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Multinational Clinical Trial in Japan and Korea on Detrusitol

Yukio YOSHINAGA
Clinical Research, Pfizer Japan Inc., 3-22-7 Yoyogi, Shibuya-ku, Tokyo 151-8589, Japan

(Received October 10, 2008)

A randomized, double-blind, placebo- and active comparator-controlled study was conducted in 69 centers to com-
pare detrusitol and oxybutynin with placebo in Japanese and Korean patients with an overactive bladder (OAB).
Detrusitol had similar efficacy but was better tolerated than oxybutynin in Japanese and Korean patients with OAB. The
study result was acknowledged as pivotal data in the clinical data package when NDA was filed and successfully ap-
proved both in Japan and Korea. Some differences were found in the efficacy and safety of the drug between the
Japanese and Korean data, though. We therefore investigated the differences through stratified analysis; however exact
causes could not be identified. This study is positioned as a first multinational clinical trial conducted in East Asia. From
the aspects of utilization of interoperable data obtained from such multinational clinical trials for NDA filing and earli-
est possible registration of drugs in the participating countries, we believe it is important to accumulate more experiences
in conducting multinational clinical trials. At this time, it is our prime task to minimize the ‘‘drug lag’’ in Japan; I think
improving the speed of clinical trials is one of the factors to solve the issue. Global clinical trials involving Western and
Asian countries make it possible to use the study data effectively and commonly in many countries. Moreover, from the
viewpoint of revitalization of clinical trials, conducting global clinical trials is critically important; so we intend to con-
tinue accumulation of our experiences in global clinical trials.
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Detrusitol
+ Developed specifically for overactive bladder
+ Selective for bladder over salivary glands

* Approved for the treatment of overactive
bladder or unstable bladder in 57 countries,
with more than 3 million people treated
worldwide in 2001

Nilvebrant L et al. Life Sci. 1997;60:1129-1136.

Fig. 1 Outline of Detrusitol

Overactive Bladder

Overactive bladder (OAB) is a symptom
syndrome

» Urgency, with or without urge incontinence,
usually with frequency and nocturia

Abrams et al. Neurourology and Urodynamics. 2002; 21:167-78.

Fig. 2 Definition of Overactive Bladder (OAB)
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ez (Fig. 4).
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Japanese-Korean Combined Phase Ill Study
Study Design

Tolterodine PR 4 mg QD

n =240
N =608
| Oxybutynin IR 3 mg TID

|

1 week | 1 week n =246 |
washout run-in

Placebo I

I

n=122

12-week double-blind 1-2 week
treatment follow-
up

No statistically significant difference between groups in
demographics or baseline disease characteristics

Fig. 3 Japanese-Korean Combined Phase III Study: Study
Design

Japanese-Korean Combined Phase Ill Study

Study Summary
Country ‘r;lfumber Number of patients

Centers Tolterodine | Oxybutynin

Placebo |PR4mgq.d.| 3 mgt.id.
(n=122) (n = 240) (n =246) | Total
Korea 12 65 126 124 315
Japan 57 57 114 122 293
Total 69 122 240 246 608

Fig. 4 Japanese-Korean Combined Phase III Study: Study
Demographics
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Geographical Variation in AE
Reporting Rates in Clinical Trials

Table1 Number of patients included in the analyses

» AEs reported in 127

. . Country No. of patients

pllnlcgl trials from gastro- T T
intestinal programs o 2t
. ‘Germa 1722
studied Deremark 1508
Australia 1035
B z Cinada 90
. Tngls comprised 13,69§ Noress ul
patients from 13 countries  Jfmune i
162
and conducted between Fovend 7t
Hong Kong m

the years 1983 and 1996

Svante Joelson et al. Parmacoepidemiology and Drug Safety. 1997;6 Suppl 3:531-S35.

Fig. 5 Geographical Variation in AE Reporting Rates in Clin-

ical Trials

Geographical Variation in AE
Reporting Rates in Clinical Trials

« AE reporting rates were differed substantially between countries

High
- Medium
-

Fig 1 The adverss event reporting rate level for 13 different countries

Svante Joelson et al. Parmacoepidemiology and Drug Safety. 1997;6 Suppl 3:S31-S35.

Fig. 6 Geographical Variation in AE Reporting Rates in Clin-

ical Trials (Continued)

Detrusitol NDA Review

Conclusion of Committee on Drug (Jan 2006)

o The results of combining Korean and Japanese data
proved the efficacy of Detrusitol

o The differences in the findings between Japanese and
Koreans do not have a great impact on the evaluation of
efficacy and safety of Detrusitol in Japanese

(Translated by Pfizer)

Fig. 7 Detrusitol NDA Review: Conclusion of Committee on
Drug (Jan. 2006)

ABHBHDTIRWEHBEN, HARANKEEAZ K
BULERBRMEREZBEAT MLy h—IMdK@EEN
2% > 7= (Fig. 7).
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B AR D NI D W T B RIS 21T WRET L 72
M, TORKNERETDITEESRN O T2

ARBRIIBRH O T 27 Wiz BV 2 2 [E [ R
MBTHO, SBEARKOHBRE L <FhL =Dk
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