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A Clinical Study of Amosulalol Hydrochloride(YM-09538)
on the Antihypertensive Effects in Essential Hypertension

Dong 1l Lee, M.D.,, Chang Hyoung Moon, M.D., Seong Yoon Hwang, M.D.,
Bu Woung Kim, M.D., Joong Gil Lee, M.D,, Yeong Kee Shin, M.D.

Department of Internal Medicine, College of Medicine, Pusan National University, Pusan, Korea

Background . Newly developed o-, B-receptor blocker, Amosulalol HCI(YM-09538) was eva-
luated for its hypotensive efficacy, safety and usefulness in patients with mild to moderate
essential hypertension.

Method . Thirty patients of essential hypertension(male 8, female 22), mean age 55 years
were included for the study.

Amosulalol HCl was administered 20—60mg daily for 10 weeks and initial starting dose
was 10mg twice daily and dose was increased 40mg and 60mg daily in cases of insatisfactory
hypotensive effect every 2—4 weeks interval. Patients were evaluated every two weeks on blood
pressure, pulse rate, improvement of subjective symptoms and side effects.

Laboratory examinations were carried out routinely in principle two times before trial and
after completion of study.

Results . Blood pressure began to fall significantly after two weeks of administration and
changed from initial 1724mmHg of systolic pressure to final 149.3mmHg and from 104.7mmHg
of diastolic pressure to final 92.5mmHg. The response rates were marked fall in 30%, satisfactory
fall in 40%, thus overall hypotensive effect was observed in 70%.

Pulse rate decreased slightiy but significantly from 4 weeks of administration.

Improvement of subjective symptoms were observed in 7 cases out of 12 cases and no signifi-
cant side effects were observed except of two mild transitory cases of polyuria and indigestion.

Laboratory examination also did not show any significant changes before and after medica-
tion.

Conclusion : The daily administration fo 20—60mg of Amosulalol HCI to mild to moderate
essential hypertension seems to be effective and safe with clinical usefulness.
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Table 1. Baseline characteristics of study participants

(n=30)
Meant SD

Age(years) 55%7
Gender

Male( %) 8(27)

Female(% ) 22(73)
Blood pressure

Systolic(mmHg) 172.4%13.0

Diastolic(mmHg) 104.7% 5.0
Heart rate(beats/min) 78.1% 7.6

Table 2. Severity of patients assessed by diastolic
pressure and target organ involvement

. . Target o
Dlz(zstol;c pressure No ir?ii?vemrg:? No
8 (WHO criteria)
95~105(Mild) 13 Stage 1 9
105~115(Moderate) 16 Stage 11 19
115~  (Severe) 1 Stage I 2
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Table 3. Serial changes of blood pressure after treat-
ment with Amosulalol HCI for 10 weeks

Systolic Diastolic Heart rate
Week (mmHg) (mmHg)  (beats/min)
meant SD  meantSD  Meant SD
Baseline 1724+ 13.0 1047 50 73.1%76
2 160.3£ 16.0¢ 96.5t 8.8* 71.0%£6.9
4 154.8+17.8* 953+ 7.4% 702%7.2*%
6 153.7+£17.9* 958+ 10.8* 70.9+6.2
8 149.8+ 18.4* 947+ 9.6 693t 6.5%
10 149.3+ 16.6* 92.5t 8.2* 68.8t6.6"

*Statistically significant difference compared to baseline
blood pressure by Dunnett test(P<0.05)

Table 4. Overall changes of blood pressure and pulse rate by treatment with Amosulalol HCl for 10

weeks
Before After Fall Percent Significance
treatment treatment change
Systolic pr. 172.4+13.0 149.3% 16.6 23.1 13.4 P<0.05
Diastolic pr. 104.7% 5.0 92.5% 8.2 12.2 18.2 pP<0.05
Pulse rate 73.1 68.8 43 59 pP<0.05
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Fig. 1. Serial changes in blood pressure after treatment with Amosulalol HCI for 10 weeks, *P<0.05 compared

with baseline.

Table 5. Criteria of effectiveness in lowering blood pressure(mmHg)

Marked Moderate Mild No change Aggravated
Systolic pr. ~—=30 —29~—20 —19~—10 +9 10~
Diastolic pr. ~=—15 —l4~—10 - 9~—35 t4 5~
Mean pr. ~—20 ~19~-—13 —12~-7 +6 7~

Table 6. Overall antihypertensive effect of Amosulalol

HCI
Effectiveness No. of patients Percentage
Marked 9 30%
Moderate 12 40%
Mild 2 7%
No change 7 23 %

AN eomg7tA % FelEUTh Ly FBE
Aol AME 1052HE AB7IH0] BN &
e 22 7188 24 2oy 1904 19
10mgZ ZF3 WY F Tl 20mgE o]
soist] A& YAREE B

3. Az B

HaAeit gRoz @0l Az4Fge] Wé
AE=E A 7S A o2 Yriste B3
oA 1201014 FF, A, 3 EFEZY T
AZFgel ARed 2F 7dME AdE, 2
I ool AE 3t A, 2ddl e WFo] gl
Ak HAE 79 ME AN B3-S

B AL A2 FAdo] et /A e WF Ol fle
5l Fo A 14o ATt dtsdol YEhs.

4. U4 HAt

g FoJUFo] 57 GuF WE oy
AAAE YE FAE G0m 19 AoiHE
o} £W 2% B4 1A VA BAA
GOT, GPTA®] A= 4%l Yo Fol F2
¥ Fol gRFo) oshA Ak

5. 318

#a7lele dehta bt Aol ekt
FH4e NPT ARBAE BHY 5 e AL
A S $Agos AFHA 2dolH ¥ 2§
oz 235E 297 AREW 1999 Y4y
J the, G 1dNE B4 £3EFE B4
SOt FEFelste Fol A5

| &

Pricard§9 )l 23} A] Propranolole] A&, 53

- 167 —



A g Eutolle n¥Y AFHNEMNE F-831H
AMeE £ 9le Ao B3 d old oA thE
Fe)2H8-& 7HAE B B-ADA 7L EE Ao
B-Z A 7} WHOR AWM ] 13} Mefefoz
FAs o] de) AHgE 3 Ut PricardE Vo] 1976
gl a % B ATAHRE T3S labetalol?] 7t
FEALE Bg old) n¥Y A A ZA AHEEHT
Ao, g-2ictAl o] aAo A 230 & B
FAlY e-AFEHRZ QAT LS oA F
g alp Ao ¥lgo] HEHR Qi

Amosulalol HCI& A9 1:19 88 & 7IA+=
M2 a B FE&A AGAZA g 2R
% T LG8 LS Ve A9 d
g 2A8g 7HAa glon? 1Y LS 20~60
mgE A 149 23] EEFAZ F2 A4 594F
e Aoz Hol g} 1gx B oA o3
@282 Phentolamined] 2v, B Xbe-2H-8-& prop-
ranolol®] 1/42 HuFo] onmd zZtE AEz
nEtF dig AgelAM AU 2 F3d3)
FAAl At SR glo] EAstE
R, ®uk opuet 18 Ad HAF(SHR) Y
1257 A& AT REAdME WS dod|x] gx
AL BoFn, FA A JEA (renin
activity) & A 3HAIZIthE o] Haigo] Qi)

FNE0e 2 FAo] g 11d7te] 3] B
AlgYste] 93 AetAa T} PP LS Bauslge
g GETAME 58.7%, HETAME 750% 2
veht oE g-atgA o Adae Ao e A
To Aoz HrslYch AFEaFE 2 FREH
Tt S Hyon wute 4 FRE &
o3 FAE JYeda ¥ g3 HF
Fe dETFAME H 19 40mg, HE 5
HE 30mgz BIsTh

2802 A 71ER A2 #ag dozl gav)
1d AR Fokg FAY & ofA T 4R
AL 3t AFFu g FdE 2% A7)
2¢] AATL By wEtr G pFEA 2
A9 o] HAAG HAFH, HRA Ao o)
Me AFHA FEFAE ot Aol st
a2y hg512190 PET/ETS X838 7|8 &8
71%s A #(parameters) & A Z2HaeS

Uosle §3oRE FYUES AN G

-

£
SO

Aoz FRFEd1 3Yh

Bele] oo JojA%E Amosulalol HCl 1€
20~60mg, 1057t £ 2 A2 K| 53 H<
v A F A dehlded 4% s ©
73S FAHA 700%04 FLEAE JeEPARL
o ZgaFdE 2:FFRE {23 JdERdr] A1F
3o} 1% A Zs7h ASHAR Wk 24
A9t 4FFREH fod F4AE JEhidY 2
i FE FAE FAHr A #FALL 7
FatA 23l on AR (AT F
AHE Yot HEL FAHA Yol A
A= F2 ARE Yehlo] I FE&A4] ¢
5 At

2 o

oAtulA :

Zefoll JNdE q B &4 A Amosulalol
HCI(YM-09538) 9] 3% % 553 B4 ¥t
W Agas AL € 844 uF HEE
3t}

= I

2E4d n¥gez yad o A 3008
o2 sPgon] @3t 8o, oz} 224 on
ZAHEE 55490 1Y 10mg 2312 A|&stod 7
FEFH7 YeUA @ B 2~4F 7HFHoE
i3] 10mg¥ FHstd 19F 20~60mgs 1057
T, v 23wt WYSA o 8¢ %
dut 24, Azt S, FALo] Ui £ 8
Atk 283 A HANE FE Fo fAIA- st
dHHo 2 HF IE Fo AFq] HAAAL

d 1}

getdete 25 FHE s velgton o
g Fo9d %7 ¥¢2 1724mmHgilA FF
4R 149.3mmHgE #737] 4L 104.7mmHg
A 92.5mmHgZ SZAHAH AurgE 4F F
FH Rt Zasol B B2 731904 68.8
o2 gk

4 sh&2 AT 317 9901(30%), 3H 124
(40%)2A 70.0% 9| Z&&S JehAATE sl
& Bl FHAME ALF4e] ML YE
Rorm B8 oo oA dAAHA thx, 4318

— 168 —



FE AN B FY FC de (o 282
43 A JAME T HFo] fojEgnkg
HES JAFHA skt

4 8:

B e 37 % 353
AzA &nHoly kAstL
1=

2e4d 1¥s N8
&8 ez 4%

References

1) The fifth report of JNC on detection, evaluation
and treatment of high blood pressure . Nationnall
high blod presure education program. NHLBI NIH
Oct 30, 1992

2) Fitzgerald JP : Perspectives in adrenergic B-recepter
blocker. Clin Pharm Therap 10 : 292-306, 1969

3) 8RN WX BT LU ENEBMEORE
BB HWA 128 : 349-355, 1984

4) Takenaka T, Shiono K, Honda K, et al : Antihype-
rtensive and adrenoreceptor blocking properties of
new sulfonamide-substitutes phenylethylamines.
Clin Exp Hypertens A4(1-2) : 125-137, 1982

5) Takenaka T, Asano M, Berdeaux A, et al : Coro-
nary effects of YM-09538, a new combined o- and
B- adrenergic blocking drug in anesthetized dogs.
Eur J Pharmacol 85 . 35-50, 1982

6) Asano M, Hashimoto H, Nakashima M : Affinities
Jor a- and B- adrenoceptar subtypes of YM-09538,
a new combined a- and B- adrenoceptor antagonist,
by radioligand binding assay. Arch Int Pharmaco-
dyn 262 . 34-46, 1983

7) EERIZH, | EmELE

IZ¥+ 3 YM-09538

(Amosulalol hydrochloride) DBEIZDOWT—FHE
BERARS SJUAN B8 HB BB - BRE
)

8) MIHFEMITY 1 RS SR YM(09538(amo-
sulalol hydrochloride) o et B BE O
MR H BB RIE TR BRIKEE3E 1 1091-11
02, 1985

9) Pricard BNC and Gillam PMS . The use of propra-
nolol(Inderal) in the treatment of hypertension. Br
Med ] 2 : 275, 1964

10) Report of a WHO Expert Committee : Arterial hy-
pertension. WHO Technical Report Series 628, 1978

11) Pricard BNC, Boakes A) : Labetalol in long term
treatment of hypertension. Br J Clin pharmacol 3
(Suppl) : 734-750, 1976

12) Nakashima M, Asano M, Ohguchi S, et al . &%
E1Z 513 3 P2 AUGERTIE amosulalol hydrochloride
(YM-09538) 0> BSIKIBEEERM) 4G5d RRIKESSE 1.
1073-1091, 1985

13) Honda K, Takenaka T, Shiono K, et al : Autonomic
and antihypertensive activity of oral amosulalol
(YM-09538), a combined o- and B- adrenocepter
blocking agent in conscious rats. Japan | Pharmacol
38 : 3141, 1985

14) F)I IERR, TH R, FE &— 13 KBS
MEETEIC$+ 2 Amosulalol Hydrochloride(YM-09
538) A HAEF O BEBR L LM AR LK
19(12) : 95-112, 1985

15) Nakashima M, Asano M, Ohguchi S, et al : Amo-
sulalol, a combined alpha and beta adrenocepter an-
tagonist 5 Kinetics after intravenous and oral doses.
Clin Pharmacol Ther 36 . 436-443, 1984

- 169 —



	199424010164.pdf
	199424010165.pdf
	199424010166.pdf
	199424010167.pdf
	199424010168.pdf
	199424010169.pdf

