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Abstract

Background—Inmenwith chronic prostatitis—chronic pelvic pain syndrome, treatment with alpha-
adrenergic receptor blockers early in the course of the disorder has been reported to be effective in
some, but not all, relatively small randomized trials.

Methods—We conducted a multicenter, randomized, double-blind, placebo-controlled trial to
evaluate the efficacy of alfuzosin, an alpha-adrenergic receptor blocker, in reducing symptoms in
men with chronic prostatitis—chronic pelvic pain syndrome. Participation in the study required
diagnosis of the condition within the preceding 2 years and no previous treatment with an alpha-
adrenergic receptor blocker. Men were randomly assigned to treatment for 12 weeks with either 10
mg of alfuzosin per day or placebo. The primary outcome was a reduction of at least 4 points (from
baseline to 12 weeks) in the score on the National Institutes of Health Chronic Prostatitis Symptom
Index (NIH-CPSI) (range, 0 to 43; higher scores indicate more severe symptoms). A 4-point decrease
is the minimal clinically significant difference in the score.

Results—A total of 272 eligible participants underwent randomization, and in both study groups,
49.3% of participants had a decrease of at least 4 points in their total NIH-CPSI score (rate difference
associated with alfuzosin, 0.1%; 95% confidence interval, —11.2 to 11.0; P = 0.99). In addition, a
global response assessment showed similar response rates at 12 weeks: 33.6% in the placebo group
and 34.8% in the alfuzosin group (P = 0.90). The rates of adverse events in the two groups were also
similar.

Conclusions—Our findings do not support the use of alfuzosin to reduce the symptoms of chronic
prostatitis—chronic pelvic pain syndrome in men who have not received prior treatment with an alpha-
blocker.

Prostatitis is a common and costly medical condition, with chronic prostatitis—chronic pelvic
pain syndrome the most frequent subtype encountered by family physicians, internists, and
urologists.1=3 Men with chronic prostatitis—chronic pelvic pain syndrome have chronic
genitourinary pain, the hallmark symptom of this syndrome, but also report urinary and sexual
dysfunction,* both of which have a negative effect on the quality of life.>:6 The prevalence rate
of physician-diagnosed prostatitis in one U.S. community was 9%’; population-based surveys
of symptoms estimate the prevalence of prostatitis-like symptoms to be between 6 and 12%.
8 In the majority of men whose symptoms persist for more than 3 months, the cause of
symptoms is believed to be noninfectious.! What was previously referred to as a diagnosis of
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nonbacterial prostatitis and prostatodynia is now called chronic prostatitis—chronic pelvic pain
syndrome.®

Despite a lack of supporting evidence from clinical trials10-12 and the likelihood of a
noninfectious cause,* antimicrobial and antiinflammatory agents are often considered the
mainstay of drug therapy for this syndrome.13 A recent survey showed that for men with
symptoms that are characteristic of chronic prostatitis—chronic pelvic pain syndrome, more
than 75% of primary care physicians prescribe antibiotics at least half the time, whereas more
than 50% regularly recommend antiinflammatory agents.2

The findings of several placebo-controlled trials,14-17 but not all of them,11 suggest that
treatment with alpha-adrenergic receptor antagonists may be effective for reducing symptoms
in men with this syndrome, especially in those who have not previously been treated with these
drugs and who have had symptoms for a relatively short time (less than a year). We performed
a multicenter, randomized, double-blind, placebo-controlled trial of the alpha-adrenergic
receptor blocker alfuzosin to determine whether the symptoms of chronic prostatitis—chronic
pelvic pain syndrome could be reduced in men who had recently received a diagnosis of chronic
prostatitis—chronic pelvic pain syndrome and who had not previously been treated with this
class of drug.

Men who were at least 18 years of age and who had been seen by a physician for symptoms
of chronic prostatitis—chronic pelvic pain syndrome within the previous 2 years were recruited
from 10 sites in the United States and 1 site each in Canada and Malaysia. Eligibility criteria
included pain or discomfort in the pelvic region for at least 6 weeks and a total score of at least
12 on the National Institutes of Health Chronic Prostatitis Symptom Index (NIH-CPSI) (on a
scale of 0 to 43, with higher scores indicating more severe symptoms).18 The institutional
review board at each of the participating clinical centers approved the study, and all the men
provided written informed consent.

Major exclusion criteria were previous treatment with alfuzosin or any other alpha-adrenergic
receptor blocker for symptoms of chronic prostatitis—chronic pelvic pain syndrome or for any
other reason, a documented urinary tract infection (midstream urine culture with at least
100,000 colony-forming units per milliliter), symptomatic genital herpes in the previous 3
months, use of 5-alpha reductase inhibitors in the previous 12 months, unilateral orchialgia
without pelvic symptoms, a history of genitourinary cancer, inflammatory bowel disease,
active urethral stricture, prostate or bladder surgery, neurologic disease affecting the bladder,
or use of exclusionary medications such as potent cytochrome P-3A4 inhibitors (e.g.,
ketoconazole, itraconazole, or ritonavir) or erythromycin.

Study Design and Procedures

Men at each clinical site were randomly assigned in a 1:1 ratio to receive either 10 mg of
alfuzosin or an identical-looking placebo once daily for 12 weeks with the use of a centrally
controlled, Web-based data-management system. A permuted-block randomization procedure
with randomly assigned block sizes of 4, 6, and 8 was used. Study investigators and subjects
were unaware of the treatment assignments. There were four research-clinic visits during which
data for the primary and secondary outcome measures were collected: visit 1 involved
screening, visit 2 involved collection of baseline data and randomization, visit 3 was the 6-
week evaluation, and visit 4 was the 12-week evaluation of the primary end point. Data on
adverse events were collected on visits 2, 3, and 4. The trial was sponsored by the National
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Institute of Diabetes and Digestive and Kidney Diseases, and Sanofi-Aventis provided the
study drug and placebo at no cost. Sanofi-Aventis was not involved in the design of the study,
the analysis of the data, or the preparation of the manuscript.

Monitoring of all adverse events was conducted with the use of standardized queries by the
research coordinator at each study site. All adverse signs and symptoms, as well as worsening
of preexisting conditions, whether or not they were considered to be related to the study drug,
were reported and categorized in accordance with the codes in the Medical Dictionary for
Regulatory Activities (MedDRA), version 6.0.1°

The primary outcome was a decrease (improvement) in the NIH-CPSI of at least 4 points from
baseline to 12 weeks.18:20 The NIH-CPSI measures aspects of the three most important
symptom domains of the chronic prostatitis—chronic pelvic pain syndrome: pain (location,
frequency, and severity; score range, 0 to 21), voiding problems (irritative and obstructive
symptoms; score range, 0 to 10), and negative effects on the quality of life (score range, 0 to
12), with a total score ranging from 0 to 43.18 A 4-point decrease in the NIH-CPSI score has
been shown to be the minimal clinically significant difference perceived by patients as
beneficial.20 Early withdrawal from the study was classified as treatment failure, and men who
withdrew early were included in the denominator for determining the primary-outcome
response rate in an intention-to-treat analysis.

A number of secondary outcomes were assessed using a 7-point global response assessment.
21 Men who reported moderate or marked improvement in the global response assessment at
the end of the study were identified as treatment responders. Comparison of the global response
assessment scores between study groups included men who withdrew early (11 in the placebo
group and 19 in the alfuzosin group), as prespecified in the data analysis and monitoring plan.

Other measures included assessment of general pain and urinary urgency on a Likert scale
(range, 0 [none] to 10 [most severe]), the McGill Pain Questionnaire (ranges, 0 to 45, 0 to 33,
and 0 to 12 for total, sensory, and affective scores, respectively, with higher scores indicating
greater pain)?2; the Medical Outcomes Study Short Form Health Survey 12 (range, 0 to 100
for the physical component summary and mental component summary, with the mean set at
50 and higher scores indicating better quality of life)23; the Hospital Anxiety and Depression
Scale (range, 0 to 42, with higher scores indicating greater anxiety and depression)24; the
International Index of Erectile Function (range, 0 to 75, with higher scores indicating better
sexual function)2°; and the Male Sexual Health Questionnaire (range, 0 to 40, with higher
scores indicating better function with respect to erection and ejaculation and greater satisfaction
with sexual life).26

Safety Assessment

Adverse events were summarized on the basis of the body system, according to the Common
Toxicity Criteria. Toxicity was assessed for each subject both overall and within each body
system. Each participant was counted only once in the assessment for each body system. In
the case of multiple events occurring in the same body system for a given participant, the
highest grade of severity reported by that participant was recorded. Toxicity rates, both overall
and within each study group, were estimated.

Statistical Analysis

Descriptive statistics were used to compare baseline demographic characteristics (age, race or
ethnic group, and clinical center) and all primary and secondary measures. For participants
who did not complete the study, the time to withdrawal was compared between the two groups
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with the use of the log-rank test. For each group, the rate of adherence to treatment, based on
pill counts at the 6-week visit and the 12-week visit, was calculated as the average of the
percentage of pills taken.

The primary analysis compared rates for the primary outcome between study groups, using the
exact conditional test version of the Mantel-Haenszel test to control for clustering by clinical
center.2’ The pooled rate difference (i.e., the between-group difference in response rates across
clinical centers)28 and the 95% confidence interval for this difference were calculated with the
use of the “metan” module in SAS software, version 9.0, to implement a Mantel-Haenszel
estimator for the difference. For secondary efficacy outcomes, both cross-sectional descriptive
statistics and changes from baseline were calculated.

For the safety analysis, the frequency of each grade of toxicity in each body system was
calculated. Between-group comparisons of overall adverse-event rates, with each patient
classified according to the worst grade reported across all body systems, were performed with
the use of an exact Kruskal-Wallis test. Since there were 26 individual categories of adverse
events, the Hochberg procedure was applied to correct for inflation of event rates as a result
of multiple comparisons.2?

Sample-size calculations were based on 80% power to detect a difference (effect size) of 20
percentage points between response rates in the two groups (40% in the placebo group and
60% in the alfuzosin group) for the primary outcome, defined as a decline of 4 or more points
in the NIH-CPSI total score. The estimated response rate of 40% for the placebo group was
based on previous studies of chronic prostatitis—chronic pelvic pain syndrome,11:14-17 although
we recognized that limited information on response rates was available for men who received
the diagnosis recently (i.e., those with symptoms of short duration) and who had not previously
been treated with an alpha-blocker. On the basis of a two-sided alpha level of 0.05 for Fisher's
exact test, we calculated that a total sample of 270 participants would be required (135 per
study group). This proposed sample size included a 20% increase to adjust for clustering within
clinical sites and a 5% increase for interim monitoring.

An independent data and safety monitoring board reviewed safety and efficacy data in April
2006, when we had obtained data on the primary outcome for a total of 129 patients (47%),
and at the end of the study. At the time of the interim review, the criterion for early termination
of the study (P<0.003 for the difference in efficacy between the study groups) was not met,
and the board recommended continuation of the trial.

Study Participants

Of 388 men who agreed to participate at the beginning of the screening phase, 272 underwent
randomization, and 233 completed 12 weeks of follow-up and had primary and secondary
outcomes ascertained (Fig. 1). On the basis of the inclusion criteria specified by the protocol,
the enrollment of four patients was deferred, with plans to enroll them in the study when they
qualified for participation, but none were enrolled; these four patients provided informed
consent but did not undergo randomization (Fig. 1). Withdrawal rates did not differ
significantly between study groups (15.9% of men assigned to alfuzosin and 12.6% of those
assigned to placebo, P = 0.52). Among the 233 subjects who completed the study and whose
adherence to treatment could be determined, 158 (68%) had pill counts indicating an adherence
rate of 95% or higher, and another 61 (26%) had pill counts indicating adherence rates of 75%
to up to (but not including) 95%.
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The baseline characteristics of each study group are presented in Table 1. The median duration
of symptoms of chronic prostatitis—chronic pelvic pain syndrome was 1.2 years. There were
no significant differences in the distributions of demographic characteristics between the two
groups. The mean NIH-CPSI total score was slightly higher in the placebo group than in the
alfuzosin group, but the difference was not significant (25.1 vs. 23.8, P = 0.06), and there were
no significant differences between the groups in any of the NIH-CPSI subscale scores.

Study End Points

The proportion of men with a decrease of at least 4 points in their total NIH-CPSI score from
baseline to 12 weeks was 49.3% in both study groups (difference between groups, 0.1%; 95%
confidence interval, —11.2 to 11.0) (Table 2). The results of the global response assessment
were similar in the placebo and alfuzosin groups, with response rates at 12 weeks of 33.6%
and 34.8%, respectively (P = 0.90).

Table 3 shows the change from baseline to week 12 for all secondary end points. Of the 233
men who completed the trial, those assigned to the alfuzosin group had a 7.1-point mean
decrease in the total score for the NIH-CPSI, as compared with a 6.5-point mean decrease in
the placebo group (treatment effect, 0.6 point; P = 0.70). There also were no significant
differences between the two groups in the changes over time in the other measures. The only
measure for which there was a significant difference between the groups in the change from
baseline to week 12 was the score for ejaculation on the Male Sexual Health Questionnaire
(which showed significant improvement in the alfuzosin group [1.5+4.1, range —14.0 to 14.0]
as compared with the placebo group [0.3+6.5, range —29.0 to 20.0], P = 0.04). There was no
significant difference between the alfuzosin and placebo groups with respect to changes in any
of the five subdomains of the International Index of Erectile Function.

Adverse Events

Overall, 77 (28%) of the 272 participants who underwent randomization reported at least one
adverse event. Most events were classified as mild or moderate (Table 4). Seven men (5%) in
the placebo group reported one severe adverse event each, whereas three men (2%) in the
alfuzosin group reported a total of five severe adverse events (arrhythmia, heartburn, nausea,
dizziness, and increased pain). There were no significant differences between the groups in the
overall rates of adverse events (P = 0.79) or the rates for any of the 26 individual adverse-event
categories.

Discussion

Among men who had received a diagnosis of chronic prostatitis—chronic pelvic pain syndrome
within 2 years before enroliment in the study and who had not previously been treated with an
alpha-blocker, a 12-week course of alfuzosin as compared with placebo did not result in a
clinically meaningful reduction in symptoms, as measured by the NIH-CPSI. On the basis of
the 95% confidence interval for the difference between the groups in the proportion of men
who had at least a 4-point improvement in the NIH-CPSI score, the results were compatible
with an absolute difference of 11.2% at most. Similarly, there was no significant difference
between the alfuzosin and placebo groups in multiple secondary outcomes, including the results
of the global response assessment and measures of quality of life, depression, sexual function,
and pain.

Despite a lack of good evidence to support their use, alpha-blockers have often been prescribed
for men with chronic prostatitis—chronic pelvic pain syndrome. There are several reasons for
this practice: alpha-blockers are considered first-line treatment for lower urinary tract

symptoms (similar to those experienced by men with prostatitis—chronic pelvic pain syndrome)
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in older men with a diagnosis of clinical benign prostatic hyperplasia,3° alpha-receptors located
in the central nervous system have been implicated in long-term pain syndromes,3! and recent
preclinical data have suggested that alpha-blockers such as alfuzosin may reduce neurogenic
inflammation in the lower urinary tract.32

The identical response rates in clinically meaningful symptom reduction in the present study
contrast with the findings of four smaller randomized, placebo-controlled clinical trials'4-17
but are consistent with those of another large, randomized, placebo-controlled trial.1! The four
“positive” trials involved 37 patients!’ to 90 patients,116 and ranged in duration from 6
weeks! to 6 months.16:17 One of the studies enrolled patients with no previous exposure to
alpha-blockers,® one enrolled patients regardless of whether they had previous exposure,16
and two did not report whether patients had previous exposure.1*17 In addition, each study
used a different primary end point. The differences in results between the current trial and these
four trials may reflect their inclusion of different populations of men, different durations of
therapy, or their selection of different primary outcomes. The larger trial, which was adequately
powered (with 196 subjects) and used a two-by-two factorial design to assess the effects of 6
weeks of therapy with the alpha-blocker tamsulosin, ciprofloxacin, or both on the total NIH-
CPSI score, showed no significant benefit of alpha-blocker therapy.1! However, men enrolled
in that trial reported long-standing symptoms and had previously been treated with other drugs,
including alpha-blockers. It was argued that patients whose symptoms had developed more
recently and who had not previously been treated with alpha-blockers might be more likely to
benefit, particularly with a longer duration of therapy.33-3° This was the hypothesis tested in
the present study.

Our study enrolled men who had not previously been treated with an alpha-blocker and who
reported having had symptoms for 2 years or less — features characteristic of men enrolled in
several previous clinical trials that have shown a beneficial effect of this class of drug, as well
as of patients seen by primary care physicians. In addition, our primary outcome was based on
a validated instrument, the NIH-CPSI.18 This index has been shown to be responsive to
symptom changes over time20 and has been adopted internationally as a primary end point in
clinical trials involving men with chronic prostatitis—chronic pelvic pain syndrome.1:10-17 The
degree of change required to meet the definition of a positive response to treatment (a decrease
of 4 points or more on the NIH-CPSI) also appears to be clinically meaningful.20 Finally, we
examined a wide range of patient-reported, secondary outcomes previously shown to be
important in this syndrome.5:36

The limitations of our study should also be noted. We looked at only a single alpha-blocker,
and the duration of our study was 12 weeks. Consequently, we cannot exclude the possibility
that the drug would have had a beneficial effect if the treatment period had been longer or if
the patients had had more acute symptoms (a duration of less than 1 year) or clinically
significant voiding symptoms.

The results of our study will inform not only future clinical trials of alpha-blockers but also
other potential therapies. Although the evidence for using alpha-blockers to treat men with
newly diagnosed chronic prostatitis—chronic pelvic pain syndrome is relatively weak, authors
of several systematic reviews and meta-analyses have advocated the use of this class of drug
in such men.33-35 Qur trial does not support these recommendations and should prompt
reconsideration of the choice of initial therapy for these patients.
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2957 Patients were contacted

2172 Were ineligible
322 Declined to participate
225 Were not interested

A

12 Did not consider the study beneficial
15 Had concerns about research process
13 Had medical conditions
1 Had concerns about privacy
27 Were not bothered enough by symptoms
36 Had severe symptoms and were in need

of active drug
75 Did not respond

388 Agreed to participate

A

42 Initially agreed to participate but ultimately

did not consent
24 Were ineligible

50 Declined to participate or could not undergo
randomization within 28 days

272 Underwent randomization

\

\

134 Were assigned to receive

placebo

138 Were assigned to receive

alfuzosin

17 Were withdrawn

4 Had adverse events

2 Were dissatisfied
4 Were no longer
interested

7 Were lost to follow-up

/

22 Were withdrawn

3 Had adverse events

3 Were dissatisfied

3 Were no longer
interested

8 Were lost to follow-up

4 Had personal con-
straints

1 Had other reason

\

117 Completed the study

116 Completed the study

Figure 1. Flow of Subjects through Study Phases
The most common reasons for ineligibility were preexisting symptoms of chronic prostatitis—
chronic pelvic pain syndrome of more than 2 years at the start of the study and previous
treatment with alpha-adrenergic receptor blockers for symptoms. Among the subjects who
declined to participate, seven gave two reasons.
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Table 1
Baseline Characteristics of the Study Subjects”

Placebo Group Alfuzosin Group

Characteristic (N =134) (N =138) P Value
Age —yr 0.99

Mean 40.1+12.3 40.1£11.4

Range 19-66 19-68
Race — no. (%)T 0.19

White 97 (72.4) 88 (63.8)

Black 16 (11.9) 20 (14.5)

Asian 14 (10.4) 13 (9.4)

Other 7(.2) 17 (12.3)
NIH-CPSI

Total score 25.1+5.9 23.8+6.3 0.06

Pain score 11.5+34 11.1+3.3 0.15

Urinary score 4.9+2.9 4.5+2.8 0.30

Quality-of-life score 4.740.9 45+1.1 0.15
Likert Pain and Urinary Urgency Scale

Average pain score 5.0£1.9 4.9+2.0 0.52

Urgency score 47426 44426 0.40
McGill Pain Questionnaire

No. evaluated 133 134

Total score 11.6+8.7 11.2+8.6 0.60

Sensory score 8.9+6.2 8.6%5.9 0.55

Affective score 2.6%3.2 2.6£3.3 0.83
SF-12

No. evaluated 130 136 0.84

Physical-component summary 45.6+8.4 45.5+9.6 0.50

Mental-component summary 44.9+10.2 44.0£10.9
Hospital Anxiety and Depression Scale

No. evaluated 133 137

Total score 12.847.1 12.8+7.6 0.81
International Index of Erectile Function

No. evaluated 126 133

Total score 52.8+17.4 53.5+17.9 0.57
Male Sexual Health Questionnaire

No. evaluated 126 130

Total score 30.446.6 30.0+7.4 0.81

*

Plus—minus values are means +SD. For the National Institutes of Health Chronic Prostatitis Symptom Index (NIH-CPSI), higher scores indicate more
severe symptoms (for the quality-of-life score, higher scores indicate a more negative effect). Score ranges are as follows: total score, 0 to 43; pain
score, 0 to 21; urinary score, 0 to 10, quality-of-life score, 0 to 12; and average pain and urgency scores, 0 to 10. For the Likert Pain and Urinary
Urgency Scale, a score of 0 indicates no pain or urgency and a score of 10 indicates the most severe pain or urgency. For the McGill Pain Questionnaire,
higher scores indicate greater pain. Score ranges are as follows: total score, 0 to 45; sensory score, 0 to 33; affective score, 0 to 12. For the Medical
Outcomes Study Short Form Health Survey 12 (SF-12), higher scores indicate better quality of life. Score range for both the physical and mental
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component summaries is 0 to 100. For the Hospital Anxiety and Depression Scale, higher scores indicate greater anxiety and depression; range, 0 to

42. For the International Index of Erectile Function, higher scores indicate better sexual function; range, 0 to 75. For the Male Sexual Health
Questionnaire, higher scores indicate better function with respect to erection and ejaculation and greater satisfaction with sexual life; range, 0 to 40.

TRace was self-reported.
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Table 2
Response Rates for NIH-CPSI and Global Response Assessment According to Study
Group”®
Absolute
Placebo Group Alfuzosin Group Difference in
Measure (N =134) (N =138) Rates
no. (%) % (95% CI)
NIH-CPSI score, decline of >4 points 66 (49.3) 68 (49.3) 0.1 (-11.2t0 11.0)
(primary efficacy end point)
Global response assessment
Marked or moderate improvement 45 (33.6) 48 (34.8) 1.8(-9.0t0 2.5)
Marked improvement 16 (11.9) 23(16.7)
Moderate improvement 29 (21.6) 25 (18.1)
Slight improvement 32 (23.9) 26 (18.8)
No change 36 (26.9) 36 (26.1)
Slight worsening 5(3.7) 6 (4.3
Moderate worsening 4 (3.0 2(1.9)
Marked worsening 1(0.7) 1(0.7)

Page 13

*The response rate for the National Institutes of Health Chronic Prostatitis Symptom Index (NIH-CPSI) was based on a decline in the total score of
>4 at 12 weeks (P = 0.99); higher scores indicate more severe symptoms. Men without responses included 17 subjects in the placebo group and 22
subjects in the alfuzosin group who were withdrawn from the study. When adjusting for site (different sites had different weights owing to sample
size and within-site variation), the adjusted rate difference becomes 0.1%. The confidence interval was also calculated with site adjustment. The
response rate for the global response assessment was based on marked or moderate improvement at 12 weeks (P = 0.90 by Fisher's exact test).
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Table 3
Changes at 12 Weeks in Scores for Measures of Secondary Outcomes According to Study
Group”
Absolute
Difference
Placebo Alfuzosin between
Group Group Groups
Measure (N =134) (N =138) (95% ClI) P Value
NIH-CPSI
No. evaluated 117 116
Total score (0-43) —6.5+8.5 —-7.1+9.0 -0.6 (-2.7to 0.70
1.5)
Pain score (0-21) -3.0+4.4 -3.3+4.5 -0.3(-14to 0.64
0.8)
Urinary score (0-10) -1.0+2.6 -1.2+2.6 -0.2(-0.8to 0.62
0.4)
Quality-of-life score (0-12) -1.2+15 -1.2+15 0(-0.4t00.4) 0.99
McGill Pain Questionnaire
No. evaluated 116 112
Total score (0-45) —3.1+6.5 —3.4+6.4 -0.3(-1.8to 0.45
1.2)
Sensory score (0-33) —2.3+4.9 —2.55.0 -0.2(-14to 0.47
1.0)
Affective score (0-12) -0.9+2.3 -1.0+2.1 -0.1(-0.6to 0.89
0.4)
SF-12
No. evaluated 113 115
Physical component summary (0-100) 3.548.1 3.0+7.4 -0.5(-2.3to0 0.60
1.3)
Mental-component summary (0-100) 1.9+10.6 4.0£10.5 21(-0.4to 0.16
4.6)
Hospital Anxiety and Depression Scale
No. evaluated 117 115
Total score -1.5455 —2.65.7 -11(-24to 0.08
0.2)
International Index of Erectile Function
No. evaluated 109 110
Total score —0.2+14.7 0.5+12.7 0.7 (-2.6 to 0.94
4.0)
Male Sexual Health Questionnaire
No. evaluated 111 107
Total score (0-40) 0.6+6.8 1.7+4.5 1.1(-0.3to 0.06
2.5)

*

Plus—-minus values are means £SD. For the National Institutes of Health Chronic Prostatitis Symptom Index (NIH-CPSI), higher scores indicate more
severe symptoms (for the quality-of-life score, higher scores indicate a more negative effect). Score ranges are as follows: total score, 0 to 43; pain
score, 0 to 21; urinary score, 0 to 10, quality-of-life score, 0 to 12; and average pain and urgency scores, 0 to 10. For the McGill Pain Questionnaire,
higher scores indicate greater pain. Score ranges are as follows: total score, 0 to 45; sensory score, 0 to 33; affective score, 0 to 12. For the Medical
Outcomes Study Short Form Health Survey 12 (SF-12), higher scores indicate better quality of life. Score range for both the physical and mental
component summaries is 0 to 100. For the Hospital Anxiety and Depression Scale, higher scores indicate greater anxiety and depression; range, 0 to
42. For the International Index of Erectile Function, higher scores indicate better sexual function; range, 0 to 75. For the Male Sexual Health
Questionnaire, higher scores indicate better function with respect to erection and ejaculation and greater satisfaction with sexual life; range, 0 to 40.
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Table 4
Adverse Events According to Study Group

Placebo Group Alfuzosin Group
Adverse Events (N =134) (N =138) P Value
no. (%)

Overall events 39 (29.1) 38 (27.5) 0.79
Mild (grade 1) 13 (9.7) 16 (11.6)
Moderate (grade 2) 19 (14.2) 19 (13.8)
Severe (grade 3) 7(5.2) 3(2.2)
Serious™ 2(19) 107

Events according to body systemJr
Constitutional events 7(5.2) 4(2.9) 0.37
Gastrointestinal events 13 (9.7) 10 (7.2) 0.52
Neurologic eventst 6 (4.5) 1180 0.32
Pain in any body systemS 20 (14.9) 15 (10.9) 0.37

*
Four serious events were reported; one occurred before randomization. Serious adverse events were defined as any untoward (unwanted) medical

occurrence that was life-threatening or resulted in death, persistent significant disability or incapacity, in-patient hospitalization or prolongation of
existing hospitalization, or a congenital anomaly or birth defect. The three serious adverse events occurring after randomization included myocardial
infarction and traumatic head laceration in the placebo group and spontaneous pneumothorax in the alfuzosin group.

TOnIy body systems for which adverse events were reported at a rate of more than 5% in either study group were included. Each participant was
counted only once in each body system. In the case of multiple events occurring in the same body system for a given participant, the highest grade of
severity reported by that participant was included.

¢The most frequent neurologic adverse event was dizziness (in five men in the placebo group and eight in the alfuzosin group).

§No one specific site of pain was particularly common, and reported sites of pain did not differ significantly between the groups.
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