®) PIREHHE 51 % F15 QQUFELH)—

oY)y h) Ak RkanzooF 7Y Rig (T197T) O
HARFIESILEZ v Mz 28R K OFIRER O -
Nz SD 7 v Mz B 52w o F

Meiji Seika 7 7 )V~ Bk &4t
P = /NN d B B R N N B |
o - = MK H#

E E

Meiji Seika 7 7 VYRR ESHBFEFOO VY v h )4 - FuzooaF 7Y NigE (HRERES
T197T ; LAF, RBREHFD 1%, 7o+ 7 vy vIZEKHER (ARB) THhraH vy vH )7L
EVATHA RRNMRECHL e ForooF7 Y FEDEARITHY, BIHERERTHL S 3
F v b PliagE (MSD BRANat - DU, BREdlH) EHR s #REEHE T 5 HE—FITRO%EEEN
Th b,

KT, BRBESMES v b (SHR) ZHWT, SERBF OB N OFI R (] 7 1 s 5 77
L U7, 7o, WMEFOIEEIRIZES T2 ELMEMRDIDIZ, SD REEMET v &AW 2tk
DFHMIZ AT - 76

1) SHR % 7R E/ER O

SHR 12 BRB K B OCBEHERI K %, BRI D CThHhHu Py v H VoL FarzouoF 7Y REL
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Figure 1 Effect of Losartan potassium ¢ Hydrochlorothiazide on systolic blood pressure (SBP) in SHR

Each value represents the mean £ SE (n=6).
SBP was analyzed using Dunnett’s test between vehicle control group and test formulation groups or standard
formulation groups at the same time points.
P <0.05 (two-tail) was considered statistically significant; *P <0.05 and **P < 0.01 vs vehicle control group
Dosage: Low dose, Losartan potassium 5 mg/kg ¢ Hydrochlorothiazide 1.25 mg/kg;

High dose, Losartan potassium 15 mg/kg * Hydrochlorothiazide 3.75 mg/kg
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Figure 2 Effect of Losartan potassium * Hydrochlorothiazide on heart rate in SHR

ExTV, FoEDOYE1X Student D t lREE, JE
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Each value represents the mean = SE (n=6).

No significant differences were noted from vehicle control group by Dunnett’s test.

Dosage: Low dose, Losartan potassium 5 mg/kg * Hydrochlorothiazide 1.25 mg/kg;
High dose, Losartan potassium 15 mg/kg * Hydrochlorothiazide 3.75 mg/kg
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Figure 3 Effect of Losartan potassium ¢ Hydrochlorothiazide on urinary volume and electrolyte excretion in SHR

Each value represents the mean = SE (n=6).

Each parameter was analyzed using Student t-test or Aspin-Welch test after F-test for homoscedasticity.

P < 0.05 (two-tail) was considered statistically significant; *P < 0.05 and ***P < 0.001 vs vehicle control group

Dosage: Losartan potassium 15 mg/kg * Hydrochlorothiazide 3.75 mg/kg

Table 1 Clinical observation in SD rats treated with Losartan potassium - Hydrochlorothiazide

Day 1 Day
Group Findings
Pre | 1A | 1hr | 2hr | 6hr| 2 3 4 5 6 7 8
Vehicle control n 3 3 3 3 3 3 3 3 3 3 3 3
(0.5% MC) No remarkable changes 3 3 3 3 3 3 3 3 3 3 3 3
n 3 3 3 3 3 3 3 3 3 3 3 3
Test formulation
No remarkable changes 3 3 3 3 3 3 3 3 3 3 3 3
n 3 3 3 3 3 3 3 3 3 3 3 3
Standard formulation
No remarkable changes 3 3 3 3 3 3 3 3 3 3 3 3

TA, Immediately after administration; n, number of animals

Dosage: Losartan potassium 100 mg/kg * Hydrochlorothiazide 25 mg/kg
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Table 2 Body weight change in SD rats treated with
Losartan potassium - Hydrochlorothiazide

Body weight (g)
Group
Day 1 Day 4 Day 8
Vebhicle control
228 =5 257 =4 285*5

(0.5% MC)
Test formulation 225+4 2543 290 £ 4
Standard formulation 224 =4 2535 291 £4
Each value represents the mean = SE (n=3).
Dosage: Losartan potassium 100 mg/kg *+ Hydrochlorothiazide

25 mg/kg
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B R OCBFHERFN O FIT ) Ny v FBIZIERS 5
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DRBIA BN T h > 7=,

SHR IZ3ABR A K R A2z oY vy 1)
715 mg/kgs B NoZooF7 2 K 3.75 mg/kg
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