online© ML Comm

ORIGINAL ARTICLE: | NE—

JPERM 2008;1:53-59 ISSN 2005-3622
All |.|TLO|OIA'| ol osA I |.E °|; |.|TL %Il-
ELEJ— |_|'|_-|o = TR0 072 TOJ-AJT—I—A
1 = 2 3 1 4 5 o o|6 —_l = =17
YA OlslEl - AR - MOA' - olME’ - WRA® - AT - ASATSEAHTS
SMNCYE M O BIThEF MSOAEY JpEoEtn Al T HAC S m O Bith st PEM AL TP oSt A 2
CHECStm o|moyst p st Al 3 BAYStn o ey st 4ol st Al 4
Solistn oatehst TP o stu Al ® As|th st o Biehst TP o stu Al O ok pE o| 5tal
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Objective: In order to investigate the safety and efficacy of cilnidipine among Korean patients with hypertension in primary care setting, an
observational study was carried out. Methods: A total of 560 patients with hypertension were enrolled by 15 family physicians from March
2002 to September 2003. To ascertain the safety and efficacy, patients were followed up regularly at the intervals of 4, 12 and 24 weeks.
For the safety assessment, investigators recorded the occurrence of observed and patient—reported adverse events throughout the course
of treatment. We defined controlled blood pressure as less than 140 mmHg systolic and 90 mmHg diastolic at 24 weeks from the beginn-
ing of treatment. Results: Of the 560 patients, five hundred and three were evaluated for safety and 498 for efficacy assessment. A total
of 57 adverse events were reported in 45 patients (9.0%). Most frequently reported adverse event (AE) was flushing (3.4%) and followed by
headache (2.6%), dizziness (1.0%), palpitation (0.6%), and indigestion (0.6%). Incidence of AE in women with cilnidipine was 15.8% which
was significantly higher than that (5.8%) of men (p<0.05). AEs were assessed as mild in 43.8%, moderate in 50.9%, and severe in 5.3%.
Thirty patients (6.0%) discontinued cilnidipine as a direct result of AEs. They were divided into two groups: a controlled (56.6%) group and an
uncontrolled (43.4%) group. Factors associated with the controlled group were new user (OR 1.7, 95%Cl 1.1—2.6), low score of stress (OR
1.7, 95%Cl 1.1—2.6), and stage 1 hypertension (OR 1.9, 95%Cl 1.4—2.7). Conclusion: Cilnidipine was well tolerated, and the factors as-
sociated with good efficacy were new user, low score of stress, and stage 1 hypertension. JPERM 2008;1:53-59
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TABLE 1. Baseline characteristics of 503 hypertensive patients

YS Kim et al.

TABLE 2. Outcomes of 24-week follow-up for cilnidipine treatment
in 503 hypertensive patients

N (%)
Sex Men 225 (44.7)
Women 278 (55.3)
Age (yn <50 130 (25.8)
50—-59 189 (37.6)
=60 184 (36.6)

Mean£SD 56.0£9.9
Marriage Single or divorced 84 (18.6)
Married 367 (81.4)
Education (yr) <12 156 (36.5)
12 143 (33.4)
>12 129 (30.1)
Income (milloin won/mo.)  <2.0 112 (28.3)
2.0-3.9 164 (414
=40 120 (30.3)
Smoking Non-smoker 270 (60.8)
Ex-smoker 90 (20.3)
Smoker 84 (18.9)
Alcohol Non-drinker 235 (57.6)
Drinker 173 (42.4)
Daily activity Light 292 (71.2)
Moderate 80 (19.5)

Heavy 38 (9.3
Frequency of <1 times/wk 205 (45.1)
regular exercise 1-2 times/wk 108 (23.8)
>3 times/wk 141 (311
Body mass index <23.0 93 (21.8)
(kg/m2) 23.0-24.9 124 (29.1)
=25.0 209 (49.1)
Amount of stress Low (<2) 271 (63.2)
High (=2) 158  (36.8)

Sodium intake (mg/day) 4664.4+701.5

Previous antihypertensive  No 168 (37.3)
medication Yes 282 (62.7)
Family history of disease Hypertension 197 (49.6)
Diabetes mellitus 68 (17.1)
Stroke 96 (24.2)

Heart disease 32 (8.1
Severity of hypertension Stage 1: mild 121 (25.3)
Stage 2: moderate 266 (55.7)
Stage 3: severe 91 (19.0)

N (%)
Initial dosage 5mg 54 (10.8)
10 mg 439 (87.4)

15 mg 1 (0.2)

20 mg 8 (1.6)
Compliance (%) <80 67 (13.8)
80—99 253 (52.3)
100 164 (33.9)
Change of No 461 (9L.7)

medication Yes 42 (8.3)
Adverse event Yes 57 (11.3)
No 446 (88.7)
Withdrawal No 444 (88.2)
Yes 59 (11.8)

Adverse event 30 (6.0

Reject medication 7 (1.4

Lack of efficacy 5 (1.0

Others 17 (3.4
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TABLE 3. Characteristics of 57 adverse events associated with
cilnidipine

N (%)
Severity Mild 25 (43.8)
Moderate 29 (50.9)

Severe 3 (5.3)

Causality Definitely related 1 (1.8
Probably related 29 (50.9)
Possibly related 21 (36.8)

Probably not related 2 (3.5

Unknown 4 (7.0
Dose adjustment No change 16 (28.1)
Discontinuation 38 (66.6)

Other treatments 3 (5.3)

TABLE 4. Adverse events reported by patients treated with cilni-
dipine

Men (225) Women (278) Total (503)

N (%) N (%) N (%)
Flushing 4(1.8) 13 (4.7) 17 (3.4)
Headache 3(1.3) 10 (3.6) 13 (2.6)
Dizziness 0 (0.0) 5(1.8) 5(1.0)
Palpitation 0 (0.0) 3 (1D 3(0.6)
Indigestion 0 (0.0) 3 (1D 3(0.6)
Constipation 0 (0.0) 2 (0.7) 2 (0.4
Arrhythmia 1(0.4) 1(0.4) 2 (0.4
Numbness of leg 1(0.4) 0 (0.0 1(0.2)
Loss of libido 1(0.4) 0 (0.0 1(0.2)
Erectile dysfunction 1(0.4) 0 (0.0 1(0.2)
Cough 1(0.4) 0 (0.0) 1(0.2
Rash 1(0.4) 0 (0.0) 1(0.2
Weakness 0 (0.0) 1(0.4) 1(0.2)
Insomnia 0 (0.0) 1(0.4) 1(0.2)
Myalgia 0 (0.0 1(0.4) 1(0.2)
Nausea 0 (0.0) 1(0.4) 1(0.2)
Diarrhea 0 (0.0) 1(0.4) 1(0.2)
Pruritus 0 (0.0) 1(0.4) 1(0.2)
Loss of hair 0 (0.0) 1(0.4) 1(0.2)
Total 13 (5.8)* 44 (15.8)* 57 (11.3)

*p<0.01 by chi-square test.
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TABLE 5. Factors associated with the effectiveness of cilnidipine

YS Kim et al.

Crude Adjusted*
OR 95% Cl OR 95% ClI
Sex Men 1 1
Women 1.02 (0.72—1.46) 1.05 (0.68—1.61)
Age (yn) <50 1 1
50—-59 0.92 (0.59—1.44) 0.96 (0.56—1.62)
=60 0.62 (0.39-0.98) 0.67 (0.39—1.15)
Marriage Single or divorced 1 1
Married 1.03 (0.64—1.67) 1.00 (0.58—1.75)
Education (yr) <12 1 1
12 1.05 (0.66—1.66) 1.07 (0.63—1.84)
>12 0.98 (0.61—1.57) 1.05 (0.60—1.84)
Income (milion won/mo.) <2.0 1 1
2.0-3.9 1.36 (0.82—2.25) 1.30 (0.73—-2.34)
=40 1.41 (0.82—2.41) 1.29 (0.69—2.40)
Smoking Non-smoker 1 1
Ex-smoker 0.90 (0.55—-1.45) 0.93 (0.47-1.85)
Smoker 0.91 (0.55—1.50) 0.86 (0.43-1.69)
Alcohol Non-drinker 1 1
Drinker 1.22 (0.82-1.82) 1.51 (0.87-2.63)
Daily activity Light 1 1
Moderate 1.79 (1.09-2.95) 1.69 (0.96—2.98)
Heavy 1.10 (0.55-2.23) 0.75 (0.32—-1.75)
Frequency of regular exercise <1 times/wk 1 1
1—2 times/wk 1.34 (0.84—2.15) 1.64 (0.96—2.80)
>3 times/wk 0.94 (0.61—1.46) 1.25 (0.76—2.06)
Body mass index (kg/m?) <23.0 1 1
23.0—24.9 0.98 (0.56—1.73) 1.01 (0.53—-1.93)
=25.0 1.51 (0.91-2.51) 1.64 (0.92-2.93)
Amount of stress Low (<2) 1 1
High (=2) 1.66 (1.11-2.47) 1.66 (1.08—2.55)
Sodium intake (mg/day) 1.00 (0.99-1.01) 0.96 (0.98—-1.01)
Previous antihypertensive No 1 1
medication Yes 1.51 (1.02-2.24) 1.67 (1.07-2.59)
Family history of disease Hypertension 1.48 (0.99-2.22) 1.12 (0.70-1.79)
Diabetes mellitus 1.09 (0.64—1.85) 0.89 (0.49-1.62)
Stroke 1.06 (0.67—1.69) 1.00 (0.59—1.69)
Heart disease 0.96 (0.46—2.00) 0.92 (0.42-2.03)
Chronic disease No 1 1
Yes 0.81 (0.56—1.17) 0.81 (0.52-1.26)
Severity of hypertension Mild 1 1
Moderate 1.63 (1.03-2.58) 1.43 (0.87—-2.38)
Severe 5.27 (2.90—9.58) 3.96 (2.06—7.61)
Initial dosage 5mg 1 1
10 mg 1.10 (0.62—1.95) 1.22 (0.61—2.43)
=>15mg 4.36 (0.81-23.6) 3.46 (0.55—-21.78)
Compliance (%) <80 1 1
80—99 1.04 (0.60—1.80) 1.64 (0.84—3.19)
100 1.01 (0.57-1.80) 1.42 (0.70—2.87)
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TABLE 5. Continued

Crude Adjusted*
OR 95% ClI OR 95% ClI

Change of medication No 1 1

Yes 1.69 (0.88—3.24) 1.78 (0.79-4.04)
Concomitant medication No 1 1

Yes 0.83 (0.56—-1.21) 0.78 (0.50—-1.25)
Adverse event No 1 1

Yes 1.43 (0.77-2.68) 1.02 (0.47-2.23)

*based on unconditional logistic regression including age, sex, stress amount, previous antihypertensive medication and severity of

hypertension.
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