% k202549 HELET (554 BAEEBERTIRES
* 20254E7 HELET (38310 -
Bk s KRB ABEEE S
HERHAR - 34 LY AE CIEEIE TSR
TABE D smmzn 200mg/SmL INK]
FADBE D mmwzn 19/ 25mL INK]
Gemcitabine I.V. Infusion 200mg/5mL - 1g/25mL NK ]
200mg/5mL 1g/25mL
[IE S IS E Ve S5 AREE | 22700AMX00866 | 22700AMX00867
) EEESOLFEICLYVET A L AR5ERE 201648 7 20164E-8 H
. f;‘ﬁﬂ%ﬁﬁliﬁﬁ AR
1.1 FEDOHRE L, BE2EFICTIHICTE 2EERRICHL — - TR R T——
) L - S . PSR AR RE 8 A A A AN R ) G X
N X5 D ¥ EBI (S ES . :
. 1784 7V 5mL 1784 7V 25mL
TBIE, £7-. BEBMACKT L, BERIZZORKC s R | by o R
ARV EREETSPHBAL. AEZHETHIHSEETS BRI 228mg 1140mg
& (FhyyErELT | (FaysErrLT
1.2 1 @i%5 % 30 AHEEERETICLWITH>Z & SED 200mg) 1000mg)
FRAREBRICH VT, B2EU EH S WL 1 EDOSFEE 60 I pH FAEH] pH FHEA  EE
SLUED T TITS &, BIfEADP AL BIPHEShTY 3.2 BIF|I DML
%o _ Wy, | 7Y S E Y | 7 LY 5 A
1.3 2.2, [9.B5ENEE2HETIEEICETIIE] st 200mg/5mL [NK | 1g/25mlL [NK
NEZZBL CERBEORERICHIEET S &, PR At~ (0 VS I O TS
1.4 SELBRNEOH2BHICERELEVI L, B ol 2028
MHEAERFERFTHY . BEEXTHMZFO, EE LI W1 CER AR B 1)

1t 2F[EEMED H D, BREMHICERLE-EZEA5N D
REFHIHRESNTVS, [2.1. 2.4, 11.1.1 SH]

5 SR ES X R EE TS T, »OBRKERDH 2HE
MR IS EENH DBRECERELEVIE, B
BHMRICERLAZEZBZONBRTHIHEE SN TW
%, [2.2. 11.1.2 3H]

6 MEREBERA T HFT AWBANORKERELEE DR
BOtRILET 22 &, SHEDBREFRRICEVNT. FE L
BADREBHHEHEEEEDOGRAICEY ., EELBER.
BRI RERL, FETICE > HFIFHREShTWVS, [2.3.
10.1 SE&]

7 HBEICE LU TIRERKRERE T2 TR L. 8EEICERKR
E (MAFRE. FFREERE. BRERES) 2. %
fo. TEINICHE X BIREZ 21TV, BEPRDOS N5
AICIBBEYERBEITO EEHIC. BEHMREOTRICOV
THEEICKRFTAIE, 8.2, 9.2, 9.3.1, 11.1.9,
11.1.10. 11.1.12 B8]

—_

—_

—_

2. B2 (ROBFCEFBELEVIE)

2.1 BELEHINH OS2 EE VERIHSHEL . 3am
ERBIEND D] [1.4, 2.4, 11.1.1 BH]

2.2 WP EA X B ETHL T, 2oBRIERD H % HE
PER 2 I FRAHEIE D b 5 B DERAEE L, iy &
B ENHDH] 1.5, 11.1.2 BH]

2.3 HER~O B AR 2 AT L T 2 (1.6, 10.1 &
]

2.4 FREBIGEL G LTV A BE RGESME L, B
BERDIENDHDH] 1.4 2.1, 11.1.1 ]

2.5 KRENIO KA UEE 2 BHEOEOBEIR O H 5 B

2.6 IE IR LTV A I EEED & 5 (9.5 S ]

4. EERIIHHR
FE/ Rl BERE. ARETE. IR ERE. FRARIIHER
FUE, PAEEFRISBEEL ZEE. BRUZEHAMOE
MY 2 NE

5. MEERBHRICEET 5EE
(REEFE. REEERER

*% 5.1 ARA DM RAFBIE T BT B AR O a3z L T

VR,
(FMARER (3 BILE)

w3k 5.2 K| DOMHT -2 FEWRIEN B 5 G NIETR OVFe 13

LTwWiavy,

(DAL ERR ICHEEL -IERE)

5.3 AF OG- 2179 Yrer &, A & & TR AT %
DEEBI G & LSRN0 2 Bt 2 B L CARHILL
SR HRE R HE AT L7z BT AR OG- 26T 2 2
Eo

6. RERUVAE

(B, RRERE. RERLRE. PALEEARICHEEL Z0EE,
BENIGHARMOEMN >/ E)
WE L RN AT 4 ey e LT A 1000mg/m? & 30 45
2T RERHE L a1 Pl 2 3 e L, 4 8B REES
o INZE1I—AL L THRGEHYET . 2B EEDIRE
WX D EEEET o

(GE/NHRafmE)
HWE, BAZIEr A2 2 ey e LT 1 1000mg/m? % 30 47
2T RERHE L 1 Pl 2 3 e L, 4 8 B3 REES
o INE1I—RELTHGZHEVERS VATTF L
BT 2%mEIE. Yo7 ¥ e LT 1250mg/m? % 30
SV TR Ly ol 1 ARG % 2 Mt L, 3 9 B IR
Z1a—AL$LHIELTEDL, B EFOREIZL ) HEE
HET 5o



7.1

(FMTEER (I B RILE)

L BRAIZIETrT ATy ey E LTI 1250mg/m? & 30 47
2T CRUEEHE L o LG 2 2 e U, 38 B3 ARIE§
o INZE 1 a—RAELTHTGEZHENES 2B EHDOINE
XD EEEET 5.

7. BERUVHAEICEHET 2

(PREE LR E)

(17 FRIREGE | OHONE &+ 2B L7z B THeb- 7
IR 5 &, [17.1.5 2]

(FMAEER (B FILE)

7.2 KH LT B MOPUEEEE AN [17. FREGE ] OHD
WEZHHAL . AR OFEMIER etz o2 8g L7z b
T, #IRT B &, [17.1.6, 17.1.7 2]

8. EELEFNEE

(hEEE)

8.1 JEE O S 2 R FiwZ o MBS IREOHEITIRED &
N a3 g 2k U o @) 2 iGsakic i B2 5 2
&

2 EREENE]. MEMMASOEE LIRS RIS ZEDH
D, &EEICHRGHRBBE LI ENHDLDOT, HHITHEL
TR EERRER % 4 (2852 L. AN ER R M (i a2 19
. BEREREmR . BREERAES) . Fo. S X
WA EIT) 2L [1.7. 8.2.1, 8.2.2, 8.3, 9.1.1.
9.1.2, 9.2, 9.3.1, 11.1.1, 11.1.2, 11.1.9, 11.1.10.
11.1.12 =]

2.1 BEEIH

RHNOFx 52 B 72 - Tl FIEREOE I/ MIEL O Z B 155
B L., %5940 o\ ImEEDY 2000/ 1 L AR 33 MR A
77/ uL Kl THIUX, FHIFEEDSNE T 5 F TG & L
5Tl T2 ENABICE D L BRI T LT B
Tl BHIHIDBR HSDNDEZENHLDT, TNHDHE
HTIIHGEEEERE L. BRREEIC RTS8,
AF %5 1 ] 3 MGG L 22 A s B ILEREO O Bk o
RS X325 BAGT398 2~3 BRI H S b, HRIREIEH
HA 548 1 AMCTHEY 5. (8.2, 8.3, 9.1.1, 11.1.1 &
iy

2.2 HEMRREOMEMY

KRN DG 72> T, BRRGER (FRIIRRE,

OFHE) %o B L EiC i X St a 17 2 L.
F /o0 MEICIE U TR CT #Mets. BiRIMEESE5E (Pa02) .
filif S B IR R 35 5 I E 82 (A-aDOg2) . FiifkfkiE /) (DLco)
HEDMAEERITH) T L, [8.2, 9.1.2, 11.1.2 ]

8.3 KYYIE DS IIIME T ER T 5 2 L. [8.2, 8.2.1,
9.1.1. 11.1.1 ]

8.4 AFHEGHHIMERAADOENDLZ ENHLDT. 2D L) 7
FERAFEIL L 0\ & L AMERE S N5 FCL H B O @i 134T
brnwIHEETsI L,

(ORERE. BHU D NE)

8.5 PAEICRE ( [BEE OB O @ ARAKGRIE - By HEMET
Sk DHHFEANOFLEIAR L HET T A Y Y ¥ U IRRE
(RESE) |, BRI L OB B R HKGEIE - BIo/ MG &
OB OZL IR mEE S LAY Y Y IR

itk
(FF5E - HHEMEME) »o8E) | 35 23F5T 5 2 Lo

9.1.3 DHIEEDBFDH 2 EBE
UDRRENRALND T EDd b, [11.1.4 ]

2 BREEEERE

BIEHNRH 5 bR I b 2D b, [1.7. 8.2 ZH]

3 S RE

3.1 FFEEE (FFE&fg. TR, FFEZEE). 73 —IVKEED
BAEXREHOH5EE

e AL 2| &SRS DB 5D, [1.7, 8.2, 11.1.12
ZHH ]

A HTEREER T HE

A AFETRR R AR O BB G T LN D B YA ITIdE
FHERIZT T B A BT A L. BIWER (v A, T

e
F) BT, A CERMSRE . IRRIEE . HIREHE,

9.

9.
9.

JEFEMIBEE & 5 WA RIEE IR 5 58 s ShoTw

%o
4.2 BRI ARG R O 512 3 2 A2 B W TN
VT (Y F=4) 2 TR S 2 BEHEIZOWTHPT
5Tk, [15.2 2]
4.3 IR B Rk & B W ARFIF G- i [ OV Re# 2 5
%6 # HIIZ B\ Tl 2 2 K OB ) 2 i 12 o v
THPT 52 &, (9.5, 15.2 2]
9.5 1Eiw
Tl AR LTV 2 WTREED & 2 I 1355 L awnwZ &,
BWER (7 2, 7 F) THRTIER RO REIEER A

*9.

*9.

WHEESNTWDH, [2.6. 9.4.3 B]
9.6 R3LIF

BAAMT S, BWER (T v ) THITTP~ORAT
PEEE N TV 5,
9.7 MNRZ

NBEE TR E L ERRAERIZEN L T,
9.8 SHpE

HRIIHIEOREH OFEBIER L HEEIHG T2 80 B
HERE. RS O LRI T L TwD 2 B/, &

=
HESF 1=

WIILHEEEDERES 5 BT NA D Do

10. #HE/EH
10.1 FAEE BFALAVLI L)

RN 55 BEHOREIR - SE D W - falRie T
HEE R ss I o i R B T AR SR B SR T AH 1

JEE AR A B 02 B R
B 1[G AR B A R S o s R A R L AR
W23 5 & R~ R F & B SR
BRI BRI Gy / | TR I AT RE 0 S T
H %85 [)%& 6 8 5,

ft L CHEH L7 &
o, EERAE S, M
R AN T A
o 7B HBHE SN
TV 5o bR g
AL 2YA oK
Hll o> 7 5 (AL
ENTVWRWVDT, K
SRR R & T
T % i 5~ O TS AR
R ORI IX
BFHZ L,

[1.6. 2.3 2] %I (1000mg/m? H %

9. BENERE2HITIBEICHATIEE
9.1 ABHE - IEEZDH 5 8E
9.1.1 BHEMHONH2EE (EEFKRI)
[8.2, 8.2.1, 8.3, 11.1.1 &&]
9.1.2 EEMMRXIIMHRHEDBREEDH 2 8E

WEMEM R EOREELMHEEZREE T2 LD 5, [8.2,

8.2.2. 11.1.2 ]



10.2 REE BRAICEETS L)

1.2 ZOfDOEHER

A 4% BRSER - I | B - T 0% E [ 1~10%kil | 1%ki | SR
TR | WU R (5| 26 B S B < A 1 BUR, E | MUEAR T 5k
W) & IR O P9 | RE AP 112 O R L5 i B,
Yo, G & 7 BRI BTOMRE B L, A LIRS
D& GBS RTLY B (HI1C & B HOHLR R i ST
Db B ANEREMPEO 5N T L ETENPIN
AR R ST & BF |V ERIAF (ST
Lo A H# 0% 4% 5
TR s LT PR PR 75| PTEW Pk
o e R A | BREEMER
M TS | B8 P A5H0 3 & L T & b B BB % WD | | B W
TR BT Eh DD, HLTWh, eI N U
fRAHE A WEAIT. [BUN LA | 2R
B E e %iggg %Um%t\%m o
TNhuA RE N A AR e
11. BMEA ﬁj #Eﬁﬁfiﬁ‘ TR
KOBERED D52 &b 5 = L 5 2 DTy BEE 4124 - Eﬁj‘ﬁi E@;ﬁ@iﬂ% A%
LR DTO b ARG & kT 2 %k LY 4L R
2179 2 & T s
1.1 BALTER AT LR, LR A
11.1.1 S0 jgg  [LDH EF [HAEF. -
FIMERHA (72.6%. 7272 L 2000/ u L il O 1E 17.5%) AP B3 |GTP L5,
I ERIE A (69.2%. 7272 L. 1000/ u L KGO A 1% 32.1%) 7S RSl I
UMD (41.4%. 7275 L. 575/ uL RO 4.2%) % :
il [NEZBTE VA (66.5%, 7272 L. 8.0g/dL Aiiii D KT fﬁ;ﬁ$ﬁf§ i%n FEIR, LU
P13 13.1%) , RIEKID (52.6%)] %5iH 5 bND L Hd B A
Bo B EER CMERANRR L 72 & % 2 5 h 5 HiEC P e P
L BTECHIAHE SRTV 5, [14, 2.1, 2.4, 8.2, 8.2.1, w7 e |
8.3, 9.1.1 =] FERHEAT R
11.1.2 EEMRmE (1.0%) FEETERAL T (IR 25
BURPERY 2 0 5605 8 5\ L A EA B DN & 1213 VERT. ALH)
CAFNS X B E IR L AT 0 A Fia#E oMY 2 LE % [ KRR AR
75 2 o MEMEISISER L7z b % 2 51 R plasis e L
SNMTwb, [1.5, 2.2, 8.2, 8.2.2, 9.1.2 BlH] PTG B [REA PR (IR L K| A 7 or T
MA3 TFT15%5— (0.2%) B UV RS | RS F8 | YRR
PR, MEAF. SBEOERD S 5 b b 2 bbb, S RS, W10 I EERE &
11.1.4 DEFBE (0.2%) I o | s TR\ D, 52,
JE, RS R B, EIE,
[9.1.3 0] WD, S Wi, S
11.1.5 5 - M 0ARE GHEARD]) Z i, P IR
11.1.6 BiKEE (A D I SpRARAT Y
1.1.7 RESEB GFRERD) R Vs
11.1.8 RAPHBBERERE (ARDS) (5UEAH) i
11.1.9 BX& (HEAW) TY A
[1.7. 8.2, 11.1.10 ] Lk

11.1.10 JBIEREEERE (0.2%)
MMEA, eyve sy b5, 7 L7 F = k5, BUN LA,
LDH 5 % 4E 9 &l e NE 71 ¥ A5 o By NS REET
M E MO I MEAFRD &7z azid, 5 E2mkds 2 &,
A G IR & o TORUHHTD O BHTRED
B lbdH B [1.7. 8.2, 11.1.9 ]

A1 EEOEBEREE (HEARH)

k2 e Eh i (Toxic Epidermal Necrolysis:TEN) .
Bz 8 R ARAE B2 (Stevens—Johnson SEMEHE) . ALBE. KJE.
HKHEOEFEORFHEEDSH LbNLZ WD D,
11.1.12 FAEEEEE. |E GHERE)
AST. ALT. Al-P ® A0 HEE 7 ITHR R E
NLZENDHDH, [1.7. 8.2, 9.3.1 =]
11.1.13 BERE (FIEREREERIEZ &) HERH)
FIUE A, BE. HERE. EREESOERIFRO 5N
7oAz idx G e ik L, S REEIT) 2 &,

VEED S 5

1) BROERREE 1L BICB 2 58BHETH 5,

H2) EWNICBIFLARAE 820 & F v & DHIES ORR
BRI BT 30% L EOMETRO LN TW5,

1 3) EN O ARF A G- O BRI B\ TR & N7z EIEH
DFEBUHE & FH L 720

14, BRAEDZEE

14.1 EFIFARFOFE

1411 GEE2 S B LERICR > ThOHTLZ &,

14.1.2 WHEFE2 SHLY WL 727103 24 BERI DI 375 2 &,
INA TV O RAE RS E YIS S 2 &,

14.1.3 BIBIZEBEINE LB RIEBICAHTATE i
L B2 L 2 A D IS B OFK T L <P d 2
Eo

15. ZOMOEE

15.2 FEEEEREABRICE D 1B
BRFERBEO ) B, v 72 7+ —~#Millex A7z in
vitro BT 2ERE R BE N OV~ 7 A % 7z MERERIC B W»



T WI NS HHEOREREIHRE SN T D, [9.4.2, 9.4.3 &

&)

16. EYEYHE
16.1 MAEE
16.1.1 BEKE

PR RS 117 A2 % ¥ 1A 1000mg/m?2 % 30 45 72
CUTEERNE L, Mk o~ b5 7 (HPLC) 2 TR
ZALK (o s ey) oMEhgEEZEE Lz, 13— A
DG HIE S N REEOEWIE S A -5 (22
YoS— kA v NETFNVEMBIERITIC L D EH) 2T IOR

16.7 EYHEE(ERA
16.7.1 2LBBEICH T BN U 2X I EDHA

GHECER L 72 BERRER IS BV C U ERB A EE IS AT Y
Crbnr) sy xe)V a2 RS 1660) GHE% 1 a—2R&
LT, 1HBEIZF LAY % ¥ Y 1250mg/m? R U/S7 ) ¥ X+
175me/m? 5 L. 8 HHIZZ A ¥ ¥ ¥ 1250mg/m? % &
HYLZeo AV ENRTZ Y IS VEFRES LZ1H
HEO®TF ALY Ery e BMEES L2 8 HHICBU 27X AV
VY DOREAR DS EIRE NS * — & % LIFIRTD (BEEA
F—%),

L7V, INTG A—=% BT 5-(1 HH) B 5.8 H H)
—— TR T 3 P e 33500 = 18700 30300 10200
1T AZE kil (Crma)*? (ng/mL) (ng/mL)

42 1) 75 > A(CL) 85.6+17.8(L/hr/m?) AT

) =),
T v 85— b X ¥ h OSTERE(VI) 8.80+7 49(L/m?) = it 19100 £ 9300 16900 = 4670
FHET 25— N A ¥ N OATERE(V2) 6.95+2 26(L/m?) (AUCo-w)2 (ng - hr/mL) (ng - hr/mL)
Y= FAYRESHEZ )T T AQ)] 22.3+11.1(L/hr/m?) iz ) 75> A 76.4+27.3 78.7%19.9
a HIOW S -t 20) 3.1:+2.0(min) ___Ch (L/hr/m?) (L/hr/m?)
B AW (t125) 18.9+ 4. 0(min) EWIREEIC B 55 17.4+9 .44 15.9+10.1
I G RO 21865 + 4165(ng/mL R (L/m) (L/m)
PRI o) = 4165(ng/mL) e 0.276+0.0531 0.318=0.103
L3 B TR (AU Co-o) 12100 £ 2227(ng - hr/mL) WA ) () o)
16.1.2 Population Pharmacokinetics f&#f Iy + R g

JE NN B S B 45 I A A vy ¥ 1 [ 800 ~
1250mg/m2E D % | 30 43 M 20 T REEE L KA R O Z
DT NVEREY (2-FA4Fv-22-V7vFury Y
vdFdU) ol % HPLC I L VilE L, o s ¥
COREYEREIS T EE R (M- Rk L) oy

population pharmacokinetics f##T12 & O #&E L 72,
ZORERG O NI REAUROSERFIRE/ ST A — & % LUF IR

S
1) RF ORI B 2 RE S 1 HE X
1000mg/m? T 5 o
NG A—% BEAE F I ME O 72 il

427 1) 77 >~ A(CL) 187L/hr
HLla o= b X 2 N O ARER(V) 17.1L
TR T 28— N AV N OSBRIV 26.8L
TN=F AV NG )T TV AQ)
(B1%) 97 .5L/hr
(ZCT%) 33.2L/hr
I (t12)
(B1%) 15~27min
() 36~44min

11 2) 58 % 1250mg/m? (Z3EHEAL L 721

17. ERERRRIR

17.1 B3R UORLMHICEE T 2 56k

GE/ R

17.1.1 ERZEE I HEEEE (GHER A RUEER B)
TR EE s B GAC X B I NI DAL S B R
RN 2 PRI 45 1T AHRER 2 3Bk (GRER A LUV B) 1281
LB COREER RO 5N D5 T TOMMIZLLT
DEBYTHo7z,

WD S A T
st | ey | 2R B m
% st )
A 73 (2(1590) 3 [il(1~9 [i)
B 67 e&% 4 71(2~8 [Al)
I = 33 -
&t 140 o

MAE 7 ) 75 > ZFIEFIIRE D o 720 REALIRDW L0
HIEBEML Y L LETE o728 i d 1 ERE LI &R
PCTH ) BLEOEFIERICHETIIRWEEZEZ BN,
% 3. 1000mg/m? $%5- 5 0 I 4% i i R T RS (AUCo-)
\ZifEE 2 ) 75 A (CL) A6, 5347.6ng - hr/mL - m? & &
HEnza9,
16.3 2%
In vitro\2 BT 5% & MR ERAFBAEFIZN 10%TH - 729,
16.5 Bttt
HLECHERE L 72 BRI RER I BV T TR R 5 B2 MC-
LYy ¥ CEEE 1000mg/m? & ST L 72 %I1c, 7 H R
L7 IR - A5 92~98% D IGHE M N S iz Z D
35 99%LL LRI EN /2D T, FAay ¥y ¥ roEiE
R ERAE IR & STz IRPFE RS 13 R 2L O s 4%
&7 T VIR O REHEEORIZE L WZ E L) e b
FERRFWIET TR EEZ SN IRPRELRE 33
550 10%FiM T - 720 (FHEATF— %),

W) ZoWa. TH5-BH 50% D O IEEHiE/ NI H)E | &g
VIR AL S % 2 72 2 L D & 2 IR/ NIRRT R 112 B 5
HRPEIC OB TR SN TB S T RIE T HRE T
16 BlOMFHZ B TIE, BRBIIBRD SN Lo 72,
HERA RO BIZBWTHOLNEWEHIIUTO LB TH
D f:o

7L — R 3L EOF 4 B ERE L. HImERER A
10.0% (14/140 B) . WP ERFGH A 28.3% (39/138 ) . ~E
7y A 17.1% (24/140 B1) . M/ INEGR A 2.9% (4/140
Bl) THotzo T2 7L —F 3L EOELBMEMEIER
X, ERCRIR5.0% (7/140 B1) . Eols - WG 2.9% (4/140 B1)
JETIE5.0% (7/140 Bl) Td - 72348,

(H&7E)
17.1.2 EAE | BB

FIRNCBU 27 528 2 B 512 X 5 B8 O L3R 1)
EREFBN RT3 285 THIRER (LXV 20861 a—2A0HHE 1
] 7 B GE) 2B WT, I S A O = K O
Karnofsky Performance Status (KPS) # #&& 1257l 2 %



PRIBFIRDH % TG 24T o 7 B ERRIA RI2 BT 5
SR R TOARERIL 28.6% (2/761) TH-729,

F AR T 1 2 205 CRAEICHEOED S
HVEBEZIIBWTIEE 2 a— ALK TORG BT E L
TV 1 = ADOKRTHERZ R IEIUSHET L7z 4 1% B
T HIEBITABED BISRANBATT 5 2 AT E T2,
RIS B 2 EWER (BRI MR E AR % &) 1 11 41
11§ (100.0%) (2386 SN 720 T MR E R 25 8)
. EIERA 90.9% (10711 41) . BfFHEkisA 72.7% (8/11
B, NEravrEd, y-GTP EH. 7V H ) T+ AT 7
¥ —¥ LA ZENZIN63.6% (7/11 61). /M4, ALT
A, AST ERE P ZFnZNn54.5% (6/11 61). CRP L&,
LDH FHSF N2 45.5% (5/1161) THotze Tz, £
EAEEIERIZ, B - M8 90.9% (10/11 #1) . ERARIR
72.7% (8/11 1) T - 7210,

17.1.3 #5865 || }EEBR. BHHEE 11 AEE5R

MENZ BT B 7 L & v Bl 512 X 4 g o 5-FU %)
B x5 % 45 11 A1 aBR B O b8 700 G 0 LS ) 3 2 468
HIABRIC BT (WINbE 1 a— A0 A 1 mixE 78
WG )) | FRA R BT OFEIRARANRIH I BT AR
OHEFHEIZTREROEBY TH o 721012,

SEIRARA
| VRS EGNIN | 6 At |90 HE | 1R
R St | b | gk | gk | gk
iﬂ%‘ii”)
% 11 H .
B (2177/%?) 385 70| 31% 15% 4%
(n=63)
4 111 .
e | 280 I oA 6% 24% 18%
A (15/63)
(n=63)

1E2) W COSRERFEMANE (Clinical Benefit Response) (. &
I $E A O fli il . Karnofsky Performance Status (KPS)
W O E % 4 & 12 FHIE 9 2 5Pl 5 CTh %o
MHENC BT 27 L2 % ¥ v Bl 5102 X 2 b miG &
B %85 T HRBICBWTTr AV Sy E VB (51 a— 2R
DHMA 1 R 7 BEFG5E9) (2780 6 N7z EIERIE LT
DEBNYTH-o72,
BIER (MR MR EE B~ &T) (X 63 17 63 %1 (100.0%)
RO Bz, ERFFIIAMIKA (44 F1). ALT L7 (44
%) AST b5 (44 61) TH-72
TABEELEERS L LTA v 7 Vv Y HRER (106)), %
THMEFIE (26 6) . utFE (1F). FE (76) 25805
213,
W 3) AR OBERE BT 2RBHL - A=, YAy
C 1[0 1000mg/m? 38 1 ¥ 5-% 3 e L. 4 8 H 2R
Th, TNk 1a—AL LTHSGEHED KT,
(EERE)
17.1.4 ERNE I 1R
TAY Yy M5 L B RErET LIRS A3 4 H
TEHE DAL RGNS 3 % 5 AR IS B W T, #
B COZRNHRED T OAEFHMIILL TO L BY Th-o 7219,

(R R E)
17.1.5 B5HEE 11| 4E5AER

HVLE THESE & N2 /AT LR R & A 5 BRI R
DAL F TGS (Stage IV) ISR LT KAy &
VATTF v EORES (GCEE4BEBE 1 a—- AL L
T, X2¥ % ¥ 1000mg/m2% 1 HH., 8 HHKU 15 HH
12, VAT S F 2 T0mg/m? % 2 HHIZHS) # M-VAC &%
(ANFLEFY—TF, BV TIRF UREE, FXULrES &
WSRO AT F VD) L L 725 T AHRER IS
BT, GC #E203 %, M-VAC #: 202 512581 b 415 S, 15
LNTFERIZUTOLE B TH o720,

GCB | M-VAC B | HRO5%CD | pfii
A ) .
e | 12878 | 1485 A |L00.8140| 0.55¢
o N
<0 T4xH | T6#H |1.0208129 0849
A R il
e | 49.4% 45.7% B
IOV 01 /164 1) | (69/151 ) 0.51%

1£5) log-rank #5E

6) A 2 FekE

I FLVI U (FLAY I EY AT TF U O
5) 2RO NEEHIRUTOEBY Th - 72

BIER (ERRMEMEEZE % &) 1 203 Bd 191 41
(94.1%) \ZRBH BNz, EREEHIEANEZ TV ED (188
B, HIMERE A (184 B) . WFhERER A (176 ) Tah -
7oo EEZEIVERIZ, £ 38 B (18.7%). /MK E 32
B (15.8%) fU5s# 22 ] (10.8%) % Tdh - 72, [7.1 BI]

(FIHFBER IZBHILE)
17.1.6 #5586 11 1B [JHQG 5Ek]

HVECHEHE S MR RIS T v T A 7)) R PR
PERESSIE & 32 5 S NV BRARE RT3 ki 3L
ERRENCAS LTIV L7 ) 7 R EDOHEKS (GT
B3 HE 1 a—AL LT, 1HHIZZF A Y% ¥ 1250mg/m?
T U827 1) % F k)b 175mg/m? #8%5- L. 8 HHIZZ AV 4 ¥
v 1250mg/m? % 4%45-) &/57 1) ¥ X v EMmRS (T #:3:8
#1a—2&LT, 1HBIZ/SZ ) ¥ 4L 175mg/m? % %
5) CHEB LR ERL 720 ZORRIIUTOL
BYTHo7210,
ET) BRI T > N T4 20 2 R PUEE R o I A
THD 1 LD A OALEEFRERINC & D87 - 3 eis
BOFMARELIIHRABEZDIIREZE G INL T

% o
GT B T # HR(95%CD) | pf
HEAT #8) i8) 0.817 :9)
gy | 18:6 7 AEY 1580 HiES | o T 0.0489
R 0.74
B4 | 5.3 n HEY | 3.4 JEY ' 0.0008%9
(0.62-0.88)
J1H)
e | 41.4% 26.2% FRROAEE0:15.1%
S
(110/266) (69/263) (95%C1L.7.1-23.2)

git%ﬁ %i‘i)'ﬂ&:/; 9 ékﬁ,ﬁﬂ FEﬁ 1 i]:
- (G150 B |
17.5%(7/40)
% 1L A gi@w 1/23(FLEREHE 0/0, [
(ii’g) o4 1/18. IFOMIEHs 05y | (67 | 25.0%
S5 6/17(FLIFHRE 3/6.
fHZE)E 2/4. FFYMIBENE 1/7)

TE4) WG R EIE 8 AL Rk R A v 2R 12 e -
T*UE L7

1 8) HLfiE

£ 9) log-rank #5E

i 10) GT BE-T #f

ARREED 7 L 7 € BB S EIVER (BR824 22 8
wEte) 13262 6 256 B (97.7%) \ZFBo 57z, EREIE
FIEBERE (231 61), =2—usNF— (16741), NEZ/BE
YA (158 1) Td o 7zo I 72 BIVEAN LSBT BRI
iE 8 B (3.1%) . WFHEREHRA 6 ] (2.3%). NEZ T E Vi
AL BEAB (1.5%) FThot, [7.2 B



17.1.7 EBRERESZE I #5888 (KEYNOTE-355 iRER)

- TR IS 5 &Y TEORTEHED 22 WiER - I
BT AT D BV E v AR 5D HER2 B4 o L8 B
H 84T B (HARNST BlE &) ZRFIZ, RaT70) A<T
200mg3 F W a5 +b#Ed: (rFav sy [3#H%E 13
— 2L L, YAy %Y 1000mg/m2 % & a—AD 1 HH, 8
HEICHS] RUH VKRS FF >, /371 ¥ 1)L nab-
N2 ) F E X)) OFFHFREEE LD OGN K N EED, 7T
YR HLEEE: (FAY YR NETSTT o, o)
FLNIEnab—X7 1) ¥ F L) OFEFEFETS 2 e L
T EEMGEREB ORI Sz, WL L S A Ty R
VETTF v, 2821) % FEULiEnab—527 ) ¥ F v,
FHBEMASEE T L EIR L 720 2 B EREH TR EAEITA
RO BN YA R BHEAT 2 R TIER SRR S N WEO
IRBYIZZE L TV 2 B3 T R 0] AR o {5 EF Al © B AT
MWADSENLEFTRATOY) AT TOHKG 2k 52 &8
e L X BEEHIIE H (AR (PFS) R OV4e
HEAEHIR (0S) & &N, a7l v 7HLEE O H#E
F3 7 T v R HLE L O R R & ik L <. PD-L1 Btk
(CPSEW=10) o#E# 32361 (HAAN 28 Bz &) 12B\T
PFS #HFHICILE L7z (£1 KU1 17,

PD-L1 B (CPS=10) DA THY) AT +75 LI F Vv
ROHNVKRT FF 2 BB G SN BE 2B 5 el
Hrek gl 125 Bl 122 1 (97.6%) (HAA 14 Bt 14 61% &
&) \ZEIER 2SR Sz, EREIER (20%LL 1) 13, £l
75 61 (60.0%) . L 64 B (51.2%) . &F o ERIEAE 63 Bl
(50.4%) \ BFHPEREEA 44 B (35.2%) . 957 42 B (33.6%)
MR D 41 51 (32.8%) « II/IMBGEEE 40 61 (32.0%)
F I ER R A 35 1 (28.0%) . ALT #4701 35 %1 (28.0%).
M 30 51 (24.0%) . HIEREL A 30 Bl (24.0%) F O AST #§
27 % (21.6%) Td o720 [7.2 BH]

7 11) PD-L1 2581 L -/ se (BB, ~2 07 7 — VRO

1) 2 RER) B ARSI TR L. 100 % 9 7o

#1) ARG (KEYNOTE-355 5tEr)

[PD-L1 Bk (CPS=10) »##]

~NAT7TaY R
<7 A& N
200mg Q3W | +{LEEEEEEL
+bEpEE 1) (103 1)
(220 1)
PFS* LAt H ] 9.7 5.6
(95%IEHEIX ) | (7.6, 11.3) (5.3,7.5)
A= RIEF 0.65
(95%IEHEIX ) | (0.49, 0.86) -
P1ES 0.0012

TRECIST #'14 K94 > 1.1 MUZ#ED < BT Az A e 52
FUER Cox HBINYF— FEFNIZL BT I RHLFEREL D

By

§: a7 g v o MGE
Q3W:3 i il g -

H12) RATTY) A7 200mg Q3W (£ a—20 1 HHIZHkS)

E LT o kg (S ERIAERE T8 138 2 L

72 [A#] 1000mg/m? KX "7 VK75 F >~ AUC 2mg -

min/mL % (1 2—2 21 HE., &32—AD 1, §HH

ZH5) . 82 ) & 4L 90mg/m? (1 a2—A 28 HiE. %

=AM 1, 8 15 HHIZ#E) it nab—+¥27 ) ¥ ¥t

100mg/m? (1 I—Z 28 HH., £a—AD 1, 8, 15 HHIZ

510
75 RQIW (Fa—2AD 1 HHICHKS) LUTofbs

1 13)

PP (HYEMSERE T IEIR) 2HH L7z (R
1000mg/m? K O° 7 VAR 75 F » AUC 2mg + min/mL #H24
B (1a—A21 HM. £a—20 1, SHHIHES), /57
% &+l 90mg/m? (1 23— A 28 HI#, £a—AD 1, 8,

15 H BI2#S) it nab-327 1) ¥ ¥+ )L 100mg/m? (1 =
— 228 A, £a—2» 1, 8, 15 A HIcH#5) 1.

100
90 RLTTVZ7T200mg QIWHLEEREE
80 ——— TR+ (L
270
3 60
= 50
H
$4O
&30
20
104
0
0O 3 6 9 12 15 18 21 24 27 30 33 36
at risk% BN (A]
RATTYZ27200mg
220 173 122 96 63 52 44 37 25 12 5 0 O
Q3W + (L35
TR+ kg 103 80 41 30 18 15 12 8 8 7 3 1 0

1) PFS @ Kaplan-Meier Hiff (KEYNOTE-355 5tl#)
[PD-L1 B (CPS=10) &3]

18. EEzhEIE
18.1 1EA#F

FayEy Yy (dFAC) MR TREF S CFEERO X 7 L
T F FTHH) VLY (dFACDP) K O°=1) ¥ ERibY
(dFACTP) k70 ®, T 5728 DNA A % BB K OB
BIIZRHES 2 2 22 X 0 BB e 2R 9719 M2,
dFACTP 74 * 3 ¥ F T =1 v (dCTP) L84 L%
HHWDNA K1) A5 —FI2L V) DNA SIZHUD A T 7z,
MIRAIE (TR =2 RA) 2iF5T 59, F72, dFACDP 12V
RXZVLAFRLE 25 —BRHETLI L2202 H
JP D dCTP i 2 KT &8 5 728, FE#HIZ DNA &l
TR E N B

18.2 HUEBHR

_6_

Fayy Yy (dFAO) . i NMlEER BT I Lo L T
A 1k e N EIEESHIL. I NI okk 4 2~ AR e
N ORESAA T L TR 2R L2530 Z ek
B ) O RKAE D) T o - 722020, dFAC 13, SRR v -
JEBE TV E VR IC BT h, FUEMIE (H-31. H-71)
K OB 4 7 FEBSHIIECx L C AT ¥ a2 — VIRFERY I
JERBE RN % 7% L 72293030

Tabb, 3~4 HIZ 1 W52 L) IEEStE TEN-PE
PR AN LDICH LT, 1 H 1 HoFS 128\ TiddHE!E:
2558 S PUESE R R IIRD SN o7z TORMERAE e ME
BEETNMZBW T SEROTUERNIRIEZETH B Z L8
moNTWA e MM (H-74 % 0° CPH SCLC54B) 123
B H SN2, T2, b NEREME (MIA PaCa-2
K O PANC-1) %), e MH#EHFEMIE (TGBC2TKB K& O
HuCCT1) 30 K OFe bIRE E R MM (639-V. BFTC-909.
RT-4.RT-112) 37125\ T b BESHE TGN 425580 & 7z,

19. AR DICEEY 2R

— WL AFR - LYy E IR
(Gemcitabine Hydrochloride)
(+) —2-Deoxy-2'2'-difluorocytidine
monohydrochloride
53 F3 0 CoHnFaN3O4 - HCI
Fa o 299.66
bR

NH:2

b4

NZ]
O)\N
O

- HCI

HOH:C

H F
H

OH F
PR HEOBERTH S,
KIZRRBEITRT LAY ) — VIZEITFIZCL ., =%
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(F LY BE D =iEREE 200mg/5mL [NK])
DA Ve

(Lo BE D RiEEETH 1g/25mL [NK])
1N 7w
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