> D

RESEARCH ARTICLE

Alfuzosin 10 mg once daily in the management
of acute urinary retention of benign prostatic

hyperplasia

Manaf M Rahma Al-
Hashimi

College of Medicine,
University of Nahrain,
Alkadhymia Post Office, PO
Box 70062 and Alkadhymia
Teaching Hospital,

Baghdad, Iraq

Tel.: +964 790 170 1554;
E-mail: manafhashimi@
yahoo.com

Keywords: acute urinary
retention, alfuzosin, benign
prostatic hyperplasia, trial
without catheter

Background: Acute urinary retention is regarded as the most serious hazard of untreated
benign prostatic hyperplasia. a-blockers is frequently used for acute urinary retention as it
is proved to be of value for successful trial without catheter after acute urinary retention
and to decrease the need for benign prostatic hyperplasia related surgery. Objectives: To
evaluate the significance of alfuzosin 10 mg once daily for successful trial without catheter
in patients with acute urinary retention and long-term management. Methods: Total of
245 enrolled acute urinary retention patients were catheterized and randomized to either
alfuzosin 10 mg once daily or placebo for 3 days (first phase), all the failed patients extend
their treatment for another 3 days for a second trial without catheter (second phase). The
successful patients from both phases were re-randomized for alfuzosin 10 mg once daily or
placebo for 12 months, the outcomes were the recurrence of acute urinary retention or the
need for surgery (third phase). Results: In the first phase alfuzosin have significant value
for successful trial without catheter compared with placebo (62.3 vs 32.7%; p = 0.0001), in
the second phase still of significance in comparison to placebo (32.6 versus 9.5%; p = 0.002)
while In the third phase, alfuzosin compared with placebo was of statistical significance
regarding reducing the recurrence of acute urinary retention only in the first month (1.8 vs
11.3%; p = 0.04) and the third month (3.7 vs 16.9%; p = 0.02), also regarding the need for
surgery (3.7 vs 15.0%; p = 0.04) and (7.4 vs 20.7%; p = 0.04), respectively. This corresponds
to risk reduction of surgery in alfuzosin group of 76% in the first month and 65% in the
third month. Conclusion: Alfuzosin 10 mg once daily is of value for successful trial
without catheter after acute urinary retention and a second trial of voiding in failed first
trial is recommended. It reduced the recurrence of acute urinary retention and the need of
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Benign prostatic hyperplasia (BPH) is a common
disease process which affects an increasing per-
centage of men as they age, and although it is not
a life threatening disease, some patients may have
a progression which can be defined by a deteriora-
tion in symptoms and health-related quality of life
or unfavorable outcomes, such as acute urinary
retention (AUR) and BPH-related surgery (1. A
greater risk of progression is associated with cer-
tain baseline parameters, such as higher symptoms
score, older age, increased prostatic-specific anti-
gen (PSA) and prostatic volume, and reduced
maximum flow rate [2,3]. The incidence of AUR in
clinical trials of BPH is variable and account for
6-18.3% of overall progression events with accu-
mulative incidence of 2-2.7% [4], and the deterio-
ration in symptoms is the most prevalent
progression event in these studies [5].

AUR is considered to be the most serious
complication of BPH [6] and even an episode of
AUR have a measurable impact on patient

health-related quality of life (7).
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related surgery especially during first three months of treatment.

AUR is treated by catheterization for few days
and in most of old studies it was an absolute
indication for prostatectomy [8], as it is account
for 25-30% of emergency transurethral resec-
tion of prostate (TURP) [9,10. It is found that
the prostatectomy performed for AUR is associ-
ated with increased risk of intra and postopera-
tive complications, hospital death, and slightly
worse outcome than elective prostatectomy [11].
This strongly encourages urologists to advice
trial with out catheterization (TWOC), as it suc-
ceeds in 23-25% without concomitant medical
treatment [12,13] but predicting who will success-
fully void is not easy. Half of men who initially
void successfully will experience recurrent AUR,
within a week, 68% will experience a second epi-
sode within a year and recurrence is 90% if the
initial peak urinary flow rate of less than 5 ml/s
[14].

By reducing the bladder outlet resistance
through the inhibition of sympthatic tone in the
bladder neck and prostatic stroma, a-blockers
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can help relieve AUR and improve the chances of
successful TWOC [15]. Early trials used small
numbers of patients and various types and for-
mulations of a blockers proved their significance
for successful TWOC in comparison to placebo
(16,17). Once-daily formulation of alfuzosin
10 mg (uroselective long acting a-1 blocker)
with no dose titration and low incidence of
adverse effects was proved to be effective and safe
in the treatment of clinical BPH [18] and even to
prevent the overall clinical progression of BPH
[19].

The largest double-blind, placebo-controlled
study (ALFAUR) showed that alfuzosin 10 mg
once daily is of significance for successful
TWOC and for short- and medium-term
(6 months) clinical effectiveness in the manage-
ment of AUR related to BPH [20].

The present study is designed to investigate
the value of alfuzosin 10 mg once daily for suc-
cessful TWOC, a second TWOC in failed first
trial and long-term (1-year) effect in reducing
recurrent AUR and BPH-related surgery.

Patients & methods

Since January 2005, and for 6 months then after,
cases of first episode spontaneous AUR related to
BPH were enrolled in our study (randomized,
double-blind, placebo controlled). A written
consent was signed by most of enrolled patients.
Cases of precipitated AUR or AUR related other
than BPH were excluded (e.g., postoperative,
drugs precipitated, neurogenic causes, prostatic
cancet, vesical stones, urethral stricture, any his-
tory of lower urinary tract surgery). All patients
were subjected to digital rectal examination
(DRE), abdominal ultrasound and serum creati-
nine (to exclude cases with absolute indications
for surgery). Our study of three phases.

Phase |
All those enrolled patients were catheterized at
arrival, (urine volume 500-1500 ml only

included), and then divided randomly into two
groups in 1:1 ratio, to receive either Alfuzosin
10 mg once daily, or placebo for 3 days, TOWC
is done after, if succeed then enter Phase III and
if failed enter the Phase II.

Phase Il
Patients with failure of TWOC in Phase I were
re-catheterized, and then extension of their same

drug prescriptions (alfuzosin or placebo) for
another 3 days, then a second TOWC was done.

Therapy (2007) 4(2)

All successful voided patients (from both tri-
als) are subjected for Phase III and all failed
TWOC patients were excluded from our study.
The successful TWOC patients: who can void
within 24 h after catheter removal with charac-
ters of (flow rate is more than 5 ml/s, voided vol-
ume more than 100 ml and residual volume less
than 200 ml), these parameters are regarded by
many investigators as there is no international
definite out come for the success of TWOC.

Urine culture (catheter aspiration sample) was
done for the majority of patients at first catheter-
ization in the first phase (baseline results), and
after the first or second TWOC (voided sample)
in successful voided patients to detect if there
any increasing risk of bacteriuria account for
catheterization in the first or the second phase.
Culture is considered positive or of significance
in catheter aspiration sample if a single recovered
organism has more than 10,000 colony-forming
unites (CFU)/ml, and more than 100,000
CFU/ml in voided urine sample.

Phase Ill
The successful TWOC patients were re-rand-
omized in 1:1 ratio to take either alfuzosin
10 mg once daily or placebo for one year, to be
evaluated after (1, 3, 6, 9 and 12 months),
mainly through assessment of International Pro-
static Symptoms Score (IPSS) and Bother Score
(as the eighth question of IPSS), serum sample
for PSA was taken mainly at the visit of first
month, the outcomes of our study are any recur-
rent attack of AUR, and BPH-related surgery.
Statistical comparisons between alfuzosin and
placebo were made using (y-square) for the
results of TWOC, for the recurrence of AUR,
and for the need for surgery. While IPSS and
bother score were compared using a (¢ test).
Alfuzosin 10 mg once daily used in our study
is a product of Synofi-Synthelabo company.

The results

A total of 245 patients with primary spontane-
ous AUR from BPH were enrolled in our study,
were catheterized at emergency unit (91% by
transurethral catheter and 9% by suprapubic
catheter when it was difficult to be inserted
transurethrally) and randomized, 125 patients
took alfuzosin 10 mg once daily for 3 days and
120 patients took placebo for the same period.
All patients sent home (except 14 patients,
5.7%) where admitted over night to complete
their investigations).
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Phase |

After  completing 3 days of treatment,
21 patients were lost (11 from alfuzosin and 10
from placebo group). a TWOC was done for the
remained 224 patients (114 alfuzosin group and
110 placebo group) and the results showed that
alfuzosin increases significantly the rate of suc-
cessful voiding compared with placebo (71/114,
62.3% vs 36/110, 32.7%; p =0.0001), as in
Table 1.

Phase Il

All the failed voided patients 117 (43 patients
from alfuzosin group and 74 patients from pla-
cebo group) entered the second phase, were re-
catheterized and extend their same treatment
either alfuzosin or placebo for another 3 days. A
second TWOC was done and it was also signifi-
cantly more successful in alfuzosin treated
patients in comparison to placebo (14/43,
32.6% vs 7/74, 9.5%; p = 0.002). So in total of
the two phases the successful voiding was signifi-
cantly more in alfuzosin group than placebo
(85/114, 74.6% vs 43/110, 39.1%; p = 0.0001)
as in Table 1.

Positive culture were found in 19/224 patients
(8.4%) at presentation, in 13/107 (12.1%) after
first TWOC and in 4/21 (19%) after the second
TWOC, so there is no statistical significance
(p>0.05) of increase incidence of bacteruria
between the baseline, first, and the second

TWOC patients.

Phase Ill

All the failed patients (96 patients)
excluded from our study and all the successful
patients (128 patients) entered Phase III. Those
successful patients were re-randomized to take
either alfuzosin 10 mg once daily or placebo (64
patients for each group) for one year and we con-
tinued their follow up after 1, 3, 6, 9, 12 months
looking for the recurrence of AUR or the need
for BPH-related surgery. A total of 10 patients

were

were lost during the follow up period (four from
alfuzosin and six from placebo group). With-
drawals because of noncompliance or drugs side
effects were in 11 patients (six from alfuzosin
and five from placebo group). So the net patients
for our statistics were 54 for alfuzosin group and
53 for placebo group.

Regarding the recurrence of AUR, our study
shows that alfuzosin have statistical significance
in reducing its recurrence compared with pla-
cebo especially during the first month (1/54,
1.8% vs 6/53, 11.3%; p < 0.05) and the third
month (2/54, 3.7% vs 9/53; 16.9%, p < 0.05)
and it is not of statistical significance at 6, 9,
12 months, as in Table 2.

For BPH-related surgery, our results con-
firmed that alfuzosin treatment is of value in
reducing its need in comparison to placebo and
this is statistically significant at the first month
(2154, 3.7% vs 8/53, 15.0 %; p < 0.05) and at
the third month (4/54, 7.4% vs 11/53, 20%;
p < 0.05) and of no statistical significance at 6,
9, 12 months. Cumulatively over 12 month’s
period of treatment the need for BPH-related
surgery is reduced in alfuzosin treated patients in
comparison to placebo (8/54, 14.8% vs 12/53,
22.6%; p = 0.29) as in Table 3.

The main indication for surgery was the
recurrence of AUR 12/20 (60%), and non com-
pliance or nonsatisfaction from the treatment in
the remaining patients 8/12 (40%).

So our results showed that there is significant
risk reduction in alfuzosin treated patients
regarding AUR specially at 1st and 3rd month
(85 and 78%, respectively) and BPH-related sur-
gery (76 and 65%, respectively) as in Figure 1.

There is significant difference in the time
when the events of the third phase occurred
between alfuzosin and placebo, especially during
the first 3 months of treatment, regarding AUR
(9/10 patients, 90% in placebo group while only
2/6 patients, 33.3% in alfuzosin group), for
BPH-related surgery (11/12 patients, 91% in

Table 1. The success and failure rates after the first and the second trial without

catheterization in alfuzpsin and placebo groups.
Alfuzosin (n = 114)

Failure

43 (37.3%)
29 (67.4%)
29 (25.4%)

Success

71 (62.3%)
14 (32.6%)
85 (74.6%)

First phase
Second phase

Cumulative

Placebo (n = 110) x% p-value
Success Failure
36 (32.7%) 74 (67.3%) 19.60; 0.0001"
7 (9.5%) 67 (90.5%) 9.85; 0.002"

43 (39.1%) 67 (60.9%) 28.76; 0.0001"

*Significant p-value
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Table 2. The cumulative incidence of recurrent acute urinary retention in 12 months

treatment of alfuzosin and placebo groups.

Duration in Alfuzosin (n = 54) Placebo (n = 53) 1% p-value
months Cumulative n % Cumulative n %

1 1 1.8 6 1.3 3.92,0.04"
3 2 3.7 9 16.9 5.11, 0.02"
6 5 9.2 10 18.8 2.05,0.15
9 6 1.1 10 18.8 1.70, 0.26
12 6 1.1 10 18.8 1.70, 0.26

*Significant p-value.

placebo group while only 4/8 patients, 50% in
alfuzosin group) and this is of clinical value for
alfuzosin as it succeed either to prevent or to
delay most of the serious events more than
3 months.

There was no significant statistical difference
(p > 0.05) in long-term effects between the suc-
cessful voided patients from the first and the sec-
ond TWOC regarding the recurrence of AUR
(4/6 and 2/6 patients, respectively) and for
BPH-related surgery (4/8 and 4/8 patients,
respectively).

The mean age of our study populations were
69 + 2 years, mean PSA was 2.2 + 0.4 ng/dl, and
mean prostatic volume was 65 = 10 ml. The
mean parameters of successful voided patients
compared with non successful patients in alfu-
zosin group regarding the age (69 + 2 years ver-
sus 61+ 2 years), PSA (1.9 + 0.3 ng/dl versus
1.2+0.2ng/d) and for prostatic
(60 + 10 ml versus 40 + 10 ml) and this give an
idea that the alfuzosin is effective in increasing

size

the successful voiding trials in high risk group of
patients for failed TWOC (age >6 years, PSA
>1.5 ng/dl, prostatic size >40 mg).

The international prostatic symptoms score
(IPSS) was estimated at each visit and it is found
that alfuzosin is effective in keeping the patients

in significantly less score (p = 0.0001) compared
with placebo all over the duration of follow up
(12 months), as in Figure 2. Alfuzosin was also
successful in reducing the bother score compared
with placebo all over 12 months of treatment
(Mean: 1.66 £ 0.5 vs 2.27 + 0.5; p = 0.0001).
Alfuzosin was well tolerated, as the number of
withdrawals is similar with that of placebo (six
and five patients, respectively). In alfuzosin
group 23 patients (42.5%) and in placebo group
21 patients (39.6%) experienced at least one side
effect. Dizziness was the most significant side
effect in alfuzosin treated patients and tolerance
developed after few days of treatment in the
majority of complained patients, as in Table 4.

Discussion

AUR is an important and common public health
issue in aging men as it is estimated that more
than 1 in 10 men in their 70s will experience
AUR within the next 5years [21], and it is
regarded by the patients as the most serious haz-
ard of untreated BPH [22]. AUR was the most
important indication for prostatic surgery but
after establishing the medical treatment of pros-
tate, the number of patients having surgery for
BPH has decreased by 60% over the last decade
(23]. a-blockers are the main stay of medical

Table 3. The cumulative need for benign prostatic hyperplasia-related surgery in 12

months treatment of alfuzosin and placebo groups.

Duration in Alfuzosin (n = 54) Placebo (n = 53) 1% p-value
months Cumulative n % Cumulative n %
1 2 3.7 8 15.0 4.11,0.04"
B 4 7.4 11 20.7 3.95, 0.04"
6 6 1.1 12 22.6 2.54,0.11
9 8 14.8 12 22.6 1.08, 0.29
12 8 14.8 12 22.6 1.08, 0.29
*Significant p-value.
Therapy (2007) 4(2) future science group ng
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Figure 1. Risk reduction of AUR and BPH-related surgery
during 12 months treatment of alfuzosin.
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treatment of BPH, as many studies proved their
effectiveness and safety in relieving the symp-
toms and reducing the overall progression of the
disease. Medical therapy of prostatic symptoms
(MTOPS) study is one of the important studies
in this field and it confirmed that the use of
a-blocker (Doxazosin) alone is effective in
reducing the overall progression events but it
failed to reduce the risk of AUR or the need for
related surgery [24].

Our study proved the significance of Alfu-
zosin 10 mg once daily in increasing the success-

Figure 2. The differences in the international prostatic
symptoms score values in alfuzosin and placebo groups
during 12 months of treatment.
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ful TWOC in AUR related to BPH (62.3%) and
this confirmed the results of other two studies
ALFAUR [20] and RetenFrance Study (24] as they
showed a successful TWOC in 61.9 and 50.2%,
respectively. Also our study confirmed the results
of the study, which used alfuzosin 5 mg sus-
tained release and showed a successful TWOC of
55% [17]. Most of these results are comparable.

Our study is the first to apply alfuzosin once
daily 10 mg and second TWOC on all failed
patients in the first trial and proved its success in
about third of them (32.6%), although it was
applied to only 33.4% of failed first TWOC
patients in RetenFrance Study [24] and it was suc-
cessful in (21.7%) in spontaneous AUR. Our
study also proved that the second TWOC was
not associated with increase risk of significant
bacteriuria (p > 0.05), and there was no signifi-
cant difference in long-term effect between the
successful voided patients from the first and the
second TWOC regarding the incidence of recur-
rent AUR and BPH-related surgery and this
strongly recommend alfuzosin and a second
TWOC to be a model in our practice for all the
failed first TWOC.

Our results for long-term effects of alfuzosin
in reducing the recurrence of AUR and BPH-
related surgery were comparable to the results of
ALFAUR study [20], as the reduction was of high
significance especially in the first three months
of treatment, and this reflect the real value of the
drug to prevent the need for surgery or at least to
be performed in an elective and in catheter free
state. This will reassure the avoidance of severe
complications that related to the performance of
urgent prostatic surgery in catheterized patients.

Our study proved the effectiveness of alfu-
zosin in the maintenance of low IPSS and low
bothering score compared with placebo as well as
the safety of the drug and its negligible signifi-
cant side effects and this confirm the same results
of many studies [18,19,20,25,26].

The cost effectiveness of alfuzosin once daily
10 mg before and after TWOC has both clinical
and economic benefits as it decreases the need
for emergency surgery for BPH and reduces
treatment cost. The cost effectiveness for six
months of treatment was confirmed by Lieven
and colleagues, and a separated study to evaluate
the cost effectiveness of the drug for one year
prescription is required [27].

Conclusion
Alfuzosin once daily 10 mg is a very useful in
increasing the successful TWOC in spontaneous
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Table 4. The incidence of adverse effects in alfuzosin and placebo groups

Side Effects Alfuzosin Placebo
n (%) n (%)
Dizziness 4 (7.4%) (3.7%)
Headache 3(5.5%) 2 (3.7%)
Asthenia 3(5.5%) 4 (7.5%)
Syncope 0 (0.0%) 0(0.0%)
Postural hypotension 0(0.0%) 0(0.0%)
Impotence 2 (3.7%) 3(5.6%)
Rhinitis 2 (3.7%) 3(5.6%)
Arthralgia 3(5.6%) 2 (3.7%)
Back pain 0(0.0%) 3(5.6%)

BPH-related AUR. A second TWOC in failed

first trial is of significance, free of adverse effects,

mend it to be a model in urology practice. There
is significant risk reduction of recurrent AUR
and BPH-related surgery in alfuzosin treated
patients in comparison to placebo especially in
first 3 months of treatment.

Executive summary

e Acute urinary retention is the most serious hazard of untreated benign prostatic hyperplasia and surgery for acute urinary
retention is associated with higher morbidity

and there is no statistical difference in long-term
effect between the voided patients in the first
and the second TWOC, that is why we recom-

o A trial with out catheter after catheterization for acute urinary retention is a recommended step in the management.

¢ Alfuzosin 10 mg once daily is of value for successful trial without catheter, reducing the recurrence of retention and delaying the
need for related surgery to be performed in an elective and catheter free state.

¢ A second trial with out catheter in patients with failed first trial is valuable, free of adverse effects, and recommended to be a
model in urology practice.

Bibliography

1.

Emberton M, Andriol GL, De La Rosette ]
et al.: Benign prostatic hyperplasia: a
progressive disease of aging men. Urology 61,
267-273 (2003).

Emberton M: The hallmarks of benign
prostatic hyperplasia progression and risk
factors. Eur. Urol. (Suppl. 2), 2-7 (2003).
Crawford ED, Wilson SS, Mcconnell JD
et al (MTOPS research group): Baseline
factors as predictors of clinical progression
of benign prostatic hyperplasia in men
treated with placebo.

Roberts RO, Lieber MM, Jacobson D],
Girman C]J, Jacobsen SJ: Limitation of using
outcomes in the placebo arm of a clinical
trial of benign prostatic hyperplasia to
quantify those in the community. Mayo
Clinic Proc. 80, 759-764 (2005).
Fitzpatrick JM: The natural history of
benign prostatic hyperplasia. B/U Int.
97(Suppl. 2), 3—-6 (2006).

Hartung R: Do o blockers prevent the
occurrence of acute urinary retention? Eur.
Urol. 39(Suppl. 6), 13-18 (2001).

Thomas K, Oades G, Taylor-Hay C, Kirby
RS: Acute urinary retention: what is the
impact on patient quality of life? B/U Int.
95, 72-76 (2005).

McConnell JD: Benign prostatic
hyperplasia: Diagnosis and treatment in
clinical practice guidelines. AHCPR
Publications, MD, USA, 8, 94-582 (1994).
Holtgrewe HL, Mebust WK, Dawd JB,
Cockett AT, Peters PC, Proctor C:
Transurethral prostatectomy: practice aspect
of the dominant operation in American
urology. Urology 141, 248-253 (1989).
Emberton M, Neal DE, Black N: The
National prostatectomy audit: The clinical
management of patients during hospital

admission. B/U 75, 301-316 (1995).

Therapy (2007) 4(2)

11.

12.

13.

14.

15.

16.

Pickard R, Emberton M, Neal DE: The
management of men with acute urinary
retention. BJU 81, 712-720 (1998).
Taube M, Gajraj H: Trial without catheter
following acute urinary retention. B/U 63,
180-182 (1989).

Murray K, Massey A, Feneley RC: Acute
urinary retention — an uro dynamic
assessment. B/U 56, 468-473 (1984).
Klarsove P, Andersen JT, Asmussen CE,
Brenoe J, Jensen SK, Jensen IL: Symptoms
and signs predictive of the voiding patterns
after acute urinary retention in men. Scand.
J. Urol. Nephrol. 21, 32-28 (1987).
McNeill SA: Does acute urinary retention
respond to o blockers alone? Eur. Urol.
39(Suppl. 6), 7-12 (2001).

McNeill SA: The role of a-blockers in the
management of acute urinary retention
caused by benign prostatic obstruction. Eur

Urol. 43, 325-332 (2004).

fsg

future science group



20.

fsg

Alfuzosin in acute urinary retention of benign prostatic hyperplasia — RESEARCH ARTICLE

McNeill SA, Daruwala PD, Mitchell ID,
Shearer MG, Hargreave TB: Sustained
release alfuzosin and trial without catheter
after our: a prospective, placebo-controlled
trial. BUJ Int. 84, 622-662 (1999).
Roehrborn CG: Safety and efficacy of
alfuzosin 10 mg once-daily in the treatment
of lower urinary tract symptoms and clinical
benign prostatic hyperplasia. B/U Inz. 92,
257-261 (2003).

Glaus GR: Alfuzosin 10 mg once daily
prevent clinical progression of benign
prostatic hyperplasia. Results of 2-years
placebo-controlled study. B/U Int. 97,
7341-741 (2006).

McNeill SA, TB Hargreve, Glaus G,
Roehrborn: Alfuzosin 10 mg once daily in
the management of acute urinary retention:
results of double- blind placebo controlled
study. Urology 65, 83-90 (2005).

future science group

21.

22.

23.

24.

Jacobsen SJ, Jacobsen DJ, Girman CJ:
Natural history of prostatism: risk factors for
acute urinary retention. Urology 158,
481-487 (1997).

Lynch TH, Waymount B, Beacock CJM,
Dunn JA, Hughesh MA, Wallace DMA:
Follow up after transurethral resection of
prostate: Who need it? BM] 302, 27-29
(1991).

Borth CS, Berko DT, Nickel JC: Impact of
medical therapy on transurethral resection
of prostate: a decade of change. Urology 57,
1082-1085 (2001).

Mcconnell JD, Roehrborn CG, Bautisa OM
et al. (MTOPS research group): The long-
term effect of doxazosin, finasteride, and
combination therapy on the clinical
progression of benign prostatic hyperplasia.
N. Engl. ]. Med. 349(25), 2387-2398
(2003).

www.futuremedicine.com

25.

26.

27.

Desgrand Camps E de la Taille A, Doublet
JD; The management of acute urinary
retention in France: a cross sectional survey
in 2618 men with benign prostatic
hyperplasia. B/U Int. 97, 727733 (2006).
Nickel JC, Alhilali M, Emberton M,
Vollanieni G: The beneficial effects of
Alfuzosin 10 mg once daily in real-life
practice or lower urinary tract symptoms
(LUTS), quality of life and renal
dysfunction in men with LUTS and painful
ejaculation. BMJ 97, 1242-1246 (20006).
Annemans L, Cleemput I, Lamotte M,
McNeill A, Hargreave T: The economic
impact of using Alfuzosin 10 mg once daily
in the management of acute urinary
retention in the UK: a 6-month analysis.

BJU Int. 96, 566-571 (2005).




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /SyntheticBoldness 1.000000
  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [589.606 793.701]
>> setpagedevice


