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& I, k&R, LDH
R, FImERES I, i
NBCEERN, EIfLERSS
%Wy, CRP LS
SR E (B,
PR | A 5 TR
Bk, fEk, st

HKBHEOFEMII Sz o LRV F RO BE L &, RHIOREIR R, B ~
SHE GERYFE V) VN TH D

14, BAEDZEE

14.1 ZARREFOZE
141010 AFNIMIBEEE AT 5720,

BRI IE TR 2 AT 5 2

ENET Lo BRI MBI L aicid, mhis

ZROFKTE LTNIET 2 &o

14.1.2 AFNL, EREICRMZ, CEXAETHES PG T L,

14.2 EHRSHEOEE

14.2.1 FIRAFCS-ICE L GBS VMR A & RSB A -
B AL 32 LA 2 O THEEAMAFIH I v X ) 123§
5Tk,

14.2.2 RHANZHICARE RO TEN BT L2 L, T2, HiE
BEAEREICE LA SAICIELL TS T 52 L,

15. ZOMOIEE
15.1 BRpR{EA ICED 5%k

BRI 350 2 AT P/ NI 4 % 56h R & L 7= S0 2 AL 45 TDAH B PR 3t
BicBWT, RENL D AT 7 F AR GHE (RFI80mg/m?% 81, 8
HH., Y A7 9 »80mg/m?*% 51 H BIZHE S L3I E$) T
DI BIHEIES39BI R ABII TR O I BR ER DS I S AL72 0 E D4,
KENOF G- % 65mg/mAZif s L. Hi R S, BB #
TEhotze BB, RFNEEZOGHEEIEIZ20260H 76T - 727,
15.2 FEERRRRERICED < 154

(3 FLEE AL & O 72 R ik BRI  ON~ 7 Al & F v
7 NERBRIZ BT, BEFESHE STV D, [9.4.2801]



16. FE4BNRE

16.1 MAFRE

16.1.1 BEIRS
FAAEVERE S B2, A T R K50~ 350mg/m* Y % Hi[a] ik
RN G- L7z & E DI O RZEALR LEEREY (SN-38) DR % il
U720 RZALRIZIMEEF 5 5 OREFEREEATE L | £12033.7~5. 8K T - 7255,
SN-38D¢1/21311.4~18 5 Td ) . REALIR & AR TR 2 R 2R L
720 RZEAUAR K OSSN-3813:4% G- 14 72HF IR ClLRIZSe &I 20 S T 2 L 7259,

BREEWIEE R E B4 )78 ¥ R 5 % 0 KK R O

SN-38DIEWFIREFANY /8T A — &

Yrh B Cmax (ug/mL) tvz (hr) AUC (ug - hr/mL)
me/m) | o | s | Rmfh | Rl | N
50 3 0.7 0.02 5.6 3.6 0.2
100 4 1.9 0.03 5.8 14.2 0.6
165 5 4.7 0.05 4.2 21.5 0.7
250 5 7.6 0.07 4.5 27.9 0.9
350 1 7.1 0.14 3.7 44.7 1.1
16.3 9%

16.3.1 MFZEAFHEE
t MIEEZ A ) 2T R KA ZUESN-38% il L C il L 7= M4 &
s aEIE, REIETIZ30~40%. SN-38TI1292~96%Td > 729,

16.3.2 B COBEEI
Gy MIUC-A ) 7 v BRI % BRI S- L 72 B oML P
BEREMEIE (X, o, TPAHCHIRER, AEFIR & B < AU C I T i AR X D
B R Th0 BIF A MR ATIES R0 5™,

16.4 X3

16.4.1 & MO ROFMBIZ BT, 4 ) /77 VIEEEBIEARW I 7 VR F
YIVI AT T =X DIEEAHY (SN-38) (CHEFEARENE010, 2o
4 ) FH VIEREEKAIE, CYP3A4IC & ) —#id b s, 72, —
BRI R REAY IZSN-38 1228t S B 1112
SN-381x. EIZHFOMBEEHRE TH HUDP-7 V7 u v giEiiEs (UGT) o
— 5 FHETHHUGTIALIC L ) 7 v 7 0 Vs S, SN-38D 7L 7 1 »
FRF AR (SN-38G) &7 ). EIPEFHIcHE s L p B9,
UGTIANZIZUGTIAI'6, UGTIAI2S5 05T % A4 L. UGTIALG.
L LIZUGTIAIZS\ . BTk, INB#EETEHE L 2 wBRICHRT
AT OEESE, REBEEKE LT 2HF ONHIZSN-38GD L i 1AM E T
L. SN-38D A RILY 59, [9.1.5, 17.3.15HH]
HARNCZ B BUCTIAIG, UGTIAI 28D T L IVEEEIX13.0~17.7%. 8.6~
13.0% & DOHEHH 519,
#ALEEY (17661) 125F 2 UGTIALE(E T2 8 X AUCH™ & o B X
KEDOEBY TH DY,

AUCH™
T . —
% el (P53 AEH)

UGTIAI'6 L UGTIAIZ28% £ b 12 77\ 85 5.55 (4.13-7.26)
UGTIAI'6 3 ZUGTIAIZ8 % ~ T a H & k -
LLTho 75 3.62 (2.74-5.18)
UGTIAI'6 L \ZUGTIAI 28 %+ EH &k &
LTb2, b LLIEUGTIAI'6 L UGTIAL 16 2.07 (1.45-3.62)
28% ~FUBAHELTHD

7#2) SN-38GDAUC%SN-38DAUCTEE L 721

16.4.2 7 v MIZBWTSN-38GIE. BME s b2 -/ v ru=4— |2k
) SN-38IZfiida s s p17 1),

16.5 HEiltt
FAESREEEH . 1) /7 IR KR 165me/m* 13 250mg/m* Y
% B T ERIR IS L7z & & O24FE ] F CoRPHEMESR . REEA
16.3~21.1%. SN-387%%0.11~0.15%T& > 729,
D) AF OGRS N A G EIE, 180mg/m AT THh %,

17. BRERRGIE

17.1 BMMERCRLMICET 3558

CMRBaREE. FE/RAaihE)

17.1.1 EREEISE I 5%
FRIABE 2 IS EMNE CNlatfE. F MR 2% e Liz4) /7
B YIRS B S- (1H 1A, 100mg/m?% LB SEEE T %) O
HREld, kEOLBY THo 7z,

LEVERHIRER] (14661) O T 2EIEMIZ. EHRAMRS2.2% (120/14661). M
MERIHA76.6% (111/14561), Bl - BEH73.3% (107/14661), ~NEZ o
> IA66.2% (96/1456) . TH#I62.3% (91/14661). BEE50.4% (71/1414%1)
THo721

(FEERE. WEE)

17.1.2 ENEHEAEE T 1E58
TEGRE, NEEL SR E LA ) /7 SRR Bk 5. (1 1A,
100mg/m?% 134 [ [ b C4lm i L, 28MREE L, Shaxlr—Lved
% (AE:) UE1H 1A 150me/m?% 2.8 ] i b C 3Ial i L Sl BAREE L.
INE1Z—NET D (BiE) oBMMIE. kEOLBYTHo7z,

, 2%
P30
(CR+PR/54:H1) (CR+ PR/t )
FE G 23.6 (13/55) 19.7 (13/66)
PRELHE 23.6 (13/55) 19.1 (13/68)

aVEEHIEES (12661) OFEZEVERI. FInEkFA92.9% (117/12661) . .-
NiiH-88.1% (111/126%1), AAAIRS6.1% (105/12261), ~EZ 1 L 8A67.5%
(85/126f1). THI67.2% (84/12561). WiTES5.4% (67/12181) Tdr 727,

(BE (FHTREXIZHER))

17.1.3 ER%EASE 1R
I - EATEEENRE LA ) 7 R Hodk S5 (1H 1,
100mg/m* % LA s EE 9 %2 (A UE1H1E, 150mg/m?% 238412
MIEFEHET 2 (BEE)) ofFHMMkE. kKEOLBY) THoT2,

L)%

HbEA

(CR + PR/5&4:f51) (CR + PR/ 1)

N 37.1 (13/35) 31.7 (13/41)

EIRAN ol e 24.7 (23/93) 21.1 (23/109)

B R

(CR+PR/5E4H) (CR +PR/#4f51)

B 23.3 (14/60) 18.4 (14/76)
REVERHEREG (7661) O ERFEMIZ. HINEKHKS5.5% (65/7661), &
1M164.5% (49/76%1) A HAIR64.5% (49/76f1) L IEIH63.2% (48/761)
BiE63.2% (48/76%1) . THI61.8% (47/76f%1) . M/IMRIKA18.4% (14/7661)
WEIG17.1% (13/7661) Td - 722,

(k7 - ElRpE (FWTEXIIBHR))

17.1.4 EREHIEE 1 E5E
HIRERE AT 20 - MR A SR L Lz ) 2 77 v SRR KR B
M5 (1H 1AL 100me/m2% 138 % 12 SiEEE S 5 (AFE) XE1H1E,
150mg/m?% 23845\ FIEETET 5 (Bik)) OFREIX REO L BY TH o7z,

L%

(CR + PR/ 1)

Ll N 27.0 (17/63)

LA EREME S (6361) O F A EIVERIE, AARIRSA% (51/6161). FifEk
WAT6% (47/6200), Hls - WEH73% (46/6361) . T#i163% (39/6261). BiE
62% (39/63f1) . #1M50% (31/6261). BEiE16% (10/6261) TdH 722,

GLE (FHTEEXIZER))

17.1.5 EIN%HAEE I 1E5
5 - AT AR E LicA ) /7 h v ¥R AR BAhEe 5. (1H 1),
100mg/m?% 1 ] [ i C3m A iE L, BRI L, ShElr—ved5)
DEEIE, KEDEBY THo 1

HEA

ZRH%

H4 —
(CR +PR/54x#1) (CR + PR/:##5 1))

FLHE 23.1 (15/65) 20.0 (15/75)
TEVEFEMER (7561) OFEZREEMIL. AMmEkmA92% (68/7461) . Hl. -
& H-89% (67/7561) . £LHAIRST% (65/7561) . &f H Bk A 80% (45/561) .
THI64% (48/7561) . ~E 71 ¥ g (HI) 50% (37/7449) HiE4T% (34/73
1) ALT E5-20% (15/74%0)  AST E5-18% (13/7445)) I3 17% (13/7541)
I Bk IN16% (9/56%1) . t&RIK12% (9/7561) . M/MEHA11% (8/74%1)
WBEABA10% (7/7461) THh- 729,

(B

17.1.6 EN%EASE I HEEER
AR 2 xR e LA ) 2 78 v SRR W Boah$ 5 (1H 1Al
100mg/m*% 1 B RS T, 3~4ll i L, 28EAMEL, htly — )L
LT D) OFMEZ. REOLBY THo72M,

ZRIHY%

#bE% -
(CR + PR/t 1)

31.7 (13/41)

(CR+PR/5E4:H1)
A 39.4 (13/33)
(B INE GERT XU 2 /NE))
17.1.7 EREEASE T MR
B osE (GEART X ) posE) AR E LAY T 2 IRERE KR
RS (1H LB 40mg/m?% 3H [ H A sE L. LEmICH D) R9)
DEEE, KEOEBY TH 727,




ZRH%

/3 5 ———
(CR+PR/5e4:1) (CR + PR/ 1)

B oSHE Rk Y ¥ ) L o8E) 41.9 (26/62) 37.7 (26/69)

GRARYIBRTRE & )

17.1.8 #5185 1/ MAEGER
(LSRR ARG R ORBIER A A3 2 B2t G & L7228 T/ MHRERIC B
AFOLFIRINOX#:# (17 — NV &2EME LCEIABHICHFF ) F5F &~
85mg/m* KV F— F400mg/m*. A V) /7 v EEEYE KA 180mg/m* &
FUEEHEL. BIERE 704 0y 5 2 u400me/mPE SUREIR RS-, 7V
F 52 )L2 400mg/mP & 4685 2 CHERENE) & A Y 7 ¥ L KRG
(GEM) Hph#x 5% (GEM 1,000mg/m>0 J 110 L3k 5% 73885 L. 834
HIIRIET 2, 2ok, BLE SES % 3886 L, 4EH ks LT,
SN E AR Y R O PRBITEEOGMEIIRED EBY Th - 729 (4
EIANT—%)o R5HEEIZECOGH Performance status 0 U1 TH - 72, &
FRICBWC2ODBIET-Z R (UGTIAI6. UGTIAI'2S) 2§ % Hkik 13 3%
EINHDo Tz F 72 EERRFOBRFERE L L C PP B (1,500/mm3LL F)
MEVIVE Ml (ilREIEHEME LR SR LIT) 0%k E Sz,

HAE I
N (EZLEHIIEHE)
P Epacsis % (ITT) P,
. VAN — F
i () P
ALzt iagios | FOLFIRINOX % 127 10.5 0.62
(B 2 A9 A8 | GEME S 128 6.9 P<0.001

FOLFIRINOX R IZ BW T, ZaMFHlAEFL67TR 0 ) £, A EFRRIIUE
TERD- 210 % B 1666112 81 28 EHRIEHHEIL100%TH > 72 T
A ERGUE, F190.4% (150/166%1) . #55787.3% (144/16561). y -GTP
1 583.7% (139/166%1). ALP_F5-83.0% (137/16561). i rfEkik4°79.9%
(131/164%1) . HE.0079.5% (132/166%1) . /MK ik 4 75.2% (124/16561)
THI73.3% (121/16561) . FAYEEHE = 2 — 1 /8F —70.5% (117/166%1)
ALT I 5-64.8% (107/165%1). AST I 5-64.6% (106/164%1). Wi H:61.4%
(102/166%1) . AEZH54.2% (90/16661) . FEAIRIS.8% (81/166%51) . fi
F445.2% (75/166851) . BiE32.5% (54/16661) THh -7z, [5.25H]

7£1) Eastern Cooperative Oncology Groupo
##:2) log-rankffisE.

17.1.9 EINE I 155

(L BERGFEORIFER T AT 2R E M RE LS THRABRICBT
FOLFIRINOX{: (17 — V&2 & L CHEIA I ¥4 75 F »85mg/
m? L REK) F— b200mg/mi AV /T R KA 180mg/m? % i
BHEL. FlEHE 7 0v4 Y92 0400me/mP e Z0EEHIRNER S, 7 vt ay
7 ¥ V2,400mg/m* % 461 2> THEReHE) OFRMEIIRFEDO L BY TH o
7270, WRBFHIZECOG Performance status 0 U1 TH -7z, 20D#EIET%
B (UGTIAI'6 . UGTIAIZ8) |22V T Wbz REHEGE (UGTIAI6/6.
UGTIAI28/28) XixwihbATuiatk (UGTIAI628) L L TH oM
HlEBs s Nz, 720 17— VBOESTRESM L L <. 7P EkE (2,000/
mm®Pl ), FBE I VE Al (R EBRDUT) SE253E Sz,

3% ZRhE (HRBL/ s B)

ALFFERIGIR ORI & 5 5 38.9% (14/36)

G FFAAE G136 6112 38 VF 2 RIE I S8 BUSE 12100% T d - 720 F 2 EITEH
13, I ERIRA94.4% (34/3661) . FIMERIKA1.7% (33/3661) . H.[.88.9%
(32/3681) . 1M/ A88.9% (32/36%1) . #1f86.1% (31/3661). EHAIE
86.1% (31/36%1). T#183.3% (30/36%1). FKMMEEE = 2 — /35 —75.0%
(27/36%1) . BiE66.7% (24/36%1). CRP.L566.7% (24/36%51), 1) > /3Ek%
WA66.7% (24/36B1). 7V 7 3 v iRA63.9% (23/3661). R 458.3%
(21/36f1). AST EH55.6% (20/3661). ALT FH55.6% (20/3661). HHN%
52.8% (19/36%1). BRESH47.2% (17/3661) . fERA47.2% (17/3661). &
%44 .4% (16/36%1). LDH.F-5-44.4% (16/36%1) T - 72. [5.2%H]

17.3 ZOft

17.3.1 UGTIATEIGF SR L EMERAREE
ENIZBWTA ) /77 AR KR A 5 (5561) OS5 FgRE IcOW T,
UGTIALEE T8 & GIVE & OBIEYEIZOWTHRET L 72Y 0 1) 7 77 3R
AL, 100mg/m*% 108 PR 13 150mg/ m?% 238 [ e e 5 L 720
7L — F3LL L O EREA RO TROFEBFIIREO LB Th - 70
[9.1.5. 16.4.1%MH]

7L — F3LLEOIFHERIK | 7 L — F3O FHIFEHH
DRI (B1%) (B0

UGTIAI'6 L UGTIAI'28% & b

R, 14.3% (3/21)
- (N

14.3% (3/21)

UGTIAI'6 X \ZUGTIAIZ8 %

24.1% (7/29) 6.9% (2/29)

TUEEKELTED

7L — F3L Lo | 71— F30 FRsE

et g |
L LB (B (1)

UGTIAI6 L \XUGTIAIZ8 %
EREAKELTED, LI
UGTIAI'6 £ UGTIAIZ28 % ~ 7
oEake LTho

80.0% (4/5) 20.0% (1/5)

18. IR

18.1 1ERA#F
A 7 7 H AREE AR X, 19834 BT v O A R CThb A v T
kY USRS NZHUEWRES A T 5P, A ) ) T A IR AR
FAERNTHVERF VIV AT T —BI2 L) lmERHY (SN-38) 12k
fRENDL TRy 7 THHYY0, TRDNANRS V25—V EHET L
L2k 5T, DNAAH % ET 2, B F TR OSEINZ FF 2T
0 HIBRAS B R LA 2 R IR T B

18.2 HlEE{ERA
BHIES 0 L CIRWHER A2 b5 4% 49 5, <7 ASISOAWE, Meth
ARHERIE, Lewishiifia. L1210 OP388H I, T v b Walker 2563 &
P2 — P~ 2R HilE e MEEMX-1 (FLH).Co-4 (KM .St-15 (BF4#) .
QG-56 (Fliff) S HUERESIREZ R, 72, in vitroidBRIZBV TR
M EERAHRBXPC-3. PANC-1. SPA K& U'SUIT-2Hlla ko Hhili & il L 7230

19. BRI 2EEFHHME

— MR C A 2 T CHEEREAFIY (Irinotecan Hydrochloride Hydrate)

b4+ (45)-4,11-Diethyl-4-hydroxy-3, 14-dioxo-3,4,12, 14-tetrahydro-
1H-pyrano[3',4' : 6,7]indolizino[1,2-b]quinolin-9-yl[1,4-bipiperidine]
-1'-carboxylate monohydrochloride trihydrate

5373 ¢ CsHasN4Os - HCI - 3H20

3 677.18

PEIR © B o~ i O S USRS RO R TH B
AL = WIZRRBEITIZ L KTy 7 —)v (99.5) IZHEITFIZ v,
ok o TRAICEEOL L 20 5T 5,
Al $9255C  (43iR)

s srsv.

CHj

O e HCI *3H,0

HO ‘—CH,

o
OO
o

20. BBV EORE
B L k)RR A 2 &

22. ‘a%

(AU /7 hH U ERIE R B ERI0mg [RRE—F])
INA 7V

AU/ Fh ERERERHERI00mg [RXE—-7F])
AT Ve
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