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Antihypertensive Effects and Safety of Isradipine in Patients
with Essential Hypertension
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Background : Antihypertensive treatment represents the modification of one of the most
important risk factors on the development of cardiovascular, cerebrovascular and peripheral
vascular disease. In cases of markedly developed atherosclerosis, reduction of blood pressure
can improve the survival of patients by reducing the incidence and/or severity cerebrovascular
events. We studied a new dihydropyridine calcium antagonist isradipine to evaluate the efficacy
and safety in patients with essential hypertension.

Methods : After a placebo run-in phase of four weeks duration, 2.5mg isradipine once daily
orally was administered for four weeks to 84 patients (48 males, 36 females 5 mean age - 50.8
years). And then, 50mg isradipine once daily was administered for four weeks to 59 patients
whose diastolic pressure did not decrease less than 90 mmHg.
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Results -

1) At the end of 8 weeks of therapy, systolic and diastolic blood pressure were signficantly
reduced from 1582+ 11.5/101.7+ 5.lmmHg in sitting, 156.8+ 13.7/102.3+ 5.6mmHg in standing
to 1383+ 13.8/90.1+ 6.7mmHg in sitting, 137.6+ 13.7/91.2+ 7.6mmHg in standing (p<<0.01). And
the effectiveness rate was 84.3% in sitting, 83.2% in standing and normalization rate below
90 mmHg in diastolic pressure was 67.5% in sitting and 61.5% in standing position.

2) The sitting and standing pulse rate did not change significantly (72.7+ 7.4beats/min at base-
line vs. 734+ 6.8 beats/min after 8 weeks trial in sitting, 73.5+ 7.2 beats/min at baseline vs.
741+ 72 beats/min after 8 weeks trial in standing).

3) The reduction of mean systolic and diastolic blood pressure at the end of 8 weeks were
199/11.6 mmHg in sitting and 19.2/11.IlmmHg in standing.

4) At the end of 8 weeks, the successes of therapy in sitting were 67.5% in excellent, 10.8%
in good, and 6.0% in fair response.

5) There was no serious side effect except mild symptom of 5 cases(59%) of exertional
dyspnea and one episode of (12%) tachycardia.

Conclusion : These results indicate that isradipine is effective and safe antihypertensive agent
in the treatment of essential hypertension.

KEY WORDS : Isradipine * Hypertensive therapy.
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Fig. 1. Chemical structure of isradipine.
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Table 1. Age and sex distribution

Age Male Female Total( %)
30—39 4 3 7( 8.3)
40—49 19 8 27( 32.2)
50—59 20 18 38( 45.2)
60—69 5 7 12( 14.3)

Total( %) 48(57.1) 36(42.9) 84(100 )

Mean age . 50.8 years
Range of age : 31— 64years

Table 2. Duration of hypertension

Duration category No. of patients( %)

Less than 1 year 5( 6.0)
1 — 4 years 25( 29.7)
5 — 9 years 31( 36.9)
More than 10 years 20( 23.8)
Unknown 3( 3.6)
Total 84(100 )
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Table 3. Baseline severity of hypertension based on sitting and standing DBP

Siwting Standing
Severity DBP(mmHg)  Male Female Total( %) Male Female Total( %)
Mild 90— 94 0 0 0 1 1 2( 2.4)
95104 34 29 63( 75.0) 29 25 54(64.3)
Moderate 105—114 12 6 18( 21.4) 15 10 25(29.7)
Severe >115 2 1 3( 3.6) 3 3( 38.6)
Total( %) 48(57) 36(43) 84(100 ) 48(57) 36(43) 84(100 )

DBP : Diastolic blood pressure
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Table 4. Effects on blood pressure and heart rate during isradipine therapy

Baseline Isradipinie therapy
0 2 wk 4 wk 6 wkl 8 wkl

Dosage 0 2.5mg 2.5mg 5.0mg 5.0mg
No. of patients 84 84/84 84/84 83/84 83/84
Sitting

SBP(mmHg) 158.2t 11.5 148.1+ 16.0% 145.41 16.6% 141.21+ 13.6% 138.31+ 13.8*

DBP(mmHg) 101.7+ 5.1 96.5+ 7.2 946t 6.7° 91.6x 6.3% 90.1x 6.7

HR(/min) 727t 74 733+ 7.0 73.8t 6.9 746+ 7.1 734% 6.8
Standing

SBP(mmHg) 156.8+£13.7 147.4%£16.1% 144,41+ 16.3% 140.4% 14.07 137.6£13.7*

DBP(mmHg) 102.3 5.6 96.2+ 7.6 951t 7.6% 91.9+ 7.0 912+ 7.6*

HR(/min) 735+ 7.2 740t 7.6 748+ 7.6 753t 8.0 74.1£ 7.2

SBP : Systolic Blood Pressure
HR : Heart rate

DBP : Diastolic Blood Pressure
p-value<0.01 vs. baseline

9 Mean dosage were 4.2mg/day due to 24 patients received 2.5mg/day

-

ic)

1. Hois|

R sedle] Fopd JZuGe FolA
#%7] 158.2+ 11.5mmHg &% 7] 101.7+ 5.lmmHg
Fom, FoF AFRF 9FoE ztzh 148.11 16.0
mmHg, 96.5% 7.2mmHg, 453 Z}7Z} 145.4116.6
mmHg, 94.6+ 6.7mmHg, 65+F z}z} 141.2+13.6

mmHg, 91.66.3mmHg, 8F% 7}ZF 138.3+13.8
mmHg, 90.1+ 6.7mmlIig% t}.
ZIGAIo A e Bk N2 7] 156.8+

13.7mmHg, &3 7] 102.8+ 5.6mmHgH o %o
X A% 930 zHzt 147.4+ 16.lmmHg, 96.2+ 7.6
mmHg, 453% Z}7} 144.4% 16.3mmHg, 95.1+£7.6
mmHg, 653 ZtZ} 140.4% 14.0mmHg, 91.9£7.0
mmHg, 8F3% 7}z 137.6+ 13.7mmHg, 91.2+7.6
mmHg% t}.

olE #&7 4 #47 84S 9 ¢ V1"
oM FokF 2F, 45, 65, 8FolA BF HYX|7}
srAstH 02 712 Wikl wal oJo|3lAl ZatE
278 BHH(p<0.01)(Table 4).

2.9 g}
%C’J ZA Aottt 24§ Wuke Foky 9 4
AN A] zhzt B 79+ 7.43] 2 735+ 7.23]9
on 2ok g% 7t7} 7344683 L 741172

Table 5. Efficacy outcome of evaluable patients

Sitting Standing
Outcome No.of No. of
patients patients
Patents evaluable 83 83
for efficacy
Therapy successes  70(84.3%) 69(83.2%)
Excellent® 56(67.5%) 51(61.5%)
Good** 9(10.8%) 8( 9.6%)
Fair*** 5( 6.0%) 10(12.1%)
Therapy failed 13(15.7%) 14(16.8%)
(poor)
DBP . Diastolic Blood Pressure
* . control achieved(DBP<90mmHg)
* . DBP drop more than 10mmHg
** . DBP drop 5~9mmHg
APed FAFHoz Juigle Aole HolA

¢kt (Table 4).
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Table 6. Changes of DBP severity category from baseline to final visit

Final severity(sitting)

Final severitv (standing)

Baseline  Number of Number of
Severity patient(%) Normal Mild Moderate Severe patient(%) Normal Mild Moderate Severe
Mild 63(75.9) 46 17 0 0 57(68.7) 37 18 2 0
Moderate 17(20.5) 8 8 1 0 23(27.7) 13 8 2 0
Severe 3( 3.6) 2 1 0 0 3( 3.6) 1 1 1 0
Total( % ) 83 56 26 1 0 83 51 27 5 0
(67.5) (31.3) (1.2) 0 (61.4) (32.5) (6.0) 0
DBP . diastolic blood pressure
mmHe []sp DBP
0
~5-
—10-
—101 —101
o —116
-12.
—15-
-17
—20-
—199
=25 ! 1 | 1
2 4 6 8 weeks

Fig. 2. Mean changes of sitting blood pressure during therapy from baseline.
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Fig. 3. Mean changes of standing blood pressure during therapy from baseline.
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