s % 20254E9 1 5T (4560)0)
% 2025477 H 2T (4550)

RBHETEREREEEA
TLYE RRIE R ERNER
Bl - G EERERY

5 LI EEREA200mg (915
SLIIEEmERg [9n9)

Bp R I
FREA - 34

BFEEmaI EES
874224

FAYEE YV ERRE | 7LV 8 aERE
JH200mgl % 7 % | Wlgl 5% %]
AREES | 30700AMX00113 | 30700AMX00114
BRFeRAtA 20104E5 H

Gemcitabine for L.V. infusion 200mg “TAKATA”

F)FE-EMFORTEICLUERTE_L

Gemcitabine for L.V. infusion 1g “TAKATA”

1. BE

1.1 AFDORE (L. BRI HOMGTE 2EERZICHENT,
PAZEEICH D LHGE - BREFOEMDS & T, £
DFREFBEY EHMINBERNICOODTDAERT D &,
T/ RERRICELS. BEIEZORKICEMIERVE
RiEE+AHBAL, AREET,rHERE5TEE,

1.2 B1E%E% 30 AMEFEEREICLUITO 2 &, SEDER
KRARICHEWT, B2 EH SV 1 BDO=FEE 60 9LL
EHPUITITSE. BHERPHERL BIPHRESh TV 3,

1.3 2. 22|, [9.¥ENEE2ETIEREICHTZIE] OF
ESBUCECBREOERICHHPEETS &

1.4 SELBHNHOH 2BEICEIBELEVW &, SEEME
TAERFERFTHY) ., BEEIZHMEHFV, EBELTS
TEEM N H D, BHEINHICERL/-EZEZS5NBETHD
WESN TV, [2.1. 2.4, 11.1.1 BH]

1.5 s X §EETHS » T, POBEKRERDS 3R
MR BHEEOHZBEEICEIB/ELEV E, BEY
HRICERLAEZZASNBRTHIrHRESN TV S,
[2.2. 11.1.2 BHE]

1.6 WMEHREBIER % 15 T 2 WER AN O EHEEE & OB
AIzET 22 &, SEOBRKRRERICEV T, FF EBEAD
RENMSHEEEEOBRAICEY ., EELEERX. MELY
L, ACICESFFIPHEIN TS, [2.3. 10.1 &
]

1.7 BE5ICE L TIREBRERE T2 ICEE L. ERICEREE
(MFFHRE. FFeeiRE. BHRERES) 2. £/ F
HIE ISR X BHREZE 1TV, BESEHSNEEBEAICIE
BYIEMEEITO EEHIC. BEBEDARICOVWTHEEIC
BB EL[8.20 9.2, 9.3.1. 11.1.9, 11.1.10 .
11.1.12 B8]

3.2 HHDOHK
(RSN HEOHKREEGEREDOTH S,
#°3
oH* Ty sy 16mg Mt/ mL (AR
#9°3
7YY E Y 40mg MR/ mL (IR )
L %2
BLEIEIL® | ey s 5 16mg MR /mL (EFRACKEN)
(ﬁifﬂﬁiﬁ(ﬁ P
X 2 1) 13
FAYE Yy A0mg MY/ mL (R AER)

2. B2 (ROBHEIZEIBELEWVI &)

2.1 WELREHINHOS 5 EE ERHIHsHE L, Sumn & s
LI EDNH D14, 2.4, 11.1.1 BHE]

2.2 MR HAHL X BB CHL T, OBKRIERD D 5 HE M
Jili S BARAEAE D & 5 B EIRAHEE || sy & 72 %
ZENHBH.][1.5, 11.1.2 HHE]

2.3 A~ RE L% HifT L v 5 BB [1.6. 10.1 BH]

2.4 EIERGEX APFL TV A EE DRIWEHIHIE L | Hany &
HhHZENHDH] 1.4, 2.1, 11.1.1 2H]

2.5 BHIOFA 5 UEE 2 SBUEOBER O H 5 HH

2.6 MR URIFIR LTV AT REE D & 5 (9.5 2]

3. HARK - R
3.1 #rk
Biris, TFAYE Y EEEER | A Yy ey e
- 200mg [% % % | g [%74%]
S S Ve i Ve S S Ve e
HS AP /;72; VIRIRIE PN /341(’_) >R
1A 7L . ceomg L osumg
i (ravyvrrelLT (rFravrvrkLT
200mg) 1000mg)
o D-¥>=F—)V 1000mg
D-¥>= k=) 200mg N
. SEKFERR S R A HORHERR B A
I 125mg 62.5mg
g . - e 1 e
LSATN | D05 w7 3k o5mg |0 TS F
i N 125mg
Rk Varh i
7 e[

* DALY Y Y Y 16mg MM E/mL (EBATER) T sk
A7 SR L 72358 % 100mL [SAH L 720 ps (Fas s
Y > 1600mg #H 24 /100mL AP £ i)

T NY Yy A0me MY E/mL CGEFRA) - - RSB
DI R (A 8 ¥ Y 200me FH2Y4 & /5mL AR P AR
MAFT Ay 5 ¥ 1g ME/25mL A B AR R)

4. ZHEERIIZHR
OF I\ ol
O
OREiEfE
OFREE_E R
OFMAREX (I BRIE
ON ALFREERICHEEL 0P8R
OFRXIIHREDOZME) > NE

5. FMEERXIIZIRICEHET 5ER
(BEERE. PRI LR

*%5.1 AR OMLMHBIFE BT 2 HIE N CLEMEFHEL L T2

(AT

(FMAREX IFBSRILE)

*%5.2 RAIOMHT - AEIEMFEI B 5 AR L ETE M L

T,

(D ALEEER (B L -0 8E)

5.3 RHOFG 247 ) e l2id, A& 2 & L LAREfT o
FEBIZ AR L L. FABRNI T 2 2 8 L CRAILIAL
DEWECHEICHRE L2 LT AH OG- 2Ry 52 Lo

6. AERUAE

(e, BEEE. RBREERE. PALEEERICEEL-NEE. B
FERIIHREOEM o/ E)
L BACIE A Y 2 Y8 LT A 1000me/m? % 30 43T
CHWEE L. H1 G % 3R L. 4 HEE®RIET L, 2
NE1I—AL LTHSGEREYET, 2B, BHEOIREIZL D #E
HigET %,

GE/ B ffiE)
JE L ACIZ LAY 2 ¥ 8 LT A 1000me/m? % 30 5570 F
CHEHE L. B 1 %G % 3R L. 4 kT L, 2
Nae 1 a3—RELLTHGFEHEVERT, PATIF VLT3
W, F A Yy YL LT A 1250me/m? % 30 43 AT C
FHEL. B 1S % 2 8mE L., SHEHEIIKREZ 1 -7
HTEHTED, B, BEOREICL ) EERET S,

(FMABER IBRIE)
WELRNIZIE T A ¥ e L1 [ 1250mg/m? % 30 7520
COWEE L. H1 %G % 2 s L. SHEEEKREST L, =
NE1I—AL LTHSEREYET, 2B, BHOREIZL D #E
HigET %,



7. BERUVHEICEHET R

(PREE L R 3E)

7.1 T17. 0GR OHOWE 2z +o0 IS8 L 72 BTGk 2
W52 &, [17.1.5 ]

(FMTEER (BRI

7.2 AHE PR 2 WO PUEEREE N 17, BRG] OHEONW
BB L. RO et % +o0 1B L7z BT
RSB &, [17.1.6, 17.1.7 ]

8. EELREANER
(hEELLE)
8.1 JEH O S A td k. FmE MBS, JREDOMEITHIED S5
7oA 3P G2 Ak L o) il ic i ) B 6 2 &,
8.2 BHLINH, BEMMASOEE ZAMERIRI LI EDDH Y,
L ERICHG R E AL H LT, HHICELCIE
FERAEIR % 0 (g U, BRI (M se e, i
BREREMAT, BOERREMAESE) &L 7o, EMBICINEE X At a
7592 %, [1.7. 8.2.1. 8.2.2, 8.3. 9.1.1. 9.1.2. 9.2,
1. 11.1.1. 11.1.2, 11.1.9, 11.1.10, 11.1.12 =]
BEEIH
KEN DG 72> Td, FIMERER I/ MR o Z 812+
SYRRE LG4 0 o FHIEREAT 2000/ 1 L A S f /N EL
WTT/ uL K CH UL, HHETE IR T 2 F TG AT
Wdaz b, 72, BHGHEICLY ., BEEESKT LTV
HETIEL, B RS 5 DNDLZEDBHLDT, Th
5OBE TSR EZEENE L, BRI R
LIl AF %A I3 EERRS LA, Bk RY
U ER B D AR 135 5-BIAG 39759 2~3 M 12 H & b,
RAESRBH 254 1 B <lEES 5, [8.2. 8.3, 9.1.1.
11.1.1 &H’]
8.2.2 MHEMMRZFEDOMEBM
RFNOBG 2B 72> T, BERER (PUIREE, B K U588,
HOFHE) B BIE L. SIS X Rk ET) 2
Lo T, LEZS L THES CT Mds. By R Mk 3% 4 £
(Pa02) . MBS BhIRIMEE S FE#GE (A-aDO2) . JifLELAE
(DLco) X OE%17d 2 &, [8.2. 9.1.2, 11.1.2 &)
8.3 YIEDFEB I IIWE I +5EET L2 L. [8.2, 8.2.1.,
9.1.1. 11.1.1 MK
8.4 KA GHIMERDEDSENE I EDVHHDT, TD L) LIE
RHOFEH LW DRSNS £ T, HEEOEES 3{TH
HBWEIHEET A L,
(ORERE. B 2 NE)
8.5 BLCHL ( [EHR LB R RAZEE - B/ R &
NN OBYEIR LG LY 5 U HERE (D
B | TR F O LTE OB R KEIEE - sy et &
NEHFEANORG YIRS A2 7 © EEE (5% -
R TETEYE ) L ONE) | &) RRGIT A2 &,

9. RENEREH I HREICHT AR

9.1 BHHE - IEEEDH 5 8F

9.1.1 BTS2 8E EEZEKRC)
[8.2. 8.2.1, 8.3, 11.1.1 =]

9.1.2 BHEMEMR X ISFREEDREED & 5 BE
RN RSO EE 2 MBEEZEZ T2 L0d 50 [8.2,
8.2.2, 11.1.2 =]

9.1.3 LEMEEDRIEDN & % BE
LFHZE AR HND T e DD B, [11.1.4 S

9.2 BHmEEERE

BIVEHI DS b3 b WD b, [1.7. 8.2 2]

9.3 e ERE

9.3.1 FFEE (FFEsfg. FF. FFEE%). 70— JVKFFEDEEE
RFEHDH B EBE
e EALZ X R T2 ENH S, [1.7, 8.2, 11.1.12
2]

9.4 &JERREH T HE

9.4.1 HIHW RE % EHs O BH TG-S 2 LED D B Yy B 1T I ATl
KT LB EER T LI Lo BWER (7R, 7HF)
2BV, AEEYE CERMRE. IBR3EE. MR, 8
FEHIIEE & 5 VI AERIEE 1T 258 5%) HEuE shTw
50

*9.4.2 PRI, RAMG PR O 512 3 7 HHIZB W TN
T (3 F=24) 2 HOTHES 2 LEMEICOWTHYT
5T &, [15.2 2]
*9.4.3 IHIRT AWREMED & B LIEIZIE, AHIF G P L Ol 5-1%

6 » I BV CTH#AES 2 DB K OB ) 2 AL EEIZ D W» T
FIT 52 L, (9.5, 15.2 2]

8.2

9.5 itim

T IR L TV B T REMED & 5 I35 L w2 &,
B (v AL vHR) TREEER K OCIRRBEE R
WE SN T2, (2.6, 9.4.3 ]

9.6 X3l

BRIz SED L IR (7 v ) TIITH~OBIT
P SN T VD,

9.7 NZE

MNRFEE R E L 2RRRBRIEIFER L T2,

9.8 SimE

HHIIHEORIEN ORBUIER L, HEICKRG T2, B

FRE. AFHRRESS

WM EEEA S A B LN H %o

10. HEEH

10.1 HAZER BHRALAEVWIE)

DEFRREPSET L TWE I ENL N0,

A5

RRHEIR - F5 187

iy - febaET

Y B R A
[1.6. 2.3 ]

A1 o iR SR T AR
# (1000mg/m?/ H =
B 1A R G R
2P 5 & R~ o
TG T R (2Gy /
H %3 5 [al)% 6 %
e L COREH L728%A
12, EELABERL,
i 2356 L BT
Eo Bl HE s
T 5o RS M A
EHH LA 0K
il > Z 3 ] s AT e 57
ENTVWRWVDT, I
R AR 2
T % B R~ o Hi g R
& o] B
WD Z &,

LR SR AR H LR
JEE AR A B9 L2 U5 R TR
o FEAEBTRL | AR
FC & B TR sz
PRI AFED 51T
W5,

10.2 GrAEE BHRICEETSC L)

A5 FRARAEIR - #y A | 5 - a1

BEES RO AR RS R AT AR i (IR A | L S AR

RS &[5  BF 3 2 | B2 AR A 9 02 e S L T
Wia BEL R LRI S oMETHm L. R
DEPHEDIEH S 2 |F & 2 sz
ZEND D, B M| ERM D 5T
V@RS | ARV

L 72 B D RH O % 4

MIEHER I N TV

Uy,

M OHEMEIEREH] |5 BEIIH] 2SEEBR & W) & D R 2
7OV FUALH] LI ENH D, HLTWh,
AP
Py
TuhTA R

1. BlEH

WROEWEFED DS 5 b b D 5HDT, B % 1401247
WV, BEDED SN G 2 il A 7 L) 7 AL iE
19T &,
1.1 EXAEIER
1.1.1 BEEMmH
H BRI A (72.6%. 7277 L. 2000/ uL i o 3 4 1%
17.5%) « Wi EREA (69.2%. 7272 L. 1000/ 1 L A Ok
A%32.1%) /MG (41.4%. 7272 L. 55/ u L Kiil
DT 4.2%). Bl [~NEZOE VR (66.5%. 7277
L. 8.0g/dL i WA 1% 13.1%) . FRIEkEA (52.6%)]
ENRHOSONDLZ DD D, B, &L FIMERKA 1R K
L7z E2 N DMIMIEIC L 2 EHLHE STV,
[1.4, 2.1, 2.4, 8.2, 8.2.1, 8.3, 9.1.1 ZM&]
11.1.2 BEEMME (1.0%)
BRI S D FAE D 5 WIZAMEDSE DN GE 121, E
HIZAFN X AR HIEL, AT 04 FiEEO#EY) 20
BEAITH 2 ko MEMMSIGER L EE2 5N AT
DEHEENTWA, [1.5, 2.2, 8.2, 8.2.2, 9.1.2 ]
MNAIT7F7145%>— (0.2%)
IR R MUEAR T BB EOIERD D 5 bNAEZ LD b,
11.1.4 DEBHEE (0.2%)
[9.1.3 &:H]

,2,



—_
—y
_

5 5 oM OARE HEARY])
.6 RiKEE CHEEAH)
T REXEE HEAE)
.8 B AFFIR{ZBEMREF (ARDS) (HEAW)
.9 BRE (HEAW)

(1.7, 8.2, 11.1.10 =]

10 BRI RS RS (0.2%)

/A, eyve sy k85, 7v 75 =LA, BUN L
H. LDH FRZE) B AT 70 E VA% oRyNMILE
SEVEEMPEE MO JEDFRD SN2 a 12, &5 2k
T5Z L. BARAEREGFIEICE > THORHEHTH Y
BHREPLEE B2 55, (1.7, 8.2, 11.1.9 &

]
.1

EEORBEST (FEAH)
R MR R IR B MR OE

(' Toxic

Epidermal

Necrolysis:TEN) . 2 & FEBEIRAEMR A (Stevens—Johnson %iE
BEHE) . LB, K. EREOBEEDOREBENDH SbND
ZERDH D,

.12

Fri%aeseE. ®E GHEAY)

AST. ALT. AlI-P @ LA EE 2 FHRekE S, HE
oMb Wb, [1.7. 8.2, 9.3.1 ]

.13

FOIME RO B, HERE
LN RG P L, B ALEERT Lo
1.2 ZDfDOEMER

N oAl

e Y [ Ak
R e

BEBE (FIEMRaEMEERFEZST) BEAD)

DIEIRD R0

10%20 |

1~10% it

1911

S A

ik

R, IME
L5

MEAT Bk
L. BIE.
L Z A
Wit FEFEYE
REHHN, O
B ET
£

I 2

PR
i
IMEED . K
BRI, 108

=n
=]
A

.

PIE( fili f &
TR ) A £
T Ml W
. EEi

.|[BUN k&,

EHR. M
Ry LT F
—v kA

ZIR

HALs

BEHANR,
L - M

NN

N e, B

AL

JFF I

AST EH-.
ALT k5
LDH E # .
Al-P b5

e s
LA, A/G
WK, y-
GTP k& .
vavyy s
SR

e

B, ©F
Wy AR, A
B RAED)

FEIR. LU

]

&
N

BEEY, 2
5 HEI

E /RS

TESSER AL

GRS
JE (R 2%
P L)

iR

AR PE I

Y2

ANV

Z i

RN
1 /N A

5SS

RE R IR
HERVE . Ik
e
Higw 2,
JEL MR R
EEDL S
. % a
D) |
CRP k # .
38
\&:ﬁﬁ‘ﬁ:ﬁ‘ /B3
T A
PR

WRUEE I 15
I HG
VNI N
J1E . EIE
TR

47 )NVx
> A RRE IR
JIHE FEB
GHJE . TEYE,
. B
ISR N
B B )
I — )V B

H 1) B ORBIREE 11 flIC BT 2 FHHETH 5,

H2) ENIZBIF2ERHK L8370 8 X1 & OB G ORI
BBV T 30% L EOBETRHD 5TV 2,

FE[ N > AF) B AR G- 0 B PR ERER L2 5 CRE®D B 72 RINE
HOFEBUARKE 2 FLH L 720

14. BHEDEE

14.1 EFIFAMNEFOEE

14.1.1 KH|o 200mg 734 7 )ViE 5mL Ll b 1g /N4 7 )Lid 25mL B
T oOARAEHICHERL THwDL 2 &,

14.1.2 BRBIEERLPICHEGT5 2 & Bz BEEICHRET S
LRERDPHH T A LD HLEDOT, BAETHHETH RiR
(15~30C) TERAFEL. 24 BERIDUAICHE 32 2 & B L
TR L 2w &,

14.1.3 JE I E LA ITE L ICAITATE CPEE L.,
A L2 E B IS B ORKTE Wi T 2 &,

15. ZOMOEE

*15.2 FRERPREIERICED < 1548
EREWREBEDO) B, v~ A1) 7+ —<HEE 72 in
vitro MG F RNERABR O~ 7 2 % F 7/ MLERBRIZ B
T, WL BHOMEIHE SN T 2. [9.4.2, 9.4.3 2
#]

16. EMEhRE

16.1 MeiEE

16.1.1 BERE
R 11 B2 42 ¥ 2 1 1E 1000mg/m? % 30 43 [ 203 T
WEE L. mEA s o~ 297 (HPLC) HEIZTRZEME (&
AYHEY) OMBERRERE L. 13— 205 1H%5-H12
BONIT LY 5 Cr QMR IREEERS S Bl S e Rk
DI BREINT A — ¥ B FE 1ITR L2V,

F1 23 28—= b A Y MNETIVEEWBEIREMATIC L) Bl S R R

DI BIENF X — 5

1+ 3)

INT A—=F
migz ) 7<% (CL)
BT v 8— b R Y N OSA TS

S £ AR
85.6+17.8 (L/hr/m?)

8.80+7.49 (L/m?)

(V1)

R 7S )8 — > Ny

AR YN b Ay P ORHER 6.95%2.26 (L/m?)
(V)

IUN—=F A NG T T 2
2 (Q 22.3=11.1 (L/hr/m?)

a HMOMELEE (tr2.)

B HIDOWIRAHH (t125)

T MY (Comax)

I EERE R T IRRE (AUC)

16.1.2 PopulationPharmacokinetics &4
HARNBEEEE LR AR L L D ICEE s ) 7 9 v AN
I & o> CTRBEZZIT 5 2 EAVRIBENTRY | Eims Clamit s
VT T APRYT AENEROD GHEAT—4),

16.3 9

In vitro \ 2B\ % & MIAEPEHKEAZIER 10%TH - 723,

Heittt

HVEC IR L 7z R RER I BT TR S Bl MC-r A v s

Y YEERKE 1000me/m? % BUSEHE L2210, 7 HIGERIL L 2R - %

F2 5 92~98% DG EA N S 7ze 2D 9 B 99% LI EARIZ

X EN72DT KLYy ¥y DERBERRIIIR & Sz, R

WG R AR DTG E L 7 T ¥ VRS O S E o Fl

WELWZ e e hoERMRHWITY T MR EEZ S, R

FPRZALR RGO 10% K CTH - 720 BHEAT— %),

16.7 EYHEER

16.7.1 BLEBREICE TR N7 2% I EDOHA
HVEC NG L 22 BRI B W C BB BRI S LAY Y B
LX) R VEMMES (166) BHEE1a—2&LT, 1
HEIWZ A% ¥y 1250mg/m? e 0787 1) % %+ )b 175mg/m?
G L. 8HBIZF A Y ¥ ¥ Y 1250mg/m? #4%5) L7z 74
TEEENT )R VEMAEG LI IHARY A S E
CaRHMEG L8 HEICBITL 7L Y E Y OREMEDIEY
BRENT A =5 %K 2ITR LY HEAT— %),

F2 FATYUVHMHREE I 87) ¥ F e VIEHES O LAY Y
YYD PKISTA—H

3.1=2.0 (min)

18.9+4.0 (min)
21865+4165 (ng/mL)
12100+2227 (ng - hr/mL)

16.5

INTGA—H PER¥RS- (1 HE) Fophikh 8 HHE)
B e ML P 33500 + 18700 30300 = 10200
(Crmax) ®D (ng/mL) (ng/mL)




I HR A T TR 19100 = 9300 16900 + 4670
(AUCp-o) D (ng - hr/mL) (ng - hr/mL)
_ . 76.4+27.3 78.7+19.9
%277 » A (CL) (L/hr/m?) (L/hr/m?)
ERIRAEIZ BT B 554 17.4+9.44 15.9%10.1
7 (V) (L/m?) (L/m?)
) 0.276+0.0531 0.318+0.103
A (t12) (hr) (hr)
S + e
E 1) #%5E% 1250mg/m? |ZFLHEAL L 724l
17. EREREXEE
17.1 B3RO RLMICET 3558
GE/ MRz
17.1.1 ER%HE AR Gk A RUHERB)

Ty e BT X B I NI O fL R R NG R 6
209 % 15 TLAHBUR 2 388 (R A ROV B) 12 8B1F % ikl
TOEMRIFIELDEBY TH-7207,

F1 IS BT %7 4 v 8 E 2 R O 2250 38

WENZBT 27 52 5 €2 e 512 X 2 L3 00 G 54 6 12
XY A HEIMAHRABRICBO T ALY E (13— 204 1 A
T TG EY) (O NEERHIZLUTOEB) TH

>729,

F 7 BRI A 2 X BRI (44 B1) . ALT L5 (44 61).
AST F5H (44 ) THo720

FREERRLLCTA v 7V UFRER (10 61) . KR TE
(25 f0) . HtiFE (16F). FE (76) 2557z,

W 3) AFIOFEE BT B AR - AElE, Yoy sy e LT
1A 1000mg/m? 3 1 [A4%5-% 3@ L 4 B HIEAREST 2, oh
Z1a—RE L THGEEEY IR,

(RBiERE)
17.1.4 EXE TAEHER

TAYyE s B GAC X B JREEAT ALt iR iE A A d 4 R E
DAL FEFANARERE GRS % 85 TTHIEERIZ B W T, kBl To
ZERPEFEY R OEAMHIZE 3D LB Y THo 7200,

F3 JHERICBT D7 LYY C L BRI ORI OV AR

ZRHIE

i (B - %)

WS B

19

A 7 96.0)

14

B o7 (20.9)

140 33

(23.6)

(RiEE)
17.1.2

17.1.3

VIR LS & 521 72 2 & 0 & 2 I/ N sE 5112 B0 2 B %)
2OV TIE TR I N TB S TR G T HREETO 17 flo
BEHIZBWTIX, ZBHIEREO SNk o729,

A ROBIZBWTEDLNZENERHIZUTOEBY) Tho
72o

7L —F 3 UL Lo E L AR A MR A BB 10.0%
(14/140 B1) . WF R ERE A 28.3% (39/138 Bl) . ~NEZ T K Vb
17.1% (24/140 1) . If/MREE A 2.9% (4/140 B) TH o720 %
72 7 L— F 3L Eo 4 BMEEIERIE EAIR 5.0% (7/140
B Bl - W 2.9% (47140 B) . 95571 5.0% (7/140 1) TH
Of:G).?)O

EREE I 88

BIRNCBUI BT LY 5 E B G2 X 2 EE O LSRR G
FEGICHTS 28 THRE (LN 208 1 32— A0 HE 1 [ 7 88
Wede 5-ED) 2BV, K. S o ff F & & O Karnofsky
Performance Status (KPS) % #-A 1 EF-AI$ 2 fE IR sh 5 2 /)
W CHRET AT o 7o R E DRI RS2 BT 2 SR R T O AR
L 28.6% (2/761) TH-7:9,

AR B 2 EWER (RRMAE R A % &) (2 11 #d 11
Bl (100.0%) (ZF8D HNTe F 2 BRRMRAMEEZEENEL, HInEk
A 90.9% (10/11 B1) |\ IFrh BRI 72.7% (8/11 ). ~NEZ 1
VWA, y-GTP bR, 7V AH ) T+ AT 78— ERABENENR
63.6% (7/1161), /MK, ALT b5 AST ER2Eh2Ehn
54.5% (6/11 %), CRP k5. LDH bER-23Eh 2 45.5% (5/11
Bl) CThoro, Fo. T EMEGEICERIX. Bl - EH 90.9%
(10711 B1) . ERAIE 72.7% (8/11 ) T - 72910,

B eE T MEERER. BSLEE AR ER

MENZ BT 27 53 7 € v HHE512 X 2 R o 5-FU S5 6112
X9 % &5 T AH R ER M O 100 AR 0L 2kt 3 2 45 TIT AH al R
EBVT (WFRLH 1 T — A0 | B 7 B85 559) |
SPATRS 5060 C O SEDBRIAN I 31T B AR AR 35 2
DEBY THo /D12,

F2 RSB ST LY 8 ¥y BRI OB R & AR

SEIRAEATA)
BT | AN | 6n A | 94 A .
AR pga | mmm | gk o |
;@j%‘_dﬁ 2)
S IMIRABR|  27.0% . . .
(n=63) (17/63) 3.85 7 H 31% 15% 4%
%g i%iiggﬁ (21?;3/%0?) 57#%H 46% 24% 18%

7 2) WA CTORERENANE (Clinical Benefit Response) (&, &5, 5§
HOffi =, Karnofsky Performance Status (KPS) M UMK & #&411912
STl 3 2 APl /7 CTh B o

Bk BRI A 14
o (%0 rh A AR
17.5% (7/40)
w3 1/23 (FLEE
PP HBHE 0/0, NHEENE
%ai‘gggﬁ /18, FESMBeEHE| 7.6 % A 25.0%
0/5) Mtz
6/17 (FLEHHBE
3/6. NHFEHE 2/4.
HESMIRAE I 1/7)
T 4) MEBEAEND R X TR AA LSRR R i 2R 2 - THIE L
720
RSB BV TR S NREHIEU T O L B) TH 7219,
HIfEH (R R ELE &) (340 H 40 #1 (100.0%)
ICRBO LN, EEZRMEH L LT, SRR, R, lErk, &
Loy RN, PHERGE, AAGHE, FEIMED T, 35, mIE.
My 2 v 27, EIERAFHEEGREDEO 5 i,
HIE 2 AR R R AT, S EREGR A, y -GTP 8, ~t
ruaerigd, ALT ¥, BilEEsA . AST B0, b+ k)
AP MR T VA ) KA T 7 5 — BN, AR, ) v
ISERBORA . IR TH - 72,
(RE& £ R

17.1.5 BHE MHEHER

GHE THENE S Nz AT LR R A 5 Rk LR g oL
PRI ARAIER] (Stage IV) ICxF LT, AL ¥ ¥ o iamin e o
AT TFr EOBRES (GCHE4EME 1 a—AL LT, 74
&Y 1000mg/m?%& 1 HH. SAHEY 15 HHIL. Y AF5F
¥ 70mg/m? % 2 H HIZ#%4) % M-VAC ##: (X b b L FH—
M. BV T I AF U, FFULE Y VIEBIER Y AT 55
BRIREL) & IR L7285 T AHERBRIC BT GC 203 B, M-
VAC # 202 BIsE 0 A o, fSonzfRizE4oeB) Th

57210,

T4 R FEEIRICBI DT AT S LR OZER)E R A

GCEE | M-VACH |HR (95%CD | pf#
A 1.08 .
e 12871 14.8 7 A (0.84-1.40) 0.55
BESE R & L o2
T 7.47%H 7.6 H © 82'*1 2) 0845
301 T e e :
e 49.4% 45.7% B o
ZAE IO | o1 164 ) | (60,151 1) 0.5

7 5) log-rank #i5E
E6) 711 2 FHE

T FAVIE VR (FAYV Y UERIEE VAT T T v OBt
) RO SNEERIED TOEBY) TH o7z,

BRI (B MAfa S w2 8h 2 &) 14 203 B 191 61 (94.1%)
WD SN EEWEHIEAEZOE VA (188 41). FIEk
B (184 61) . I EkEs A (176 1) Td -7z, EELEIER
k. Fifn 38 61 (18.7%) . IM/IRIRAME 32 61 (15.8%) J D582k
2251 (10.8%) & TdH -7z, [7.1 BE]

(FRTEER T B FILE)
17.1.6 BHETAHR [JHQG HER]

HEHEICHEME S N2ATRIUIATRICT > b3 4 72 ) 2 REUEEE
W & 3% G- SN BE . BTSSRI S E 2 %)



KD (2N Y C VIR L 87 ) ¥ RV E RS (GT

F6 AR (KEYNOTE-355 248%) [PD-L1 Ktk (CPS=10) »##]

B3z 1 a—AL LT, 1HBIZFY AL % E Y 1250mg/m? Y ~ATOY 2
X7 ) F LV 17mg/m? 25 L. 8HBIXL ZFAY ¥ ¥ Y -7 S5 LR
1250mg/m? & #5-) &/57 ) & F vV B S (TH3E% 12 200mg Q3W LR 1)
— AL LT, 1HHEIZSZ ) & F 4V 175mg/m? &4%5) &L LA 12) (103 1)
7255 TILHIBUBR A ML 720 ZORBIZES D LB Y Tho 7200, (220 B1)
7)) BRI T I3 A7) O RUEEGEOM AR T "
0> 1 L ¥ A > DAL & 5 - 5 B YIIEE 5 0 TR PES! o | ot S
BE LSS E b I REH I HE TN TV D, on Mtj o 2
- B - . S - N N — N 0.65
£5 FMARUIFHREAREICBI 27 405 C U IHIBER ORI R (95%EIEXE) | (0.49,0.86) — _
Uﬂ:ﬁﬁﬁﬁ%ﬁ Pm§ 00012
5 5 0,
CT# TH# HR O5%CD| pff T RECIST 74 F9 4 > 11 RUICIED < B P ol
AR | 18.6 % HES | 15.8 » HiE® 0.817 0048919 Il Cox WBINF = FETFIIZE 2 77 £ R HLFFREE & DL
(0.667-1.000) § BT Iy sRE
R 0.74 Q3W : 3 P PIH# -
g | O3 P 34 REY o0 8g) | 0-0008% W 12) KATTY X7 200mg Q3W (47— A0 1 HHIHES) & UT
g IR 1) DALY (HBEMAEE L IEIN) 260 L [(Favy e
9, 9 ZEhE E10) - 0,
BB (14110';;2)@ ((?82226/?3) iggg&gﬁ‘; 1_2?1)52')1@ 1000mg/m? e O VR 75 F > AUC 2mg - min/mL A4+ (1 2— 2 21
: : HE, £a3—A® 1, 8 HAIZHS), 7827 1) ¥ FE)L 0mg/m? (1 Z—A

1 8) gLl
#9) log-rank Hi%E

1 10)

17.1.7

GT #E-T #

RREED Ly 7 C U BIZ BT B EEN (BRI R 28 % &
) 13 262 Bl 256 B (97.7%) (2780 b7z, ELRBEIWEHIZBE
fE (231 B1), =2—1m/8F— (167 %)), NEZOE VKD (158
B) Tdho7ze BHEREWERNIIFEBAMTF R ERFAE 8 B (3.1%) .
TP EREORA 6 B (2.3%), ~NEZTE VA, F84 6] (1.5%)
HTHol, [7.2 BH]

EREEFEE DB (KEYNOTE-355 &)

A% - TSR X3 2 &S O RHGHRE O 20 Wigts - 5 3U3H
AT D RV E v 2 BARE M > HER2 Fak: o FLIE B % 847 B
(HAN Q7 Bl % &rte) ZWBRIC, <A 71 X< 7 200mg3 8 [H
PG+ b (Fav v C Ui 3EE21a—A& L, 7
AYH Y 1000mg/m? #&a—2A0 1 HH, 8§ HHIZHKS] KO
HNVETSF o, "7 1) & FE)V L nab—37 ) & F kL) Off
FEEE 1D QAWM R e, 7T bR (A
Y URBIE R S VRS SF o, 87 ) ¥ XV ik nab-/87 1)
7 X EV) OBFRBEEL 2R e L ZEERGRECRET &
Too WL . KAV EVEBER DA NVRT TF 0 287 1) ¥
F)V WiEnab—/37 ) 7 F v )iz, HYEMSEE T L IGERL
72o 7. BHGERL CHEEMEIT A0 S N A . REEIT 2R
FIREIRDTRED 5 N7 WEEOERRIIZZ5E LT\ 5 B Tk, kmbl
D W (G CTHRAETHIRDO SN L T TRATOY XY T DK
AT 5 2 AR L S 7z, FEFHIE B 1 MmN AR AR
i (PFS) ROEEFIE (0S) & s, Ra7un) X< 7+bs
FRLEOBRFREE 7 T B R HLERRE OB & i L <. PD-
L1BEME (CPSEW =10) o 32361 (HAAN2861% &) 128
WCPFS #HEICIER L7 (K6 RUX1) 19,

PD-L1 Btk (CPS=10) O RA 70 ) XX T+ 7 Ly % ¥ VIR
TS VAR T 5 F 2 hbE G S N7 BB 12 B B e VTt
G450 125 I 122 B (97.6%) (HARN 14 Bk 14 f % &) 12E]
TERDRBO SN/, EREIMER (20%LLE) (&, & 75 5l
(60.0%) 64 61 (51.2%) . WFAERIAE 63 61 (50.4%) . F
FRERERD 44 61 (35.2%) . 9557 42 51 (33.6%) . I/ IMRKELR A 41
Bl (32.8%) . IM/IHGEAME 40 B (32.0%) . FIIER A E 35 Bl
(28.0%) . ALT #4135 1 (28.0%). Mg 30 %1 (24.0%). FIER
Bk 30 B (24.0%) KOS AST #i0 27 61 (21.6%) T -7z
(7.2 1]

i 11) PD-L1 %58l L7-Mfa%h (gAML, ~27a7 77— RO
) VRER) EARIEBSIAECCRR L. 100 &3 U0 fE

28 0B, £a—A» 1, 8, 15 HHIZHSG) it nab-/327 1) ¥ F L
100mg/m? (1 a3—A 28 Hifl, %a2—A®D 1, 8 15 HHIZHKT) ],
H13) 7R QW (Fa—2m 1 HEICHS) & UTofbyss: (8
BERIAEE TN 2L [F4 Y% ¥ Y 1000mg/m? U7
WARTFF >~ AUC 2mg - min/mL 245 (1 23— 21 HHE, £33 —AD
1. 8HHIZ#HS), 787 1) % %+ )L 90mg/m? (1 2—Z 28 HIE. & 22—
2D 1, 8, 15 HHIZHKS) it nab-/¥2 1) ¥ ¥+t 100mg/m? (1 2—
A28 HM, &a—2d 1, 8, 15 HHIZ#KE) 1,

100
90 RLTTVZT200mg QIWHLAERE
80 ——— TR+ (L
&8 70
4 60
50
H
$40—
&30
20 S
104 b T S
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

X 1 PFS ® Kaplan-Meier Hi# (KEYNOTE-355 itE#%) [PD-L1
Bk (CPS=10) o]

18. FEphEIE

18.1 fERA#F
FAY Yy (dFAC) N TREF S M TFMRM o 2 7 LA F F
THH) YEALY (dFACDP) RU=Y YY) (dFACTP) & 7%
DI 6D DNA AR EHN K BN ICHEST 2 2 212k Y
BBV ER %2 7R 9720, EHMI2IE dFACTP 2574 F v v F YV v =Y
VR (ACTP) &4 L7%&hS DNA R A5 —H|2X 1) DNA $§12
By AT N0, ML (7TRF—=VR) 2FERT LD, T2,
dFACDP IV RX 7 LA F FL ¥ ¥ —PaHET LI LI2X D 4
JAN D ACTP IR 2T S5 7250, BHEAYIZ DNA A58 B 5 258 5k
X i(LZ)ZZ)'23>o

18.2 HMAEBEHFE
Fuayy ey (dFAC) &, JE/NERiBER I E T L Lo L T54 1
At e b ETIEEAINL, I OO 4 2~ 2R O s ofEEH
Wk U ORI R 2 7R L2930 | Z O VRIS K OB KR ©
Ho 72220, dFAC (&, BB b EIZESE 7V & Fv 723k
BWTh, IENITBIEME (CALU-6). FLEEM (H-31. H-71)
W O DB~ 7 BB LT A ¥ 2 — VAREEI 2 HUIE 5 %)
%{,Z\ Lf:SO),SZ%SG)O
$hbb, 3~4 HIZ 1 Hk512 &Y EBOtE TEN - HUEER %
BHRLENLDZx LTy 1 H 1 oSG2 B Cidatrsim < i
MEEED LN H o723, CoORFERIL MNEEEFTLVICBWT
L PEROPUEANC IR TH D Z LM N T WD e MM
i (H-74 J2 08 CPH SCLC54B) (2% BRI A A 5728330 F 7=,
o EEEARL (MIA PaCa-2 & OF PANC-1) 37, & b JIH &5 M
(TGBC2TKB J Uf HuCCT1) ® Ok b JRE Bz fEfilE (639-V.
BETC-909, RT-4, RT-112) 39|25\ T b IEEBATHEIHIZ A% R0
5Nz,

19. RS ICEY IE{EZMAR
— IR A & U (Gemcitabine Hydrochloride) (JAN)
b4 . (+) -2-Deoxy-2',2-difluorocytidine monohydrochloride



et st NH:

N~ |
HOH:C (gV N
HCl
H F
H H

o C9H11F2N304 HCl

ST 299.66

IR AR E A~ AR OBREON K TH 5o RHITKIZRR
BIFRT . AV = VIHEITICL, TRy Xigzy ) —

b (99.5) I2I1FEAETEIT RV,
AR 260C (4 ﬁ)
W% 5 : GEM
22. ‘@i
(FLYHE L RFEEEM 200mg [24H4])
134 7))V
(FLyaE mEsER1g [4h4))
1347w
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