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APC(aminopentanoic acid) 7 AUC *# ¥ 87% > @ & SN-38 539 AUC #j ¢ 109% -

UGTI1AL #r#4]#&] (%]4e > atazanavir ~ gemfibrozil ~ indinavir ~ ketoconazole ~ regorafenib
#):

3 3 4c irinotecan E LB SN-3R 2 L kB E 2 h'h o F RIZ WL E ¥ P %5
7 st S~ 4
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H & CYP3A4 #r41#| (5]4- > crizotinib ~ idelalisib) :
%] crizotinib # idelalisib g "% i irinotecan * P2 #x> 7 H 4¢ irinotecan F M Yo

@ AW
B KAEgdl  F R AR L A RER IR F TR B F KR
Fd o Pl R A A RSB R L @ (INR) a0 B

gﬁ@*%ﬁ%
B &l (blde
lﬁo

cwlosporme » tacrolimus) * iE & L EArF] 0 P F M T H 2 Dk

Al PR ST DA o “,ﬁ% irinotecan Ef’#é R R S T EaN e
t o CAMPTO £ 1 #itdkfiafis st > @ & § Fitldg fig i 75 [0
79 fig "2 k& (suxamethonium) e3¢ o vp JELETIE* > g f Rt d 4k (4 & Fenfd Ko
BOFEETIE R o

Hu g &5
S-fluorouracil/folinic acid : ¥ 5-fluorouracil/folinic acid & & js 7 ¢ % irinotecan
hEEd 5§ o

Bevacizumab @ o - HHF T E L F LT F* FH g % FEF bevacizumab ¥
irinotecan % H F R Hpr SN-38 ch#EHr s 4 B g F 35 1_‘11@,@}2#”% AR #
Pgpa FRiEed 2o

Cetuximab : ¥ & i i® 7 5 8 70 irinotecan 7% > #E/% ¢ % 3| cetuximab 52 58 >

K 7 7n Ak o
2_ 7% 3R

Frh i & (& 3 S-fluorouracil i9% g% 4~ flucytosine) * & F #f1 7 2 & i
s B PR R B T Gy € 4ujyl irinotecan @] (E* o Blde B Rgde ]

8. BIIE* /2 F J

8.1 A EL R ®* /2 A5 R
CHEMM A B E SRR ER A RN LF BER S FAMEFERIT S .
R B R RIEDT LF RS D AR e

Irinotecan & % £ (=>1/10) & & *A4| % 2 K & 5

.,|<
lé:
T
1&5}

(LG EA
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f@)is’?}‘“*t‘y}nliﬁ,}é‘ PR RS }il___}l\m_ﬂ_/l’?f}?’]

%ﬂﬁéiﬁ%*ﬁiﬁﬁmﬂﬁiﬁ°@ﬂ%ﬁi¢%*ﬁ{?ﬁﬁ£$f
) B AH s R S B IoR o DI R MR Y l“gt;m{S X o

‘:Erl g‘l‘%;lj ?E‘#‘ # a rﬁﬁ’i;{; %‘rfﬁ’ﬁ% ’F’ig%% /;i",% '[’f_:}j.: 1 2¥ o
%&#a%p_J CAMwowﬁﬁaﬁzﬁ24+ﬁm%i&$§@agw

EAAEA 0 AR S B R R e B R R % atropine i
Ejegis (FR¥ 514

0k
765 4% CAMPTO 350 mg/m* 2 i & H| & H = jof cgp A 4R 03 LF b5
ko T AF EF a2 CAMPTO § M » 24k e? » 3 4 F U ERE R

R N EA LR o MEF LKL DAY A 2(21/10) - F L(1/100 FI<1/10) ~ F F
2.(>1/1,000 $]<1/100) ~ F &(>1/10,000 $]<1/1,000)27 2£5% Z % (<1/10,000)

CAMPTO ¥ - iz % (350 mg/m* &

3R LR RAFL

MedDRA % 5L E T A %

ik

BER W

ERE % ¥a B
R BTk BB R Eat & &) R IR
AEF R | pa
¥ A ] AR

T A

R MY S IR VR £ E R

RHE R

¥ ¥ A

G A5 1L

#¢ kil ,:‘i SUB ﬁfi

¥ ¥ A

PEde R MR I ¥

PR A¥¥Fa | ik

e N 2

2H AR | R

L S S LR

¥ A i{ 4%
AREAT oA AEH L [AE Fub)
PERRBEBEN R | AFF L g

EEFL | FR

A¥¥a | &4

T A

R L

T A

% 5 (ALT & AST) + &

T A

w v 9%3{1%_;;1
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¥ &k AL s A

LT RERH it (£ 275R)

BERE

bl RLBASLE R L 0 F 20%E A RE IR o BTV R DN 0 97
14%% 2 Bed iR { = DIk & QPR 0 el $iit CAMPTO 2 15 % 5 %
g R vRernd

b ek BN 0 K5 10% 25 4 w4 B g 2 Rl o

if f2

B 10%ek 4 3 A AL
Rl 2 IR R

FOT8T%in A g 2 h ¢ e R SR 0 BE F (Y G R <500 B
/mm?) ik 22.6% o &F 3= s R E P R 0 18%F ¢t s ki3t 1,000 B
/mm?® > # ¢ 7.6%‘1‘%’ PoMd 32 #<500 B /mm’ e

HF Ay 22322 RpEd -

F R Fjﬂ e o 3SR

T 6.2%: 0 A (1L7% i )5 2 B e ¥ 18 LIRS -
F10.3%5u5 4 Q5% s ) E AR F 0 B¢ 53% A (L1% s )
g m}i\."i"’k’g:i‘zkﬂ e o TRS fﬁ:ﬁ B> Flm ;K""’%]z”ﬁ 2] e

[

03 587%:p A A Fa (2P 8%k 4 fhi i & [Hb] <8 g/dl > 0.9%% * s Hb<
6.5 g/dl) -

PR

T 7A4%:p A (1.8%is i F #1) 4 4 w -] 4 i ¥ (< 100,000 B /mm’)> & ¢ 0.9%
fs 4 (0.2%:i5 e 9k ) 4 3 = 50,000 B /mm’ -

R e A SRR R 22 % KR -

& 1R R M T

BRZE SR AE AP 0 5 9% A B 2 B iR & R R R
¥ o

F- 3

B H kim0 g2 RERS FRGDA D 10%0 28 CAMPTO B 1% %
B R AR e

3 #

FOI%ERRE 2 e ReTp A 0 IR G R AL A S EBE Y R TR el
Al &

&SR
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*F F AR 24 L F B2 irinotecan 4p B o

27 pfé:b‘i%;' o irinotecan (H% >+ € % cetuximab F2 5 F 2 77 X o £ & cetuximab
e PE o FEMER A G2 R RIEH E @ * cetuximab =0IEHP KR (B %zrli Iﬁﬁﬂ\ i3
. 88%) e Fa@ %% irinotecan 4 * cetuximab 7% 2 & )@?;‘ ?Z“»F%E A A
HEE o

AR 4 X capecitabine B i e 4 0 #X capecitabine # * irinotecan ig £
B A ARE 2 FEN R LESF Ji 0 2 Ap$ capecitabine ¥ - i B 2 5 07
NE bt AFF A FAT CEFF e w g F A ERT
UH P D ER S v i TR KRR 3 X SR FFA R
v BROR VR & B M o 40 1F 4v capecitabine xR T L FE BF A 2R
capecitabine A & 4F |2 4F & o

AT HE % capecitabine ¥ 5 R mﬁﬁ A > F % capecitabine & & irinotecan £
bevacizumab /p%mﬁfﬁ AAR AR R 3 2% 4 5 LERE R MR
capecitabine ¥ - J5f F BB F A F A UFE I FASF I X F 4472
FpFR TR SR R BB 2SI TR o W
capecitabine 3? bevacizumab % £ 3 L F i F 30 4B capecitabine 2 bevacizumab

EE ST 2

% 353 0 BE K :}& ;2 CAMPTO/5-FU/FA 4t } bevacizumab 3 B e & 33 %

B oo gt th o Ap ot iR R %4271 CAMPTO/S-FU/FA e 4 X 1 i i en
BAELE M4m0 .f%ﬁ;a:),%:z A R e G 5 TR e S Sk A e e 4R
{7 4v 22 bevacizumab & * enH s 2 L F BT M 0 4B bevacizumab A F-iFEiE & o

¢ 3217 CAMPTO £ # 5-FU 2 FA * *2 5@ 45 121 % 8 % R awt § o

BB ‘Wgr;ﬁ; fr;t}?wg-rf :Fk)f‘:)]%v’ ?E"‘#’"‘#’ﬂ,mNCI“3E‘§?4.&~
TR T ipM 2 AE P

TG kg 145 2452 1 CAMPTO & & 5-FU/FA o (5 21k — = v 3% £
180 mg/m?) kA 2R AR o B AR BARMAT R ARG T LR
CAMPTO #p B ©

CAMPTO £ # ;5% (180 mg/m? & 2 ik prfe)3 2 5 JudF 2
MedDRA % 32 B F A % T CIE
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EAERR ¥ A B %
ER R Tk SRR R AFF L | L FERCRE
AR MRS T
¥ F L B
¥ A AR N A
RBEE A AR AFHFRL | SN
gk B R FF AL E g R MR 1
e AE¥ L | LB
AFFL R
R
¥R il
¥ i A
w SR AFF L | AE (Fal)
RS RS LS S e
AE¥ L | &4
¥ A FH
FHREK A 2 ¥ L | #4pF (ALT 2 AST) + &
EFF L | LR E
AFF R | S ReappE A

FHETRFE BRI (FFHER)

BERE

bR RIS RE LY 0 BA%E L KERR - AT FR IR )
3.9%% 2 BE A -

g vk

BED L R 2 Rk i3 2 S (A B 2 21%2 2.8%: 4 ) o

TR

#2 CAMPTO % /¢ loperamide i 4p B £0i{ §05¢ 2 »F 3.4% e £ o

Rl SRR

y 82.5% et 4 wm A vg LA e - B e - Rl - ﬁ&ji_—‘g(vg ?de w3 <500 B
fmm?®) ik 9.8% % ¥ 3= ik BN > 67.3%% 4 e 3 8<1,000 i#/mm? »
ﬂﬂzﬁmg%ﬁéiﬁ?&<w0@mm%

HF 782 p 2 2RBEE T -

FRALE Y MO SRR

P 3.4%<rups < (0.9%<in B B ) A 2 Bl P G £ SRR S

B %

83 2%Tm A (0.5% e B ) F L8 F 0 2P 073 2.1%55 4 (0.5%500 % i
W) HF2ORFEREE B L IRE T M Rl RS EF 1o
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B

T 97.2% s 4 B 2§k (2.1% Hb<8 g/dl) -

PR R

T 32.6%stup 4 (21.8% 05 # )3 2 s o] 5 (< 100,000 B/mm’) 0 2§ B
ﬁﬁﬁ%ﬁﬂﬁ*ﬁkﬁ&%O%Mmﬂi@&h

&1L i F g 1F

FOLA%EE £ H LR s A 2 R B E ARG R R R

&4

FO62%E X & B A 2 L hR RS o HE2 R CAMPTO h¥F] % B
B RFE o

3 #

FO0.2%H R & Hin R A IR R R AT R A2 KEFY e SR
U ©

H i &g CAMPTO io 2 Tk 5k 2 L 24p 4

& * irinotecan eNfRfk FSE Y IF L T AN nEF AP E R DR R S PT g~
EHARB T SARARS Mg A A K AE BB R ARG
AR FA R s cHEBE S RRER R L AR -8 & peiE# R (GGT)
A B R R R IR v B AR (G s ER B R
s s R B FRE E FAR) 2L RbrELEF R (R il E
R R FEFRE R R ERE T RE s R S B (%
B 5.1 &)

3 24 sm
83 T o

FA A AE L A (R R TR

MedDRA s L BT A% | FE*

BasEa o CRET :wHE R (FREKTIEEE
[Clostridium difficile]) & = 2. & Wl %% I

o T JE

. LERH

.« pAEH

R BTk SR TR o n [P CUE S B bl o] F i

R % SLA }}’ia o BATF R

e > P MiEATKF & (anaphylactic reaction)

o Wik (FIPLHZ vRebid &)

o A 7§

CEER K FE
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R

EE M - e RURER g AR &)Y
&_t irinotecan ﬁi%J El @J;‘j_f;:@g%ﬁ;p\ » F]RE
W E M e 51

EXEA

e

< R Bk B (LR S L)
s B T % o

e R R LRy

£ % irinotecan inf ¥ F K B 4 U INERE L &
B R ICR s F R R Jedord T
HEFL (FEF 51 &)

PR FE (SR F S E)

TR

‘5’%:}5@?}}%

%3¢ [2% (Intestinal obstruction)
(RE )% g (leus): § F 44 A NREH &
2 (BB )5 IR % b

F z—l—};'%}i
I e

Q'T‘?’Z:;‘. XA }?3

LRV Y e REaNG

R z%,]vi

LR A F R
o B e SR 5§

TR SR B

TG T RN KL AR s
FlEE T A A F I"’\—fmﬁf’a‘i
%"14557 Entt

DB R R BRI

BRI F

&It 4

R i
#5475 i <1
4 47
M ghgE 0§ X B IRE Rk A B

Bl p B PARE A R T o o /’)l?"ﬁgé; i3

®
®
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(P AST#2 ALT) kAR F 2224 FR2 %06]8
AR 4

*w%:@ﬂwiﬂwx\iggugﬁ@\ pﬁ@ﬁﬁo

Voo s AR EE S S TR Y o~ BAPF{ s~ E Eé;;f;:i}—%ﬂ% N

PAFRE /AR s A pERBORAHE LAY 0§ P HREL T ARG 2 M R

N LS E LT
FOLFIRINOXZ (& < f k2% i\)

[ER S 3 I&'meOLFIRINOX,z (M2 5 142 0 % 1 p BEF #% /L oxaliplatin
85mg/m? ~ 1-leucovorin 200mg/m? ~ # | 180mg/m? » & % % i# # % A * Zfluorouracil
400mg/m? » 51546 FF4F 5 4 /1 fluorouracil 2,400mg/m?) % 118 §hk 325 chg > |
SRR G366]% LR BIEY 6k S (91.7%) « 44.4% s oh T
2,000/mL ~ g Az F=0 50 ( ?‘n_ ) 86.1% ~ = | & 5 5 88.9% ~ 3 A4 'f’i"’% L2 O £
R oE22.2% f)ﬂf}i 83.3% -~ 3 Ii«‘)fﬁ:}i 8.3% ~ rE . rERrE88.9% ~ & #5574 #&86.1% ~ &
R 16.7% ~ % L (R EF [1)5.6% « BRI L 2.8% o

BPR*PFEO2BERICHFHELFL > T § R - BF D7 LF K
EA R e S A S A R

piab) -4
B CAMPTO # & @ wenfda & o B 407 B x end FH R > 1 L HigE =
Bk L R A g

10. Fmpf

10.1 €7 558

FRFTA

Irinotecan #_% #4& (camptothecin)shx & = jiw4 4> § - fd it & 34| DNA % -
WirE R BB o v % e g R S SN-38 0 £
T - Al B R 1r1notecan 1 LR VTR < Pk - R
o e % 0 % U irinotecan { £ %% & | o Irinotecan ¢ SN-38 ¥ DNA % — 7|
R Bk Fr A EHE L DNA A2 45 - &a ¥ DNA 47 1
(replication fork) » & 2 fme F }4 o izfilmie 3 E P E me X P2 FRPHY > T 0
AR TIPS o
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$ b % #E P o irinotecan fr SN-38 7 ¢ 4% P-pE 3-v MDR (P-glycoprotein MDR)
AT AR RS 0 @ ¥t E 5 doxorubicin e vinblastine & 2 M himre k1

KHREE e B

bk o irinotecan = AR F B &I LR A 1 0 SRR R0R](PO3 5%
ﬁ%? H;’]l\:j‘ﬁ'ﬁ. ~ MA16/C 5t Hf]'\fﬁ'ﬁ' ~ C38 'fr C51 = % H;’]z\;jﬁ},)ff. - féﬁ% 18 73 (Co-4
5 H’T‘]ﬁ} * Mx-1 4 H’TJ‘% » ST-15 4= SC-16 “’}ifﬁ'?)i” FHh B 75 14 o Irinotecan ¥t
3t 4 L P-pE v MDR 7% %5 (% vincristine v doxorubicin £ $L% |4 1 P388 ¥ i
) § AR E L o

CAMPTO % 7 £ § fasiathe #f » 87 Frdl o fRrbiefafe cnF v -

10.2 E3%EE
B oy o 8 drdlimte 2 £ 0% - 3dp# B 45 (topoisomerase DFr ] & - 31118
i B % 5 Y F5 (Anatomical Therapeutic Chemical » ATC code) : LOICE02

103 fhk % ch% 2 FH
Irinotecan 'fr SN-38 7% ¢t CHO ‘m?z m—’lb 4 §8 B ¥ 225 (chromosomal aberrarion
tes)fe-] BUAEP fetiidie ™ ¥R g HRR % -

Ui AmesiESk® LG TR ER ROV Lo

$14 B B4 AR 150 mg/m? (] % A MR RAE L B) 0 E AT - s 13
ﬁ:’:ﬁif'/\?}%‘ q\fbgli’T ’}\4bk’«r)%‘#ﬁf‘5§7”ﬁ)€’v’ ﬁﬁ%}"-

CAMPTO ¢H - HE 2 $HEFPFAT L0 8~ X Bl s fHhieFe
B A BF HIER AN n BT kLo d gﬂ SRl R IR TR Y e W= Rt
BRI SRfoh PR dRE L 0 s BETPRL IR e

TR Er R ERREEHE M o P RV M

2%

Irinotecan 4>t A RSB A E T 0 H L Hicd 5 e L F R e B BP
% irinotecan jnf 0 BA Nk enis (¢ o AR R F i R 4T 4 M
Rge s m AT e i? AFRPLPRE I S KA L L2 5 FEOR G

P fmrad BEENT G 75 B F R o
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11. #F5 &4 F51

v}.v]fc

% 350 mg/m? 2. E 3R A § 5% %]ﬂ % & P¥ > irinotecan f= SN-38 & ?j{fﬁ‘x% kR
Lo W i 7.7 pg/mL fe 56 ng/mL > @ AT 5 f# (AUC)T 35 » w5 34
pg.h/mL - 451 ngh/mL - SN-38 ch& & 5 S #icph 7 F B2 B (L o

VARt
L¥ 60 Lop 4 7 100-750 mg/m’ #FkHE 30 A 45 F 2 FiLbf- K hE - )
Tk idsk ? o AR IR A T AAE(Vss) 5 157 Lim? -

¢ % ¢ > irinotecan fv SN-38 s iﬁ v B EF UKL 65%F 95% -

14C-’f§,1_ I f iR (T m’%ﬁ’ﬂ T o 31’155 Baom o MR BN EE LS > A7
8 50%+7 irinotecan | £ §_14 o | # o g “,ﬁ% 0 33%4 B g R TN R “ﬁ? ’
2% Rd 2% -

BRI T Y A (b 12%:0H B

o AAIHFFqpE-KfE - ) F AR BA $SN-38 0 SN-384 £ i F F AEERL T o
wdm e e 1&*%#% " ("0 320.5%:0 irinotecan | £) - SN-38 4 § MEpEfL
i “%Lf’“:s‘.f"j R T I E

o w2 ¢ EP450 3A FEE RIEIEF M 0E* > ig bk eh @ vt ex (piperidine)
%TF#“ » A5 =% APC (aminopentanoic acid #7# #) fvNPC (- & ¥&jrd = »
primary amine derivate)( % & % 7&) °

s J¢ ¥ R3] irinotecan £ A & R A8 H = L APC ~ SN-388 § FRER I £ 4
feSN-38 o ¥ 5 SN-38 £ 5 g ¥ chimbe 3 E 4 o

B

_;ZL 60 ¢ + %7 100-750 mg/m® # 7% 4571 30 & 48 F = FiL b - S ind -
W& ¢ o irinotecan & IR AP £ = Ap L BT 0 Tion srﬁ;,%% F315Lhm - &
Z AP o § - dpehTios i‘rjﬁi%ﬁﬂé 12 4> %405 25 P Bfs-
5 142 ) pF o SN-38 L= Apdtef M o li’w‘ﬁﬂ L g 13.8/]pF o

L QT—%E’L:}E:@ LEPEE R AR K R UE S 15 1 3§ P irinotecan i
f F " 40% - Irinotecan 200 mg/m? ttigg,f;fr—*ﬁ XA g Jﬁﬁ‘ &F A0 E 2 350
mg/m2 BAFE L S K L R A SRR

23



£ Ledbet Ted

y - W% o 148 FEBEAHE A 2 Y § ”f‘—"?gfﬁﬁfr‘»% EN =g
irinotecan F & /o > BT HEHWMERE 047 o Y Z pHA G E O EHE 282 A
o WY BRI GAp 0 o 4T PAT 3 YRAET o drinotecan (CPT-11)f- SN-38
R BEEEF CPT-11 * ansf4em 20t b B 4e > ¥ P @ d F & L3 )
TP e b EpFEEY -

RS

® % CAMPTO 2 {5 » i & 4 {2 05 & (blhe > f ¥ 2o £ R o foiLiR) 2 R
¥2 8 drd SN-38 ik B RE(AUCHIR B » &8 2 in @ o i s (v w3k
Ao R sk TRUE D B PBE) & LN R & irinotecan * # 1% 3A # SN-38 ¢
AUC E2 5 B ¥ Dhiad s o

UGT1A1/E %% 1% m}’% 3

R BERER B pEFERE A R 1AL (UGTIAL) %2 SN-38eh i gra ia (o
irinotecan =775 |4 1 34~ & it % & 75 H2¢h SN-38 glucuronide (SN-38G) ) - UGT1Al
AFIEFR 5 FREWEAEH 4 L8 o 58 BaHUGTIAIAFIE D
ZUGTIAI*28feUGTIAI*6 = (5t % B o8 & BUGTIAL % Rehd % $ak fx(dr
Gilbert’sJ 1% ¥ 2 Crigler-Najjar) £ H ¥ % c/5 42" 15 B o

d STSN-38 % fik 2 > UGTIAL# 3 7 ehgs 4 (ArUGTIAI*28 2 *6 % & 3t i
AT AL F ) A5 ¥ irinotecanis 3 4 BcE * 25 R (s‘zr“’ﬁ’ Poite o IR e
ML) ek M 3 A o 45 MIE B & A 47 en T £ % irinotecan®| £ >180 mg/m? 1
FAREL R (FRFS1E)

AOEENRBE Y R R eRiER e 0 T I UGTIALA R3]
s AFF 36 +UGT1A1*28 B 2R ST ifr;}ﬂ R D I
Fh 820%c fripitEE Y AT L6 %R B o B IR P FDQ/A)QHHE &
95 1-4% > *6/*28 5 3-8% 0 @ *6/%6 5 2-6% o h¢ L frs LI P » #28/%28
SHEF A 17% 0 *6/*28% 4% @ *6/*6i 0.2% e

12. Tk #&% 7K

BHCVESL LA R BB A SRS - MR ES

£7 Folinic Acid # 5-Fluorouracil £ & ;2%

EUHFI85 AW AR IR PR AL P L R 1T 2 TR R 11
F- X(RBEF 31 &F)AEF- e 0 EF CAMPTO & & jpfox - k6% -
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Zeh? V% - A S CAMPTO 180 mg/m? 2 75 » %?J'}i folinic acid (200 mg/m?> #
’—"%%?J'}i 2 -] )% S-fluorouracil (400 mg/m? # % -3¢ /1 5 » 45 % 600 mg/m? #¥ %
%ﬁj'}i 221 FF); %2 X M HReOH R fopFF £ %4 folinic acid f= 5-fluorouracil -
EFLE- 30 AR S CAMPTO 80 mg/m? @ 24 {4 #ji1 folinic acid (500
mg/m? FIREIL 2 L) 0 4% F L S-fluorouracil (2300 mg/m? # "L 24 )
) EAF ISR & i o

BAEB A B RTRR AR 198 ik A B E S RN R L R
CAMPTO e »x -

& H LR ERLE- = B RE- X
(n=198) (n=50) (n=148)
CAMPTO | 5-FU/FA | CAMPTO | 5-FU/FA | CAMPTO | 5-FU/FA
+5-FU/FA +5-FU/FA +5-FU/FA
FEZ (%) 40.8 * 23.1 % 51.2 % 28.6 * 37.5 % 21.6*
p & p<0.001 p=0.045 p=0.005
iﬁ@%ﬂﬁ@ﬁﬂ&
6.7 4.4 7.2 6.5 6.5 3.7
(")
piE p<0.001 NS p=0.001
FREEFFERO) 9.3 8.8 8.9 6.7 9.3 9.5
piE NS p=0.043 NS
F s fogpm A8 < g pF
8.6 6.2 8.3 6.7 8.5 5.6
B end ()
p & p<0.001 NS p=0.003
Zok A PR =
5.3 3.8 5.4 5.0 5.1 3.0
#w (")
pE p=0.0014 NS p<0.001
HGEd g ik (Y) 16.8 14.0 19.2 14.1 15.6 13.0
piE p=0.028 NS p=0.041

5-FU : 5-fluorouracil

FA : folinic acid

NS: % 8%
SRR T

MR R S N B E IRhE 2 K g X CAMPTO & 5-FUFA & &g
R 47 R 44.4% 0 L H b S-FUFA 5 dhp £ @ .25.6% « Bed o @ i
d ok FRE R (R Y R 3R <500 B/mm’) e 4 F A% CAMPTO £
5-FU/FA & # oy e ~ ¢ £.5.8% 8 jpié * 5-FU/FA iof e £ ¢ 2.2.4%:¢
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Beb s CAMPTO & B ipfp e FIE i B PR an? P B B jp i *
5-FU/FA ip s 22 £ (p=0.046) o

ERERIE N e P 2 F &R A EORTC QLQ-C30 K % i£3F i o
CAMPTO & mé‘&#ﬂ,r}%‘,___,r.w?m Tt g3l dmt I o SRR K/
Fe % 0 CAMPTO £ 14&.‘*};71“4}%‘ampfg&i,rrg’fﬁﬁﬂwﬁqﬁ L AT
PEF > EEF R CAMPTO & HEF o »cl 2 BPp 4 2 BET -

£7 bevacizumab £ & 5

- % 1L -5~ 7 - BFREFHBRULRAERT 5 * bevacizumab
£ & CAMPTO/S-FUIFA G 45 1% B2 3 5 e — SUS o B e (7951
(5 AVF2107g) - % % 87 » & & & * CAMPTO/5-FU/FA s @ 4e »
bevacizumab > ¥ & 2 B %3t R K enie A G AR AL gk o A Lrp H 3R
i i 2 —'}gfi'ﬂﬁ{? | &b Tk vx 5 (M iz“rgg GERR L ERRE) ) f ek
8 R AR R R B R BEHD R A R g e A
A8 7 % A g A A e T # % A bevacizumab A S 4E & &7 5 AVF2107g
S px AR M B R ST 4 o

AVF2107g
Azl FiAE2
CAMPTO/5-FU/FA CAMPTO/5-FU/FA
+% KR +Avastin®
i 411 402
g e
¢OEpER() 15.6 20.3
95% 1% 4 T F¥ 14.29 - 16.99 18.46 —24.18
Bt 0 0.660
pE 0.00004
B GFERER
¢ pER(Y) 6.2 10.6
b ool 0.54
P& <0.0001
BERR o F 5
F 5 (%) 34.8 44.8
95% 13 ¥F B 30.2-39.6 39.9-49.8
P 0.0036
Kk BiFFpER
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AVF2107g
YR | ByAk2
CAMPTO/5-FU/FA CAMPTO/5-FU/FA
+& A +Avastin®
¢RI 7.1 10.4
25-75 p A~ =8( ) 47-11.8 6.7-15.0

SE/AT O ADERF- 2

£ cetuximab £ & ;5

EMR 62 202-013: 5g30 5L 6 & % § T 684 L 30 A § 42 05 128 i e PR A5
F4 %5 B % A 4 1 cotuximab £ # irinotecan ﬁgwﬂi;—]ij_ 5-fluorouracil/folinic
acid (S-FU/FA) (599 i 4 )82 8 bk ™ Ap b 2 it o i (599 iop £ )ehip fr o

% o &7 % KRAS ke 4 %Y > £ F KRAS T 2 AR cops £ vt b &
64% -
IR AT Y R vAp B BdR AR S YT &
FEMp A =¥ KRAS ¥7 2 31" By £ % ¥
Cetuximab FOLFIRI Cetuximab FOLFIRI
FE/5VE 4t FOLFIRI 4t FOLFIRI
(N=599) (N=599) (N=172) (N=176)
ORR
46.9 (42.9, 38.7 (3428, 59.3 (51.6, 43.2(35.8,
% (95%CI)
51.0) 42.8) 66.7) 50.9)
PiE 0.0038 0.0025
PFS
B 5 (95%
- 0.85 (0.726, 0.998) 0.68 (0.501, 0.934)
Pig 0.0479 0.0167

CI=% #f % & > FOLFIRI = irinotecan*r # ”Rﬁ% 715-FU/FA > ORR =% BLR »x 7 Jis 5 (£ T

F 238 oock e 4 ) PFS=R B it 5 A

Z2capecitabine £ # )5

- AL RS
#HELE 3ER* 1000 mg/m? % §

%R L E - RS RER

» NI H =7

3820 i

% (CAIRO) ehiicth 2%

¥ & @ i * capecitabine (4245
Biok 2 Lt)bb’ irinotecan 5 A% 5 B
GREH L S AW

EIE: 3 Vﬁ)—? iR

(n=410)" & & ;5 F (n=410) © 5 B i f <P % @ 3514 capecitabine (i 4 14 = » &
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T A A 1250 mg/m?)iE 7% - RS 0 % - HREE* irinotecan (3t H 1 X A

350 mg/mz) » 12 capecitabine (4 14 = > & X d A 1000 mg/mz)é‘. E1
oxaliplatin (** % 1 X 37 130 mg/m?) i s & = SR Ff o & B 5 5 & 45
4 capecitabine (i § 14 % » & X & 4L 1000 mg/m?) & & irinotecan (3 % 1 %

# 4 250 mg /m?) (XELIRI):& {7 % — &5 » & 12 capecitabine (i 4§ 14 = » & <

A =t 34 1000 mg/m?)4e oxaliplatin (3+ % 1 % 33 130 mg/m?) i i % = ok &
Poo#T3 NSRBI Y A FME 3 FBF- & o % - Rusf P 0 capecitabine
R \.@_m,g,\ﬂ,r«),%: Y B GEPER L 5.8 B 7 (95%CL % 5.1-62 B
" )» XELIRI ;5% 2R 5 7.8 % 7 (95%CI 5 7.0-8.3 & # )(p=0.0002)

- I8 5% SRR JHREF ILE A 7 (AIO KRK 0604)cn#p ¢ 2453 % FF
& % * capecitabine (A=45F[E L& 3 iF i * 800 mg/m? HE B s 2 k)
irinotecan {r bevacizumab i i #& A M~ % 2 % Iﬁ}f}ia LR - MR EY o3 115
- AL 4 fie T] capecitabine # * irinotecan (XELIRI) {= bevacizumab 7;
J  capecitabine (800 mg/m? > & X & =t > @ H 23k » &£ F k4 7 %) ~ irinotecan
(& 3% — 245 200 mg/m? > i%/“’i'”"ﬁ%l’i 30 ~ 48 ) fr bevacizumab (+ 3 i¥
g% - X A 7.5 mgkg o #% %J 130390 ~45): 5 118 g A AR A fe T
capecitabine # * oxaliplatin - bevacizumab ;5 - capecnablne (1000 mg/m? -
XA @2 HFARL 7 X ) oxaliplatin( # 3 #Fe% - % 33 130 mg/m?>
%54’9‘&%?]'}.{6 | P& ) {o bevacizumab (& 3 #F &% - X A 7.5 mgkg %“?”?‘iﬁ%]‘}i
0790 ~ 48 ) L BlIpRZEHSDOR? P &g ErFE " F 5 80% (XELIRI 4c
+ bevacizumab ) * + 74% (XELOX 4 * beva01zumab) HRF B (2K
BAe P Wi K B) & 47% (XELIRI #4c }+ bevacizumab ) * F 45% ( XELOX +4c }

bevacizumab ) °

Hip* A @HE G E G Ry - MoK ES,
¥ 2 WP RA R ATE 980 & S-FU Jnf Eon e S 1 A B R 4 0
FoFRE- T NEEFFY c B HECETRFEEY ASFULSRPF A

T & 141765 Lo 4 7= CAMPTO &y o o
=4
CAMPTO £ % # {4 PR3 4p 1t fi CAMPTO # 5-FU 4p+* &
CAMPTO | £ #F{2pezk .| CAMPTO | 5-FU .

n=183 n=90 i n=127 |n=120| 0
6 " Ao & &I
4 s % %) NA NA 33.5* | 26.7 | p=0.03
127 355 (%) | 362%* 13.8 p=0.0001 | 44.8* | 32.4 | p=0.0351
T ik 9.2% 6.5 p=0.0001 |  10.8* 8.5 | p=0.0351
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(")

NA: 7 i
*rRP b FaOLR

4S5 LA ME R E - s e DIRAFER 5 6B P B
AEMFEFL 30% 3P #8,i 9B o IRRECPFR DY gl

$H 0 304 Lop A EEA 125 mg/mZ%‘*"«“iﬁi;f]ii 90 A48 > LT ¥ iR
N R R s LT ¥ 22 i ﬁ‘ﬁ?&éﬁ%%ﬁﬁ CIARE RS kG 17
FogEpen? @i 10 B2 o4 193 2 EFLE- S L 125 mg/m?
Axde A £ o 4 P B E Z RSB et NER LR s A Apve o B & 2 dp
T g A MMpRELTEFOY 285 ELE 11X o

%t % 4 irinotecan eim e F M E o oR 4 Pis 0 T G ¥¥ cetuximab £ oK
FRIETRAAL R J’—npﬁ cetuximab & & irinotecan ipf (U % o £ F 356 ik
1?% #% 7 F irinotecan 2. ‘wPe F MR S L B %4 E’r. » ¥ & i Karnofsky %8
feAR AR S 60 (e H ¢ % 3nin }ﬁ’\mKamofskyﬁ?ﬁé‘éﬂ* T w>80)k £ 4 £ F]F
&‘fv"}: ’fﬁz\» ANEBE G E SRR RX e R -

EMR 62 202-007 : i&38 Sg 8 &4 247 7 T2 45 % cetuximab & & irinotecan /o % (218
i 4 )8 cetuximab B = 55 (111 fo g 4 ) »eit 7 14 i o

IMCL CP02-9923 : ig38 B — ok BB 3 7 (44 138 i VI e & E IR

PW AT R ooAp M ERAE YT &

P=Es N ORR DCR PFS (*) 0S (")
n(%) [95%CI [n(%) [95%CI |¢ i=4[95%CI | ¢ =% [95% CI

Cetuximab + Irinotecan

EMR 62 202-007 [218 |50 17.5, 121 48.6,62.2 4.1 28,43 [8.6 7.6,9.6
(22.9) |29.1 (55.5)

IMCLCP02-9923 [ 138 |21 9.7,22.3 | 84 52.2,69.1 [2.9 26,41 8.4 7.2,10.3
(15.2) (60.9)

Cetuximab

EMR 62 202-007 | 111 12 5.7,18.1]36 23.9,42.0 [1.5 1.4,2.0 [6.9 5.6,9.1
(10.8) (32.4)

Cl=% i % & ; DCR=f 4] 3 (5 % 2905 o~ 38R 0F b~ R i afsge
356 % i 4); ORR=% B #eF b (R 5] % 2 00 R o2 38 5 20K s shpy
L) OS=H T ZPE 3 PFS=& & 1t 15 /2P P
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FEE BB 2CF e % (ORR) ~ s 441 5 (DCR) 2 & & 1 5 7 BF  (PFS) % 5
cetuximab & @ irinotecan ;g e % j‘a’mﬁ B cetuximab B 2 5 o AT A B
Y o B AEIRE P G AR S 6 ger (R 5 091 0 p=0.48) -

FOLFIRINOX & (& < }§Je ;&i\)

SRR BNV RTE PSRy I S LT o R T RS (11
#P sk +# % c0FOLFIRINOX % &2 (2% A 1 B % 42 > % 1 P & * oxaliplatin 85
mg/m? -~ leucovorin 400 mg/m?~ # #| 180 mg/m?:& {7 BLjF # /1 > &% 1 * fluorouracil
400 mg/m?it 7 & i FAR PN * % > @ * fluorouracil 2,400 mg/m?i& (746-] pFFF ?hﬁ?]
L) 14 % gemcitabine chloride(GEM)¥ fb* % = (& * GEM 1,000 mg/m? ~ & i¥ 1
G B TEBE Y F o B8 BE o H (5o KEikls @ 3B F o $4n
BE o et FAFF R R TR o Hhop A #ECOG™ V) Performance
status 0% 1 o 0 » PF A K T2 A F] 5 A|(UGT1A1*6 ~ UGT1A1*28)4p B 123 - ¥
o o pEAE SRR R K 6 R A(1,500/mmd )~ R K (D
FAREE NSRRI T)E o

A E A o 5| #(ITT) EAER T
(LE=HAD)
PRE() | pEFPETY
% it %% % 4 | FOLFIRINOX:Z | 127 10.5 0.62
iR BRI GEME B # | 128 6.9 P<0.001
7 L SRy

1) £ RN ARERAF L & (F2% (ECOG) -
S 2) HEcE B -

TEAE AP AT RGO RRE AR R RES LR L %oy 1
Tk 3% cAFOLFIRINOX 2 (7412iF 5 1 42 > % 1P # * oxaliplatin 85 mg/m? -
I-leucovorin 200 mg/m? ~ * #|180 mg/m*i& 7 BLif #/1 > & ¥ # * fluorouracil 400
mg/m?iE (7 E @ FR PN & > @ * fluorouracil 2,400 mg/m?iiE46-] PEAEF L)
hif £ o $ % s 4 ALECOG Performance status 0% 1 o B >+ 2 1B & %] % 3]
(UGT1A1*6 ~ UGTIA1*28) » £ 4 i v — B ch e 4] 4% & 88 (UGTIAL*6/*6
UGTI1A1*28/*28) 2" "F}]‘:E’,Vw PEFRE 0?ﬁ(UGTlAl*6/”‘28)5"3’13}}% Ae “$ thogteb s g
LR A2 cn™ & B0 230 27 o ¢ e o 3R 8e(2,000/mm’ 4 )~ SR (2 F
BB LTS

T Hok T (F 2k B/ 1% b))

R R R R B ER LR | 38.9% (14/36)

Hip 22 v 7 g 2 RF /BT Bnd - Mok (B2 pizf)
P A%z BTk iR%ki 219 & &% fluoropyrimidine #f # 4+ 2 platinum #f % $-
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e ind & PR § RpE 4 0 0 LD B A R G T A e R e G eng
Z 15 % I $F9% %% 150 mg/m? irinotecan > E‘?—‘ﬁ%?i ey 18 % 15 % U
% %% 80 mg/m? paclitaxel °

3 %% Bor o irinotecan fe el G EPER 2P 28k i 84 B ' > & paclitaxel
ER 5 95® Y oA ritd MF L P (HR=1.13 [95% CI: 0.86-1.49] » P=0.38) -
AREY 2 G o mRE Loy 2 A kFHe 3 P%’ ¢ 41k M T (irinotecan
39.1% > paclitaxel & 28.7%) ~ § = (irinotecan % 30% - paclitaxel 2 21.3%)% Fk &
Je(irinotecan 2 17.3% - paclitaxel i 7.4%)

27 Folinic Acid 3 5-Fluorouracil £ & o * 2 F % ARG H 2 A F/EB 1
U R - SUSR (k% ) ’
2R E = TRAERE 416 R INaL 2 AL Rop - BREiL s B
oo~ RS A iR Bk 0 VL ik irinotecan ~ 5-fluorouracil ~ leucovorin & * E > (FOLFIRI
) B ¥R & epirubicin ~ cisplatin ~ capecitabine & * e (ECX ‘)2 % o 1
& of vedpfh 5 in o & PePF 7 (time-to-treatment failure » TTF) » €& 3 g 4 %
AHABLAREN  RES = D o BRI L] R SR R A%
2T A e
* FOLFIRI % (n = 207) : Irinotecan(# & ¥ - =x » 12 %5"5"@%]‘}3_ 90 & 487> N4
180 mg/m? 2_ 4| £ )~ Leucovorin(# & ¥ — =t » 11 4% ’-"iﬁ%l‘}iﬁ JEES NS 400
mg/m? 2_ | #)% Fluorouracil(# & i¥— =t » #4713 ;8 23 400 mg/m?
2 AR 0 F&F 46 Jpﬂf@ﬁgj@@ 2400 mg/m? 2_ A& &) °
*  ECX 2(n=209) : Epirubicin( &+ = ¥ % — % » % 3a3 15 2487 5V %
4 50 mg/m?* 2 A #) - Cisplatin( & = i eh% - X » ."J%K?P‘iﬁ%]iiﬁ o) pES SN
%5 60 mg/m? 2 % §)% Capecitabine( & = ¥ eh% 2~15% » & 1 & 5 » &
ZUIRES 1 gm? 2 &E) o
7 %% % FOLFIRI 20 TTF ? = #cie 88 ¥ #& ECX % { & (FOLFIRI & 5.1
" SECX 2 42 B 7 0 P=0.008) - @ tk R Rkt ¢ FREN GEMER
(progression-free survival > PFS)% A 48 15 & p# i (overall survival » OS) » & =R j2
y éf']%ﬁ%iﬂ o PFS ¢ i~#ie FOLFIRI *2 5 58 ? »ECX &5 53 B*
(P=0.96) ; OS ¥ i #i& FOLFIRI 225 9.7 %% » ECX &5 9.5  * (P=0.95) * %
Pl BT Bk 3L 2 A 12 Rsm ¢ @ * FOLFIRL A 4p i ECX 7 B ¥
LA R X P(F FARBE  BER = gk FF(TTF) > & & PFS 2 OS B1i2 5
hisR B (E* 2 & o FOLFIRI 2% 4 § = & o %4 Bhd fich 69% » ECX 2 p
% 84% > %t Bgot FOLFIRI ‘et % % iRt ECX %2 (P<0.001) > # ¥ m o 4p
Mglit* &5 i T8 % £ 8 (FOLFIRI & 38% ; ECX & 64.5% » P<0.001) » -
AR B @ 1T P& & % £ B (FOLFIRI & 53% : ECX % 53.5% > P=0.81) °
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% 5 l\zq l;‘

13.1 & %
2 mL (40 mg) ~ 5 mL (100 mg)% 15mL (300 mg)tz ¢ ?%&T&%‘,\ﬁ ol EL 1L
T ARSEE 0 LR E T Rit o

13.2 »xdf
KB FROEEY VG AT T -

13.3 g

3 5°C & 30°C #if 2 T gk pr 33 LDPE & PVC 3§ B¢ » CAMPTO 3 7% v &2
L% % (0.9% (W& 14330 2 5% (WV)T 5487 R)4p 5 £ s g 2 it
FRABTEE 28X « ARFLRPHDERT » o EHRit FRTET
FE3x o

%@’é%%%i%%w@&%’éﬁ@%Wﬁﬁ*ﬁﬂﬁﬁﬁiﬁﬁ’ﬁ*ﬁ
x> %-_##F#iiéﬁi%]’ oF AT IR A 5 FH '»/;J g p#’“’ﬂ*]u% LR TIEGI Y ) & e
N SR S S SR

LI A BRI FIFE T RE o

134 #HARTA
(jAl\/IPT()%;“')J ﬁ%] /_‘/k 'TFT/IQ J yi}%ﬁf,& leg l} AT25°CI T ﬁf’%ﬁt ¢ oo
/4 ik irinotecan -] ¥L % irinotecan iR & = F iy € @ B AR 0 RBE L o

15. H &

BRF T

%??%ﬁﬁﬁ@%ﬁ%ﬁhbﬁ&%§%%iim%%ﬁ%%ﬁ%ﬁ@ﬂﬁﬁ
;37 o
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