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1. B XEWETISONT

PUBMEIEGA [0 2 7 MR i 40mg, 7 > 7 MR ETE 100mg) (14U 2 7 0 SR F . LUTASH)
DB SCEIZHEE LT, R 2046 A 16 B JEATTBIE 3 AR 22 A R EAE eV, TRt &
BY MEHEOEE] 28GTELE Lz, £/, b HEWEhRE ), TR BX O TFHECE) 283
AICEETE L £ LT,

MERALOIE (EEGERNIR) IO (BHERER)
(CFARERET)

[(EALDEE]

2. EELERKIE
(D~ EFERL
(10) AKIOEMRZHY (SN-38) O E/2REE:SE THh D UDP-Z L7 a U igfinfEE#E (UDP-glucuronosyltransferase. UGT)
D2 ODBIEFLEH (UGTIAI*6, UGTIALI*28) I\ZHOWT, Wi sEEEeK (UGTIA1*6/*6, UGTIAL*28/*28)
FriEWnIh b ~T oS (UGTIAI*6/%28) L L CHLOBRE Tk, UGTIAl 77 o Ui A EENME T L, SN-38
ORGPEIET HZ L2k EERREWEH BRI ERED) BEOREENEL AR I EBHMEINTNDH72D,
ToEETSZE (TEpEhfe . TRAEKSE 0ESB®|) V),

MM (RHE) I0E(BEHITEEHE)
(CFARERET)

[EMEE]
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FOMAANL, CYP3A4 IZ &V —Ehi3EmHb S, £7-. —ERIXRIEEAIC SN-38 I n 5 0,

SN-38 1%, EIZIFOREEEHETH D UDP-7 V7 v L pisflEsE (UGT) O—4 T FTHhDH UGTIALICE Y 7 v s a
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UGTIALI*6 £7213% UGTIAI1*28 R EHAE L LTh o, B LK 16 207 (1.453.62)
12 UGTIALI*6 & UGTIAI*28 Z~T ekl LTh o - I ——

7E) SN-38G ® AUC % SN-38 & AUC Tk L 7-fik

8E (BM=ER)
F v MZBWT SN-38G 1E, BPHIE A O B-Z L7 m =2 —P 2LV SN38 IZhifad ESnd 99,
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100mg/m” % 1 8 RRIRE & 72 1% 150mg/m® % 2 AR RRE TG L7z,
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JL—F3 U EOLEREK| 2 L—F3 O

e I
BETEH L FEIE (PIED HHE (B
UGTIAI*6 & UGTIAI*28 % & HIZ b 272\ 14.3% (3/21) 14.3% (3/21)
UGTIALI*6 £7-13 UGTIAI*28 Ze~T &kl L TH o 24.1% (7/29) 6.9% (2/29)
= * N A
UGTIALI*6 £7-1% UGTIAI*28 R EHAK L L Tho, b LL 80.0% (4/5) 20.0% (1/5)

1Z UGTIAL*6 & UGTIAI*28 Zx~T &kl LTH o

MEREXBIOTR(BEHREITER)
(FHRHsLET)

EX- 3¢

1) Ando Y. et al : Cancer Res 60 : 6921-6926. 2000.
2) Innocenti F, etal : J Clin Oncol 22 : 1382-1388. 2004.
3) Minami H. et al : Pharmacogenet Genomics 17 : 497-504, 2007.
4)~12) EHERL
13) Saito Y. et al : Curr Pharmacogenomics 5 : 49-78.2007.
14)~29) ZEERL
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W) HFIELR VD, RO TER

(1) UGTIA1 BEFERFRILDOEREEAFTALRERR

UGTIAL B TZROHEIZ LY . BEEAWER (FrarheEkiid) oRBUIBET 21 VAV HERET 5 2
EMAREL 720 . ZOEEEWER (VL — K 3, 4 OIFERED) ORBBEIZAARD 2 oOT 0 AT T 4T
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1)/ 57 h o EEEKIY 70
(mg/m2) 1)
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10,000 35
30
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BEPRMSZORE | a2 | | d1 | d2 | | d8 | | d13 | d14 | d15 | d16 | di7 | | d19 |
#&(C) 36.2 38.8 | 39.8 | 36.8 | 36.4 | 36.6
AES/OE (g/dL) | 13.2 12.2 11.9 12.0 9.7 8.9 9.4
ANYRIUvb (%) | 41.6 38.9 36.2 35.7 28.6 271 29.9
AST(GOT) (lU/L) | 23 21 28 11 13 22
ALT (GPT) (1U/L) 17 55 27 22 31
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BEVIVEY (mg/dL) | 2.1 1.7 27 (20 [32|21 |13 1.3 BB EHHBELT,
BEEUIVEY (mg/dL)| 1.6 — — |14 |22 [13 | — 1.0
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(3) UGTIAI BEF2ETFLILEEDAEE
UGTIAI*6 &I 2RO GAMICE N T H ANEERNHH Z ENHIIAL TR Y 7 LIVEEICRBUW T UGTIAL*6
ZHOBEIX. AATIHIZE A CRE SN ETADL, BARANIBWT 13.0-17.7% 2B S 3 (R 2 2),

= 2. UGTIAT6 DT LILERE

N HE | FEEGIE HH B
BHARA 0.177 116 Kanai et al. 2005
0.157 150 Kaniwa et al. 2005
0.153 301 Saeki et al. 2006
0.130 101 Akaba et al.1998
EBEA 0.241 81 Han et al. 2006
0.213 324 Ki et al. 2003
BA 0.007 150 Kaniwa et al. 2005
ND 132 Innocenti et al. 2005
ND 92 Thomas et al. 2006
TI2VHhRTAVAAN ND 150 Kaniwa et al. 2005
ND: #&HE 9

UGTIAI*28 B ZRIDSARIIINFEENH D Z LA L THBY . 7T LABEEICBWT, AARANCBT
% UGTIAI*28 % b OBEEIT. FADK 35D 1 Thb 8.6-13.0% IS ET (R3IZH).,

# 3. UGT1A128 DT LILIRE

AiE HE | FHEGIE HH B
BHARA 0.130 301 Saeki et al. 2006
0.097 150 Kaniwa et al. 2005
0.086 116 Kanai et al. 2005
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ZRAY - BH 350mg/m%3 8 (13%) AOTH | FWMER (P=0.09)
i 3
- 350mg/m?/3 B+ LF b L&+ K REEGE (26/28) TIL
(LB MIER (P=0.2)
______ —/— | 331(9.7) |[FL—F3.|- hEEAW (26/28). ~
Rouits™ - 180mg/m72 B+ 704095V —/o8 14/35(40) |4 OFFER | TOEENRK (—/28) TIE.
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6. KEIZHTEH1")/THhARBRIEKINYHFTCERR

2005 6 A 7 HIZ7 7 A P— DA CEASGET, 7 A 21 BIIEHUET L, e gicLE L (Tits
),

Camptosar” DY RTHRAT SCEICIX, UGTIA1*28 & BIVER OARBIMEORLHANEM STV ET, Z4UE, FDA 23,
R DR T2 157 L CHRME G B O 2R 2381 & LT &B T (RAOIANE, /N A fFE O TR
THHEND 6-ALH T R F U (2004.7) TF), Camptosar® Ti&, [k « & (Dosage and Administration) |
DIAT, TUGTIAI*28 7 LIVNREHELGIRTH D LI L T 5 BHICIE, Camptosar® DFRIE R Z V72 < & b
1 LULTFIFS K9 ICBETRETHD EHRINTWET, 7272 L., [UGTIAI*28 OREHAKE L OBHE
LN L TERICED S BUVBET RENIAP L bEPNTOET,

7 7 A PF—# Camptosar BETHASSCE (BB - 2005 427 H 21 H)
Camptosar*(irinotecan HCI)  irinotecan hydrochloride injection

CLINICAL PHARMACOLOGY

Metabolism and Excretion: The metabolic conversion of irinotecan to the active metabolite SN-38 is mediated by
carboxylesterase enzymes and primarily occurs in the liver. SN-38 is subsequently conjugated predominantly by the enzyme
UDP-glucuronosyl transferase 1A1 (UGT1A1) to form a glucuronide metabolite. UGT1A1 activity is reduced in individuals
with genetic polymorphisms that lead to reduced enzyme activity such as the UGT1A1*28 polymorphism. Approximately
10% of the North American population is homozygous for the UGT1A1*28 allele. In a prospective study, in which
irinotecan was administered as a single-agent on a once-every-3-week schedule, patients who were homozygous for
UGT1A1#28 had a higher exposure to SN-38 than patients with the wild-type UGT1A1 allele (See WARNINGS and
DOSAGE AND ADMINISTRATION).

WARNINGS

Patients with Reduced UGT1A1 Activity

Individuals who are homozygous for the UGT1A1*28 allele are at increased risk for neutropenia following initiation of
CAMPTOSAR treatment. A reduced initial dose should be considered for patients known to be homozygous for the
UGT1A1*28 allele (see DOSAGE AND ADMINISTRATION). Heterozygous patients (carriers of one variant allele and one
wild-type allele which results in intermediate UGT1AT1 activity) may be at increased risk for neutropenia; however, clinical
results have been variable and such patients have been shown to tolerate normal starting doses.

DOSAGE AND ADMINISTRATION

Dosage in Patients with Reduced UGT1A1 Activity

When administered in combination with other agents, or as a single-agent, a reduction in the starting dose by at least one
level of CAMPTOSAR should be considered for patients known to be homozygous for the UGT1A1*28 allele (See
CLINICAL PHARMACOLOGY and WARNINGS). However, the precise dose reduction in this patient population is not
known and subsequent dose modifications should be considered based on individual patient tolerance to treatment.

http://www.fda.gov/cder/foi/label/2005/020571s024,027,0281bl.pdf
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: Third Wave Technologies Inc.
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