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@) S .
140 K
120
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‘\/V\ % O Ask your doctor
60 or other healthcare professional.
Mef“‘\N‘\ " -~ Available only by prescription.
......................................... f ib For more information on VIOXX
2000 01 02 03 04 05 I el g from Merck, call 1-888-VIOXX-11.
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MethOd Km Vmax pdif (k10 . VHB) g — -t
(uUM) (pmol/min/10° cell)  (wl/min/10° cell) v N
Isolated hepatocyte 9.5 917 1.1 agl oy
Liver perfusion 12.0 321 1.2
Peripheral

Hisaka A et al. Pharm Res. 1999; 16: 103-9. Hisaka et al. J Pharmacokin Biopharm.1998; 26: 495-519.
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A2 BRIBEHRATICE T ACYP2CIOREF RO IF IS LREKR

. AUC, ; [ng*hr/mL] ty, [hr]
Dtiblect droup Mean+=SD  Ratio? Mean+SD  Ratio?
PM ltraconazole (+) 216 = 42.0"1t 6.1 256 =6.08"1 4.4
Itraconzole (-) 919 £ 150" 26 12.4 = 2.66" 2.1
EM ltraconazole (+) 57.8 £ 11.6~ 1.6 7.58 + 1.68 1.3

Itraconzole (-) 35.6 = 11.07 1.0 578 = 1.72" 1.0

Yamamoto T et al. J Clin Pharmacol. 2017;57:1491-9.
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Hozuki S et al. Clinical Pharmacokinet, 2023;62:849-860.

Tamemoto T et al. Drug Metab Pharmacokinet, 2023:53:100498.
Shibata Y et al. Drug Metab Pharmacokinet. 2021 Aug;39:100396.
Maeda K, Hisaka A et al. Drug Metab Pharmacokinet. 2021;41:100414.
Yamamoto T et al. J Clin Pharmacol. 2017;57:1491-9.

Hisaka A et al. Pharmacol Ther. 2010; 125: 230-48.
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Ohno Y et al. Clin Pharmacokinet. 2007; 46: 681-96.
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- B (EMA) 2013418
Guideline on the Investigation of Drug Interactions

({EL. 201743 AHIZ. "Concept paper on a revision of the Guideline on the
investigation of drug interactions” &LV EICMAIT-XENFEHIN TN, )

- BAR(BE4&EFTEIE) 201847H
EELARREEEGIFEREH®O-ODEVMHEEERAAMRSTAY

- KE (FDA) 202041A8
*Clinical Drug Interaction Studies - Cytochrome P450
Enzyme- and Transporter-Mediated Drug Interactions
Guidance for Industry
*In Vitro Drug Interaction Studies - Cytochrome P450
Enzyme- and Transporter-Mediated Drug Interactions

Guidance for Industry




PISCSX®k L FDAMRE{ERAAH A4 X > RARIC K XS DRER

CR (contribution ratio to oral clearance)

IR -
(inhibition 0.9< 0.8~0.89 0.7~0.79 0.5~0.69 0.3~0.4 0.1~0.29
ratio) very  selective slightly moderate 9 Ver&é*
selective selective weak  "©@

AUCD

0.9<
very strong

0.8~0.89
strong

0.7~0.79

sightly strong [l5 <4 -p -~ MRS S
NN | = (jog TEEOBRTR

moderate EE;TE

0.3~0.49 Vil

weak

0.1~0.29
very weak*

* FDAIZZDMISAEBDIRNEFRZEERL TS

Hisaka et al, Clin Pharmacokinet, 2009: 48: 653—-66
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IC50 (uM)
CYP AU aFY -

(0.01~100)
CYPI1AZ N.I.
CYP2A6 061.6
CYP2B6 0.12
CYP2C8 98.0
CYP2C9 4.70
CYP2C19 3.80
CYP2D6 N.I.
CYP3A (257 L) 1.85
CYP3A (x +tzxF8BY) 2.90

Shibata Y, et al. Drug Metab Pharmacokinet.
2021;39:100396.
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SReFT (Statistic Restoration of Fragmented Time—Course)
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