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S-474474 [ 200 mg/ 1 mg 

(I 200/T 1)] 
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Cmax

AUC0-inf 22% Cmax AUC0-inf 28%

25% 5.3% (1/19 ) 5.0% (1/20
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S-474474 [ 100 mg/ 1 mg 
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1.8.1.2   

100 mg  (I 100/T 0) 

3  ( 100 mg E6931 ) S-474474 

[ 100 mg/  1 mg (I 100/T 1)] 100 mg

 (I 100/T 0) 1.8-1

S-474474 (I 100/T 1) 100 mg  (I 100/T 0) 

 [2.7.6.5 ]  

 

 1.8-1  (E6931 ) 

 (mmHg) 
 

I 100/T 0  I 100/T 1   
95%  p  

 -4.96 -8.85 -3.90 -5.88, -1.91 0.0001 
 -4.27 -12.87 -8.60 -11.68, -5.53 <0.0001 

I 100/T 0 100 mg  
I 100/T 1 100 mg/ 1 mg 

 

3 200 mg

 (E6933 ) S-474474 [ 200 mg/
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 (mmHg) 
 

I 200/T 0  I 200/T 1   
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I 200/T 0 200 mg  
I 200/T 1 200 mg/ 1 mg 

 

 

 

 

 

 

 - 3 -



 (E6932 ) S-474474 (I 100/T 1) S-474474 (I 200/T 1) 

 [2.7.6.7 ]  

 

 

1.8.1.3   

 ( II / ) 

 

 

 

 - 4 -



1.8.2   

1.8.2.1   

 
 

1.8.2.2   

(1)  

S-474474 1 1

1 1 2  

S-474474 1 1
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-  (RA) 1

52 I 100/T 1 7.6% (5/66
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1) JAN 

9 10 29 10 1 9

10  

 

Irbesartan 

2-Butyl-3-{4-[2-(1H-tetrazol-5-yl)phenyl]benzyl}-1,3-diazaspiro[4.4]non-1-en-4-one 

 

2) r-INN  

   irbesartan List 35, page 178, WHO Drug Information Vol. 9, No. 3, 1995  
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1) JAN 

 

Trichlormethiazide 

(3RS)-6-Chloro-3-dichloromethyl-3,4-dihydro-2H-1,2,4-benzothiadiazine-7-sulfonamide 

         1,1-dioxide 

 

2) r-INN 

  trichlormethiazide List 5, page 17, WHO Chronicle, Vol. 19, Nos. 4, 5 and 6] 
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4.2 
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4.2.1.1 
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4.2.1.1-01

Antihypertensive Effect of Irbesartan and
Trichlormethiazide in Spontaneously
Hypertensive Rats (SHR) after Combined
Repeated Dosing
(S-474474-EB-015-N)

20
20

4.2.1.1-02

Diuretic Effect of Irbesartan and
Trichlormethiazide in Spontaneously
Hypertensive Rats (SHR) after Combined
Dosing
(S-474474-EB-005-N)

20

4.2.1.2 

4.2.1.3 

4.2.1.4 

4.2.2 
4.2.2.1 

(

4.2.2.1-01 Purification of [14C]-Labeled Irbesartan
(S-474474-QB-024-N)

20
20

4.2.2.1-02
Purification of [14C]-Labeled
Trichlormethiazide
(S-474474-QB-025-N)

20
20

4.2.2.1-03

Validation of an Analytical Method for
Determination of Irbesartan and
Trichlormethiazide in Rat Plasma by
LC/MS/MS for PK Analysis
(S-474474-PF-023-N, 055-263

20

 4.1-1
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4.1 4

4.2.2.2 

(

4.2.2.2-01

Study of Plasma Concentration-profiles
after Single Oral Combined Administration
of Irbesartan and Trichlormethiazide using
[14C]-Labeled Compounds in Rats
(S-474474-PF-022-N, 055-268)

20

4.2.2.3 

(

4.2.2.3-01

Quantitative Whole-Body Autoradiography
after Single Oral Administration of [14C]-
Trichlormethiazide in Rats
(S-474474-PF-030-N, 0035

20

4.2.2.4 

(

4.2.2.4-01

In vivo Metabolite Profiling of
Trichlormethiazide after Single Oral
Administration of [14C]-Trichlormethiazide
in Rats
(S-474474-PF-020-N, 055-266

20
20

4.2.2.5 

(

4.2.2.5-01

Urinary, Fecal and Biliary Excretion of
Radioactivity after Single Oral
Administration of [14C]-Trichlormethiazide
in Rats
(S-474474-PF-031-N, 055-318

20

4.2.2.6 

4.2.2.7 

4.2.3 
4.2.3.1 
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4.1 4

4.2.3.2 

(

4.2.3.2-01

Three-Month Oral Combination Toxicity
Study of Irbesartan and Trichlormethiazide
in Rats
(S-474474-TF-009-L, 10196

20
2011

3

4.2.3.2-02 2

(S-474474-TB-001-R

20
20

4.2.3.3 

4.2.3.4 

4.2.3.5 

4.2.3.6 

4.2.3.7 

4.3 
Module 2

4.3-01

Avapro/Irbesartan and Irbesartan and
Hydrochlorothiazide, Company: Sanofi
Pharmaceuticals, Application No.:
20757/20758,
Approval Date: 9/30/1997

2.4-01
2.6.6-01

4.3-02 Fluitran, Pharmacological report 2.4-02
2.6.2-01

4.3-03
Pharmacology of diazoxide, an
antihypertensive, nondiuretic
benzothiadiazine

2.4-03
2.6.2-02

4.3-04 The pharmacology of trichlormethiazide, a
benzothiadiazine diuretic

2.4-04
2.6.2-03

Schering Corporation

Rubin AA, Roth FE, Taylor
RM, Rosenkilde H

Taylor RM, Maren TH J Pharmacol Exp Ther
1963; 140: 249-57.

Food Drug
Administration, Drug
Approval Package,
Pharmacology
Review, Part 2, p.
108-13.

2
mg 4 mg 

J Pharmacol Exp Ther
1962; 136: 344-52.

Food Drug Administration
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4.3-05 ® 1 mg ®

 2 mg

2.4-05
2.6.6-02

4.3-06 18 10 
2.4-06

2.6.6-03

4.3-07
MD

EX
21 1 

2.4-07
2.6.6-04

4.3-08
LD

HD
21 1

2.4-08
2.6.6-05

4.3-09
 [

20 mg 40 mg]
14 10 

2.4-09
2.6.6-06

4.3-10

MK-421 (Enalapril maleate) 
( 2 ) 2.4-10

2.6.6-07

4.3-11
 [

20 mg 40 mg]
14 10 

2.4-11
2.6.6-08

4.3-12

COMITTEE FOR VETERINARY
MEDICINAL PRODUCTS,
TRICHLORMETHIAZIDE SUMMARY
REPORT (1)

2.4-12
2.6.6-09

4.3-13  1998 2.4-13
2.6.6-10

4.3-14 ® 50 mg ®

100 mg

2.4-14
2.6.6-11

  

 

Bagdon WJ Bokelman
DL Stone CA  

 

European Medicines
Agency

2.6.6 
p. 4-5

2.6.6 
p. 6-8

April 1999

2.6.6 
p. 3-6

14 No
38 p. 10-16

 1985
13 425-66

14 No
38 p. 8-9

2011 10  (
15 ) p. 30

1999 p. 507

2009 7  (
4 ) p. 57
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5.3.1.1-01

5.3.1.2-01

5.3.1.4-01

Validation of an Analytical Method
for Determination of Irbesartan and
Trichlormethiazide in Human
Plasma by LC/MS/MS

5.3.1.4-02

Validation of an Analytical Method
for Determination of Irbesartan and
Trichlormethiazide in Human
Plasma by LC/MS/MS (2)

5.3.1.4-03

Validation of an Analytical Method
for Determination of Irbesartan and
Trichlormethiazide in Human Urine
by LC/MS/MS
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5.1 5

5.3.2.2-01

In vitro  Metabolite Profiling of
[14C]-Trichlormethiazide in
Cryopreserved Human Hepatocytes
S-474474-PF-021-N (PBC055-267)

5.3.2.2-02

In vitro  Enzyme Inhibition of
Trichlormethiazide in Human Liver
Microsomes
S-474474-PF-019-N (PBC055-265)

5.3.3.1-01

5.3.3.2-01

 5.1-2
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5.3.5.1-01

5.3.5.1-02

5.3.5.2-01

5.3.5.2-02

 5.1-3
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5.1 5

Module 2

5.4-01 How do thiazide and thiazide-like
diuretics lower blood pressure? 2.5-01

5.4-02 2.5-02

5.4-03
ACE inhibitors, beta-blockers,
calcium blockers, and diuretics for
the control of systolic hypertension.

2.5-03

5.4-04

J-HOME Study Group. Control of
blood pressure as measured at home
and office, and comparison with
physicians' assessment of control
among treated hypertensive patients
in Japan: First Report of the Japan
Home versus Office Blood Pressure
Measurement Evaluation (J-HOME)
study.

2.5-04

J Angiotensin
Aldosterone
Syst 2004; 5
(4): 155-60.

Hughes AD

http://www.mhl
w.go.jp/bunya/k
enkou/eiyou/dl/
h20-houkoku-
03.pdf

Morgan TO, Anderson AI,
MacInnis RJ

Am J Hypertens
2001; 14 (3):
241-7.

Ohkubo T, Obara T,
Funahashi J, et al.

Hypertens Res
2004; 27 (10):
755-63.
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5.1 5

Module 2

5.4-05 2.5-05

5.4-06
Value of low dose combination
treatment with blood pressure
lowering drugs: analysis of 354
randomised trials.

2.5-06

5.4-0

Compliance, safety, and
effectiveness of fixed-dose
combinations of antihypertensive
agents: a meta-analysis.

2.5-07

5.4-08   ( 2 ) 2.5-08

5.4-09   ( 9 ) 2.5-09

5.4-10
Meticrane

–
Trichlormethiazide

–

2.5-10

5.4-11
indapamide –

trichlormethiazide
–

2.5-11

5.4-12
Concentration-dependent inhibitory
effect of irbesartan on renal uric acid
transporters.

2.5-12

 Gupta AK, Arshad S,
Poulter NR.

Hypertension
2010; 55 (2):
399-407.

 

2012 6
29

http://www.mhl
w.go.jp/stf/houd
ou/2r98520000
020qbb-
att/2r98520000
021c0o.pdf

Law MR, Wald NJ, Morris
JK, Jordan RE.

BMJ 2003; 326:
1427-31.

 

  1976; 98 (11):
742-63.

1982; 122 (11):
1010-30.

Nakamura M, Anzai N,
Jutabha P, Sato H, Sakurai
H, Ichida K.

J Pharmacol Sci
2010; 114 (1):
115-8.
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