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= Abstract=

A Clinical Study on the Hypotensive Effect of Bunazosin(Dentantol®)

JC Kang, M.D,, JC Park, M.D., JC Cho, M.D,,
MH Jeong, M.D., CH Park, M.D., GC Gill, M.D.

Department of Cardiovascular Medicine, Chonnam University Hospital

To evaluate the hypotensive effect and clinical safety of the new a-receptor blocking agent bunazosin,
34 hypertensive patients with or without associated complications were studied, 17 patients with
bunazosin only and the other 17 with other drugs combined. Twenty nine out of 34 patients have
finished the 12 weeks trial(15 with single drug and 14 with combined drug regimen).

Among 15 single drug patients the systolic blood pressure was markedly lowered(30mmHg or
more) in 6(40% ), lowered (29~20mmHg) in 3(20% ), the diastolic pressure was markedly lowered
(15mmHg or more) in 5(33% ), lowered(14~10mmHg) in 4(27% ). In 9 patients to whom bunazosin
was added because B-blockers with or without diuretics had not been acceptably effective, systolic
blood diastolic blood pressure was markedly lowered in 6 and lowered in another. 1. Among 29
patients who have finished the 12 weeks trial systolic blood pressure was markedly lowered in
13(45% ), lowered in another 6(21%). In 16 patients among 29 both systolic and diastolic blood
pressures were markedly lowered or lowered comprising the effective lowering 55% of cases.

Subjective symptoms were much improved in 11, improved in 15, unchanged in 2, slightly worsened
in 2 cases, and 4 out of 5 cases who were free of subjective symptoms have stayed free of symptoms.
Suggestive side effects were 1 fatique, 1 stuff nose, 1 constipation, and 1 chest pain, all of which
were transitory and subsided by decreasing the dose or stopping the drug.

There have been no discernible tolerance or side effects in 14 cases who have been treated for
6 months or more up to 16 months.

Above results suggested that bunazosin is effective and safe hypotensive agent as a single or
combined drug regimen in essential hypertension.

KEY WORDS : Bunazosin * Hypertension.

- 105 —



A 2

Bunazosin(Fig. 1)& &R Kol # e o-%
FREHEE BRHDY BRAMY BEDFE}
hydralazine, prazosin &< 27}A B-EE# ] 5§
9} v et KMERNS BN = HRE £
S AcE gYAL o I KREEAT JAE
BEAHL e EHlold, 1y BRdAe 1§
KB vf¢ A& dAo|t,

##5 L bunazosin® BEESHR S} BKEK 1)
Ae P2 GIFH 9 SERAEZRAMEA X
FES Bl st KiEt B £F 4%
%0 2319 bunazosin® KM HEES Al 3 3o
#wEste vholt},

% A &

BxHg

19874 TASH 19884 107 Atolo] &EAEE:
Wbt BREBABC AR Tv AREE dioA &k
Rl RIECE N ZHE BE B tRERS
BHLLES BT RV} FE}A ZAA BE
UFE Wz g

1) bunazosin BBHHE] F

ARt BNECZ XS ZHE 6l £= ¥ —
glo] 88U LS AT REHE FTHetA
%ol Wik EEMmEEC] K 140mmHg, 5% 1A
90mmHg M E<l 176i(Table D& #%0 2 3o
o 8E LA LS K HE 3l & bunazosin O 2 FE 5}
xata] 29 ouAE BT 6FIE AT

NH,

CH40 A \
AN
CH30 N N\A}\l — COCH,CH,CH3 - HCI

(quinazolin+ homopiperazin)

4-Amino-2-(4-butanoylhexahydro-1H-1, 4-diazepin-1-
y)-6, 7-dimethoxyquinazoline hydrochloride

Fig. 1. Chemical structure of Bunazosin.
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Table 1. Characteristics of the patients studied

No. Age(yr) Sex Wt(kg) Pulse EKG Fundi BP(S/D mmHg) Comments
1. 45 M 79 65 AF N 144/110  long term, heart failure
K. 2 38 M 74 52 LVH st 1 220/124  long term, refractory,
malignant hypertension
K. 3 62 M 58 70 LVH st - 184/110
4. 62 F 50 72 - I 140/ 82
5. 46 M 72 72 - II 140/100  long term
K. 6. 37 M 78 84 WNL I 160/100  long term
7. 43 M 77 72 WNL I 180/110  long term
8. 38 F 56 80 - - 180/110  long term
K. 9 48 M 83 75 AF - 150/110  long term
K. 10. 57 F 53 72 WNL II 168/108  refractory, long term
11. 50 M 75 72 - 11 150/100  long term, TIA
12. 75 M 65 72 LVH st I 200/120
K 13. 49 M - 72 - I 150/ 90
14. 65 M 81 104 1°AV I 140/100
15, 49 F 56 72 WNL I 156/ 90  long term
K. 16. 65 M 64 76 SB 1I 156/110  cerebral infarction
17 64 M 81 60 PAC I 140/100 long term
K. 18 62 M 78 72 AF I 140/100
K 19. 54 M 73 90 WNL II 164/118 DM
K. 20. 43 F 75 64 LVH st 1 200/140  refractory, long term, DM
21. 52 M 65 88 LAH - 140/110
K. 22. 49 M 74 60 - II 170/110
23. 63 M 82 72 WNL - 150/100
K. 24 52 M 63 72 WNL II 150/110  long term
K. 25. 42 F 74 68 LVH st - 190/130  refractory, long term
K. 26. 62 M 56 72 - - 160/100  cerebral infarction
27. 43 F 71 96 WNL - 150/ 90
28. 49 M 71 72 WNL - 150/100
K. 29. 55 M 73 58 LVH I 150/ 90
30. 51 M 72 72 WNL - 170/110
3. 65 M 57 68 WNL - 150/ 90
32. 66 F 78 80 WNL W 160/100  long term
K. 33. 51 F 73 84 WNL II 150/106
K. 34. 63 F 70 72 LVH st II 188/106  cerebral hemorrhage

Key : K : Combin

ed with other drugs
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b ul A HBEAIER BRS 9017t HAE I 5PlE
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HYAI 16T Aol 7hgol F2AYE F
FE THIA AR KR 4Fldd e H&k, 1
fie M YA 18l T8, 15s B K
HARFERL 6] A YA 3NN Wk, 2610 A
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< iR 46 36V YA 16l Ao
E}. SEBBE 7MY 30 BERIFR 10le BE
z{ﬂ“ A3 e, EERS S48 2

E s sl 7h A e EEBERES
ﬂ%ﬁa}ﬂ 26194 15l WX 161 7}314&1“%
B s2oa 3 16, BER 161, 713 16l
Mg en, B, R, WEkRME, FL, %W,
REfEC] &% 1Mo A o BFEE 274 H
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BE EEANZE UFhAM ELY B YE
o] AAY Fi7k 116, skEel AN Fi7h 1561, &
£7F A izt 26, 2 BALR Fi7F 260, E ko]
AY BEE 5O 4Bl ASAM FELol fe 4
B2 23 H(Table 6).

Table 3. Assessment of the hypotensive effects by systolic or diastolic blood pressures changed

Lowering Markedly Moderately Slightly Markedly

B.P. level lowered Lowered lowered Unchanged elevated Elevated elevated
. —30 or —29~ —19~ 30 or
Systolic lower —20 ~10 +9 10~19 20~29 higher
. —15 or —14~ -9~ 15 or
Dystolic lower —10 —5 +4 5~ 9 10~14 higher
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Table 4. Blood pressure lowering effects of bunazosin in the total 29 cases( I ) who have finished the
12 weeks’ treatment, in bunazosin only or diuretics added group(II) and in bunazosin added
to the B-blockers group(Ill)

Groups I II m

Systolic Diastolic Systolic Diastolic Systolic Diastolic
Effects N(%) N(%) N(%) N(%) N(%) N(%)
markedly lowered 13( 45) 13( 45) 6( 40) 5( 33) 3( 33) 6( 67)
lowered 6( 21) 6( 21) 3( 20) 4( 27) 3( 33) 11D
moderately lowered 3C 10 20D 1C D 5( 33) 2( 22) 1( 1D
unchanged 4( 14) 7( 24) 2( 13) 1 D 1( 1D 1( 11)
slightly elevated 10 3 o 0 1C D o( 0) oC o o 0
elevated 2( 7D 1( 3 2( 13) o o 0 o 0
markedly elevated o 0) o 0 o 0 o 0) oC 0 o 0
Total 29(100) 29(100) 15(100) 15(100) 9(100) 9(100)

Table 5. Changes of pre-existing subjective symptoms after treatment

Numbers of the Complete Improved No change Become
patients remission worse

Headache 14 9
Dizziness
Palpitation

Chest discomfort

Symptoms

ot
[y

4
4
3
Exertional dyspnea
Slurred speech
Fatigability
Epigastric bloating
Blurred vision

Lassitude
Coughing

fu—
et gt et ed D)D) WD = YWD

Nausea
Anxiety
Throat lump
Constipation

Syncope

[ T T = T T o T = S S R \C R U N (N

[

Insomnia
Total

W
o

28 25 4 1

R M2 BAY L do] Q& 54, oMW oA g, $2UR K

Bunazosinfi S #A1FS kol N2 BADELS o] 4% 18N on AvtEfEo] 2ficlA AA
K 71A He voh 2ol REBFER, T4, & o 21U o5 ERES W R HAKKES &
N9 B, RRE, BEME, W, F8, S92 59 fISoN Ao HAEMS hEsAY b
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Table 6. Change of the symptoms in each of patient
after Detantol treatment

much improved 11(D
improved 15(3)
unchanged 2
slightly worsened 2(1)
worsened 0
none-none 4
Total 34(5)

() cases that treatment was not continued for 12

weeks.

Key :

* improved : complete remission of two or more su-
bjective symptoms, or remission of one trouble-
some symptom and improved well-being senses,
or remission of one symptom and net 2 or more
symptoms improved, or net 3 or more symptoms
improved.

* moderately improved : complete remission of only
one symptoms he or she had had or net one or
more symptoms improved.

« unchanged : no change of symptoms or number(s)
of symptom(s) improved or completely remissio-
ned equals to numbers of symptoms newly onseted
during treatment.

* none-none . patients who had had no subjective
symptoms has remained without troublesome sub-
jective symptoms.

o] BEFo2A goyAAY bunazosing A&
FodtEA 222 HEE A7 £% 3619 16
ojqom ur A 6fl= fAF I EBlNME FELlg

k] BAE £& de ASoUY. HiAEES
RIS 2 bunazosing BINSHHA FEERO] A2
Aoz AZEAY 159 e bunazosing T3}
HA FobA 1L, BRFELFAA A1 29Y 16l
BE&S 1H 12mg°i HER AR Ingo 2
WEK WAL, ERE 16l S84 & F7131
Forion, lgiE 161c diltiazem© 2 who] Fof
o2 FolHH(Table 7).

LR

Bunazosin 8§l LHEBE 5E ¥ 733+ 107
Elol %L 128 & ¥ 724+ 82012 FES #£7}
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RIR BREEEAAY HE

128K BHU LY BEDHEF 935D 1%
28 BREMRC SEE FIE /A 6A Dk
168 A R L&A KM bunazosin BF £+ H#4
FHS T 156 1RO 1461004 R
PHRE FRAMoINLH 1fleQEEH) 12899
nEEGE 31 GBEUE 22 Mo A%HI
oy BRIERY HEL FRIAAT. o] fic BE
3t AR M5 creatinineX = 2t WhE P o}

BP(mmHg )
200 — 168.4+23.2
161.4%20.8
145.2+14,3%*
T 142.2513.4 e
160 = % 139.2%14.1
108.0%13.0 }
120 = 105.2%1 -
9 27284 5. 219, 7
T - % 90.829.6
\ ‘\\
80 — l

I T
8 12 Time(week)

Fig. 2. Changes of blood pressures in the 12 weeks' treatment period.(n=29)(**p<<0.01)
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BP(mmHg)

200~
156215.6 157.3210.3
160— . l 144.249.4""
‘~~.\\{\ 133.7+10. 5 133.5%12. 2
120 = i
100.0%6.7 98.8%7.4 - - -
E.---- _% 93-75*5'5 90.418.8  g7.3:7.8
80

!
0

!
-4

i
8

|
12

|

4 Time(week)

Fig. 3. Changes of the blood pressures during 12 weeks treatment period in 9 cases treated with bunazosin

only.(**p<0.01)

LEE 2 OBTERENN LLERAE B He
RS B4 74 A& f@sta 9l
BRRE

1280 L BB BE 294 7Hed AR
BT HAEY —F £ 282 REKED 136

Table 7. New symptoms after beginning of Dentanol

ol A Fithe] BMEMES & 84 Be 3}9} Zon
KEnKE—BEES BET BMLE £ 4 gloy
¥ Na* <€ 12612 F EF@EN A #biEolden,
mE K fEe 36594 64, 58, 5.8mEq/LE +HH
Aed ol 3fith 16 (Bl 2) M creatinine

Symptoms Mild Moderate Severe Remarks

Nape discomfort 1

Stuff nose 1* easier after reduction of the
dose from 12 to 9mg

Decreased concentrating 1

Ability

Insomnia 1

Facial flushing 1 disappeared in two weeks
of continuing medication

Chest pain 1* disappeared after replacing
with Herben

Dry month 1 1* *Rexitene-related

Somnolence & weakness 1 *Valium-related

Dizziness on standing 1

Pryosis 1 disappeared after

Fatique 1 discontinuing treatment

Most of the newly onseted symptoms developed on the patients taking combined drug regimens, but stuff
nose, chest pain and constipation(asterisks) in the patients with the single drug regimen.
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7} 2.1mg100méo] A 3.1mg/mi 2 5 5= HALEE
o] e BEOIL KL K o] 35mEq/LE RolA
aldactone S #o] T3 flo] 1 & 26I%= buna-
zosinfa i K K* g o] 1ol A (FEFI 20, 25) & 0
KCI& %83 floldch miF GOT 2 GPTY &%
wine fle flglen, KEEE7E RELRE A
29} 7 FIKEIS p-EEE T HEBE RS
fjo] AcH(Table 2, 8). IM#E creatininefE7} 1E%# ol
A" FlolM BEERE file A

mEFREERSH T bunazosin #EHE & cholesterol
fi7h 10% AL #ind Fizk 36, 10% 1% WA €
f7 2o 85 &b Lk FERERE
Eo]%t}. HDLcholesterol 9% 5450041 1 in ]
AL 250 A = B AT, PiEl S 9% 54
oA 10% Lk BASHAT 24904 10% LA E #h
A

R—#BERN R 8tE 1164 6F10H B
Aod EEK(+++) 183 BEK(+) 16l
BOZ B, A §ld EH(+)EARK 2
el A, kK 7F 2ol A BlEE S Aok, B ERiR 7+
BAS 2fle BEIRFEC A BFESIAG

% 3

A HEY BS N HRE o-THEEREQ
bunazosin®] BH v HEBERIZ A A& N
BEEAAN BRMOE FHIAEIE 491 &
M EfEs] Jebd BREKRS SaEANZE +
Ae7HE Bt —8f MY AOHEESS
et e wasde 71E Aun mEEE] KE
32 v ol Eu TNENAMBEEY FHGYE
s FEo] AL ARIE BEHd sl

K HREAA YebDd bunazosin® EHEESE 2L 6
SHEY BEDRT £THE ' Kawasaki 9
HABS StRMATEANAN e B2 of-¢ s
o $558] B- A HERE A K3 DR AL T
oo EME 2 A Y #F e Tsukiyama 53 Igara-
shi 579 A RAAM mus vhel 2okeh & 6
e ol 1670 €744 9 RIS BT BIK
o2 =zdvhet glo st fitfoly FEEW
BIfERS gioih

BREERY AFDERF A A JdEhd A
TEYHI HERZ Holn ol HE mES
Bl A dehvde Zke) BRUA EHe HEY
RAAE HESHA dov REHRF RESS Fi
ANz BBIERY SEDF/ AED FIT AU

gElmel Bud GIfFA-S 346 A 4o A
Uehgon 527 Fh, 299, kol &% 16
Holglon 2l EHE FEcty U2 goz F
dgon 1fdMe KESRZ 16l 2349 &
mz fEke] HEHIA o)& o] EH7t iy &
23de RS Kudte Aol s mEER
of fhate] dufEfk fERC K& ElfEAol Y AL
Bk %99 BERARAA bunazosin® HEFEAEY
e FfEol HE FREYE Kol de FB
HRE BREAYT #Ed —Hete fRez B
23

BEMRY ®&HS KHMKRMRE, METHE,
SGOT, SGPT, FE:{E, creatininefE7t =5 bunazo-
sindl] 3 BLZ A4 He A2 e miF K
EV e fle B BARES RAAES fig £
nEo 2 KCIE #astd flsoldion REgol 18
e fle FEREY BEEES FAPY filol 7]

T2 2 o]t bunazosin® HEZ B7| ojgf it}
17 cholesterolff®] #EhT HRatA Fon R
T8 FIEAXN AT bunazosin # % HDL-Choles-
terol®] #MME Bl Fieh HtklERsol WA E Bzt
334 AAE A 0| bunazosin® BEN &I AU A
mIMEGERE —BMoZ fHfTete EE), AE%
N/ RAJAE AFFEY ERVOZE HTE}
oo i MEES BH —KHS 2 prazosin, bu-
nazosin %9 o- X ABEREC nEKEARSY &
BEgeo] TS 9% vAA g o,

BT o-X A8 €871 B MEHT KRR
B 2 S wiFshe BEREAY o-XBBER
Blo Zatkol ¢ A1 g HE* ¥ 39 bunazo-
sind RIGHE 2 p-EEESS AL B
dArw v destee AdEd

20N A WefEimEo] EFH 1FME #iE
HmiEe] ERE Ao Jebd AL KA ME
BE MELAY o) BE BEAA 22 Ao
ol 2= BT £l g RES HEs 8
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wgoex BEhEd mMELAY KES AZT
FL e HEBRECS #2328 dot.

EHRPOZ bunazosin® BE T p-EEHE
H 23 ES o] SHERERIZ ERStE W
#e3 HEM BREEZ FHE & ey g2
EHEo] TE =& RAEH T KES Bolv BmE
BESIA HEEEREAY FHE 238 5 3
on, BMMEERE, LA2EY AfHE AAD /h
o fldM AR KREE T2 BEYRE 7
T F AAUD Hog Hop gho 2 o] HEd g
R RS dn 43,
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