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14. A LDEE

14.1 EXFARBEOEE

14110 AFNIHBaHM 2 AT 5720 R IETRE2 5T
BT ENEFE L, FE. R KIS E LA
. BEHICEROHAKTE LTV TZ &,

14.1.2 AFNZ, BHCRMABE, TEX D23 ERH» IG5 2
L,

14.2 EFI/SEOXE

14.2.1 FIRNPE GBS Ly SRS AN IE L 5 & TREHERAL
RS - B AR 2 &A% B O THEA A RN
Wiy iEE T L,

14.2.2 RANIBICALZ O THSNH 2R ITILZ ., T2,
PR S RIERICB LAY AL T35 2 8,

15. ZO/DEE

15.1 EEERER ICE D 158
W BT 2 AT/ 2 5 & U 72 e 2 4L 5 A
FRREICBWT, AFE VAT 5 F UK G B (KH]
80mg/m? ## 1, 8HH, YA 75F > 80mg/m2 %4 1 H
Hiz$e5- L 3 B0 &3) TOEFBEIEDS 39 Bl 4 B
RO S, BERRBEAHE S iz, 2ok, AR5 &
% 65mg/m? 12985 L. BRARGBIE FR S, BT &
) 7):0 By AHIE L OBHFEELCIE 202 Fld 7 BITH
> 7zt o

15.2 FERREREABR (CE D < 158
FFLFREANE 2 F 72 Gt S w5 e OV < 7 A i
EFHOIAERBICBWT, B#EEEIHmEIN TS,
[9.4.2 K]

16. EYENRE

16.1 MeEE

16.1.1 BEEES
KRR RIS, 4 T h HEBRIE KR 50~
350mg/m% D & Bl il BRI G- L7z & & ol ok
AR &MY (SN-38) DIEEEZIE Lze R
ISR S OERENH L. 12 A33.7~5.8 K TH

(o] f:s)o

FAUELEES BH BT 54 T IR G 5O
RZALI S OF SN-38 DY BB/ T X —F

13.0~17.7%. 8.6~13.0% & OIEHdH 510,
KEIEEF (176 B1) 2B 5 UGTIAL EiETF£ R L AUC
HED E OB EMIZREDO LB TH BV,

AUC Iti#2
BB | A gefiE (DU 55 RLHEPH)

iR e AT

UGTIAI*6 & UGTIAI*28% L b12b7: | oo | 5 5o (413.7.96)

s

YETIAT6 M3 UGTIAI B ENT B8 75 | 362 (2.74-5.18)
UGTIAI*6 it UGTIAL*28 % A EHeds

fRELTHo, b LIk UGTIAI®G & 16 | 2.07 (1.45-3.62)

UGTIAI*28 % ~TufEtfke LTb o

7 2) SN-38G @ AUC % SN-38 @ AUC Tk L 71
16.4.2 T v MZBWT SN-38G &, BNME D -7 v
T= % —PI2X ) SN-38 1B s 519160,

17. BRERERIE

17.1 EERCRESMICRET 5 55%

CINERaRGE. FE/ R RS E)

17.1.1 ERN%HEASE I B 5
TARE 2 B TEME CNIBLIRE . FR/NAIBLNE) % xF %
EL72AY T VISR B S (1 13 1 7,
100mg/m? % 1 B4 SiHEEET %) oA, kEOL
BYTHo7217,

ZERNH%
WA
(CR + PR/5e4fl) | (CR + PR/:#t&HI)
JINHE Al 37.1 (13/35) 31.7 (13/41)
BN R 24.7 (23/93) 21.1 (23/109)

e — Cmax (ug/mL) | a2 (hr) | AUC (ug - hr/mL)
(mg/m?) KAtk | SN-38 | RZfbk | Rbtk | SN-38
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

TEVEFHAER] (146 B1) OFZEIWER X, BRI 82.2%
(120/146 ). FMLERKA 76.6% (111/145 61), H.ls - WEiH-
73.3% (107/146 B1). ~NEZ T Y Vs 66.2% (96/145 Bi)
T 62.3% (91/146 61) . BT 50.4% (71/141 61) TH - 72
(FEEE. DER
17.1.2 EIRHEASE I HEER
T, DB R LioA ) ) T SRR P
xS (1 H 1E, 100mg/m? % 1 A T 4 18] S EE
L. 25BBRSE L, chEzl12r—neds (AEE) XIE1H
1 [l 150mg/m? % 2 AR EIFE T 3 Wl pigmiE L. 3 BRARSE
L. INE 17—V ET5 (Bik) ORI REOLE
V) VC&)O f:18>o

%
(CR + PR/5E42f) | (CR + PR/:##&HI)

358

vl
E

ER=E L 23.6 (13/55) 19.7 (13/66)

1) AFOKBS =ik 5213, 180meg/m? ML FTh 5.

16.3 9%

16.3.1 M TOHEZGEI
F v MIUC-A4 ) J T 5 ¥ VR K A % BRI ERIR NP 5 L
7o OMBE NSRRI (X, I, PR RR, AR % B
ZAHHE TSP BETREIRE X ) & L e T 0 BT
ATV DD SN 7207),

16.4 {3

16.4.1 & FOF L OERERICBWT AV 2 5 v HERE KA
WEANVEF YNNI AT T —EIZX Y IEEAAHEY (SN-38)
WCHEBEERINEYY, 24 ) /5 v EERE AR L.
CYP3A4 12X ) —#Rid g b S, F/z, — IS HEmIC
SN-38 12Z#t & 51010
SN-38 1&. EICHFOMHEEEZ CTH S UDP-7 v 7 b v iifEk
% (UGT) o—41HiTHhsb UGTIALIZE Y Zvra v
Myas S, SN-38 D7 v 7 a v Biak (SN-38G) & 7%
Dy FICHF S i p 1209,
UGTIAL (21 UGTIAI*6. UGTIAI*28%: %1% 73
AL, UGTIAI*6. d L <& UGTIAI*Z28\2HB T, &
NOBETEZAZ D 20 WEBFEICHRTAT O HAK, R
BAKRE LTHOBEEDIEIZ SN-38G DA EEAMET L.
SN-38 DCHASIEES BV, [9.1.5, 17.3.1 BH]
HARNICBIT S UGTIAI*6. UGTIAI*28 DT L IVHE X

VLR 23.6 (13/55) 19.1 (13/68)

FAVEEHmES (126 1) O T AFIEH I, FIMLEREA 92.9%
(117/126 ), H.Ls - Wik 88.1% (111/126 61), ERAE
86.1% (105/122 ), ~NEZ T Y Vs 67.5% (85/126 i),
T 67.2% (84/125 B), T 55.4% (67/121 B) TdH - 720
(BE (FHTBEXIIESR))
17.1.3 ER%HESE 1 EE58
Ti%s - EATHEE NG L LioA Y 2 T o el AR Y Hh
¥5 (1 H1HE, 100mg/m? % 1 842 MuEsEST 2 (A )
Nix1H 1M, 150mg/m? % 2 Eig 2 SibsEd 5 (BiE))
DEREZ, KEDEBY TH 7219,

ZRE%
(CR + PR/5E4H) | (CR + PR/:#H%H)

HBA

H 23.3 (14/60) 18.4 (14/76)

TAVEFHMES] (76 K1) o EARIERIE, HmEkEd 85.5%
(65/76 1) . 1M 64.5% (49/76 B) . ERAIR 64.5% (49/76
B, ol - WEIH: 63.2% (48/76 B1) . E 63.2% (48/76 Hi)
T 61.8% (47/76 B1)\ ML/MBIRA 18.4% (14/76 B1). JE
A 17.1% (13/76 1) Td o7z



(k5 - BElaE (GFHTREXIEIER))

17.1.4 ER%EAEE 1 HEER
W A AT LR - R e LAY ) 7 h Vi
WY KA BARFE S (1 H 1, 100mg/m? % 1 B84 12 2%
95 (AW X1 H 1L 150mg/m? % 2 #4250
HET 5 (BiR)) ofFshEE. REOEB) TH o712,

RS (1500/mme BLE), eV Ve Ml (fERk AL
ERD 15 ELT) SEA5RE S N7z

ZER)H%
3584

(CR + PR/5E42f) | (CR + PR/:EH)

Kl - R

LAVERHIES] (63 #1) O E 2 RIVEHIE BRI 84% (51/61
Bl) . HILERIKA 76% (47/62 B1) . Fols - W& 73% (46/63
Bl) . FHI63% (39/62 B). TG 62% (39/63 B). £l 50%
(31762 B). % 16% (10/62B1) TH - 7o

(FlE (FMTREX3HFHR))

17.1.5 ENHREASE 1 188
TIE - BATFUR AW R & L72A ) /7 7 7 2 3RRRIE AN Bl
45 (1 B 1MW, 100mg/m? % 1 R kT 3 [\l GEHHE L.
2HMEKIEL, Thit 17—V ET5) ORI, KED
EBYTHo 72,

32.1 (17/53) 27.0 (17/63)

A7
s (EEFEA)
PB4 BB e
(ITT) INHF— K
ok e
0D P {2
FOLFIRL\IOX 197 10.5
%if%?ﬁﬁ@ﬁ%ﬁ% i ' %%n
FEsE ; P<0.
GEI\,{IE‘; 128 6.9
Hilt X7

B
B

(CR + PR/5E42f) | (CR + PR/:#H44))

73

PAVEEEAGRER (75 B1) o T REIEMIZ. EIMERKA 92%
(68/74 i), H.Ls - MEIH: 89% (67/75 1) . FRANIE 87% (65/75
B WP ERIEAD 80% (45/56 1) FIH 64% (48/75 B1) . ~
O VWA (i) 50% (37/74 #1). KT 47% (34/73
BI). ALT k5 20% (15/74 %1). AST k5 18% (13/74 1),
W59 17% (13/75 B1) . BFEEERIE N 16% (9/56 Bl). 158K
12% (9/75 %), IM/IBEEA 11% (8/74 B1) . #ERE A 10%
(7/74B1) T o720

(B RE)

17.1.6 ER%EASE 1 HEER
ARG 2 g L L7241V 2 7 o Rl AR o 5
(1 H 11\, 100mg/m? % 1 BAREKE T, 3~4 bl T L.
QHEMKEL, ChE127—NET D) OANEIE. KED
LB THo2,

B

23.1 (15/65) 20.0 (15/75)

FOLFIRINOX LI BT LAeMEHIAES] 167 o 5 &
HEREPINETE LD -7z 1 BIZRERL 166 BlICBIF 24 E
FRBFBEE L 100%TH o720 ELFEFSHIE. &l
90.4% (150/166 f51) . 9%57 87.3% (144/165 B). y -GTP L
H.83.7% (139/166 1), ALP FX- 83.0% (137/165 #1). &f
FRERIEA 79.9% (1317164 #1). s 79.5% (132/166 1) .
MM 75.2% (124/165 B1) . FH#1 73.3% (121/165 B1) .
KRR = 2 — a8 F— 70.5% (117/166 B1). ALT k5
64.8% (107/165B1). AST E¥ 64.6% (106/164 B1). MH:
61.4% (102/166 f5l). PREZH) 54.2% (90/166 Bl). HEA
1% 48.8% (81/166 Bl) . fH#k 45.2% (75/166 ). BT 32.5%
(54/166 ) T -7z [5.2 BH]
7 1) Eastern Cooperative Oncology Groupo
7 2) log-rank M.

17.1.9 ENE I &
ALFHEE RGO ERIER 2 A T2 HEE R E L7256 T
ARERICBIT 5 FOLFIRINOX #: (1 7 — v & 2:HME LT
1HBIZHFYY 79F ¥ 8mg/m*?. LAKRKY F— 1
200mg/m2. 4V /7 VIR KA 180mg/m? & ik i
AL, Bl&HE 703 T 5 2V 400mg/m? % 2RIk N
H. 7nviuaw g )b 2400mg/m? & 46 FEE A THGE R
) OAMMEIIREDOEB Y TH -7, WHEHIXECOG
Performance statusO X IO°1 TH o 720 2 DD #EE T %A
(UGTIAI*6, UGTIAI*28) \Z2oWT, WEh»% REHS
K& (UGTIAI*6/%6, UGTIAI*28/*28) XigWwiNnd AT
TEAR (UGTIAI*6/*28) L LTHoBEIHRI Iz,
T, 17— VHOESTRESMAEE LT, ki
(2,000/mm3 PLE), Y IVE Ml (FligkILdEl FRRDT)

2250 EDRE SN
PB4
(CR + PR/5E4HI) | (CR + PR/3#HH)) B ZERNA (ARl /e )
AT AT e e 39.4 (13/33) 31.7 (13/41) (LEFREARIEIR OB R & 45 2 38.9% (14/36)

(EMHEY D NE GERT XU NE))

17.1.7 ER%EIE 1 BEER

WY ONNE (GERYF ) Vs AR E LAY )T
F v YRR AR A S- (1 H 118, 40mg/m? % 3 H [
HAEL, 1 EEICHRYIES) oM. kEOLB
D T%O 7’:23>o

%
(CR + PR/5E42f) | (CR + PR/:#H4F)

B

) 8 R T F 2

) 41.9 (26/62) 37.7 (26/69)

GRARYIBRARE & IR

17.1.8 @5 1/ DHEHER
LB RIGROE BB AT R L L7281/
MAHEERIC BT 5 FOLFIRINOX #8# (1 7 —n% 28 &
LTCHEIHHIICAHFYY 755~ 8mg/m2. A F—+1
400mg/m?, A V) J T VIRESEARFIY 180mg/m? % M ik
FEL. lEHEE 704y 530 400mg/m? % Sk BRI
.. 7ntay g v 2400me/m? % 46 EER 20T T Hifi i
W) L7r Ay sy v UEmIE (GEM) Bk 55 (GEM
1,000mg/m? 38 1 W] 53k $5-% 7 ke L. 8 8 HIdkIE S
5o ZOHIE, M1 MRS 2 3 MR L. 4 08 HIix k3
LT Iz 48 RS) o TR O A &Pk
REDEBYTHo72W (MEATF—%), MR EHIE
ECOG¥ DPerformance status 0 2N 1 TH o 720 BEkICH
W 22D HETE® (UGTIAI*6. UGTIAI*28) 2§
LILEIREEIN LD oz T2 BEEORIILE L LT,

GRS E B 36 B 330 B EIVE I SE B 1 100% T &
572 FEHRFEWERIE. WFhEkiid 94.4% (34/36 1), FiIfiEk
WA 91.7% (33/36 1) H.L 88.9% (32/36 ). IL/MIK
A 88.9% (32/36 1) . &M 86.1% (31/36 1) . FLRASE 86.1%
(31/36 1), T3 83.3% (30/36 f). AHSMERAL = 2 — w3
F—75.0% (27/36 1), BT 66.7% (24/36 ). CRP -5
66.7% (24/36 B1). U ¥/ SEREGRD 66.7% (24/36 1), T v
73 VA 63.9% (23/36 B1). REIHA 58.3% (21/36 1),
AST F5-55.6% (20/36 1), ALT L5-55.6% (20/36 1)
LN %% 52.8% (19/36 1) BRECFEH 47.2% (17/36 K1), fH
b 47.2% (17/36 B1) . HRI% 44.4% (16/36 #1). LDH L5
44.4% (16/36 ) Th o7, [5.2 ]
17.3 ZOft
17.3.1 UGT1A1 Bz FL B L BMERAREE

FERIZBNTA Y 7 7 > HERE KA S (55 61) o
FAERE R Z 2DV T, UGTIAL MfE -2 A & BIVEH & o
PEIZOWTHRE LY, 4 255 VIEIEKRW I,
100mg/m? % 1 8 [ B 3% 150mg/m?2 % 2 38 [8] [#] B CTHe
517

7L — K 3L EOIFHERIRAD RO FRIO TR ED & B
D Tdhoto [9.1.5. 16.4.1 BE]

FL—F3BE | . .
Dl | K 3D F

HRTZR i (gl | TREBLE (I

UGTIAI*6 & UGTIAI*28% & %

R 14.3% (3/21)

14.3% (3/21)




YCTIAL L6 R UOTIALZEN | 9419 (1/20) | 6.9% (2/29)

UGTIAI*6 X3 UGTIAI*28 %
ERAKLLTED, LI
UGTIAI*6 & UGTIAI*28% ~7
oA kE LTH D

18. EEHIEIE

18.1 1ER#F
4 T H YRR X, 1983 AR UL T OV A v A
FCTHBEH YT VT o noaRENRERELH TH
5%, 40 )T Hh VIRESEARMIEIERNTHVER VT
AT T —EIZL Y EAEHY (SN-38) [k afEshs 7
O RSy 7 THiHD, IBMDNA FRAVRAF—ERHET
52 LIk 5T, DNA &% HET 520, BATaR) S
N> S WNCHFRITH Y o HIBRAF RS KA R R & R
THHNTH S,

18.2 HilEE(ER
BHEE A L CTIRWPERE A2 b S A2 4T D, T A
S180 I, Meth A #HERINE, Lewis Midf. L1210 & O° P388
FIME. 5 v  Walker 256 $5AME Z2 & N2 X — K< 7 2 0]
A e MES MX-1 (FL#E). Co-4 (KEaHE). St-15 (W
#5). QG-56 (i) i WPUIEEAH 2 /83728730

19. B ICEY 2 B{LFHIAEAE
— R 4 ) 2 7 h v HE M KM Y (Irinotecan
Hydrochloride Hydrate) (JAN)
it % % : (45 -411-Diethyl-4-hydroxy-3,14-
dioxo-34,12,14-tetrahydro-1 H-pyrano [3'4":
6,7] indolizino [1,2-b] quinolin-9-yl
[14'bipiperidine] -1'-carboxylate
monohydrochloride trihydrate
4 1 X CusHasN4Os + HCI - 3H20
T OE:677.18

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

< O e HCl *3H,0
HO “—CH,

SO~ L ORI REOR R TH
60
AF )= IZRRBEITIZL L, Kigy /) —
Vo (99.5) ITEITFIZ v,
KTk > TEAICEBO LR D, 0FT 5,

2 B ¥ 255C (0 #).

20. BIRWVL EDEE
FAELEWE)IEETAI L,

22. @&

(11 /T H 8RS A RS EM 40mg [SUN])
2mL [1 /54 7]

(11 /T H 8RB85S HE TR 100mg [SUN])
5mL [1/54 7)V]

23. FEXW

1) Ando Y, et al. : Cancer Res. 2000 ; 60 : 6921-6926

2) Innocenti Fet al. : J Clin Oncol. 2004 ; 22 : 1382-1388

3) Minami H, et al. : Pharmacogenet Genomics. 2007 : 17 :
497-504

4) Zatloukal P, et al. : Ann Oncol. 2010 ; 21 : 1810-1816

5) HHITEES i @ 9 & Aba@#d. 1990 5 17 : 115-120

6) AKIET: A« FEWERE. 1991 ;6 : 73-95

7) AAKIET: Al - FEWBEHRE. 1991 5 6 : 105-125

)

9)

0)

&

WA A c o &AL, 1991 5 18 ¢ 2175-2178

N RESE Al « S EhEE. 1991 : 6 : 899-907

Dodds H M, et al. : J] Pharmacol Exp Ther. 1998 ; 286 :

578-583

11) Haaz M-C, et al. : Cancer Res. 1998 ; 58 : 468-472

12) Rivory L P, et al. : Cancer Chem Pharm. 1995 : 36 :
176-179

13) Haaz M-C, et al. : Pharmacol Toxicol. 1997 : 80 : 91-96

14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)

24,

Saito Y, et al. : Curr Pharmacogenomics. 2007 ; 5:49-78
Kaneda N, et al. : Cancer Res. 1990 ; 50 : 1721-1725
Atsumi R, et al. : Xenobiotica. 1991 ; 21 : 1159-1169
Mkt — At - 9 & AbaBeik. 1991 5 18 £ 1013-1019
PrNIEE Al : i &b, 1991 5 18 & 1681-1689

oo ORI Al R & AREETE . 1994 ;21 £ 1033-1038
Shimada Y, et al. : J Clin Oncol. 1993 ; 11 : 909-913
PSR b © i &AL, 1994 5 21 @ 1017-1024

b EHE fb : Skin Cancer. 1993 : 8 : 503-513

ASHIFIHE A« 98 & Ab2=98: . 1994 5 21 1047-1055
Conroy T, et al. : N Engl ] Med. 2011 ; 364 : 1817-1825
Okusaka T, et al. @ Cancer Sci. 2014 ; 105 : 1321-1326
Sawada S, et al : Chem Pharm Bull. 1991 ; 39 : 1446-1454
Kawato Y, et al. : Cancer Res. 1991 ; 51 : 4187-4191
FrEFI Al : HE & AbEREE . 1987 5 14 & 850-857

o T ME A c iR & AR 1988 5 15 2757-2760
Kawato Y, et al. : Cancer Chem Pharm. 1991 ; 28 :
192-198
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