CRBE AN 16 BB T T4 S+ —RINRUOIRAENE 14
MHOENZ(2019F2R11B7 =5 AvbA 7).
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[fzh% - EiRE]

EfSE S MiEsRER (ARRAY-818-3025E%) 2

2 BT OER )

—RBEN(EReE®RICEITUZBRAF VOOOEEIG FREEZA T D8RR BEIET BREDIGH
BRREESZENREVCEBREHRFSMHERER (ARRAY-818-30285R) [CEBVWTEMSNITIRERT Y 1—
WETHBAILET,

@ RESNRBR T Y a1—Ib (—EbER) 1A 7)LI3288
RERE | XTU— ey dt ez
—7 b1 L L
( Daygq) Day D:; g)Day Day | Day ,lgﬁa?ﬂgz; Day fgrﬁ_'ﬁﬂ S0EH0) B
L= 21~/ 8 | 15 | 22 | 1 g | 15 | 2o |V ERAH BE
NAIILBA> @) @) O O O @) @) @) @) @) @)
BIARE BR.AESD) O o' O O O
ECOG Performance Status| O Q' @) O @)
IRRIFIRE @) O? O O?
FERE @) O o? O @)
MREHINRE @) o' O O @) O O
MR LEHINRE O o' O O O @)
RERE @) Q' @) @) @)
RI&GE O O @) O @)
FiRIRE @) O O o' O
S (DIH BERIEN S 248/(F658 (£78) &\,
DERIRE O o’ O
12F80ER @) o° O o° @) O
NAFT—H—18E’ @) O
EEY—h—%RE’ O O @) @)

R & 2 094 & IRIREZSCHIRSIRE. RIRE. GERE. RERE
PUDVMSER I IRFEHBRRAE (CSR) WIBREESIREIZAE (RVO) EL\ OB EE I RN N 315 S F AR ERE

MK 2 6 4% & R BMmERE (R ODE : FPER (ANC) . U/ VER, BSER, 07 BRER IS EER) | [V WREL AEZOE Y AT NI U

MRELRHNRE - FIV T B9 /NIE. MFEE. ALP. BUNX FFR3R. FREE. Na. K. Mg, Ca. ALT. AST. EpEER/CO.. IIE7 O— /)L EUILE Y BN UEE
EUILEY mEI U7 F = LDH

% B & &#:OMOVEVERECPT-INR) GEHEEEHSOVRISRF EEE (APTT)

PR 1% & | [RABI. FRYE. RTS8 FRIPBIMER. FRpH. FREB

D HARER NORZY U7 FUFF—t

D B 1§ % ' MUGARFvIXIEDIO—

NAFY—H—1RE : BRAF V60OE BT ER KRASEIGFER. XA 70754 MARZEM (MSI)

EE~Y—hH—1&% . CEA.CA19-9

1. RSB (T 2)L1D18E) K TO7 2BBLURICARED T NS EIC I FIRERE

2. RRIZIREEF T 0)L201 BB, LI E 8BRS N BRI T i CEhE. S0BROBREHRICE VL CIFBRNICEEREEN RO S NIIBEICOHREEEE

3. KEREF. U710 1BENSSBREEICEE

4. HIRY 20REMEN B B LMD I ZN R E T DRFEEFRERE CORBIRIRE. /22U SBEERIE T8 (EOT) RBRIC OV T, PRIGEHE CIER RSB ZRET 5T
{0 /=S

5. ECHO/MUGARF v /(& A TIL2R T4 T)L5D 1 BEICEML. Z D% 1 2BREICEN

6. DEBNIE U4 7)L101HERSAICSEAELICE IREREIFEET TH5~102N) . ESTAERUXTSEDIRS2.0 (+0.5) BR# N DY F Y T DR
EREAICRERAES 5T L Ulc. BOAEDLERZEY A J)L201HER S TICES TERUXTIMIRS2.0 (£0.5) BRE#gHN DEYF I T ORERE
RBAIICAE S B EEUfc, ZDMDE R CIFRSRICEORAEDOBRZREY 2 s Ulc. DERIG. BURER R CEY BN FNHZ2HTRAORMAN S
FBHILEU,

7. MPNA FR—A—ROEBDEBIREC DV T IREEITIC KD P LEBID IHRE DR (KFE
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5. 2Z8H

[i505 - EiEE]
EEHESEMiEKER (ARRAY-818-3025KER) 2
] SZ0EREERURARE J

—RBBEN(EReE®RIOEITUIZBRAF VOOOEEIG FEEZA T D/6mUIRARERE T BREDIEE
BRREEZNREUCEERHERSENEFER (ARRAY-818-302FE) (CHWVWTRHWS N/ EBEEDEIRELE
NOBRNEREZE THBALE T,

@ EIREHE (1h ) @ [FAEE (R#)
LTI RTOBREEZ R T BEZERULEL LTFOWTNHDEEICEZHT BES IR LE LI,
1. XBILLBEEMBEIEONICERE 1. RAFBEEE  MEKBEER., BYF YT N2V LAY TN
2. 18 FDEL ZDDEGFREEZZICLDALEEEDH D ES
3. MCRCTH 3T M ElEHR FMazncrERle 2 2BHTEOAU/772180mg/m ERETTBNIE
Y ERET BA U/ THYDBBIE BB N FIRUBE
4. EREEEEY (3R BB DYIE &) RS R 3. FERM ORI ZA I HFRE(E LFIRXTOAREE
BRAF V60OEZERES T B3N BESN-2E RURTADMEERBBEDBIEIRE THDEEEEE

- . N - BOEEZRBHIERI & Ul MERFE(E . MRINIECTR
> PARGRMICOSIRAFROKRAUERTESR LT ™Y comBRHEc KU SEEL EDRTE, 20—V TR

ERBICTHRBOES R TEDE SBERFOTE YN i AE)
AREREI T HBROBEREERUTT RS BEBEITOIE T Y AD BV ENRENTVZHED
6. BB DRASR T —9 RICBIT ZERMDAERRN S NIVITHE HBEU)

RAEDEo) CEAR IR -

W EYFIITORSICEERES 4. BEEEEEAE T AEE

TBR I 2R T LT B e
7. VRBRLE2RAREISEG LIRS 5. WEEIRERE RVO) DEEEX RN 55 ELL I

8. Bfeh A DIEENRHIER4E (RECIST) A1 RS421.10 RVODREREFES T BEE (AY N NI—ILREDIENRE
(RS SAEDRERE N G ATETHE TH D0 EHIE T HERS SRR  SEAS AR IR R X B T IR B DBR
ZEETHEE e )

9. ECOG Performance statusn0X(&10&E 6. BRI SHILE ERLINICEE \— T EES, Y T

10. ROU—ZV T BICUTOEEZFZL. T2 10888, FHEs XK (FFhoO—LP450(CYP)3A4/5038115FRE
WAEEE T BBE B BFEERAET TR (125880 BRI &V BRI
+ YFCPEREL  21.5%107/L AR FBIDRACIVER IS I$EE) / BYE
- /)R : Z100%10°%/L BERUIEE
- AETOE S 1 29.0g/dL 7. RERHEEEROBEN 52 EE

- MEITVTPF VNS 5XBEB LR . XETIVFFZ }
‘J;UTE‘JZEH:HE(Cockcroft—GaultE’r%EC)%b( 8. BERILRT1 2D ALINICEFH97T A (RAERHIRE LIS

(EAIE@/H=50mL/min REIFIREDKRSXIEFM) Z2E T DEHREEREEX
- BRERENEYT. MEPOHUY MERVITRY 370—YROBHEN H2FE
) \MBED HES BN 9. MTFOWT NN T B DM S A= S S B FRET I
- MEREUILEY =1 .SXEZ%{EJ:BED"D<2mg/dL BEERLDMNEKREZET3EE
c PSTUFPIINSYRTIS—ERUOTRISSEVET - BRI SEIERI6 AR LAD SRS DEBEER VAT
= /NSYRTTS—PH=2.5xXEEE HIR. g EE R (RRERDE. IR/ /SIS, BERIOE
T BISEF=<5XEE(E LR TR, BEIRR 7> NEBB MR L) DEEE
« TILFH—R (MUGA) ZF vV R(FD T I—(C&WHE BRBSHEBIT6ABURDERES S MEDFL
UTEEEERHER : =50% (Grade2ll k) X (FEERMICEERDODARENRK,DMcE
+ FridericiaztC &WBIE L= QTRIFE (QTCF) D3@DF BEOEEEEH. 12U DEME RO R =
B : =480ms MESEIRIFERL o
1. RORDBSHTEEREE 10. AEEMHEDCHNNHS T, IV O— L RBOSME (I
12. L. BB 1 L BB X ISR RIED S 68/ fERAMEA'2150mmHgX [3HE3RAAMEA'Z100mmHg
FRBLTWS BROTEER N H BB’ ATU—=Y D _LF ) 2B Y 2RE
I hSETREREEL CESEBEFRENDIEC 11, Child-Pughf¥EBGCORF RSS2 E T 5B E
FAELEONERE 12. BISHSEEREY (34 L SRS (BBMES. OV O—)L
13. Bit(d. RIU—Z VI HSEER T %908 % TOR. B AEOIEH . RIXFEEEIRE. ISR C RS IS BIRIND
HIBFERERLDCLCAENESNEE ETRE)EETDEE
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13. BREFASELIAICHOBRLEEOREXEGHEZRT
BBE RELGBRUIEERRRENAE U EREL
AR E D A REMBE D A BITIR ERAES . T
EHE EEAN A XEZDMDIHRENE UL [FHEIS1E
DERMES CERRIKFRE DEGRRE) [FFR<,

14. ;8BRFERSHRBRIO N A LR O MgF2 4R N 3R M
EBR (—BMRKEMFEE. MERE. ZREBEAIRMARE.
FENIRE2 1R &) DEIEN G B EE

15. JL7F U+ 7 —E€ LR DR Z # SRR E GRAE
MEANF— BIAOT 1 — HERERIRELE. &
BB ERERE) 2RI 5EE

16. LFOWVWITNHDIREEZF-EE
- SBEREIG SHEET. TOEYD/RS Y A T ILKiEDHARE
F:=rOVILT7  IANIAYVCTIE6BR) (CEHA
LR EES T EE
- SBEREIRSREE]. MOUEAFFADSE0OHMBEX F4
BREOVWITNHMEWVWIHRBMUAIC. RNV AT TELLIF
T I7URVE PR EYZHRE] (B:34F) DR S,
BEDFREREO#MGEIRSE UL RTINS N (FZ Dt
BEEORSEZ(IICEE
 REREGSEIBEI3ARMAICRNY AT IRIFTZ T
NILVEFDBREESZ S EE
- BRED30%BICHEERIFITHFHEEEEZ(I I EE
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FOLFOX® & W ORI R Z1T - fo. . BINEFZBRIRF F & UTzCoxfl/NT'— R
EFIVERVWTN\Y — R E#HTE U,

BZERTHA U EEBITDIH MY R UCHEZAWNT. OSOPRBIENTICHIFD/N\T— REED
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M PFS (BICR#IE) [EC+FOLFOX&# vs. 31HRE{] (FAS) (E=HEIRE)
PFS (EET$7E) [EC+HFOLFOX8a¥ vs. X1E8E¥] (FAS) (BIREF(HIAER)

BICR¥IZEICKBPFS (PRIB[95%IEFEXR]) (&, ECHFOLFOXE T12.8/58[11.2-15.9], MEBB T7.1 1
B[6.8-8.51C& . ECHFOLFOXBF M BREL ICH UPFSEBEICIER I B & MREF S NE Lz (BRI
H'—RH,0.53[95%E5EX ™ : 0.407-0.6771% ; ERlllog-ranki®E. B {Alp<0.0001%),

Fe EETHEIC K DPFS (hRE[95%IEFEEA]) ($. ECHFOLFOXEF T 13.618[12.1-16.1] . BT
7.0n81[6.0-8.31 TUIz (BRI \Y'—RHE0.44[95%S#EX ™A : 0.349-0.5641* : BHlog-ranki&iE) »

(2025 1A687 —5AvbA7D)

@ PFS (BICR¥IE) DKaplan-Meierdhii [EC+FOLFOX&# vs. X18a8¢]

1.0
0.9- Payiatics AR N PFSERLE (95%C) '
EC+FOLFOXE# (236f1) 12261 12.878(11.2-15.9)
087 $95REE (24361) 13261 717P(6885)
0.71 ERIHR0.53 (95%Cl : 0.407-0.677)* : EBBlllog-rankiZE, Flp<0.0001°
=
06
2 oo
= _
g o4
0.3
0.2
0.1
00 — ECHFOLFOXB  — xIfiggt
"0 3 6 9 12 15 18 21 2 27 30 33 36 39
at risk#y HAR (B)
EC+FOLFOX&% 236 196 156 122 96 63 39 24 16 11 4 1 1 0
EREE 243 164 100 53 34 19 11 7 3 2 1 1 0 0
¥ | BRMERTFDOECOG PS[O0. 1] Hgi CREX 3775/ BN/ Z DAt D] (S THHREL . Cox BN Y —REFILER WV THE
T 1 95%ClIF —SEx#ZEDBrookmeyer and Crowley)FZzFV TEE i
§ ! EBRHERFDECOG PS[O. 1] 4l REX (FH 75 /RRN/Z DthDithis] (S THHEEL. F RIBEREK#0.023C, ERllog-ranki&

TE7Z R\ THET
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HIFHEYL L TLRL,

TYFIVIT (BLFEER) RCMORBEBREEICOHA. XE Y+ YT (BLFHEIER) COFAICSVTBE RAICEIYOS

7.8 EZEERDBVEE(CNT B EYF I T BLFHERR)  JIWAOISVILROAFTUTISF U EOHBUAN TOENER RS

78

=]
iz
B

S AN HFEUch ), ol

Q
&
A




2

53

g
=
U
T
s
~N
=
]
f
A
&
Z
D
5]
S

&l

Q
&
A

Il ORR(BICR¥IZE) [EC+FOLFOX8&# vs. 31888#] (ORR Subset) (EEEF{MHIEE)

ORR (EET¥I7E) [EC+FOLFOXE¥ vs. x1838¥] (ORR Subset) (BI:REFMEIEE)
BICRHIEICKBDORRIFMFEEF W U, ECHFOLFOXEFHICHEWCHERICHEBEE R E LI,
(20231282287 —9Hvbh7 D)

Bl (%)
SEGMAME BICR¥IZE EEMHIE
EC+FOLFOXE XTHREE EC+HFOLFOXE XTHREE
(n=110) (n=110) (n=110) (n=110)
CR 3(2.7) 2 (1.8) 12 (10.9) 3(2.7)
PR 64 (58.2) 42 (38.2) 59 (53.6) 41 (37.3)
SD 31 (28.2) 34 (30.9) 31 (28.2) 38 (34.5)
PD 3(2.7) 9 (8.2) 1 (0.9) 12 (10.9)
Non-CR/Non-PD 3(2.7) 4 (3.6) 0 0
NE 6 (5.5) 19 (17.3) 7 (6.4) 16 (14.5)
2% (CR+PR) 67(60.9) 44(40.0) 71(64.5) 44(40.0)
(=R [95%C1*"] (%)) [51.6~69.5] [31.3~49.3] [55.3~72.9] [31.3~49.3]
pfi6 (Fr ) 2 =0.0008*
*1 @ Wilsonsk

%2 1 PS(ECOG) [0. 1], #big] CRKEX 3 F/EMN/Z D] Z#BRIAF & UfzCochran-Mantel-Haensze W&TE (i HREE & DELER)

*3 1 BRUKE (KR 0.001

@ ORR(CR+PR) (BICR#I7E) [EC+FOLFOX8&¥ vs. ¥iEqa¥] (XESHEIAR)

(%)
100+

804

60+

40-

20+

0+

ORR : 60.9%
(95%Cl : 51.6-69.5)

EC+FOLFOX##

@ ORR(CR+PR) (EEf#IE) [EC+FOLFOX8S¥ vs. ¥ERat] (BIREHEIRR)
ORR : 64.5%

(%)
100+

804

60+

40

20+

0-
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(95%Cl : 55.3-72.9)

ORR : 40.0%
(95%Cl : 31.3-49.3)
CR:2.7%
(3/110)
CR:1.8%
(2/110)
PR:38.2%
(42/110)
XIHREE
ORR : 40.0%
(95%Cl : 31.3-49.3)
CR:10.9%
(12/110)

CR:2.7%
(3/110)

PR:37.3%
(41/110)

EC+FOLFOX&

XHEREE




W OS (hREEH$5R) [ECHFOLFOXE¥ vs. 31E3E¥] (FAS) (EEREIREHEEE)

OS (HPIR{E [95%EREX ] [&. EC+FOLFOXE ¢30.318[21.7-NE] 8RB ©15.15 8 [13.7-17.7]
T&HW) ECHFOLFOXB FHWRREF ICHWULOSZEARICIERUF U (BRINT —RE0.49 [95%EXA -
0.375-0.6321* ; BRllog-ranki&E. A Alp<0.0001%),

(20255 1B6HT—9HvbhA D)

@ OSMKaplan-Meierih#R [EC+FOLFOX&# vs. 1ia8¥]

prayi=sic3 ARV Y OSthik{E (95%CI) '
1.04 EC+FOLFOXE (23641) 944 30.35 8 (21.7-NE)
0.9 EERE (24361) 14861 15158 (13.7-17.7)
FERIHR0.49 (95%Cl : 0.375-0.632) * : ERllog-ranki&E. K Elp<0.0001°
0.8-
0.7-
0.6-
==
7 05
B
0.4-
0.3-
0.2-
0.1-
oo — EC+FOLFOX®  — sifgas
) 6 12 18 24 30 36 42
at risk# HARE (B)
ECH+FOLFOXE% 236 216 182 121 48 17 2 0
XfEREE 243 202 147 64 27 9 0 0

NE=not estimable

¥ BRMERFOECOG PSI0. 1] bl CREIN G 7 F5/BRIN/ Z DAt D] (CTHEE L. CoxtbBlNT— REFILZRVTHEE

T 1 95%CIIF —ERHZEIRDBrookmeyer and Crowley/EZRWTEE

§  BRWEEFDECOG PSI[0. 1], thls CREN 3535 /R / ZDhDHhiE] ([ THEEE L, ORRRUPFSOBRICE DV TRE LIz FAIGEK
#0.012C. BRllog-rank#&E =R\ T
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