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Efficacy and Safety of Nifedipine Gastrointestinal Therapeutic System
(Adalat OROS) in Patients with Mild to Moderate Essential Hypertension

Dae-Hyun Kim, M.D., Se-Ick Oh, M.D., Yong-Kyun Kim, M.D,,
Suck-Koo Choi, M.D., and Won-Sang Yoo, M.D.

Deparment of Internal Medicine, College of Medicine, Inje University, Paitk Hospital, Seoul, Korea

Background : This study was designed to evaluate the antihypertensive efficacy and safety
of nifedipine gastrointestinal system push-pull osmotic pump formulation in patients with mild
to moderate essential hypertension.

Methods - After 2 weeks placebo run-in period, nifedipine 60 mg was administered once daily
for 8 weeks in thirty-two patients with mild to moderate essential hypertension.

Results - At the end point of treatment. sitting blood pressure decreased as much as 33/16
mmHg in average and rewarded 88% of efficacy and 69% of normalization. The ambulatory
blood pressure monitoring in 10 patients also revealed 11% decrease in 24 hr mean diastolic
blood pressure and 32% decrease in % elevated blood pressure. The most frequent side reactions
were constipation in 7 patients and polyuria in 6 patients which were tolerated during entire
trial period. There were no significant changes in biochemical parameters and hematologic
data. thus making the rate of safety 91% and overall rating of usefulness was 84%.

Conclusion . Nifedipine GITS 60 mg once daily regimen is well tolerated and effective in
the treatment of mild to moderate essential hypertension.

KEY WORDS - Nifedipine - Hypertension - Gastrointestinal therapeutic system.

. et

WEH S 242849l Nifedipine & 19704 1)
U QoA AHgH] Ao 53 1
UeHy NFZoIME MEHEdE SRS Hol
FANA o} g5 3 om NN E 19 2~43]
A71Eorgn 21 19 289 ARAE AlBE D

H AgAY Friagel A #xte] Bof 8
=7t A7 gellatet ZgA 1Y 13 471
AsEe FA0m Axlgs ¥R ZAgAe] Ax
£ ZEF} gloni Y o)W Nifedipine 1Y 13
41 o] 7153t Nifedipine gastrointestinal thera-
peutic system(©]3} GITS & <Fg}, Adalat OROS



Baver a 1040)9] Zqtazte} etAA
2718 HE Ao ofo 3
B18lE ulolr)

CHaH 3 e

1. o3&z}

1991 109328 19923 297k oA hen
Agauio el Ed Zed gt
213 30~70412 AEZWA FE5F v =
£ 2Fo)de B A2 o g o

=

3%, 594 1YL FEANEA, A - g,
YR L JUbE B e FFo|Abst $ G
oa #RE A A9 SR

2. g e

Adalat OROS(Baver a 1040 ulo]dorE AF)
o Fig 1% 22 HRTEE AHOH 189 50,
60, 90mge}l A7 UEd olHo A &F AL
60mg % o] 1t} Nifedipine GITS & F ol 7 g
1Y 13] F¢fo] 7153 Al A & Push-Pull osmotic
pump Principle ol 93l vl & dAFsA F
FEE FAGTLE (Fig. 2), ##7]d e
ol TYF kS AEstATH

3. X%
Fig. 38 %ok &l olate Aapaigon 23
o #2710 gote Agstgoy VAR @

NO,
H
H:COOC l l COOCH;
H;C CH;
N
|
H
Fig. 1

AR B HAge] 72PN BEF 15?—Lﬂ°ﬂ
sobg Alztalleh. v 25 vieh Wk Wy A%
43t 2348 58 £380eH %‘?}‘3;%01]
TAGle] TY AAE AL 1Y 13] o 84 A
Fol 877 Serstarh

24A17F &5 8 ambulatory blood pressure
(o138} ABP 2 £ 9%) monitoring & Spacelab 90207
& o] g3t #AV|NFH AH57IL 6~8F 7o
24 15 2g3hel v mheleh

4. ui_g_ok

tol 92 F o0& FTHY FEA 49

HASA, dadE 2dTL ARESHA wned

Al %% S R %‘%?‘5}11 %
147- AHEF OIS dolle &

§i MG ES 5}3‘1\:}

booog) FRART 5Y Z A Ao
DL %%1 Fo AR HA 5Eo} AAFE
#9), $autel A 2A3PRen g Y A
2 2 8~1240) =AY

2) BEHS: =57 24T 2 50
3], F7bol & 303] o] 4kel A HIHGEE Fon
&5, SR, HEFEUte uARHTE,

Before Operation During Operation

Semipermeable Osmotic Delivery
membrane drug core orifice

Polymeric
push compartment

Expanded
push compartment

From the Alza Corporation

Fig. 2.
Run-in placebo phase Treatment period
(2weeks) (8weeks) Visit
1. 2. 3. 4 S. 6.
} t } t t |
-2 0 2 4 6 SW s
BP eex
measure X X X X X
24h BP X X
monitor
Fig. 3.



F T 9 ok HE X YT A, HEE
< #FAUL £5719 140mmHg o), &3
71%F 90mmHg ©]4 &8 &3 HWE & 181
X9 HAXFS HLFESAY

3) FutFAd L FAAN G ARFde] 5, W
5 2RI K7, B, BEAY £ X
7158 |t

4) YA BRI L A5 FF V] gt
A EN A, G783, WY 75, 47T LY
2 ga295), gAgstgAH(EFdd, GOT, GPT,
ZZY 2= E, BUN, Creatinine, x4}, 873 Na,
K) 5& 793 B2 didAN B F5& 4
Atete] HAESIQ o #FA7]] FH XM, H4A
=, FAFALE S ALA AP3rH .

5) §¥F 2 45 AEVNNF WS,
$ZFo] HASA-E Aole TAAY], WEA
T, 2R, A% L AFgAe AA(H/A FFE
7183t =g sty

6) F2& 1 A4S, d4AAN &9 o),
HE Tl AFgA e o] givkn BHEA o]
9le] FEE FAL O NFEHIL W, LFUA,

=

AsE B

R, 24 2 %5 1Sk

6. Brbwy

D BAET  FHA(BR) L T} ANHA
"ol B Y AEER 1 YH(FF 679} 85

2o Fe)E v }“1 TV 1&g
3td Brhste W 2 *1?;174]@1")41 a9 71&
LER %7}6}5&5}-

Table 1. Criteria for hypotensive effect (mmHg)

Excellent Good Poor Bad

SBP —20 or more —19~10 +9 10 or more
DBP —10 or more —10~ 5 +4
MAP —13 or more —12~ 7 *+6

5 or more

7 or more

SBP : systolic Blood presswre

DBP : diastolic Blood presswre

SD : standard deviation

Modified from Ref. 5 (£F et al. 1990)

Table 2. Criteria for hypotensive effect by protocol

Responder ~ DBP <90mmHg at end point

or decrease 10mmHg from baseline
Normalization DBP <90mmHg at end point

or decrease <10mmHg from baseline
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Table 3. Patients Profile

No. of patient enrolled 35
dropped before 6 wks 3
evaluated at 8 wks 32
Sex M 17
F 15
Age Average 56
Severity Mild 20
Moderate 12
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Fig. 4 Sequental changes of BP in 32 hypertensives
treated with nifedipine GITS 60mg once
daily.

(upperline : systolic Blood pressure, lower line
: diastolic Blood pressure)

Table 4. Parameters by ABP monitoring in 10 patie-

Table 5. Side reactions

Symptoms Frequency (%)
Constipation 7 (22)
Polyuria 6 (19)
Flushing 4 (13)
Headache 3(9)
Indigestion 3(9
Edema 2 (6)
Palpitation 2 (6)
Thirsty 2 (6)
Insomnia 2 (6)
Rash 1 (3)
Cough 1 (3)
Table 6. Rating of effectiveness

%
Rate of Responder 88
Rate of BP normalization 72
Drug safety 91

Overall usefullness 84

nts
before Tx  after Tx % change
24hr. mean 147/93 128/83 —13/—11
(mmHg)
Day time 150/96 132/87 —12/—9
Night time 134/84 115/71 —14/—15
Mean art. pr 111/71 98/77 —12/8
% elevate BP
24hr. 61/57 20/25 —41/—32
Day 70/66 26/34 —44/—32
Night 29/29 91 —21/—928
Range (mmHg)
Maximum 184/130 114/117 —11/—10
Minimum 115/ 68 98/ 56 —15/-18
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