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HAT > ALEBEEEFR®E (creatinine clearance > f&§fF C
Ler) #EZHAAHIEETIAE » RIS #2 FH 2R1F Fyed
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KB - FIEETE (dose-finding) BfIE — K& ( dose-
response) mhig T AISE] TR EE | HiFE -

AN ATHZRAE Ry TR ) EERYEDL Cmax HY 70 % —
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WE DR~ et R Y c ER BTGB E (
UESTHED
W RE pH W2 B e T MERE S Y ZETH - 9l © probe-
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AR (WARNINGS) ~ JEFEEEIA (PRECAUTIONS) ~ 255 (
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1 il (_ EEantE) ARRREHEREETERRE (creat-
inine clearance f&Hf# CLcr) HYEE(R -
2 WISEEHEERIE o FEAR U S s
[ |
| FRABE NBVES TS - (__ BESLARE) HUASZENELUE |
| BIETRIE < YR A E EENRE B |
| EF TN FRAERT - FER T IIA G AR AL ZBEET |
| B [CLer  PAZFF 478 (ml/min) ] FoR - |
| |
| B CLer =888 (T) x (140 —4FE#s (DMEH |
1)) /72 x Cr [Z% 100 ZH (mg/dl) ] |
| |
| 2t CLer =% CLer x 0.85 |
|
|
!

ll

| SCr - MUETHI BB EE (serum creatinine » ff

| &% SCr)
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MF AR EEETHVREFE AR EIRRE TETIRE - T
FIATCAT AR R ER Cler fH

[ |

[N 1 BREESIAY CLer =0.45<8E (A7) /|

| SCr [Z=32,7100 ZFF (mg/dl) ] |

|1 B 12 BERER CLer =0.55x8& (&%) /|

| SCr [Z%,/100ZF (mg/dl) ] |

| |

3 BIERVFRIERIIAT

| 4H5 | LA AR | = | JE |
| | (ml/min) | (mg) | (Frequency) |
| | | | |
[ [ [ [ |
| IE% ! > | | INEE
| | | | |
[ [ [ [ |
| B | — | | |
| | |
[ [ |
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| N TOREA 3 FH Ry PR (RA A BRREE S 2K - |
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g g&5iEE (Overdosage)
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THBEEAEE (1999) . fmEinsacsEaEl] (2Z1h)
TTEBEEAEE (2000) . SEmd R Re\BR 2 RS (Z10)
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2

3

4 TEbER A (2001) EEPRE AR (Zdh)

5 TR AE (2000) . &80 FiE R ER B B EM#E (21h)

6 TTHbefAE (2002) . #4508 REEPRSERER] (210)

7 Guidance for Industry > Pharmacokinetics i1n Patients with Imp-

ired Renal Function : Study Design> Data Analysis ® and Impa-

ct on Dosing and Labeling. FDA > USA > 1998

B DR 2 BV EEBh B R AL e S S R IR R
#2812 (Pharmacokinetics » f&HfE PK)
SEES (Pharmacodynamics ° f§f# PD)

x

+

HEM (excretion)
R (metabolism)
HEFf: (elimination)
JE# (unchanged drug)
EMELEETE (plasma protein binding)
TR AHA (end-stage renal disease - f&f#@ ESRD)
IR BT (hemodialysis)
BERFEERT (peritoneal dialysis)
SEREFSEL (therapeutic index)
TR K7 ERH{% (concentration-response relationship)
P25 /G BRECE (Alzheimer's disease)
AEBEETER% (creatinine clearance » f§f% CLCr)
/N P B ESEET (Reduced /Staged Study Design)
MR 7520 (two-stage approach)
P gEE)EEEE  (Population PK Studies)
F_HAKE =M (phase 2/phase 3)
FEAR MRS RERIT, (Non-1linear mixed effect modeling > f&HE NONM-
EM)
MHEEMR BN (intermittent hemodialysis)

/BB ERERE AT (continuous ambulatory peritoneal dialysis °
fitE CAPD)
REEEIRRE T HIRSTE (V)



REGEIRREIRENFRRE (CLNR > )

SRR EMNT (high flux hemodialysis)

GEEASIEFSHE (pharmacodynamic endpoints)

4R NifE (AUC)

B =% (Cmax)

BHLUSRZR (apparent clearance * B§f% CL/F)

BERE (renal clearance - f&ifE CLR)

B higEfE (Vz/F B Vss/F)

FHH] (t1/2)

JE&E B REEE e EUE MR B R (CLu/F)

Tl EAZ#E(E (Dose-normalized)

FE&S & AR EE L B DB M A R Hh 4R N AR (AUCu/D)
FR&E & REEE e E A s R (Cnax > u/D)
HIEZTE (dose-finding)

& — K FE (dose-response)

ALEFLET (creatinine)

I TP ALEBEET S (serum creatinine » f&f# SCr)



