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Drug Interaction Study of Vardenafil 20mg and
Doxazosin 4mg or Tamsulosin 0.2mg in Patients with
Benign Prostatic Hyperplasia and Erectile Dysfunction to
Evaluate Changes in Blood Pressure

Shin Young Lee, Sae-Chul Kim, Hyun Woo Kim'

From the Department of Urology, Chung-Ang University College of Medicine and
"The Catholic University of Korea College of Medicine, Seoul, Korea

Purpose: This study aimed at evaluating the expected additive blood
pressure (BP) lowering effect of vardenafil when administered in the back-
ground of chronic w-blocker therapy.

Materials and Methods: Patients (n=90) with symptomatic benign pro-
static hypertrophy (BPH) and erectile dysfunction (ED) took vardenafil
20mg in the morning following repeated doxazosin gastrointestinal thera-
peutic system (GITS) 4mg (n=60) or tamsulosin 0.2mg (n=30) HS a day for
30 days. The standing and sitting BP at baseline, before taking the
vardenafil and 30 minutes and 1 hour post vardenafil were measured 3
consecutive times. The data were analyzed by Student’s t-test (paired),
repeated measures of two-way ANOVA, chi-square tests and Pearson cor-
relation analysis.

Results: Doxazosin produced a significant reduction in systolic/ diastolic
BP (-12.3/-6.7mmHg), but tamsulosin did not. In the doxazosin group,
the average reductions in BP from baseline (-24.7/-15.8mmHg) were
significantly higher than that for the tamsulosin group (-14.6/-7.5mmHg).
However, the average BP change was not different in both group (-12.4/
-91mmHg in the doxazosin group and -11.3/-6.4mmHg in the tam-
sulosin group) following a single dose of 20mg vardenafil. The higher the
BP was at baseline, the more the reduction in BP was in both the doxazosin
and tamsulosin groups. Two patients of tamsulosin showed a sitting sys-
tolic BP <85mmHg, but they didn’t experience dizziness.
Conclusions: We recommend starting Vardenafil treatment in the back-
ground of chronic a; blocker therapy, including tamsulosin, with a low
dose and to increase the dose by monitoring the BP, particularly for the
patients with hypertension. (Korean J Urol 2006;47:1001-1006)

Key Words: Doxazosin, Tamsulosin, Vardenafil, Blood pressure

3}
A = $24% BAE 5
o} o] Wil SA4F
wahsh 3 Bl 24E AP AN, nEge AR ant de
BANEE 71510 o5 ARe B3 AR BHEE A Jn wRa A
o7 RuEgen!? ol k3t9l g7 Rho-kinased] L& AA A= QAat

[
(=4
(=]
—

2tX10lIM Doxazosin 4mg EE
Hg=g0| Het 0|

(=X =Ty N =)

CHE | w7 | 2fet3] K|
X 47 H M9S 2006

o
>
02
o
=
w
oy
ok
10

Hoxt 20064 58 3Y
AHERXL : 20064 83 8Y

WAIX KL 7IA1|7‘=4

SATHEWH H]w7 |5}
HEAI AT SMT 224-1
@ 156-861
TEL: 02-6299-1807,1785
FAX: 02-6294-1406
E-mail: saeckim@unitel.

co.kr

AHA Hltﬁi 2AY a A=
o 27s AdEAE U =

A Q) phosphodiesterase A 53 (PDE5)
o} A A dut)S ] ul =7 of



1002 CHEH | w7 | nbsts| K|« M 47 2 M 9 5 2006

AREFRE 7)ds) BA Fehe
Z4A AP AuIE9 X5 A LS doxazosine H]
Eold o AGAZ A 4L P -4/-2mmHg, ¥E

&2 -8/-1lmmHg7tA Hojmem ™ SolF q, XA
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o) g¢7st A2 yehdo’ @712 d X849 PDES
AAA Fll A sildenafilS 7173gH AF Al T3S W
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Drug Administration (FDA)7} 7]%¢] 37}A] PDE5 < A4 4] ¢}
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Table 1. Clinical characteristics of the patients (n=90)

Characteristics Doxazosin+ Tamsulosin+

vardenafil (n=60) vardenafil (n=30)
Age (year) 60.8+7.9 (43-75) 61.5£8.0 (45-78)
IPSS* 20.2%7.0 (6-34) 18.3+6.8 (7-32)
Prostate

26.8+6.2 (20-50) 34.5+12.7 (15-80)

volume (ml)
IEF-5' 112462 (2-23)
Bascline BP' (mmHg)
133.0+17.3 (100-180)
90.0+11.5 (60-120)

14.8+6.6 (8-23)
Systolic 124.6+16.0 (100-160)

Diastolic 80.6+10.1 (60-103)

Meanzstandard deviation (range). *IPSS: International Prostate
Symptom Score, "IEF-5: S-item version of the International Index
of Erectile Function, * BP: blood pressure
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Table 2. Changes of blood pressure (BP) by a single dose of vardenafil 20mg from baseline following repeated doxazosin 4mg or tamsulosin

0.2mg therapy of 30 days

Systolic
BP (mmHg)

Doxazosin (n=60) Tamsulosin (n=30)

Diastolic

Doxazosin (n=60) Tamsulosin (n=30)

After repeat -12.3%11.1 -3.3£12.7 -6.7£6.5 -1.1£9.2
therapy of 30 days (-39--10) (-44--30) (-27--10) (-20--20)
+Vardenafil -20.0+16.4 -10.8+16.0 -12.8+11.2 --6.2+11.0
. <0.01 <0.01
(30min) (-67--7) (-60--17) (-50--20) (-30--20)
-24.7+14.7 -14.6+17.6 -15.8+9.7 -7.5£12.3
+Vardenafil (1hr) > >
(-57--17) (-60--13) (-40--10) (-33--20)
P <0.01 <0.01

Mean+tstandard deviation (range)

5}%01]/‘1 14, 7139
7] E¢to] 20mmHg
= A2, tamsulosin =
ST 224 194 A} o] F vardenafil S F7F B&
39S Wl doxazosin ¥} tamsulosin EFolA 7] &
o wlE] B8 30% % (doxazosin; -20.0/-12.8mmHg,
tamsulosint®; -10.8/-6.2mmHg)®} 1417t % (doxazosini';
24.7/-15.8mmHg, -14.6/-75mmHg)e]l  E
AR o3 (p<0.01) st Ea7t A 7144
geto 2 HE Y Y73t AEE vardenafil -8 308 I}
1A]7F & B5 doxazosini ©] tamsulosini ol HI 3l -72]5}HA|
27 Yehskth (p<0.01) (Table 2).

Vardenafil —‘i% & F7te] gt a3+ doxazosind
2 Hg 308 & -7.7/-6.1lmmHg 3}70 3, 1A7F Fo
F7F2  -4.7/-3.0mmHg7} O 3}7439 3L, tamsulosin ol
A& vardenafil B8 30 & dYo] Fr1FHoE -75/-5.1
mmHg 34389, 1A7F Fole F712 -3.8/-1.3mmHg
7} O 3173k vardenafil F71oll 93 ¢Astad= F
T Abolell frefgt xfolE HolA it

Doxazosin 5§ § $%7] dto] 7|4 A d ol vls) 2
el A 30mmHg ©] 3F743F 57 2] 3hx}ol| A vardenafil —ir
7HE§ 2192 dito] o o shdekA ¥%kal, 3%
ZYZ}t 5mmHg, 7mmHg, 13mmHg7} O 3}7sle #HEdQ
100mmHg-128mmHg R 12, 71 ¢ o] 30mmHg 0]
73t 4 79 = vardenafil £-§& & 2% & ¥t Fr13
3t7to] gilerH, 39 7mmHg, 2o 7z 11lmmHg, 13
mmHg 317338l #F 82 110mmHg-130mmHg % t}. Do-

St 27 47, 29
} o]

tamsulosini;

Qhrlor

Table 3. The patients with a significant change of blood pressure
by a single dose of vardenafil 20mg from baseline following
repeated doxazosin 4mg or tamsulosin 0.2mg therapy for 30 days

No. (%)
Doxazosin (n=60) Tamsulosin (n=30)
mmHg
After vardenafil After vardenafil
30min 1hr 30min 1hr
At sitting
Systolic >30 309 305 0(0) 0(0)
Diastolic >20 10 (17) 10 (17) 2 (6) 3(10)
At standing
Systolic>30 3(5) 4 (6) 2 (6) 3(10)
Diastolic >20 309 5(8) 3(10)0 4(13)

xazosin H-8& $ o] gh7] Fofo] ejol A 71A 4 St H]
‘3H 20mmHg ©]4 31743t 4 9] 3AE 5 vardenafil B&

T 1He F7IE dte] "olA A dgtoy, 39 47t
3mmHg, SmmHg, 10mmHg 3}733t> #FE Y42 67mmHg-
70mmHg At 71H 9ol A= 20mmHg o] &7 2% 9
2S5 T vardenafil B8 ¥ 1%L 3mmHg o 317319
80mmHg7} 1, o2 19 ImmHg ¢ 31733t 79
mmHg7} 5]‘”13]- Tamsulosin &-& & +37] dgto] 7144

g3toll B3] 30mmHg ©]4F 3743 $kAloll A vardenafil E-&
T F7F st 9= 9 1%l 13mmHg, 719 9
2744 30mmHg, 23mmHge] oy HF e xqfﬁi]l:
o] o]t &Yl A tamsulosin &8 Z o]

25 90mmHg
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7] o] 20mmHg ©]7F 31733 1% 2] A= vardenafil
£-& % 3mmHg 37} 3H73t 67mIIﬂg7} HAaL, 7S
oA &3t 189 3Rl vardenafil B8 & F7} EHAts}
2Bzt Ao

a AHA 58 F £57] Dt 3H7F 30mmHg o AL
Y vardenafil 2§ ¥ 30mmHg ©]4 373 S5 doxa-
zosin o] A vardenafil E-§& 308 & #9|, 71¥¥Y 247 39

ofr

Table 4. Blood pressure by a single dose of vardenafil 20mg from baseline following repeated doxazosin 4mg or tamsulosin 0.2mg therapy

3ol 1417 F4 01

W (6%)°] 12.H, tamsulosini ol A=
_t;z ()l:d 29 o]gi—/
0%), 378 (10%) -2 YEht F+
$%TH(p>0.05). a A H§ F
& 738H71 20mmHg ©] 35321} vardenafil &8 &
o] s FAr=

2 frojstA &

for 30 days in normotensive, prehypertensive and hypertensive patients

1A 7F B0 Ottl

, 1780

27bE)0] %
vardenafil 5§ 30%
1] #7h50] % 07y
Z 1) Aol

F 3% (5%), 4

A
019471 g
% 20 mmHg

+= doxazosiniol| A] vardenafil £-& 304

BP (systolic/diastolic) mmHg

Doxazosin Tamsulosin
Sitting Standing Sitting Standing

Normotensive n=5 n=§

Baseline 106.0/67.4 111.2/81.4 105.4/66.5 107.1/73.3
After a; blocker 100.0/65.0 103.5/73.5 104.1/68.9 107.5/71.1
+Vardenafil (30min) 93.5/58.5 93.5/65.0 105.4/67.5 105.4/70.4
+Vardenafil (1hr) 101.4/65.2 106.6/74.0 99.0/66.8 104.4/71.6
Prehypertensive n=8 n=6

Baseline 120.1/81.4 118.0/83.0 125.0/79.5 121.2/78.8
After a blocker 113.2/75.0 111.8/79.4 124.0/81.0 125.5/86.2
+Vardenafil (30min) 104.7/72.0 107.7/76.0 120.2/80.7 118.3/81.7
+Vardenafil (1hr) 107.8/69.4 108.3/74.4 111.7/73.3 117.3/82.2
Hypertensive n=47 n=16

Jc antihypertensive n=28 n=11

<120/80 n=2 n=1

Baseline 100.0/70.0 105.0/75.0 117.0/70.0 127.0/80.0
After a; blocker 90.0/70.0 100.0/80.0 113.0/60.0 113.0/60.0
+Vardenafil (30min) 103.5/82.5 102.5/77.5 93.0/60.0 100.0/60.0
+Vardenafil (1hr) 92.5/73.5 100.0/76.5 90.0/60.0 97.0/60.0
120/80-140/90 n=8 n=4

Baseline 121.6/80/8 125.1/86.4 125.0/82.5 115.0/77.5
After a blocker 114.8/75.8 118.3/78.3 118.5/76.8 115.3/84.3
+Vardenafil (30min) 107.3/70.0 115.7/77.7 119.3/74.3 109.3/74.3
+Vardenafil (1hr) 111.6/70.9 114.5/78.8 105.8/69.3 103.3/70.0
>140/90 n=18 n=6

Baseline 142.1/92.3 145.1/97.7 138.3/90.0 133.8/87.2
After a; blocker 127.6/84.5 130.1/88.9 130.7/81.7 134.8/88.7
+Vardenafil (30min) 124.9/80.5 129.2/88.0 119.0/77.8 121.7/78.3
+Vardenafil (1hr) 119.2/77.2 125.8/85.6 117.2/75.2 119.5/77.8
/s antihypertensive n=19 n=5

Baseline 143.6/96.3 142.598.2 144.8/91.4 147.8/92.0
After a; blocker 125.7/84.7 122.8/83.8 133.8/83.2 133.8/89.4
+Vardenafil (30min) 117.0/76.4 116.0/79.0 122.6/72.6 117.4/75.2
+Vardenafil (1hr) 125.9/83.6 126.7/88.1 116.6/74.6 114.8/76.6
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ol #2, 7199 242k 109, 31 ol aL, 1417 3ol 01, 2%
o] F7 =] & 109 (17%), 5% (8%)©] A 3L, tamsulosinT o] 4]
T vardenafil 5§ 30% ¥ 27, 39 A, 1A]7F & 17, 190
F7He o] & 3% (10%), 478 (13%) -2 Yehy 5 1 7+e] &
ol FATHOE FostA] 4%Th (p>0.05) (Table 3).
Vardenafil 57} 5-& $ #9]¢] $57] d¢o] 85mmHg ©]
52 "ol A9 tamsulosintt o] A 27 Yoy (18L&
E8& T30, 182 58 F 1A% @)% Y dSde
WA A Gt Vardenafil 371 58 & #7]|5S 5409
8 A}+= doxazosin ol A 4% (6.7%), tamsulosin o A= 1™
(3.3%) AU BF £57] Y 85mmHg o]/l At
u] = JNC VII (Joint National Committee VII on the detec-
tion, evaluation, and the treatment of high blood pressure)”-‘l]
710l wet £%7] €94 140mmHg E= o] $h7] <t 90
mmHg ©]’3¢ 45 PG O =, 5 7] 120mmHg 1
2] o] ¢H7] 80mmHg VIRl $AE BN Yo =, &
7] 120-140mmHg, ©]$}7] 80-90mmHgS 18t AGA T
O 7 FfFste] st ARE VAN o] Ao o
g} vl wa] H-S w) doxazosini® ¥} tamsulosin E-5Fol A
7] o] &5 S vardenafilol] 3 F7H dtitst
)

e 2 A4S ¢ F AU (p<0.05) (Table 4).
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