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&, Bk, St
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14. BALDEER

14.1 ZRIRNFOER

1411 BHNTMIEAE LB T 5720, BRI i%i@%%ﬁﬁ?
LT EDNEF L, KE. ] RIS L 72
i3, EHICLEDHAKTL LW T S t

14.1.2 RFNE. W lBAIR, CTEXA2THe0IHG5 352 &,

14.2 ZFRIESEOER

14.2.1 BFIRNFEG-ICHES L. SEEDSIE ML A & TEETERAL
(RS - SR AR 32 L 2%H 5 O THEEHA MBI IR 2 v
G TH L,

14.2.2 RHNIICNIAZE L D
FTE IR R AS IR 12 »S‘i%n

15. ZOMDER

15.1 ERARERICE S < B3R
WRINZ BT B ATV NI INE % kF 5 & L 72 R 2 L5 AR R
REERIZ BT, KH L AT T F 2B H%S-HE (K #180mg/
m?% %1, 8HH., Y A7 5 F »80mg/m’*% %1H HI2#%5 L3
AR D K ) T OB EIEATBIBI R A FED S, R
RERATHI S N 7ze DR, REIOFS 8% 65mg/m?IZ i &
L. BRRSERIZER S, RERIIK T E ol B, AR
B RO 20260h 76 T - 729,

15.2 FEERARERERICE D < 158
VZFLR AR & F v 7o et AR S BRI DN~ 7 A B BT AR
EFRWIZAERBRICBWT, BEHFEIRE IR TV S,
[9.4.1, 9.4.2%R]

16. FEMENRE
16.1 MAHRE
16.1.1 BEEES

GBI B, A ) /7 REREKAY50~350me/ m* ) & B
Al SRR 3G L 72 & & oI o KL & H IR (SN-38)
WERE R WE L7z RZLAIEMEE 20 & OREEREDH L | 712573, 7~
5.8 Td o 72A%, SN-38D¢121311.4~18 . 5FfH Tdp ) . KZALk &
HATHERE ) 2 IR RS 208 L 720 R K ONSN-3813 45 5- 12 7215 ]
FREECIRIZEAICMA A SHR L 72D 0,

EHTHGZRET B 2 Lo F72,
WIS L TG 5 2 ko

EAEEMIER B E BT DA ) T YRR KR W 515 O RZALR R O
SN-38DFEMENAEFH) /ST A — 5

Epasm Y I Cmax (u g/mL) t12(hr) AUC(ug - hr/mL)
(mg/m?) RZALMR | SN-38 | RZALfk | RZALME | 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
16.3 &1

16.3.1 MIRJARES
v MIEES A ) T A CRRREE KA ESN-38% 7N L CillsE L 721
R AT, REIETIE30~40%. SN-38T1392~96%TH - 729,

16.3.2 BT OEBD T
T MIUC-A ) /T IRERIEKANY) % B RER AN G- L 72 o
PSRBT EE 12 . AR R, AEFER 2 B < &ALk I AE P
FEILEE X 0 & L ) Th D BT AT A 380 S 2D ¥,

16.4 {38

16.4.1 & bOFFROEMMKIZB T, 1) /7 VHEE AN 7
WERF D NVIAT T I &0 EEACH Y (SN-38) IZIEH LR S
BNzl ) 7 v ERIBEEARYIE, CYP3A4IZ X ) —FBix
EHL S, T2 BB ICSN-38IC i X p 1 12,
SN-38i%. EWFONRMBEE THSHUDP-7 Vs 1 /Hm%@ﬁUGT)

— G FRETHHUGTIALIC L W 7 v 7 1V fas &4, SN-380 7' )L

s AR (SN-38G) & 7 b . FIZHEFHICHRE S I p 19 W,
UGTIALC ZUGTIAI'G. UGTIAI'28% @ i T % M 23 45 £ L.
UGTIAI'G. b LLIRUGTIAI IS\ B\ Tld, TNOHEETFEME L7274
WHEF IR TAT OEAE, RERARE LTL2BREDIHIZSN-38G
DERFESDMET L. SN-38DACHASEIES 5V2,[9.1.5, 17.3.15 K]
H A NI B BUGTIALG. UGTIAI28D 7 L v #i B 1313.0~
17.7%. 8.6~13.0% & OIEDH 55,

S8 (17661) 12 515 5 UGTIALEET- S5 & AUCHH & o f
HiTkFEDOELEBY) TH LY,
- AUCH#
HEFEH ; !
=TS BUE | el (195 R
UGTIAI*6 L UGTIAI*28% £ b 12 b 727 n» 85 5.55(4.13-7.26)
UGTIAI*6 X ZUGTIAI*28% ~TadEaik & L

<o 75 3.62(2.74-5.18)

UGTIAI*6 X \ZUGTIAI*28% R EfHAKE LT

bo, b LLIRUCTIAI*6 - UGTIAI*28% ~F 16

uEsRELTED

7E2) SN-38GD AUC % SN-380 AUCTH: L 721

16.4.2 5 v MIBWVTSN-38GIE. BBHMIE A L 2p-7 Vo= —+
12 & ) SN-38IZfiidas & 510 17,

16.5 HEt
BHEMEE R E IS, A 7 R YE KA PW165mg/m* 3 1%
250mg/m?* % Hiln] siiEE IR TS L 72 & & 024K F T o R PR
13, RZEALAEA16.3~21.1%. SN-38%%0.11~0.15%Td - 729,

1) AH DK S N7z miE, 180mg/m2L FCdh 2.

17. ERERRIHE

17.1 BERURLEICET 55k

QIVvHBRBTRE. FF/)VHRBRAHEE)

17.1.1 ER#HASE O 1E5ER
FATARE 22 RIS VERE OB RRE . FR/NVRamifE) 2 xR & L7z A
T 7 v SRR KA B 5-(1H 1. 100mg/m? % 10848 ,ﬁ.(ﬁ*’ﬁ(ﬂ?
T5)OFFMIE. KEOLB) TH-729,

2.07(1.45-3.62)

s, EES
- (CR+PR/524H1) (CR+PR/3##5 1)
/Nl 37.1(13/35) 31.7(13/41)
JE/ANHTL 24.7(23/93) 21.1(23/109)

ZEEVEFEAMER] (14661) O E 2 BITEF X, ARAIRS2 . 2% (120/14661)
[T I ER 3% A 76.6% (111/14561) . L - W& IHE73.3%(107/14661) . ~E
7Y v E66.2%(96/14561) . T H#I62.3%(91/146%1) . i E50.4%
(71/14180) Tdh > 7=

(F=ESEE. S

17.1.2 ER#HASE O 1E5ER
FEGHE, ERE 2 TR E LA ) 7 CEERRIE AR B 5 (1
H1M. 100mg/m?% 1 M [ FE C4AR SfEiEE L. 2HMAREL, Thz
17— &5 (AE) IZ1HLEL, 150mg/m?*% 238 [ R by T 310l 25 i i
WL, SEEARIEL, ShE1r— L ET 2 BH) oL KkED
LB THo7,

s, EHEY
- (CR+PR/524:f51) (CR+PR/##4 1)

FEGHE 23.6(13/55) 19.7(13/66)

[[Ex S 23.6(13/55) 19.1(13/68)

z@&:ﬂnﬁmﬁumwm O T EER I, FImERRA92.9%(117/126
Bl L - MEH88.1% (111/126f1) . A ARANHRS6. 1% (105/12261) . ~



70V A67.5%(85/12661) . T HHI67.2% (84/125%1) . FiiED5.4%
(67/1211) Tdp - 7z,

(BE (FliTEEITBEH))

17.1.3 EIR#%&EASE I 1E5H5R
TS - EATHEE MR E LizA ) 7 BRI k% 5 (1H 1
[, 100mg/m*% 1LE M s iE S A (Ad) XUE1H1E, 150mg/m*%
IR RS A (BER)) oG RIEIE. REOLBY THo 7%,

ZEE%
BB —

(CR+PR/5¢401) (CR+PR/3#14 )
23.3(14/60) 18.4(14/76)
*”‘léuﬂﬂﬁ A5 (7660) O T AR BIERTIE, FIIER) k’}85 5%(65/761§J)
21164 .5% (49/76%1) . £ Bk A 41764.5% (49/7651) | - I 1163 . 2%
(48/76%1) . T T63.2% (48/76%1), T %661.8%(47/76%)\ I /AR A
18.4% (14/76%1) . JEI#17.1%(13/76%1) T > 72,

(K&l - EEE (FTEENIEEHR))

17.1.4 EIN#&RA%E T AE5H5R
HIBER A AT b - BEE R E LizA ) 2 70 v iRERS KR
Wy HEE 5 (LH 1A, 100mg/m®% LE M AiliE 5 (A LIZ1H L
A, 150mg/m?% 284\ 2 MIEFHE S 2 (Bik)) o A, kEOL B
D CTdhor,

3 v = —
(CR+PR/5E42H1) (CR+PR/3##% 1)
- 32.1(17/53) 27.0(17/63)
A VEFFMAE B (636%1) O £ 2 BIFE 1L, AR IRS4% (51/6161) . FIIL
ERIBAT6% (47/62(1) . HELs - TE:73% (46/6351) . T 9#163% (39/62f1) |
JBiB62% (39/63f%1) . £ 1150% (31/6261) ZTd - 72,
CELE (eI BH))
17.1.5 EW&HH%ME::‘C%
IS - MEATIHIR A R L LA ) 7 v SRR AR Bk 5 (1H
1Hl, 100mg/m*% 138 [ i b C3Mml migidiik L. 28MIREL, Szl
I —=VETH)DEMMEIX. KEDEBY) TH-722,

s EURRL :
(CR+PR/5¢401) (CR+PR/3t 1)
Lo 23.1(15/65) 20.0(15/75)
B A RTAMAE B (7550) o F 2 BIVE A . H 3Rk 4292% (68/7461) |
B - IR IH89% (67/7561) A ARANHRS7% (65/7561) . T Bk % 480%
(45/56%1) . T 9164% (48/7561) . ~E 7 0 ¥ ¥ A (7 1) 50% (37/74
Bl ). i B47%(34/73%) ). ALTE 5-20%(15/74f% ). AST I 518%
(13/74480) . MEFE17% (13/7561) . HFHEERIEIN16% (9/5661) . 1B I&12%
(9/7561) « MU/IMRIKA11% (8/7461) ¥R 10% (7/746)) Td - 72,
(EmmiaE)
17.1.6 EN&HASE 018558
IR A R e LA ) T v SRR AR H e 5 (1 H 1],
100mg/m?% 138 M [ f@ C. 3~4l e L, 2AMARIEL, Thxl
= VETH)DOEMMLIE, KEDEBY) THo722,
ELES)
rBE (CR+PR/5E4241)
AR NE 39.4(13/33)
(EBHEUVIEGERIFV U VIE))
17.1.7 BN EASE D HREAER
) CONEGER Y F ) ONE) ARG E LA T VIEERE
K HEAFE 5 (1A 1A, 40mg/m®% 31 [ [ SiiEss: L. LE®E I
DET) OFRIER. REOLBY THo M,

Zih 5220,
e, et ik

M) oNE(GER Y F )

>N

AR EE IS )

17.1.8 ;B O/ MAEEER
ILFFEREGRORIBIEAE T AT DR g L U728 T /AR
2B AFOLFIRINOXEHRE (17 — Va2 & L THEIHEICA FH)
77 F »8mg/m?. &) F— bO0mg/m’. AV /T H v HEEREE KA
W180mg/m?% riiEEHE L. FI& & 7 v+ a0 J 2 v400mg/m?% &
RN G-, 7V A+ a7 T 212, 400mg/m? % 4615 [ 22 1) T FRfe
) &7 s Yy e v ERE (GEM) Hid 5-3 (GEM. 1,000mg/m?? 14
1 i G- 2 TEE R L, S HIXRSE T 2, 2ok, B1E m#EE
Ga3E s L, 4B HIIAREE LT, TheaBiEIciy j’iﬁ D]
RN DA IR EDO L BN TH 72D (WEAT— 5 ) MFREHL
ECOG* Performance status 0z (F1Td - 720 BRI BV T2O DT
FLR(UGTIAIG, UGTIAIZS) |\ AHMEIIREEN L o720 £
7o BERRFOBPIEHE L L, R ERE(1,500/mmill ). ) v e
it (hiR% FEHEME FRR 01 55 LUF) A% E S 7z,

=53

By
H

2%

(CR+PR/3#14 1)
31.7(13/41)

(CR+PR/3##% 1)
37.7(26/69)

(CR+PR/5E4:41)
41.9(26/62)

A
. ES (FZREiTF H )
PE B L
ek e ATT) | degefis [ - Rk
(H) PfE™
fespedatft ol | FOLFIRINOX#: | 127 10.5 0.62
AT B GEM gl 5- 128 6.9 | P<0.001

FOLFIRINOX#: #E 12 B\ T, ZaMFFMEMLH O ) b, FEH
KWETE L h o 72100 % B 166611 BT 5 H EHF RSB L
13100% T & - 720 E %A EFE LI, £1090.4%(150/166%5]) . I 57
87.3%(144/16561 ).  y-GTP_L 5-83.7%(139/166%1 ) . ALP_E 5-83.0%
(137/165%1 ). #f v Bk % 4°79.9% (131/164%1 ) . .1,79.5%(132/166
B\ AN AT5 . 2% (124/16561) . T 9173.3% (121/16561) . A AE 1
B = 2 — 18 F —70.5%(117/166%1) . ALT I-5-64.8% (107/165f1) |
AST 1= 564 .6%(106/164%1) . TEIH-61.4%(102/166%1) . A EZH54.2%
(90/166%1) . ARAIES.8% (81/166%1) . HF45.2% (75/166%1) . BT
32.5%(54/166%1) Td - 72, [5.25 ]
1) Eastern Cooperative Oncology Group.
7E2) log-rank#iiE

17.1.9 ENE D+EHER
LB EREROEIBEE T AT LB AN R E LS THRBRICS
1} AFOLFIRINOX#: (17 — Va2 & LCHEIHHIZ A0 79 F
85mg/m? L ARA Y F— F200mg/m®. A ) /T R KA
180mg/m*% MiEHHE L. 5l &H& 74 1u v 5 3 )1400mg/m?% 2k
EHIRNE S 7V 4 a7 5 3 )L2 400mg/m?® % 461 ] A2 1 T R L)
DEMEIIRFEDOLEBY THh o729, wHREFHIZECOG Performance
status 0L 1 CTH o 720 2ODBILTLER(UCTIALG. UGTIAIZ8) 1
DWVT, WENhE R EESE(UCTIAIC 6. UGTIAIZ28/28) X 1%
WFEN L AT OESE (UGTIALIG28) £ LT H OB E RIS,
F720 17— VEOFG RS LT 1P ERE(2,000/mmPEL k) |
) IVE il (RREFEHEME_EIRDUT) A% E S 7z,

BB ZERNE CH KB/ EiAE )

(LR O RIRER & 4 5 L 38.9%(14/36)

e AV R B136450 12 31 % BIEF S8 BUSE 1X100% T d - 720 F 72 E
PEF S, 3 Bki% 4294 . 4% (34/36%1) . 11 1f Bk 9% 4291 . 7% (33/36%1)
FEL88.9% (32/36%1) . I/ 4288 9% (32/36%1) . £ 1i186.1% (31/36
B, ERRARIES6.1%(31/3661) . T #i183.3%(30/36M%1) . AR V&K T
=2 — TN T —75.0%(27/3661) . Fi E66.7%(24/36%1 ) . CRP I 5
66.7%(24/36B1) . 1) ¥ /NERELIEA66.7%(24/3650) . TV T 3 Vg
63.9%(23/36%1 ) . 1k T 4°58.3%(21/36%1 ) . AST_F 5#55.6% (20/36
Bl) . ALT F555.6%(20/3661) . 1 452.8% (19/3661) . B 2%
47.2%(17/36%1 ). 18 Fb47.2% (17/36%1 ). # B %44 .4% (16/3611 ) .
LDH 5744 .4% (16/36%1) T - 72, [5.25 1]

17.3 ZOfth

17.3.1 UGTTATEIGFZE LEIfERARIRE
EWNIZBNTA ) 2 7 v BERE KA Y B 5 (55%51) o £ 7 i /&
HIZOWT, UGTIALEE T £ R & BIMER & o B 122w THE
L72Ye A0 7 77 WKW X, 100mg/m?% 18 [ [ BE 3 1%
150mg/m? % 28 [ il F CTHe G- L 726
7L — R3LL LD HERBAD R O TR OBBEEIREDO LB TH->
725[9.1.5, 16.4.1%8]

7 —F3L LD
S e IR S B
(%)

7L — F3D T

i 2 FEHA (BIED)

UGTIAI*"6LUGTIALI*28% L bl e\ 14.3%(3/21) 14.3%(3/21)

UGTIAI*"6 X \IUGTIAL*28% ~7 O H G 1k

LLTHo 24.1%(7/29)

6.9%(2/29)

UGTIAI*6 L\ ZUGTIAI* 28% R EFe Ak &
LT, b LLIRUGTIAI*6 L UGTIAL*
28 NTOFEHELTHD

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

18. EZHEIR
18.1 {EFR
AV T BRI, 19834 ICHIESEET Vv haf R THhAH
N T NT UL ERENIIEEEEANCH LD, A0 ) Th
RGN TH LV RF VI A 75— B2 & 0 iEA_ sy
(SN-38) IR EN L T KT v 7 Th B9 %, 1HDNA b EA
VAT—PEMETLILIZL 5> T, DNAGKEHET 5%, KAl
ST I OSHIZ SR TDH 0 L BB B RRAE SR R 2 R” T
HHITH Do
18.2 MilER{ER
RAERES 123t L CILWILIERE A X2 v I A% HF T 5, <7 ASIS0A
i, Meth A#EHMEANE, Lewishii #. L1210%&% O'P388H I k. T v
Walker 2564 A 7% & N2 X — K< A f#HiPE v M EESEMX-1 (5L
#5) . Co-4(KMaHE) . St-15(B#) . QG-56 (liffa ) &5 12 i v~ HUIE 55 %)
BERIRTD, F o, in viroRRBRIZ B W T v b EESE B kBxPC-3.
PANC-1. SPAJK O'SUIT-2#Ra k35l % $i L 7257



19. B ICRET BIBELEHR

—f%%& 1) T v KEERYE KT (Irinotecan Hydrochloride Hydrate)

{34 : (45)-4,11-Diethyl-4-hydroxy-3, 14-dioxo-3,4,12, 14-
tetrahydro-17-pyrano[3',4"6, 7]indolizino[1, 2-H]quinolin-
9-yl [1,4-bipiperidine]-1'-carboxylate monohydrochloride
trihydrate

SFI : CHaxNiOs - HCL - 3H20

SFE 67718

Al R #9255T (53 fF)

BER

(6]
N
O
MR O~ RE OO L IBEEORERTH L, 25— VI
RRBEITITC L, KT 7 —)v(99.5) ICHE T IZ < v, i
Lo ThHAEBEERY . BIFT 5,

20. BRVL\EDER
FHRE L2V E D IEET A L,

22. @

AU/ FhVEBIERRERERIOMg[ YDA 1)
134 7V (2mL/754 7))

AU/ FAVERBERRERERI00me[Y D1 1)
184 7V (BmL//3 A 7 V)
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