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WFZE R R O EE (3532) :We studied to explore dose ad justment index of docetaxel for elderly
patients with advanced or metastatic Non—Small-Cell Lung Cancer. Although there was a
trend that docetaxel CL decreased with increasing patient age, there was great
interpatient variability. Thus we cannot recommend the dose reduction according to
patient age increasing. The efficacy and toxicity of docetaxel are influenced by blood
AGP level. These results suggest that appropriate index is patient age as well as blood
AGP level in considering dose adjustment of docetaxel for the elderly.

AT R TERR
(BHHAL 2 )
[ERPEES [ECTES ¢ o &
2010 4R 1, 600, 000 480, 000 2, 080, 000
2011 fEJ 1, 200, 000 360, 000 1, 560, 000
2012 fEJ 700, 000 210, 000 910, 000
&l 3,500, 000 1, 050, 000 4, 550, 000

WRZe Ay Wy o [

BFE ONF « fE : K2 - ERRIRE

XF—U— R A= —AA FEFE, PK/PD T, SinAH, ATy L s Rz b —T a3,
mlE . KX 'r. R A

1. WFERHMA YWD & D2 EMTRIND BHEBIK T, R
ANY /L AR E 2 b—33 » (special T, EmE, N R, BERlw, IEREE
populations) & (X#EWPEHE (Pharmaco REDZ LT, bAETOERKLER A SO
—kinetics;PK) 3 L OHEMZ M (Pharmaco (CHRPR S OBEIL Tl TRRBREERT ) F 720k T
—dynamics ; PD) 28— D EBH LM & 1T Rl e a9 HEE) ERENTVD,




ARY )b - R 2 L= a AT 2 5
PRI W TR, HEAIOREIZS TR &
DI BT DNENDH DN, DAY
FEICB W TS NARIZ LT v A I2E
DSLAEMEIRIENTFAET H T2, fll 2 DEF~
OHEREG T b bRk T A0 D
OTEHEZ EW L, IRROA MR L%
PR Z A EE 2 D ETH, LL, DA
{LFIEDOX R & 70 D BEIIZFHEZETH Y
. BRI 7R £ PR Z B 0 B ligds D
BREIK T O H 2 BFE . PhtEaszZ Xt &7
2 A BRBERB AR T U202 SEANR S P D3 R A3 ik
RINDEEE RS HEME OB R
TS IDIEFNEZ N,

19934FICICHAE IS EETE LT
[Studies in Support of Special
Populations : Geriatrics] DNAFRIIL, =
NEZF CERBETHIEMEIC &
SN D EHEGOEIKRFHEICET 24 KZ
A v DEFEEERHEESRR®m S L
THEINT, o, BERET B L OUTHE
REAR TR (x5 i & A M7 5 iR
FBRIZOW T, K[ETIEFood and Drug
Administration (FDA ; B&MEISF) LV
Guidance for Industryd L C19984: [Phar-
macokinetics in Patients with Impaired
Renal Function—Study Design, Data Analysis,
and Impact on Dosing and Labeling] 723, &
L T19994E (2 dDraft Guidance& LT
[Pharmacokinetics in Patients with
Impaired Hepatic FunctionStudy Design,
Data Analysis, and Impact on Dosing and
Labeling] /R IANTWAN, FeNEIZIEER
DHA RTA NIHFELRY, 2O XS
FDOT., A RTA4 DIV BHERE - FFHEEE
KTEEDOHLRLT, HARTA DD
EBEFICHLTH, FIBAKIBRBERICEBIT 5
HANT =213 | SAEANOT — Z ITEAF
LTWLONRERTH D, ZDORH & LTI,
F & A EDFHTUN AKIDHESN > B OB G
ThdIeNFEToND, T, ICH-E5
\ZHED X 1996 Il En S e AVEERIR T —
B H S ANLDBRICB BT & RIGAZERICD
WTORRE 12X DTV vV TR EBRERT
DOHAGEHEF; (Uyama Y et al, Clin Pharmacol
Ther, 2006) <°. 20054E0> [HUEMEIEEHK D
BRI VBB T 2 A KT A4 ) BGTE
O CTH D “H/MEBOEWNE THH - 11
FEFRBRAS 5 + s S AR AR AS S 12 K DK
HEE, S DICEBEILFENRERAE R X KGR
RFFIZIBWTIL, BIRSEATIE CH 215 T
BN ARY YL R 2L —Y g T —H
MEEBERE LTRSS, BAICE
FHARY ¥ )L« R 2 L—3 g VB %
SRPEAS 220N,

— 5. KEESNABFIEFT (National

Cancer Institute ; NCI) TIXEAERITIZ Organ
Dysfunction Working Group MfEk i1, &
e E 2 I3 E O R E IS U H &R E
WX DH T EEEHBR AT 00, BRI T
F IR TRFICB T 2B AR
DLT (dose limiting toxicity ; H &
) <° MTD (maximum tolerated dose ; fx K
MARE) Z2RDDHZET, INbDEEFITK
THRGREHER AL TEY, ZhETIcEH
X% U7 F 2 (Synold TW et al, Clin
Cancer Res 13, 2007 i 3h), A ~F =7
(Ramanathan RK et al, J Clin Oncol 26,
2008 L 1#), A7 I7 (MulkerinD et
al, ASCO Annual Meeting, 2006) IZ->\ T
DOFERDME SN TWD,

2. WEOHB

AT - FRIE/ RS VB RS L L
= T REZX®L - HIVRTTF o GEREE]
WCRBITAARY YL« IR 2L — 3 U ~D
T B L OV &R E A R T 5,

3. Wik
(1) *5EE
K% FE/ (50-70 mg/m?) & HILART
ZF 2 (AUC b) DOPFRFRIEN AT S 7k
1T « B8R/ IR 25 A FB s
(2) 1Lt N A EEORIE
Nt & B VG Ed, SRR E T IERT
T 1 FRfEfE, 5 KA. 19 FRRRIZICE M
Z47u, HPLC-UV $E12 CHIE L 7=,
(3) CYP3A5 EA=FHRIDHE
Mm% kv DNA ZhiH L. TagMan 7't —
THEANZY TIVHE A LPCRIEICTHIEL
77
(4) 1A AGP & EE D HIE
X7z A NY—IEIZ L BHIE RSN
MBI RFE LT,
(5) RHEMHEYEhREMEAT
NONMEM (Nonlinear Mixed Effect Model ;
FERILIREGIFET V) FIZL 0 EA DR
HFTOREEXFELOZ VT T 2%k
O,

4. WF7ERkE
(1) x5 (Table 1)

FRAT DRIG L T2 > T A 60 4128V T
JIFESBE (AST & L < IXALT) ASELUE(IER O B
FL 4 4, BHEWE 2 VT F=0) Nk
WEEBOBREIL 3 A ThoT-, —J7. Fip
WCBH L CiL, 656 Ll E2S 32 &4, 75 mElh b
B9 L Tholz, 7RISy B RERAT
1% 60 £ 72545 B LT 186 A o kit
M2 AW TIT > 7=,



Table 1. Patient Characteristics
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Fig 2. Relationship of Patient Age and Docetaxel Clearance
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Characteristic
No. of Patients

Age <65 65-74 275
28 a5 el

Sex Male Female
42 18

AST < ULMN =ULN Unknown
25 4 34

ALT ZULN >ULN Unknown
e 4 5

SCr ZULN >ULN Unknown
18 2 38

AGP < ULN >ULN Unknown
15 44 1

CYP3AS S g Al Unknown
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Fig 1. Docetaxel Clearance as a Function of CYP3A5 Genotyping
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Table 2. MNeutropenia and Docetaxel Clearance and AGP Level by Cohort

e Meutropenia
A ﬁ o CL (L/hm2) AGP (mgrdL}
ohol Grade 3 Grade 4
(¥ears) PI:t?eﬁtfs PI:t?eﬁtfs % Mean Range MMean Range
<B5 13 48 9 32 180 64-208 {375 T7-337
65-74 7 30 5 22 177 70340 1427 62-261
2 5 56 2 22 15.1 6.1-234 129.2 72-201
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