KHEH . 2007 4£ 2 F 20 H
B H . 2008 4E 10 H 6 H;2009 4 7 H 20 H; 2010 42 6 3 18 ;201048 H 12 H

MR B LB SR A
S A 5 S B R 3 5 A

W AARR: SRR FET S
iR FF /CAMPTO"

HEL A4 FR: Trinotecan Hydrochloride Injection
MEPFE: Yansuan Yilitikang Zhusheye

[kt ]

A b Ay A LR s SRR IR, 4S-4, 11-2 4 -4-F5 5L -9 (4-WRBE
FEWRBE ) Hie - 1H Ik IR [3°,4:6,7]0] W W [1,2-5]0 Wk -3, 14(4H,12H)- — [ &5 12 £k
AN

C“@“T

ﬁj\?ﬂ}: C33H39C1N406
s fi: 623,15
HRLAA PR A, FLRRANTES K, W pH (A AL 2 3.5,

(QERIN |
A R ST WA
(& k]
AR ity I P T IR K e SE B TR T

o b5 SRR E R - FRIBE 5 VA YT WEAT AR B2 A7 IR W U1K s J
< AR —IZ, I AE S-RIKIEREALS T T SR T ORI I

(G000
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A 2ml:40mg, 2 40mg EhFRGR TR = KA MR TR VR IR 4 W
Afh 5ml:0. 1g, 7% 0. 1g RPN B — /K Wbk g v E Ik 4 v
Afh 15m1:0. 3g, 7 0. 3g ERER T 37 %% B =K &M w3 e 4 v

[HEH#E]

HERE TR P 7 J A 1k 24 2 SR HR IO B £ i ) 2% R 1 sy 7 ek M 4
BIFEAATT (S ERHTD.
i ]
IR
HRPILERE 5-FU (S-HRER) MLV (EHRRES) BH
B2 0
AR LR BE 180mg/m” I 30~90 43k, 5 1 K LV 400mg/m’® A% AE R R 7
B R IR LGS T, AR, 2 SRS T 5-FU, BB 1 RFIEE 2 K 5-FU
400mg/m” FHEKHEE, SRJ5 600mg/m” FREEFHIKAE 22 /M, 55 1 KA 2 K. A2 JHEH.
ERFR LB 180mg/m” BT 30~90 20 4l, &5 1 K; LV 400mg/m” V% AE 2R R AR 37
B RERA LS T, B TEAN R, B 1 K 5-FU 400mg/m’ Wik, 51K, ARG
1,200mg/m?/d=2 FAFLEFHIKEIE (R 2,400mg/m’, v 46~48 /M. 42 .

FIR

BRI B ASEA T A0 M ROV £ L BBV SR, el i AR YT IR B8 — A 30
RO FEAN 5-FU 50 N AZAR S S8BT T 2 A DO i BEAT . 3% 1 WG
FH 2 I 1R 7R B R D7 2 o A T 7 R A 1S 0% A SR i SO0 ) e 77 1) 8 P e A 4K
Piro B N AR IS 25 15 00 2520 24 /NI AN FRIETS (IR 23697 /T o B
) ABEIIR T I BRATT

MEREAE KA A NCI L Gk AR, R4 AU E 21,5 x 107/, (/MR e 5
100 x 10°/L LA AR MIIMIVS 2 Ao 2 JG A BETFUR B —SBRII6 7 . 3677 N A FER 1
—2 LA BAH DG B Ik S B MRS o T SR AESR 2 J e B A ASRE KA, A% 5 R85 14k T
R AR LA 2 RV SO, S R R AR AT I R SR A, U A 2k LU (1 2R R B
SEFRES-FUILV 7 RI677 -
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1 HRPLER/S-FULY BREET AEIHREET Iy BTN SR L R T &
HETT

R o _, .
NCI CTC 245 * eI AR Ll

B B TELU A AT AR AT

R

1 AR T AR AT

2 W | ALK KT

3 FBETHEIRATS 2 2 IR | AFIRUKT (W 1 AT

1 (LB S 2 2 B 2 AFURUICT Wb 2 AR T

TRV TE R |2 ELEIRL, |, k> 2 D ALREACF

WEMRARGEE |l T IR R T ROTIAIT, HEE A IR AL Bk > 17 7]
SRS BT NCT AP HRAE, JF H5 E3 i ik A 5 10 A
By %8l

5

1 ERIZT AR S KT, a2 TAIA | AR ATRLACT
L,

2 FEIRIIZ H A BT, TR 1A | B ALACF
KT

3 FEIRIZG LR AL ST, SRR 1A (I 1L ASRLKCT
HIAT

1 PRI LR ST, SRR 2 4 (I 2 ARLKCT
HRKT

JCE LR G

1 TR KT TR KT

2 FELTHEINRATES 1 G AR | AT | M ALK T

3 FETHEIRTES 2 2 TR | ARV (W 1 AR T

1 FELTHBIRTES 2 % TR 2 ARV (W 2 AR T

a 3T NCICTC (version 2.0)FriE AL A B ZE 1™ HE 1, 2 W http://ctep.info.nih.gov/CTC3/default.htm
b AR TSGR T A B A AR AR
o ORTORNIBE S/ 5 B> 5-FU R, AT SRR AR L B

BT

=W S
A SAZ KA 25, TTEIR T 90 208l (2 WARWEWIIHER ), W3 2 FrifErei &

o 3 IR T R
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& 2. ARBHGHTRELGE R

BRAATR®
6 JH—NTHE 125 mg/m’ H#ig 90 2»8h LA b, 1, 8, 15, 22K, RIEKE 2 &
55 43 KIGIT EHIFR
RIHFIEMFI R R
LR (ng/m”) FIEAF -1 (mg/m’) FEAKT -2 (mg/m’)
125 100 75
BIFA—RFR’ 350 mg/m’ FHi 90 ZBRLL b, A 3 kK
RIHFIEMFI R RE
HLUAFIE (mg/m”) FIEAT -1 (mg/m’) FIEAKF -2 (mg/m’)
350 300 250

a B J5 R M A 150 mg/m? BRRAG S 50 mg/m® , MRYEHRE AT Z RS L 25 F)
50 mg/m® [FI7KF 3k ko
b BE 5 (7 TS 200 mg/m? , AREE HEAMAT 2 A5 B LL 50 mg/m? /K-35 6 .

C Z WK S.

BEA LN N0, WIS SRR MR LG D 1 AR R T
65 %\ WA MUY « AR JIRAS 2 4 sIHLL KPR TR (17 - 34 umol/L).

BRI FREE (RAHIT)
P RERH IR, HEAE DL TR AR

R 3 ANHRALEE REENE - RATR

LES M B A BRI E 1135 ALT/AST ¥KEE BIEHE, ng/n’
YNGR R 1.5 - 3.0 x IULN <5.0 x IULN 60
3.1 - 5.0 x IULN <5.0 x IULN 50
<1.5 x TULN 5.1 - 20.0 x IUIN 60
1.5 - 5.0 x IULN 5.1 - 20.0 x IUIN 40
B 3 B—Ikl 1.5 - 3.0 x IULN - 200
ES > 3.0 x TULN - ANHERE

a FENHLTE>3.0 x IULN B8 h, EhmR r g et 3 ) — RG24 77 R I AN 25480 71 2 1 A W]
o T HAZTT A MEAEAE IR R DA

HENREIFRBE CHZIET)

FI R BAT R B D REs i ol BEAT IR RBIE 9
Br B A ) .

ZHENY

Pl A 2 M 2

BB H . AR

16— SURIE 5 R A3 S e B ST R, JLAE =65 X IR N I AR FE W 6.0 /N, 1
16 <65 ZWIEHARN N 5.5 /Mo fE=65 % 1EA T SN-38 M5l —Anififh AUC4 HE <
65 S HIEE R 11% .. BARTZEREF=—IRE LT EN NS 2E8dE. FT XA
YT RINIGIR RS, HiIAE =65 &I EE P THEMRMVIEFIR (3% 75

&),

JLEHZ

JUBEAE AR i 1) 22 e R B 2k AN 2

SV IN R (O BEVE S, AZARYE R ARG T [RTRS 52 T DR T 48 1R IR A 37 Bl
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(7 EL . JET-36 2 A1 3 AOHERET R, nIRREE 2R 4 B dl U TR 38 7 S AR il JE AT R IR
HEAT AL . BT 10 70 R W2 1 S i R IR P ™ F g S N Rl L

SUAT B8R S B B NCT 1 BRI, Rl i Bk R 55>1.5 x 107/, /M $ibik
54100 x 10°/L LR IRYT AR SCIEE 56 Atk 2 J5 A BEFF UGB I — 56097 18T I AEIR 1
—2 JH LAHS B ARG B SN A o IR AEIR 2 S A D ANRENR R, N %% A5 AT

WERAR I AN AT 52 R0k S, 2

SR BE/S-FU/LV 7 R8T .

HE

R 4 ERGTRIE R

HREARSEAT M ARIR 2, WU GREE LU ) $h IR T

BN

ot TR — BT P TSR
A JH— Ik A5 JH— Ik 3 H—iR
BEFEMRMN HEREF KT W0 1 ANFEACE, B | dERE R KCE
i% 150 mg/m’

e AL 4 P 2>

1 HEREH KT HEREH AT HEFRE KT

2 Jahsb 1A HeFFFI K Y FEFI K

3 FHHBME R 24, | WD 1 AFIEAKTE WD 1A
SRIGTHD 1 ANFE K

4 IEHHBIWE RS 24, | WD 2 NIRRT > 1 AFIR K
SRIG D 2 ANFE K

PR R DHE R R [, SRR | b 2 AN FEKCE Wb 1A
D 2 AFIERIR S

HehBAEHH TR0y RS —I 7 RETFaa T, MHs I an B isiz> il INBR sk 2D FH 2R il
AT R AR BT NCT BV A e, IF HA5 ik v ok g s b £ 1)
IR E 3

Ji-b ]

1 HeFFRI K HeFFRI K Y FEFI K

2 > 1 AFIEIKTF HEREH AT HEFREF KT

3 IEHEBIWE RS 24, | WD 1 AFIEKT > 1 AFIRAKP
BRI 1 ANFE K

4 IEHHEBIWE RS 2, | WD 2 NIRRT > 1 AFIR K

RIGID 2 AT RAKT
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e Y — 5
NCT* 4% TEE—wmr AT TR
BEA—IR BEA—IR 5 3 JH—k
BRI & kA e
1 A FFRI K A FFFI K Y FEFRI IR
2 P> 1 AFIRKT > 1 AT WD 1A
3 BRHFIE S 2, | W 1 AREKT Wb LA AT
SRIG D 1 AR K
4 BRHFIE S 2, | W 2 AT Wb LA AT
SRIG D 1 AR K

a 37T NCI CTC (version 2.0) ArefEPEAlA R G4 H M, 220, http:/ctep.info.nih.gov/CTC3/default.htm

&R B

WA EA AR BUMR 25, A A N 2N O AR . AT T
T L ER TR ST T 1) B Sk, ST B S S A KAV R e R Pk ot SR A 2 s R
JBE, U FH s KA bk
iR TpaRd

B A S 24—, AR b V80 1 TG T 0 2077 M S G T Ji U

AR BT e — IR M, AT AT AR AL R385 6 0 2 5

AR R AP T A R AR R 2 WA AU 5 %6 AT B SR ER 0.9 % EALEN SRR &
ZRED 0.12 % 2.8mg/ml FHVER . HE 9GNS AEsT iR A e
R R L RO IR AR £

1E 5°C Bl 30°C/AX W B RGBS T, SRR 8 FE SRR R TR (0.9 % %Ak
NSRS % BIATHRAHD A R LIRECR E IR as T, Ak 2 siAs e vk
AIOREF 28 Ko WG AT T AR 2 A B AR 2 1 v IR EF 3 K

SR N T 98D T D IR K RS, A A A ) S A A v i v, i EL A v a4 4 Js
SRS o S ST IS, BT E 2—8°C 4ot RTINS () AN R et 24 /NNy, BR7E 2
WA (25°C) Wk [HANEE 6 /N o

ANFEVKUR SRR P BRI G H,  RUA I AT R S B WIDTHE TE o

[ R RN

BREVRTT

FEPII L RIS, JEAT 995 A4 e ML 48 H i 8 B sz BRI B S JE/5-FU/LV | H
M 5-FU/LV. slERRRILE R 259097 (SR 8, ImIRIIFT . {EIXLERIFTH, 370 4l
Fe2 T AP L JE/S-FU/LV. BRARYT, 362 52 T LA S-FU/LV 397, 223 4552 1 4k
R B 3L REE 23097 o

59 HEH (6.1%) {Ela—UIAIT G 30 RNFET:: e 27 4] (7.3%) BEHEZ R

#o6ul, k26Tl
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AL BE/S-FU/LV BRGIRIT, 19 BI(5.3%) 152 5L 5-FU/LV 1697, 13 $l(5.8%) #4652 Ehig it
S RERLANAYT . ERIRP L HE/S-FULV. BRGIRTT A A 3 41(0.7%) 48T (3 BIAE T
RN AR D PE R B R I . 5% S-FU/LV W97 IS 3 61(0.7%)5ET (1 fil5E
Fr R AN gek Dt K R R B IIAE 1 BIAE LN B R A AR A 2R R e L, 1 BiI5E
PIARHD B2 sh MR Sr 8 B 25107 1 (3 ol 2 B1(0.9%) 48T (2 BI5E T~ Mk am i ik
RO BRI AR RI . 18 151(4.9%) 832 Fh IR B FE/5-FU/LV. BRE VAT I (8
18 1(5.0%)$:52 5-FU/LV 97 A F 15 61 (6.7%) B2 ShR 0 78 e s 29 9697 10 B 1
TBIT TG 60 RNFET .26 H(7.0%) 82 BRI AH S5 FE/S-FU/LV B V6IT (K1, 15 01 (4.1%)
P ] 5-FU/LV 897 (RERE R 26 91(11.7%) 852 SR R AR 37 8 B B 23697 (R B TR R
(ERITEEESP

RS BT 2 WPFAEEEA VAT K T I RT3 1 3 ZOR 4 SR GAS R =
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R STEBE T I I FGARBE T R A 3 F1 4 RIRARAHAA REHNBFT S

AREMHF R 1 e 2
HMRHAERE | 5-FULV | REIrEE | SMHELEFE | 5-FULVY
5-FU/LV N=223" 5-FU/LV
N=225" N=219" N=145° N=143¢

3/4 A B AT L 53.3 45.7 45.7 72. 4 39.2
B &
55
IR R 22.7 13.2 31.0 14. 4 6.3
3% 15.1 5.9 18. 4 10.3 4.2
49 7.6 7.3 12.6 4.1 2.1
FoR M 4.9 1.4 6.7 —
LA 15. 6 8.2 16.1 2.1 3.5
JI5 9 14.6 11.5 13.0 2.1 0.7
Mg - 9.7 4.1 12.1 3.5 2.8
BRRHIR 5.8 3.7 7.2 2.1 0.7
EHL 3.1 1.8 0.4 0.7 1.4
R 58 2.2 16.9 2.2 4.1 2.8
MBRSR
SR e ANl 05 53.8 66. 7 31.0 46. 2 13.4
3% 29.8 23.7 19.3 36. 4 12.7
44 24.0 42.5 12.1 9.8 0.7
1 20 sk 2> 37.8 23.3 21.5 17. 4 3.5
i 8.4 5.5 4.5 2.1 2.1
F A A i gk D 1 AR 7.1 14. 6 5.8 3.4 0.7
/N g 2.6 2.7 1.7 0 0
FP R 2 P gk J 1.8 0 2.2 2.1 0
2 BiER
BVl 19.5 11.9 13.9 9.0 4.2
I 3.1 3.6 2.2 9.7 8.4
KA 1.7 3.6 0.4 0.7 0.7
Jk e 0 1.4 0. 4 7.6 3.5
R FIE T
JIHET 2140 7.1 8.2 7.2 3.5 10.6
KRk
FME Rz 98 0 0.5 0 — —
582 0 0.9 0.4 — —
F R ZEAE — — — 0.7 0.7
KIS — — — 0.7 0
IR R4
WK PR i 6.3 0.5 2.2 1.4 0
%k 1.3 0 0.4 - —
i % 2.7 1.0 1.3 — —
MERG
S 1.3 0 1.8 - —
WG [ .8 1.8 1.3 — —
SRR 1.8 0 0 - —
DILE RS
M7k 0.9 0 0 — —
1 s 1.3 0.5 1.7 1.4 0
I A P ik 4 2.7 3.2 1.8 — —
itk 2 2.7 1.4 0.4 — —
INIREES 1.3 0 0.4 - —

a T NCICTC (version 1.O)ARAETEAIA R FHAF 1= EPE 20
http://ctep.info.nih.gov/CTC3/default.htm
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b MABRERITH
¢ 32 de Gramont J7F (3K 9 ' B2/C2 YT AL)¥RIT M E AL

B RS VAT R IR B B AN RIS L By X PR
WA FIER GRS =2 H). #5% 5-FULV 97 IR, RS E A R F 2
5 RN s PR AR R DM R CRITRGIE 58 . FEIRIRAIEST 1, 4 g b ki
Fsk o> o R A g R G SR> 2 GO 4 G RN s R A 1 R AR
RAE LR 37 % E/5-FU/LV 41 BAK T 5-FU/LV 4.

RIGIGST

A BRI LA RSN ) BERERYE T AR LA R R ST, HEAT304 81 H 45 1
45 FL i S8 NALIBIETURE R — IR 255 S ITUIIT L, A7 31601 8% 2 SRR =4
—IRES 27 SR LU ST 110048 AN [RIRF SRR 288 2 I 7E H A IEAT (IR PRI 5 o
SANIEIC TSR B )R B N R I ARBL . 7 4.3% IR 452 B JR 45 245 7 22 1) FRF FI8 %6 1)
PR RE = IR 25 SN B N AN R b L SRR DR R BRIAT T . 304014532 ¢
45 255 S B E AT VTR A M R30RWAET:, s Hl(1.6%) il fe 5 25 5. 11
191452 ER IR AP SR BesE — i) — IR & 2507 R AR T IR 30N BB TS, b3 Bil(1%) rlRE S R
RPN AR RRAT IR0 LR A ORAE T 1 3 25t AL P P A i PRI B . 4 IRVE AN Z )

W2 ZRIR T TS TR IE SR LA AR 6 Bsil. ks JE AN RREHEIK B
FR LSRRG IR G
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R 6:304 HIER — L BN BERENA RS

B=RAHHE
BRGHTE (NCT 3/4 28)

st BEOT N ver sagpernse|  sth 1 O Ah 2 (0

¥ =¥ w1 %) w2 (%)
B i
W5 GRKME) 87.8 30. 6 21.7 22.0
R 86. 2 16. 8 13.8 11.0
X - 66. 8 12.5 13.8 14.2
= AE /&R 56. 9 16. 4 13.8 8.7
BAIIE 54.9 5.9 5.3 5.5
IG5 (R 50. 7 7.9 12.2 1.6
EHL 29.9 2.0 9.5 7.9
=117) S 12.2 — — —
s 4 11.8 0.7 — —
HALA R 10.5 — - —
MBRK
SR h 63.2 28.0 22.2 14. 2
i 60. 5 6.9 7.4 6.3
r ok A it gt 2> 53.9 26.3 22.2 14.2
MR 92> — — 1.1 3.9
A BER
BVl 75.7 12.2 14.8 13.4
R 45. 4 0.7 — —
K 23.7 2.3 18.5° 16.5°
S 16.8 0.7 - —
B 14.5 1.6 — —
FEE 13.8 0.3 - —
BRI 14.5 0 — —
T 10. 2 1.3 - —
I8 B2 10. 2 0.3 — —
RFRE 5
PR N
ik 30.3 0.7
T T e P 3 14. 8 4.3
SGOT 8 i 13.2 3.9

10.5 1.3
)543
Wt A 60.5 ANIEH - ANEH © NG -
Hi 16.4 0 — —
42 12.8 0.7 1.6 0.8
IR R4
IR DR 22.0 3.6
1% gk 14 22 17. 4 0.3
B 15.5 0

a ZET NCICTC (version 1.0) #rEVEAIA R 4™ EM:, S0
http://ctep.info.nih.gov/CTC3/default.htm.

b =R IRG 227 ZE P B 0 Mgk R0 P R0 Mgk D B A A e — iR IR .

¢ ERXAMRIT, 22.2%Z mESCRRAIT MR LT NCI 3/4 S5

d fEERAMRI T, 13.2%E2 F ki 5-FU M BT NCI3/4 Fk0.

e kREAlE =NCl 2%,

BigE: BVEAE.O K B2 SR B BV T Ja W LA R84, HoJ e ™ E
(1. 1552 25125 mg/m* & 45 2507 RIBE T, RAAFMH MR RIS, Horp kst
#1000, HL26 1t
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&3 R, e 3ma il RV ENGYS I AR EEIN TR /2 TR . =658 I 8 R A3 R4 Y5 1)
AN G 7(39.8% b 23.4%, p=0.0025). EAN AT JE I W, [ 2505 )

JEE IR R A 5 ORIV 6 6 (A2 JG 124/ N Y R AR o AERIFFTH R, BTHE
AT B TR SRR . RIS, AN A S T R RERELRE G 5 A B R B
) P

M RGE: Al 25 R PRI s> o 40 ks> CROFE Ik T 4 i gse b ) FngE i
T [ AL NS A AR D W o PP AR B0 25 R 4 27 SRS b, A5 — B EAS f A vh ks
A1 B ps D P R B UAE BT BRI AR T S AR A W] BE 5 290 2R(0.3%, 1/304) . 9.9% 1) F 452
TR o (EVEAN B2 R 20 RETUh SRR AR T 1 R 3 el g h
PEIE 20 0D ) A 0 B 25 1 (48.1%  EE 24.1%, p=0.0356). TERIFEIRISGT T, Hegkimt i
A ARZEZ AR E R 17 pnmol/LE 5 e (1 &2, JUAEARST 58— R A3 Ba 2 v P o 4 i ol 2>
(AT RETE B35 T IS AT 22K AR 17 umol/L 1 (50% H£17.7%, p<0.001).

PHBRAELREIE: EE nTRE LA 28 . UEIS 2 . WEFLAR/N . SV HYE ILLA ]
I R A L R R RS 1 e ) U S BB R 23 A5 R o I BB REIRAE BT 12 2459 (1 ) B il
A LRSI A R AR o e TN R 5 R R T S R R A M U B RS P G, A v 7
PR I B 5 A o B SRR (0 I 1) 5 S i A0 SR 1 G ST B 4 24 L SR A A 2 1 B ) I
] —

RWFEFR: IRTEI A 14.8% 1 4 I T IR . Lo R I 177 5 RS R I 7K o

FRRE: 70Dk 3 2 8 7 S (IR PR TE 7 R B/ F-10 % 1) J 38 Y BIINCT 354 4 JHF il 5+
W o XA R T OB MR . N = IRG TR, BT
8.5% A KL A, Bl B /K FINCI 3/4 44 (W B0, TAE 53— T A 8.7 %I i &
A,

VR - LY JULRF B3t bR 3% 20 Do 2 bR TR R B0 X L IS 5 1S 1 K
Blo A7 RAE U Ty B £ (105 B4R o AR IR e T PR VAR £ £ D 5 20 T e R
T 91t A7 i

BERRA . AR R IR L BT B R . BRI SR A, AL
gLl TN

WP R GE: 7™ ICBAN R AR WL o FE VA B2 R 45 2577 SR IR 5, i
P AT WS PR SR P S A IS A A+ B R 8 08 P L S A 1 s i v
AE L5 T EC PR R A G, ER B AT R MR R i AN i o 0 T8 = — IR 2T &6 PPIRR
GEAN AR, I N HERINCT 3/42% (Z MK, A Il RIFFE AT 10 1% 8 2B, T s
— IR 4.7% 0 B Rk

5 H AR A R BN 4 (3 B T A W E B ] RE M R A0, BRI
M AT X 7R ARG 58« SRR P N N 1K Se A 1 s i 3k L VPAY, DR A ax 26
BE AR A IR, — S R ST A ARG R . X R I, 3k R

11T 26Tt
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AT I AT AR > N AL A B T BB RRERS . tal 25 IS /K b s R ) SR 2

MBRGE: (LB 2577 BIIERBITUH 85 JRHRAN Sk (KR A2 253500 4 19.4%
H14.8%, (HIEE AU CATE R HRA HEN R kw2 Bk 8 R HAL
PEA i BT

MUV RS : (LT ERIR A S I Ry AR AR AR IR OMIZ0D . Shimefrsr B R
A BB EERG 75 o AT A8 RIS H 2R DRI O L AN SN, BLEARAE . — i PR SR
B3k 5% o A A 90 0% A 00 25 R T L B R A, LV A% 4 BT b DA B IR 5 T
REYRTT o AR 30441 85 BEAT IR 0P 245 J8) U5 8 (R TYIIG PRAH 50 s R IRE A A PE R AE . EIX
LRI, 20 A (0.7%) IR T B R, — 9 A (0.3%) I T 08It 2.

TERZ A SIRYT 0 R AR A R, B0 BIKIARTE . AEZE
IR = AL 111y 317 72N 01 oo 8 AN 1 Y17 3 Rl K =5 e
[tk g, P MARVERKA o AR T ORI o 3 ST 052 1D i R WG AS A

B AEIRIRIETTH AT 1-10% 00 87 R AL T HENCE 3/49 25 RAS LA, AL ARAT IR
Ry WA R MAEAMERA T MR A>T 1% 10 EH R ANCE 3sR4Z0 BB 1 i & 2k gk
oo ARIME. MRIEE. GGTPHE S, AiE. MR MEM D AT .

ki

B i . MAERE . E4h s s i i s R E R D, gk aiEE % (EE
WLEARE ) SR LR 5 TR 45 1 A e IR AR AR . L, R AR I R AR
i BERLERERG  SE R 4 R 1K B R A R B AT R . 19 LI AR L

AR ML PP B R vk W T RSB (KR 2 W, —FBOR A A Rk P 1) 18 i
BRI SOV I UG R0/ B 75 AN SR P J o AR/ R A T R/ MK e e 2 L 5 | K
() £ 2 LB D REAN A L AR I R AT PR 30

AP o PR R T VAR RN PV R B SSUR T/ S A TIVA LY & S EBU RS

SR SR A A2 B T RO AR K PR A I PR 5 L o TG B A A i
(U ASTHIALT) ZK-F (38 e s Vit T A P v R0 I 76 A0 R 0 B e v B A R0

JULPRI B B R S 2 U 00 S P R L I 2 4 B 9 2 R S 6

WP ZR T 0 JER RN S« 0 SRR O V8 VA7 300 I () S i 2 2 308 G s 09
D Do FRL R AR PR A RO (2 R R T . WO 8 AR E

OIESEH B2 ERR A ST R S e O SR B O Lk i A, R R AR ARV O
P BT RO VRS f 6 R 38 B 2 A 0 2 2 T T R

MERG T AMEE TG RERTT KRS o WIS R, EE . fekhit
B, LR PRk A S R A b s G R L I R R SR A T

—~
v
el

=1
P 58 1 s /e i A L

#1208, k260t
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JILAT B o 1 L PR 3 £

P A

WHO RS VEIr>2.

A AR TR A W s e B AR R PRI AR R B ER R AP S R RAT R
P, AR AE IR BRI T B B30 1 A T s 12 S 6 o DA R B FR) 2 20 P 4 B e A 5 B S 6 v 8
IR BT FEAT B - FEIX BESI T, AT (R A TR SRR B B A
3 IR B RL Ay %o R PR B 37 R BT ST

AR TR R0 & (S 2GR d R, BURTE. BRI F BB,

A A TR FLI i L (275 00 ROm AL L 25) .

(CEF=E ) |

LT AR A A AT T 25 2 56 K R & RHEE I ) B R & A . U o
RET (RS 7 L IS WA T BER IO DL T, AR RESE T IR ACRER 2 (1 Ab 2.

2G5 AR KRS 2. FRENE RTINS, R AL S B
ARAER S —BRAEINE, HICE KL T UK

Mayo Clinic 75 BRAFRBISEHIRKITIL, AMAGES “Mayo Clinic” Jr%H
(1 5-FULV 4525771k GESL25 4—5 R, B4k, WL 9 WA EYIRE Worss
PEAT BTN, AR AT NARYE RV O3 A HERE (0 SRR B T e

TSN FYRE Y IR Ay T T A T 2 E T s R AP S I S B0 B 2
BEA T 1R B e o B P Rl A0 P v, vl E 3 S50 S B (R e o (P SRR P LR )
B N 2B S I R HT o P AR SLRE BT KIS v, (H T BE S RS L 1 K7 AL

LI B G A IAS G IR S ke SR R BB S R SRANI] (2 0
ERENRK .

MBI E Ty

A ity AT LG R R R RGR KRS , AT o AN [ FRIRIL TR A o PR IS T e ™ EE

TN REYS CHERTH B8R P 372 BN st SR (K R P ) PR e 2D 2 AL DA Ll e A1 B 0
CI I ER, AR AT EIER . S T REFIIN R S L THERE 2 L WEAL4E D WTH
T WL DBl G ) 5 EC R R SR ) s 2 TCRE AR o A6 P R IR D1 57 285 BRI 45 5K
Jei RN 16 P HE EUURH B RE 2356 A PO RS 1K N 082 Y 0.25 & Tmg Cl Al <Img/d) IR
Feit BRAFAEZERAE) o AE TR AR AR IR, TR PEAE PR BRI FE b . F il =65 X 1K)
BET, RS REMERCR, W% 2 N

IRRMERRYS GEH AT AN 24 NS AR, B BSO8R PR I 1) DA 30 i 265
5 KD FREE R AT RERCIC, WIRESEUBK. AR R ALEURY,, HENSm . —H kA
IBRAMENETG T ERINGS T O 50T AR T B %A 5 54%, — BB A 08 sl i

#1358, k26 1t
Version No: 20100812



S0 G HEAE AR bE LU0 22 Il 2T 40 5 SA5 67 o RIS K S RIS 207 5800, 7
dmg, RJGHE2 PG T 2mg HABHIGIE LS 12 M. fEWE B, B TSR 4 /M
WP 2 545 Amg. ANFEAEESLAE I LA_EFRE 5 505 48 /NIFBL L, DU AT H BURRSSEAE i AR
(RS, ANHERE A T IR D 12 N o ANHERE 5 ST TR PESS 24

JYS S AE IS W SR BB K A 78 AT LA 5T, SR B AR A A B ™
(R PR IR J 48 THUERIGYT . EORIT B, NAEIR R SRR T, HEREAAEAE
AETS 2 DL 5220 24 AN AERTS. (R BGTT TR SRR o Wi HHBL NCI 2,
3o 4 JUETS, R EERA I S SR Fh R O By i (S R ED .

FERIUEDLA, B T HUERIGI T SL, MHERAEA T IS ARG RS
CITEERIKANBD A BB R PMERRVE A S MR ik LR AE 352 1 70 v B 2 SR A5 1R T i TS
FREEMF AN 48 /N SHAMNIEOUR YT AN RN I A ANV AT g (— HLH
PR B IS 5 ZE 3 R I I [ 8232 1 EVS V67 IF K HEANED

i1R7 BRI

SRR DA L R 2 T R P R T B R B D A BT o L SR REAR A R REAR )™ R
DRI ER TR P SL R BEASRE I T P B B AR 8 (S IR GEA RN o ™ L)
B IFASE L

sakcyukzil:bz ey

AARIE 8 SRR O B S B8 T ™ T rh R A e 1 3 S0 B A U o HE
PR AR I 9l D PR B IR R S N5 LA R IA T o A R I PP PR 40 B g P e P
R M4 5 VBT 1.5x 107/L B, R 5 R MR s BEAb)7 o 07 R (K A7 1 i 40
WEIRE R>1.5 x 10°/L G M. fEREWE LIS, JEsm iR i o HEvh T ) it Y 1% AR
B B YR A0 IR (R DU B AR (B WAITR DD JRAN T 20 s T SR A 1
(CSF) 697, AHZBEINA] LA 845 T P M 4 B i 585 (8 AT CSFs

S5l R/ FarE R

WA G R ARIE . A2 2ER B, S g RN IRt Hi, LA
185 I S AT TGS W 28 (R P RE BRI 9] o R A4 W BEL I 62 A2 B I B S B AR R VAT

A8 5 44 i 95 /B R R

FERRE AR IR B AT, (S AN RER R SRR P L IR T o

B UGT1A1 BEiEHmAE N B

PR IR W AR IR B IB(UGT 1ALt UGTIAL HEHgwid, /5T SR
SN-38 MLk v (S W2 Ji2%: AREAHEN) . UGT1AT SR 2 &0, A
FIAMREARSE MR 22 5. Jorh— M 28R AAE UGTIAL 531X, Hl UGT1A1*28
SR HEN AR R, IR AR R AR UGTIAL RiEEZ 199595 (I Crigler-Najjar £ 451iE
Hl Gilbert ZE51E) 5 UGT1AT B (1) B A% A SN-38 4= Bt B g mt I in 6. 5 HA 1 8¢
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2 SR BPAE TS SE IR B M E, BT UGT1AT1#*28 547 FE N 4l (LR A UGT1A1 7/7
FEPRIA) (1 8 S B KM SN-38 Kk

Crigler-Najjar i A 1E (1 8% 11 #4) s HA UGT1A1%28 44 110 (Gilbert ZE51E)
FEAE R AR PI R G150mg/m®) a5, KA 3~4 Ul dE RS, H2
UGTI1AT J b5 R S7 A BRAH SIS 2 [A) IR 5 FR B AT 7842 W o

UGT1A1*28 44T, IR 2T, Mgy T RIS RO L 2 e, I Wl i
P o BEAL VG Y7 I R A S L R A () S I %% FE AP N R TR T 4 ) o (ELAE RSB e o,
RIRA T i ARG 22 /D IR WA, 5 708 1 TR S e R R 7 IR 52 15 00

£ iR B mEA

AFFHME NI B AR TPIRASZEN S A2 (RN 352 1o s /M 0T 1) B e 2 A
TBIT BTG, PRSI I (S A RN o R T IRES 22 1) S8 R AR b RR AP 7
FHOGAN R AR RS 2 9 I e IR RA 9 Hh U 52 SRR A S B BR/5-FU/LV. 8 5-FU/LV [1) &
o RIEREE . PR A D PE R I AR SE . BT LT TR TR A RS T R
ARIERSPREVED N 2 S EE T 0 81 0 REE . IPIRESVES N 3 B 4 1
ANBEHSZ A IRIT

BLFEMES: HTT BN DI Re A4 BB BT IR IR 9T (S W23 294030 ) 2 ARy
TRNBELIRBN J1% ) DR v e W I DO REAN 4 B . AHERRB T s A AR 254

LT G AR IR TR T I R AR SRR S BRI G, R AR R A
PRSI e 6T T80T 5 AR G R EAT 10 07 S8 78 73 REI, AHEREIXFIAYT 7 % .

S EEA A N MURE 1 R, ERIR P S B (T e N e, i AL v 1 1 X
SN (SR RSN A A R AT 298 115 . i R L3R T IEH B R
3R, SRS ERAE N R 3 IR T AR . (R 2R A4S 2T I
GRG0 B IHZE 25 b BER T (17-34 pmol/L) Y HE 48 vy T a8 — R k42 3 5 4 2%
rhvR A i ga D )R] Be P R TS SIHLLE /N T 17 pmol/L AR (50% L 18%;  p<0.001)
(WP B IRk NI 2180 ) R 5 VD . IRZL 3B IR F e
M8, WA Gilbert ZEEIEMI AT, FEHSZAMAYTT J5 R A2 B BEF ] (¥ KU 48

JEPRERC)Y: ERIR T S R R A IR 80, AW M o ML 55 (1 R A P o
T o AT WU F A B S50 b i A5t L1 657 5 FH B 0 2 i

HPIR R 2 32 I 4 Jils A (1 T8) S50 P i 1 7 S R AP S A v o7 T AR 2 WL )BT P i
T T RE A A (0 o SERTARLE I s « AR Il vk i 2. 0y RV FH ARV R
T T R A A A I ST M 1 IR DR o A7 A XU R 7 () 2 2 A FH SRR P 3 R e 2
AT SR 2 2% U)W S R GEiR .

AT
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HEMY EAFAEAF AT A Gl i 2 DD 3 0 T B e 7026, 208 N MR
FERFR 51T A5 BAT i RAR AL I S DD fE

LI EEPRAP S RERT LA X . HERE B HI 250 Je4s T b nk ). fEREH 452
T3 MR ARTT I, KE B2 IEKAR 10mg HRE 53— Bk rk5ian 5-HT; B 7] (41
WA B AR F B IARIT . AZAEAS T IR, BEAC R AT 2D 30 PRy Tkt 2y
MR B HO T2, BRIl A% e s T e kit 2y (BN SR o ISR TR A IR
RS W i BRARAT BE 67 -

A A% B AT HIA S KRR, UGS B s It O s B
MXRt | PR AR G

AR — A A 5 LR 500, AR PRI 55— kIgvE; 24 /b
I TR IETS s MR s R Al TR ARG IBACER N S AR T8 58 L BRI S ok B
A AT A s DR DAy s B P 1) AN RESR AR T AR R IO g ZEIEAE IS 2y (2
WY EAERD, Wi AR 2R B BRI,

e

DA A 5 AT WL BB T DAANSE T S8 AT 1A% P RO AN BB i 32 1140 -
LR =R K W

L i A e T 7 RN S 56 =3 A A8 ) A AT ELAE

X AN URERAE IR0

SRR O ST RREORT T 25 B MU LB A 1D S B R PP A o
SR, A A0 AL AR T SRR P L BT 24 /NI A A AT RE LE ISk S Al i Ry, JF
SRR B SRR AN EE AT 25 B sl LR AT 05 B

@ SV IRV ER SN EL)D |

M2y

PR ZE AT AR S S AT RES R LB E . (ER R BB, Lh 6 mg/kg/ K17 &
ki AR R L S AR (JL AUC MY T B8 AAE 125 mg/m’ 510 0.2 %) Al
RTARA CRAEHERE B H ARG HE mg/m® 1 1/2), S iadett, LUK G
TRIEZ R AFIE IR IR . 25 RERR LB A 5 KT 1.2 mg/kg/ R (3L AUC
24T A ARIE 125 mg/m® J5 10 1/40) LAR S TN 6.0 mg/kg/ KIN, SRR
FRAT BTG IER] . A5 P ECRFIRANI . AERE R 5

AT S TP A8 oA P SR TR AP ST P A8 0 SR IE T o A SR AR PR 2 ST ) ] AR 24
Y, s WRAEAE ARSI IR 4, I B4 SR ARt iR LB eI e . N 2 B
Y L ATASE FH AR it e e G R 2

FLHI A2

o LR TOR U bR I SRR AR L RS 5 Ar b, FLE T BRSO ifT LA

5
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TEJG R 4 ANIEFL AR B AR NI IR IR BE 65 £% . CUEM] Eh IR S e 2 13 Bl 1K 27 2D g
S Ha g B R R 7R S, TR 2 9Pl NFLHE, IR LEAT A B EA R
IO (RTEEAE RS, BT AHERAAE AR AR iy e T A FLIR TR

L)L 2]

JUEEATE A fib 11 22 A Pk Bl oA 20k AN o
[Z2FHZ]

E— ST ST R A i SRR T B R, HAE =65 BB E RN AR LEZEIE 6.0 /)
I, TAE < 65 ZIHEE RN R 5.5 /NIF. £E=65 2 1 SN-38 HIFIHE —FruEfl AUC.4
tk <65 X IMEHE 11%. BHRTEZFEEERZH—IREGE T N8 154, T
XA T Z IR IR &5, HAE =65 2 (K T AR H & (S
EHED.

(ESE/LEER(BEED

PRZ L PIRELMTF SR U N7 BN b 2 JUL PR BELIT 7). 1) (R0 A FAE S BE AR o BRI A 6
P A7t ST A PR P ) 50 P A, A JIEL kS A o % 2 1) 24 T DA K ST JIEL i ) o
ZNUABHLAEE R, IF BT RO 2l A 2 (R 22 UL PR B VE

PUR A AN AN RN, B B SR RS mT LA L e A AR AN R S R Fr e
2PN

PUBA: S I CYP3A W PPN (Ui~ 55, RO ZERZIE) &7
i SN—38 BEFg b o X TR EPURVA YT IR, AR IETER AL H SRR AR L eV
J7 /> — AT AR E s F AR RS 5 1 Bt R )

Wl A s [ N 52 W R P v 4 5 b SR R BP B R IRV B e I 3% 1 e, S BOLTE PR
7o) SN—38 FRERIE N . ETFAR EhRR P S BT T A D JR AT A T e, SR e
REE SRR T E— A 2.

St. John’s Wort (LIWFHE5#) = 7E[F 52 U &R I 8, W TEARE ™) SN-38
(1) 5 Rk D> o LE TR SR8 P RF B 42 /b — R4S F BE e, i 2 R BE S SRR T
BRI

BRI [RINHAE FHBTHLIRE, — Rl CYP3A4 A1 UGTIAL (317, nlAEfl SN-38 4
Fa . [T ) B e Y I A 24 0 P Bk B2 R B —

M FEORAR . Hs2 SRR AR ST FRIAY T 1) R R L A v D R, M SR FAE Ry bk 24
A4 I AT RE S AR B DU o AR, IFBCA R E Lo PR, B R B R ik
A0 el D T S BRI AR IR o

F 52 A T IR FE A AT MBI oo PR AR T o 00 S R 100 R AR AR A VR 9T 2 T A W R s e
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A HR DB R PR AR R o P20 SR RO UG v ] S DR O 52 L FERAR T 5 S R o

WAL A2 245 2577 RN IRIRTTTUH A5 SRR DS B BEIR T 4 R AN 45 1 A 4
PRI R, JUEARANBE IR AR L R (8.5%, 4/47 ), X WP 25 AN AR 45 7 I
FORAEFR IR (1.3%, 1/80 HE3). AR, 8.5%IMIEHALANBEIK A A2 A ATHLE P Sl e 11 b
oAb 240657 TP 245 Hh B AL AN RE IR VE 2 A

GG : At 7 (R 2295 A AT e 2 N E IS (™ SERE L BOR A2, (HE R
BEATIXTT I (I .

FURRF: b TS R/ VS J5 A7 2k A /K R e XU, T 3, 123 £ R R D S
FEIGIT I AR PR, 48R T SR i -t AN R TR 5
[ 259t

TENARHT, SUGRIRA ] 750 mg/m®, JAS RN 533 ) B 7 SR (O HIL. H2A 2
FE IR B VAT I 2 A5 RIS, JX P ] e S ) o 0 f5™ HLIAN [ W2 ™ B
PR e D AN E RS o H G JC CRH IR SR IR D B B Ao Y SRR AT
MRS, B IEIRTE TR R N4 T i AR AESCRRAYT, IRRT A IR A

[ R ]

ALY 5-FU MLV BRAIAE a7 B R P 45 s (K — 207 58 LU RGBT R A8
FHH2575 AT 1 PRI T 20 ] SR MR B N7 REREAT T BRI 25 2507 M =] — IR 4 2
Tr IO BRI BEAT 1A S IR R 205 2577 SRR P — IR G 2575 SR INWT L (X L8R
FUHBAT G WHO IR VED 20 3 B4 MR (BIE D

£ 7: WHO RS VES

SEAATREST s ANSZ BRI A S I (1 T A

AREAT AR D) TAE, (HATUATAE, REAGHRART) TAFsARS TAF,

A UATEAER A2, EABRMNFAEM TAE, 24 50 % [ B 1)

HREAPREEH H B, 50% (K3 EI TA], 3 aya i R TR sk 1 F.

E NI ROSH I O N I Kew)

SCEWATIEBNEE Ty, ANEE B, A SE 4R PR TR ER T E

B RN TT B S B — ST T R

PIANBEHLE S FEBR . XTI 22 2 i T 0 R 6 SRR sh M B S B4 A7
R E Hl e B N — &5 5. R 2575 K 3K 8
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R SEEBULHIE RIBTHIRNGA TR

A 2% MR 1| AR MR 2 RHHFR
A PR | R 125 me/m” R, 4k
FER ) > 90 %k, BEA—IR, LY RIE
JH, %43 RES.
B1 ThER AT R L 2w inenn. o | ERFERERSTE FER R, 4
RRRURSTREIE | o m o bl 125 me/mt WiicHE, e | EIR TSRV SO me/m FIKAATE, 4
5-FU o S Spee | FEEFIE] > 90 2Bk, #RJE LV 500 mg/m
FEFE] > 90 b, 2 E SERIERKHES: | L e s . S e
LV AN ) R R 2 /N L E, SR A7 B 5-FU
LV 20 mg/m*, #XJ5 5-FU 500 mg/m’ &f AN R
Capesne s e ggnnn e | 2900 mg/m FEELFIKIE 24 /AN LA
Pk . YRIT R — IR, BRI, 5 s e gsde m
43 iﬁﬁ (Saltz jj%i)] J:O /Hﬁm {/\’ JE?;& 6H’ % 50
’ e KEH (A0 FH)"°
B2 TRRI R | NG H LR 5 180 mg/m” B B A 90
LV AL ESE—K, 1 /MRS T LY
5-FU 200 mg/m’ i KIRTE 2 /NNFBLE, 2
Ja ST B E K AEE 5-FU 400 mg/ m’
FI5-FU 600 mg/m’ #HCRVE 22 /N
PLE, SR K, 3RIr 8w E—
W (de Gramont F)*
1 LV o N | LV R KR 2 /NI
¢ HHEVE LV 20 mg/n? 5 B g | &Y 200 mg/mﬁﬂ] KL 2 LB /B
5-FU o g g e | MCRIERKGRE 5-FU 2600 mg/m’ 24
5-FU 425 mg/m'. IRJ7HELE5 R, 5 Vb oA Ve s
29 %EE (Ma o Clll’]lC jjﬁ)a /J\Hﬂ‘[’/LJ:o Yﬂﬁm—{}\’ Jig)\ 6}&;
Y e %50 KA (AI0 7 %)
c2 LV N/A LV 200 mg/m* KR 2 /N LLE
5-FU Je S B B HES: 5-FU 400 mg/ m*

5-FU 600 mg/m* &k 22 /N LA
b, BIAE 2K, WITE 2 H—
(de Gramont T Z)°

a T Salt. Mayo Clinic. de Gramont FIE [E il i< g 4 Fol 2%

B4 (AIO) (e 2i T &

FEVAERTFE, O T R 867 25 5 s DI — S8R R4 55 (8 b 2y BTl

G ZAFIGTT o AEREIT 2, WSR2 515 5 AR R MR IS T AR it 24 /NI, D 93
B PEgs T o pTA R 7 K. T 5 545 I AR R VIS T AR T 24 /N Bl
TER IS 45T DIRGE R IAYT , X G T R A e x i1 4< 0.5 x 107 /L, B
ToR AN IS R 8 o AR N RIS SR Al S M R BELAR w7 LAt Bk o A P B2 37

FEXWIITES, S8 H] 5-FU/LV AHEL, BRI HE/5-FU/LV. = 251k T K 75 % vl LA
B GE R W, IR RN 1] (TTP) MR, USRS o n, IR
FAE T S BRI SR BRI B RIGYT . AR T LR BB AL AN 2 S . SRR
BT R WA 9

R9: BERTEEBHS ERE QBT TRRER

MR 1 B 2
HIREIIEE o
. . ERGLHR | o oy ik
s-pu/Lv gk | O PO/ Rk | ERERGTSIERR | 5-FU/LY EBRI Wik
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Jos NEL 231 226 226 198 187
AN OG- EAFER 4 ZS
FiE
2/ B (%) 34/65 45/54 35/64 33/67 47/53
FHIER GuRD 62 (25-85) 61 (19-85) 61 (30-87) 62 (27-75) 59 (24-75)
A (o) @
(1)2@'34):@ ) 39 41 46 51 51
. 46 45 46 42 41
15 13 8 7 8
2
£§§2H¢%§ ) 81 85 84 55 65
G 17 14 15 45 35
A2 Wi 281 B KL R A A7 B 1.9 1.7 1.8 4.5 2.7
| CH, JafD (0-161) (0-203) (0.1-185) (0-88) (0-104)
SeHrEisz 5-FU 4fihia
T %) 89 92 90 74 76
5 11 8 10 26 24
Eli
AL VRITINE CFD 5.5 4.1 3.9 5.6 4.5
IR A (%)
< 72 — 75 87 —
SRER P ST B B
e 71 86 86 93
g
39 21 18 35 22
TN 25 WL R 2B R [33-46] [16-27] [13-24] [28-42] [16-29]
(%) [95% CT]
P<0. 0001 P<0. 005
7.0 4.3 4.2 6.7 4.4
PR R R I D [5.4-8.0] [3.7-4.6] [3.9-5.0] [5.7-8.0] [3.2-5.5]
[95% CI]
P=0. 004 P<0. 001
14.8 12.6 12.0 17.4 14.1
s 2B () [12.3-17.1] | [11.1-14.6] [11.3-13.5] [15. 2-20. 2] [12.6-17. 4]
[95% CI]
P<0. 05 P<0. 05
a BHERT

b B UL R E 4—6 Mk

TR N FGEvt 22 WAL R AL (ARl . VR MR AR R e
ST BRI WO RAE AN 18]S G AT AR BG T M BE L N S IG AR FR I R R 2D o)
Bl Rt B 5-FULV ARIF AR EL, SRR SR B b SRRl IR 5 A0 LI 8 2 7 2 A e 0t

Jee I ) AT T
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75 P9 AL S b #8487 WO 8 RE B 9 1 vR 97 4 0 2R R T iR A 1) 8 (EORTC
QLQ-C30). LR B BE/S-FU/LV = ZBCA A B 5-FU/LV P 2 2 ()4 24038 A= 30 o 57 T
BAT R N2 5 R TR (0 Hd SR SRR P N BRI YR T 7 A SO A v o ek sk 9 1
WA

BZIGIT T 5-FU AERMK T RGTE R RRER KK S E R
BRAKHTR

FERBEBEAT T =302 ot THRIN 10 SIRERIIETE, 7 S sh R e — ik, 3
DU, RJERE T, DU N B R SEAAL T 304§ 58 . IXLEWFTTR BT R PP
SCRTAEH] 5-FU JyZERK IR T 3697 Ja 52 sk R IR e A P 5 L e A S P A i ) PR R 2
i A RREEVE ] o SR = IR b SRR O N AR AR 541 3 100, 125 57150 mg/m®
HoH 150 mg/m® (K775 1 IV J3E IR 05 S 0w e b 4 e Dk R v R AR A
AL 2 o WFFEE R ILAR 10,

R 10: FAHHTEE 1R

s RS

A B c c
I NE 48 90 64 102
& (mg/m’/wk x 4) 125° 125 125 100
SERTBESZ 5-FU GBS (%)
HEFE LT 81.3 65.5 73.4 67.7
AR IE<6 1~ H 14. 6 6.7 26. 6 27.5
AT FE>6 A~ H 2.1 15.6 0.0 2.0
I3 FAN W A 2.1 12.2 0.0 2.9
PR YA YT BRI A (D 5.4 3.5 3.9 3.3
PR AR SRR (%) 74 67 73 81
HMEMER (%) [95% CT] 20. 8 13.3 14. 1 8.8

(9.3 - 32.3] | [6.3 - 20.4] | [5.5 — 22.6] | [3.3 ~14.3]

PSRRI TR () 2.6 1.5 2.8 2.8
R 2R R A () 6.4 5.9 5.6 6.4
A (D 10. 4 8.1 10.7 9.3

a (WIS C HAREAFIEZ 125 mg/m? , HIK R 254t S 7 b DRI 98 K A T A 2
100 mg/m?® o 23 P iR SR 7B 45 5

b 9 PIEEER 150 mg/m® HIREAFIE; 261 Q22%) 1A NG EEM .
RGP ST S HEA S S R, SRR TR 100, 83.3 and 66.7 mg/m?/JH (A IR, BIAHY T
150, 125 and 100 mg/m® HIEEFIE .

d A 2 Bl EZMFRA 38 B35 R

75 11 WIEFEH Y 304 B B3, SRR T 65 20 1) 55 M R0 Lo B 38 AR S IR A S 2 AL o
X B s S e 0 R SRR LB R L I S SR AR A AR AL
WHO 1 JPIREVE N 0 43 IR R R IE 18.5%, VPO M 18k 2 23 [ B3 RN 8 2%
B ETER] 5—FU R0 7 S5 215 AT SR A S W R R AT 5 o NG Fe 52 %
JEE TROTT (1) 58 5 RS2 T TR S A A AR i i G2 % A AL o
e LRI, 7E 304 Bl iR A R 148 ] (48.7%) LLKAE 261 I mT VRN B
#2151, 4L26 mt
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LA 145 Bl (55.6%) I R E . S C SR8 HRGFIEHR 125 mg/m’
(1) HF(53.4%: 103/193)LLALHAFI & 100 mg/m? [ H 5 (39.2%: 40/102)¥477 i Wit
5E I ET 53 206

=R -REHTR

£ 2 T2 PLBEHL I W ARIEGT, %32 5-FU 1697 o 52K st i B vE 45 B
Fdia s oA A= R IR 25 )5 % (n = 535) 0 FE—TRIF 90 b 2k N AR BR O VB BEIR T S e
S FRAIT R, 5 — TR ) S KR 5-FU CAEREAIVAI T AT EL . PR IRIFSY A T B
SEAELEI, TRIOP AR B FE bR AT I A SR 2R A 15 B o A 7 B 350 mg/m” HR 48
90 734PLL b, FREFIESE 700 mg. XFFAERE =70 % (1) E T WHO (R PIRZES V938 2 11
B, HRAAFE K E 300 mg/m®s 45 T IEME2G . BTG RS SASA T RHE RA YT, IR
Oy S A5 S IR R VERE TS T RR At it 24 /NI IR BB 3 45 T ISR BT AE 26 7 RIATT -

FICUE 5245 B SRR YT B K 1 5-FU D9 3EabI A T LG, {3 AR RR O % AT o
BT I IEREL N B RHE (B AT PIRES) 5, B2 SRk B i s
AEAE IR L IR AL B B A GRES 1 1 p = 0.001 , R 2 1) p=0.017 ). T4
FESARTEAR L A AR AKX —NMRFR R PEA G 1 IR IRIR 263, RN 2 BRI T 3 B 1)
R X AN AR LR 2 i A SRR YT I R R K (O3 )k p=0.01 H1 p=0.05). 4
BRI 11,
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F£ 11: F=FA—IRAZTT RN U HkRIFIT
MR 1 5 2
RAIRERE | ECERAY | SRR 5-FU*
Ip3 NAL 189 90 127 129
SERTERZ 5-FU YRIT (%)
HEEBIL 70 63 58 68
WBEIT IR 3/6 A" 27 36 38 23
WA E> 3/6 H ' 3 0 5 9
e g b . 4.6 - 4.4 3.7
AR () [95% CI [4.2 - 5.0] [3.8 - 5.0] (3.3 - 4.1]
HR ARG A R (%) ¢ 94 - 95 81-99
A AL (D 9.2 6.5 10. 8 8.5
[95% CI] 8.4 - 10.7] | [5.0 - 7.6] | [9.5 - 12.8] | [7.7 - 10.5]
% (9 0 36. 2 13.8 44. 8 32. 4
TR () [95% CI] [29.3 - 43.1] | [6.7 - 20.9] | [36.2 - 53.4] | [24.3 - 40.5]
N \ o - 4.2 2.9
A CEE A (H) [95% CI] (5.8 - 4.8] (2.6 - 3.7]
e , 5.9 4.1 8.1 7.0
PARERERS (R) [95% CI) (3.8 - 7.6] | [2.2-6.9] | [6.1-10.7] | [4.4 - 8.7]
A T AEAA I (D 6.9 2.0 10. 3 8.5
[95% CI] [5.8 - 8.4] [1.8 - 5.1] [7.8 =] (6.2 - 10.2]
. e . , 5.7 3.3 6.4 5.1
PALATPRERMH () [95% C1] [4.3 - 6.6] (1.9 - 3.7] (5.2 - 7.6] (4.2 - 6.2]
., o . 6.4 4.9 8.9 7.4
PR TR 5% W () [95% CL) 5.5 - 7.6] | [3.4 - 5.11 | [6.7 - 12.3] | [4.7 - 11.6]

a fHHILLR 5-FU FRERPH—H .
() TR 200 mg/m® Bk 2 ANEFLL L SRS KA 5-FU 400 mg/m’, 5-FU 600 mg/m”

Freegplikiig 22 MBI G351 RAEE 2 R O 2 K.

(i)  5-FU 250-300 mg/m*/d $F 45 bk vE B 80 I aE 1

(iii)

20-500 mg/m?/d HIKGHIE, BRI, E8 6 H, SREIRE 2 .

b A% 1 <6 months; R4 2 <3 months
o FETURIM 116.7 mg/m?®/JFIF1E 50 5 (¥ 3 R 378 AR SRR, BT 2 52 5-FU IRYT IR AR
F, HFIR A& R T 7 Z AN

T REACE NI RE A o

5-FU 2.6-3 g/m*/d Sk i 24 /NFLLE, BRIk, L 6 J, fEEURHERT R

FEIX I I, 871 EORTC QLQ-C30 Wi & [l 4 PPAL A£G Bl AEWSE 1,
52 SRR O TR IR T (K B8 LA I R (K D 23 L5 52 e B SCRRVR T (0 R W B PR
(p=0.0013). {EWIFE 2 1, FZERMR A RER 5-FU 697 108, AT 2R s vF 0 A

(7

| @FEE LD

ZEER

SRR B S IR RT A2, R PR ] 0 4D A T Jh40 S A 1t mT

Wik 2 DNA FL8EAE DNA XUREMRIE. R L2 BN & T AU 74 SN-38

= AN
gity

IEZa

Fh RN I-DNA 59 L, PHLEWRA SBE R H AT AWIFST s Eh I O 7 5 e 2 i
FRPEAERTE T DNA WUBERI AR, T DNA XUBERI A E B T-7E DNA &5 1 S0 5 thih
Fh AL I, DNAL AIER R 378 BEel SN-38 4 B = Je AW R A LA P 88 Wi Lah
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VAR HUAS BEAT RHAE SX PO BEIR IR o

RIR AL B SR IR VEACHE 4 SN-38 [RIZKIEPERT A, SN—38 X - N AR sl thi 255
oIt Jea a0 MR v SR AU (X040 A1 S R T (R it BRI B N BEIY 1000 1% . AR i AN
SN-38 31 #h R B AL B PR (KU AA U) sk o #h 19 D7 HEAT SN-38 IS LL—Fid PE N IR 1B X
=R AR LR SRR I B 7 I A AR o IRYE PHEPASE nT LURE IR ITE I, R 2%
YL PH E PR BEE R R A 1 AT 1o

IR P LA HROR PR /I B A (10 G 1A Bl ) AN SRAN ] 28 A S AR F) 86 P i e 40 e
HAT PO (3 1
BHEI

FRIRAP AT R £ L HE RS Pl (4 AR SE PP A7) e k5 25 )5 tHBL IR RER BE £ 1A
MK (SHEARKMN).

BBtk BERBREANAEFRAKMRNE

ARBEAT I T #h R AP % BRI B PE IR T o AR, 6f UK 3 710k 2 mg/kg B
25 mg/kg WIERMRA LR RE, B —Uaksk 13 1 (L AUC & BE 2 125 mg/m®
JEI 13 A5 RIGWE 91 Ji. TEIXFMEBLT, W E 518 A e A I ) B A
TP B PR R TR R0 A I S I B A

SRR AT ARSE O BROFELAN D FIfR Y CRRIIS LSRS08 ) #RA SR (1)
YEH o LEVRAME Ames iR o, ERER 78 Bk SN—38 #li A Bust L 28 48 (K4 H

AL Bl KR SRR AT eI 1L 6 mg/kg/ R BOA RILR AT A R
I o 22 UCAE H 45 T Wtk R h ) 6 R A7 ST B 20 mg/kg Jo (6 AUC 5 5% 453 5T 125 mg/m’
(I BLR 45 T4 0.4 mg/kg A G (HE AUC 124 1 HoE &5 5 125 mg/m® (1) 1/15),
R ILHEVE S I R B 2% T 2R 40

[ 251311

FERSANTF) S 2 g S b e SRR P S, LISV 5 LA 2 A8 e U R I, 1
BYZRIE BRI 6 2 12 /N WEPEARS 1 SN-38 IR P ARG BRF 3812 10 % 20
AN o FERTREFIE T, 4T B E 100-750 mg/m® 5 30 AMERERKRE, B3
W, HERR OB M AR T N 14.2 +/- 7.7 /NI, 1 SN-38 T 13.8 +/- 1.4 /N,

FEREHEREN 50 — 350 mg/m’ FETEIEII, ERER U EN) AUC $9HK 5570 Bk B 2%
PERFR: SN-38 (1) AUC HYKAR THH M AR IO IEKe . TR PEARI =1 SN-38 14 i i R P 38 1
790 43 Bl f¥y R IR AP L BRI S R S 1) 1 /NI IR )

E W IRUEE 6 S 1A bR AR (I R B TT R, AR R LR B AR BILL 125 mg/m® N

340 mg/m’, 90 A BRI, SRR O HERT SN-38 (2108 1 S R 12:

#2451, L2601
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F12: HRGILE B SN—38 FE LA B E AN £ BB E (+/-AREE)

bl HFRF LR SN-38
(ng /) Coax AUCo-24 te Varea CL Caax AUCq-24 tie
(ng/mL) | (ng.hr/mL) | (hr) | (L/m®) | (L/hr/m’) | (ng/mL) | (ng.hr/mL) | (hr)
125 1, 660 10, 200 ii i}? 13.3 26.3 229 18/‘_1
(n=64) +/- 797 +/- 3,270 0.7 8.5 +/-6.01 | +/- 11.9 +/- 108 3 1
340 3,392 20, 604 bl}_/i ?_;L_L 13.9 56.0 474 ?}_/(j

= +/- +/- +/- +/- +/-

(n=6) /- 874 /-6, 027 Lo 69. 6 /= 4.00 /- 28.2 /— 245 43

Crnax: T R I R Ve T P
AUC,4: 90 438MENG 0 28 24 /NI 1282 3% B — Bsf 1) il 26 T AR

tya: A B2k 2 4

Varea! LARTE WA A A1 75

CL: MAGERE

a 90 43 i 5 AR I 24 /NI Il R FEAR

b 90 71 BhiarE IR WA 48 /NBTILRFEAS . H T ICAR I B TR e, I e {3 mT LA B ML M e Bk

HH R TR {1 N7 HER SN-38 [ AR B 21 3

WA SEG SR, ShIR P S e AT Th AR MR AR A 455 % (30 42 68% ), SN-38 5 AL
REALERRE (K 95%). HeMdamisg s F2eaiA.

ARUTAIHEME: R IR D S8 R A Ak P 1 4350 2 A 100 H RS AN 43 B o e 2 AT T
A E R TR I A AL IR AR 4 SN-38. SR 5 SN-38 1 UDP-HI45 B SLAE R il 1A1

(UGT1A1) 5T 1 —Fh i 4 bH I R AR 7 4) (SN-38 % MEIERR) o ERIREF ST e
PRIGCHEME R HVE S 11% 58 20%; SN-38<1%; SN-38 HZ MR 4 3% . 75 MK
NN SRR ST, 48 /NS & MUILARH =4 (SN-38 1 SN-38 HiI 45 BHERR ) (e
TERIR s Z R KL R 25% (100 mg/m?) 4 50% (300 mg/m?).

ERRR AP ST R AN M (4 25 P4S0 [ [F T HlF 3A4 (CYP3AA)EAL, 7242 R AT X o
RTF=H), APC (7-LHE 10-[4-N-(S- 2B MR )-1-WRIE 5L - R B B /N AR
U= NPC (7- £ 10-[4-20 - 1-WRIE 5L -2 B4R B O
FrRR ABER 2R %

EAEN: AR SR A S e SRR L E, HAE =65 B IR R P I ZOR 12
& 6.0 /NI, TRITE < 65 ZIREARN N 5.5 /NI, TE=65 IR T SN-38 175 — bRk
 AUC,04 L <65 D IIEH T 11% . B KT EF-F = —IRG T RIS
Kl BEFXAG LT ENIGR AW RIS R, BIAE=65 % 1B Pl AR IR 4A 7]
& (ZHHEHE.

FThREAN AT FENTFIIREA A (1 B PR N SRR D S B BRIV B T e, [ A B e T8
PEARUTF=4) SN-38 FRYR RIS o 33 6 200 10 540 2 0 e A 00 L3355 S IH 20 3 R S BT VA
P ShREdR R IE L (SRR ED.

B IhREAN A B ThREAN Xt BRI AR L HEZG AR B)) ) 2 (K 5 AR T A
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BRE16TT I M2 A3h 15

E—T06F 26 A7 S A4 RGP SRR AP L B S—Fu FINEIHR (LV) 14 T il
IRBFFCH ORI, A R 25 R IR N 2 B 1) AR BN I LR A B eis . KM, S
FHERRR T HEAILL,  fE e Sh O B B2 5 finid 5-FU A1 LV I3 PEAR IS =4 SN-38
() Conax AT AUC 04 FBECH BT 14% F1 8% ) A KT LR ST 85 HEXt T 5-FU MLV ZE

BRI R 1R 1E R A A A 23 LA T KIBE T

5 ]

N, 30°C LM RAT . ANERAT EAERIARE, @R EST IS

[E25]
PR €0 3R TR A s
AR M 2218 “Cy tosafe™ {035 .

i 2400 ) B P 7R SR PR R SR DA 2 s, LU s A P e 4
Hiks: 2ml:40mg 1 Jfi/&: 5ml:0.1g 1J#/&: 15ml:03g 1 /&

[H%0H] 36 1~ H

[P ATHRET JX20080115
[#HEAESC S ]
HEO 25 HEMIES: 2ml:40mg : H20080574
5ml:0.1g : H20080573
15ml:0.3g : H20090659

(A= 4l ]
Pfizer (Perth) Pty Limited
15 Brodie Hall Drive, Technology Park, BENTLEY WA 6102, AUSTRALIA
PR R ML
AEBCHTARIRIX IR T 1AL KA 5 555 14 B i 8-12 )22
% : 100010
Hiif: 010-85167000
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