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A Randomized, Placebo Controlled, Double Blind, Parallel Group, Multiple Dosing,
Dose Escalation Clinical Study to Evaluate Pharmacokinetics/Pharmacodynamics
and Tolerability of Zofenopril in Healthy Korean Subjects

Jaeseong Oh, SeungHwan Lee, Kyoung Soo Lim, Jae-Yong Chung,
Sang-Goo Shin, In-Jin Jang, Kyung-Sang Yu

Department of Clinical Pharmacology and Therapeutics,
Seoul National University College of Medicine and Hospital, Seoul, South Korea

Background: Zofenopril is a new Angiotensin Converting Enzyme (ACE) inhibitor for the treatment of
the patients with hypertension and congestive heart failure. This study aimed to evaluate the
pharmacokinetics (PKs)/pharmacodynamics (PDs) and tolerability of zofenopril in healthy Korean
subjects.

Methods: A randomized, double blind, placebo-controlled, multiple dosing parallel group study with two
dosage groups (zofenopril 30 mg or 60 mg) was conducted in healthy Korean male subjects. Each dosage
group consisted of 10 subjects and they were randomly assigned to receive zofenopril or placebo with a
ratio of 4:1. PK characteristics of zofenopril and its active metabolite, zofenoprilat, were evaluated after
single or multiple dosing. Serum ACE activities and blood pressures were measured for PD evaluation.
Adverse events, clinical laboratory tests, electrocardiograms, vital signs and physical examinations were
performed for tolerability evaluation.

Results: The PK characteristics of zofenopril and zofenoprilat after single dose and multiple doses were
similar to one another. The metabolic ratio of zofenoprilat to zofenopril after single dose and multiple
doses were 12.4 and 14.9, respectively, in the 30 mg dosage group, and were 6.8 and 6.6, respectively, in
the 60 mg dosage group. Complete serum ACE activity inhibition was observed within 1 hour in both
doses but it was maintained longer in the 60 mg dosage group compared to the 30 mg dosage group.
There were no clinically significant abnormalities in tolerability evaluations.

Conclusion: The PK/PD characteristics of zofenopril and zofenoprilat after single or multiple
administrations were explored. Zofenopril was well tolerated after multiple administrations in healthy
Korean subjects.
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Figure 1. Plasma concentration-time curves of zofenopril and zofenoprilat after a single or
multiple oral administration of zofenopril 30 mg or 60 mg (Semi-log scale).
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Table 1.

administration of zofenopril 30 mg or 60 mg

Pharmacokinetic parameters of zofenopril and zofenoprilat after a single or multiple oral

Zofenopril
Dose (mg) Day Tal)  CrG@D o) lfgtﬁ‘jsb VIF L OLF (L) Accmf“on
1 175 270¢209 0672022 588%534 802857719 83765756
. (150~4000 (1100 (3266) ©08) (89.47) 6872)
. 111 200£125 084041  670+477 63382867 58532813 y
082~400 (429 4838) 712) (4520) 4806) :
1 175 BELE25 108062 2008+1158 07361743 20612401
5 038~3%) (669 (5750) (498) 637) (107.07)
; 278 060480 1174060 23774532 48013600 26634755 ”
060~600  (509) (509) (204) (7498) (2834) :
Zofenoprilat
Dose (mg) Day T (M) Crax (ug/L) t () (lluxi‘ji) Accfr:g“e'f“on Metabolic Ratio
1 2 862418 2035055 720043042 s
2 (100~400) (694) (1365) @17 :
; 119 5302+1867 368032 905.04201 1 y 0
082~400) (32) 850) (222) : '
1 2 76630407 4214155 157213104 o
5 (033~399) (326) (36.76) (197) '
. 277 7809+4116 4B 15605£4252 0 o
(069~427) (527) (16.48) (072) : '

Results are presented as mean * standard deviation (CV(%)). Tmac median & range are presented. CV: Coefficient of Variation.
Dose: Dose of zofenopril. AUCks: Day 1: 0 - 16h. Day 7: 0 - 24n. Accumulation Index: AUCksiss(Day 7)/AUCks(Day 1). Metabolic

Ratio: AUCzfenopriiat/ AUCzotenopril.
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Related Not-related Related Not-related

General
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1
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Neurology
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Respiratory
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