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Objective: To compare the effectiveness of Tamsulosin in treatment of lower urinary
tract symptoms (LUTS) in women.

Design: Randomized double-blind placebo controlled trial

Setting: Ramathibodi Hospital

Method: One hundred and fifty patients who were in eligible criteria at urological
outpatient department were randomly allocated into 2 groups by block randomization. Group 1
received 0.2 mg of Tamsulosin and group 2 received placebo orally for 1 month in a double-blind
fashion. Outcome variables included mean change of International prostate symptom score (IPSS),
mean change of urinary flow rate and any adverse effect.

Results: Mean change of IPSS (SD) were -5.2 (6.1) in Tamsulosin group and -2.8 (6.0)
in placebo group. There was considered statistically significant. (exact p-value = 0.042) by Mann-
Whitney U test. Mean change of urinary flow rate (SD) were 0.6 (2.6) ml/s in Tamsulosin group and
-0.6 (2.5) ml/s in placebo group. There was considered statistically significant (exact p-value =
0.008). There were two patients in Tamsulosin group who had dizziness and asthenia. No any other
adverse effect was detected.

Conclusion: Tamsulosin was more efficacious than placebo in treatment of LUTS in

women and should be used in selected female patients with LUTS.
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CHAPTER 1

INTRODUCTION

Rationale and background

There are many drugs which have been used to treat LUTS in women such as
anticholinergics, a,-adrenergic receptor (AR) antagonists but there is no evidence that
which drugs are the standard treatments. Despite o,-AR antagonists not being officially
registered for the treatment of LUTS in women, they are used to relieve bothersome
symptoms in these patient groups.

Both men and women experience a similar high prevalence of LUTS, which
increase with age(1-4). LUTS appear to be social problem and affect quality of life in
almost half of women with them(4). It means that if we can treat LUTS in women, their
quality of life should be improved. LUTS also have some common underlying etiology in
both men and women. One of these etiology are that they have the same a,,-AR in bladder
and o;,-AR in prostate gland (men) and urethra (women) which may be involved in
producing LUTS(5). Based on these findings a..0-AR antagonist should be theoretically
more efficacious than a,,-AR antagonist alone.

Only two limited: clinical studies have been reported with o,-AR antagonists in
women with LUTS(6, 7). There used a,,-AR antagonists in treatment of women with
LUTS. The results of these studies were in difference direction and.inconclusive. Several
randomized controlled trials have demonstrated that tamsulosin, a new long acting selective
a;.po-AR antagonist, is safe and effective therapy for the treatment of LUTS suggestive of
benign prostatic obstruction (BPO) in men(8-13). Tamsulosin significantly increases
urinary flow rate and improves symptom scores and quality of life relative to placebo in
men with LUTS suggestive of BPO. The severity of urinary symptoms associated with
LUTS has been quantified using different symptom indexes. The international prostate
symptom score (IPSS) has been validated and presently represents the most widely

accepted instrument for assessing the severity of LUTS in both men and women (14-16)
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and recent study showed that it was a good indicator of the degree of bother and affected on
quality of life throughout various age groups of women and was independent of coexisting
incontinence(17).

All of these observations suggest that the development of LUTS may be age
specific and not gender specific. If this hypothesis is valid, women with LUTS may also
benefit from tamsulosin.

We perform a randomized controlled trial to determine the effectiveness of
tamsulosin for the relief of symptoms of lower urinary tract symptoms (LUTS) in women.



CHAPTER 2

REVIEW OF RELATED LITERATURE

Lower urinary tract symptoms (LUTS) are divided into three groups: storage
(increased daytime frequency, nocturia, urgency, urinary incontinence), voiding (slow
stream, splitting, intermittency, hesitancy, straining, terminal dribble) and post micturition
symptoms(18). As is the case with LUTS in men, LUTS in women, including urinary
incontinence, are highly prevalent in the community (up to half of women may have some
degree of urinary incontinence) (1-4) but are considerably under-diagnosis and treatment.
This is probably because these symptoms are often seen as a normal part of the aging
process and/or the belief that there is no good treatment available.

Three community-based studies clearly support this finding. One study was a
questionnaire-based survey performed in 5502 women aged 18 or over from 11 countries in
Asia including 4 centers in Thailand, the prevalence of LUTS in women was 53.1%.
Urgency was the most common presenting symptom (65.4%). Twenty-one percent of the
LUTS women present with incontinence, giving an overall prevalence of 11.4% for urge
incontinence among Asian women(2).

The second study was performed in one urban county in Denmark to assess the
prevalence of LUTS in women aged 40-60 years old(3). The authors founded that the
prevalence of LUTS and urinary incontinence were 27.8% and 16.1% respectively. The
third study was performed at the Bristol Urological Institute to assess the prevalence of
LUTS in women aged 19 or over living in Pill, a small village outside Bristol(4). The
authors used the validated Bristol Female LUTS (BFLUTS) questionnaire to determine the
prevalence of several LUTS, including incontinence, and to assess its bothersomeness and
the impact on disease-specific quality of life(19). The results show that storage symptoms
are very common among women. Urgency is amongst the most prevalent urinary symptom
(50-60% of women, irrespective of age), followed by stress and urge incontinence. The
prevalence of nocturia increases with age; nocturia (more than twice a night) is reported by

10% of women age 19-49 years but by 40-50% of women aged 70 or older. About half of
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women aged 40-79 years have to get up at least once a night to urinate. This appears to be
troublesome to 17% of women who void at least once a night and more than half of women
who void twice or more each night. Although the prevalence of stress and urge
incontinence also increases with age, these urinary symptoms appear to peak around the
menopause age. In almost 30% of women with any form of incontinence, incontinence
appears to be a social problem because they have to change their underwear or have to
wear pads. Not only are storage symptoms common in women but also voiding symptoms
such as weak stream, hesitancy (15-45% of women), intermittency (20-30%), incomplete
emptying (30-50%) and straining (around 10%). These seem to be more prevalent in
younger than older women, except for poor stream (10% of women aged 19-29 years and
40% of women aged 80 years or over). The high prevalence of LUTS in women is not
surprising, as many other investigators have also reported a similar prevalence for these
symptoms in aged-matched men and women when testing the IPSS as a diagnostic tool for
LUTS in men(14-16). As is the case in men, storage symptoms appear to be much more
troublesome than voiding symptoms.

The fact that both men and women experience a similar high prevalence of LUTS
suggests that at least some part of the underlying etiology may be identical. Schwinn and
Michelotti review the current scientific evidence about the expression of o,-AR in the
LUTS and other organ systems(5). They emphasized on data retrieved from human
subjects. The data clearly show that the human prostate predominantly express a,.- (70%)
and to a lesser extent a,,-ARS. Another interesting finding concerns the expression of a,-
ARs in the human detrusor (bladder smooth muscle). Although the expression of o,-ARS in
the human detrusor-is-low, itis detectable and consistent (6.3 fmol/mg total protein)(20). In
contradistinction to the prostate, the human detrusor seems to contain mainly the o, (66%)
and to-a lesser extent the a,, (34%) subtypes. In-the opinion of Schwinn and her colleagues,
the a,.-AR in ‘'the prostate may be"involved 'in" producing BPO and related voiding
symptoms. The a,,-AR in the bladder may be the subtype responsible for bladder instability
and related storage symptoms. These would furthermore suggest that an al,p-selective
compound such as tamsulosin (21) would be expected to reduce both obstruction and
improve voiding and storage symptoms, issues well-documented in the controlled clinical
trials with this compound in men(8-13). From a patient’s perspective it is very desirable

also to alleviate the storage symptoms, as these have been consistently reported to be most
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bothersome for the patient and to affect the quality of life most(22-24). Andersson notes
that under normal physiological situations o,-AR stimulation in the bladder may not be of
functional importance. However, it may be that in patients with LUTS suggestive of BPO
and in patients with detrusor overactivity or a neurogenic bladder, a shift from a B-AR-
mediated relaxation to an o,-AR-mediated contraction may be of functional importance(25,
26). Recent information shows that there is a remarkable increase in bladder a,,-AR MRNA
and protein expression after 6 weeks of obstruction and resultant detrusor hypertrophy(27).
These findings imply that targeting a,,-AR may provide a new therapeutic approach for
controlling storage symptoms and possibly detrusor overactivity associated with
obstruction.

Change in 0,-AR expression in human blood vessels during aging may be another
area of clinical relevance. Many arteries predominantly contain mRNA of the o,.-subtype
and both o;.- and o,5-ARs appear to produce vasoconstriction of the arteries. However,
with aging the o,-AR density increases, with a greater increase in the density of a,s- than
a,.-Subtypes. This would predict that an a,-AR antagonist with greater affinity for o,.- than
a,5-AR, e.g. tamsulosin, (20) will have fewer side effects related to interference with blood
pressure regulation in older than younger subjects. Tamsolosin appears to be generally as
well tolerated as placebo in both younger and older men with LUTS suggestive of BPO
(28) and theoretically may be well tolerated in women with LUTS as well.

Alpha;-ARs, also available at the level of the spinal cord, ganglia and nerve
terminals may contribute to the pathogenesis of LUTS in both men and women. Blockade
of these a,-ARs with at least orally administered a,-AR antagonists that pass blood-brain
barrier may add to-the relief of LUTS achieved with-these agents in the clinical setting.
Although all three a,-AR subtypes are present in the human spinal cord, the o,,-subtype
predominates(29). In women, a,,-ARSs. in the urethra may be involved.in the development
of LUTS, which may be inhibited with a,-AR antagonists. At present there is insufficient
understanding of the role of a,-ARs in the bladder and CNS in the pathogenesis of LUTS,
particularly for the development of detrusor overactivity (storage symptoms) in men
secondary to BPO, in women with LUTS.

These may also be the reason for the experimental application of a,-AR antagonists
in LUTS in women in real-life practice. The underlying mode of action of these agents in

such a LUTS should be a reduction of detrusor overactivity by blockade of (increased
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numbers or increased sensitivity of) a,-ARs in the human bladder (25, 26), and/or
functional urethral obstruction (voiding symptoms) by blockade of a,-ARs in the female
urethra. If indeed a,- (and to a lesser extent a,,) AR subtypes are predominant and
functional in the detrusor of women with LUTS, and the a,.-AR subtype in the female
urethra, an a,.p-AR antagonist may be of particular value to resolve LUTS in women (as is
the case of men).

Only limited clinical studies have been reported with a,,-AR antagonists in women
with LUTS (e.g. frequency, urgency and incontinence)(6, 7). One placebo-controlled study
showed no better effects of the a,.-AR antagonist terazosin in 29 women with prostatic-like
symptoms on the reduction of total IPSS or residual urine(6). However, another open trial
in 34 women with frequency and urgency showed that monotherapy with the o;,-AR
antagonist doxazosin (2 mg once daily) for a minimum of one month was at least as
effective as monotherapy with anticholinergic hyoscyamine in reducing the total IPSS (-
30% vs. -34%, respectively). Combination therapy reduced the total IPSS by 48%(7).
Furthermore, half of women who did not response to hyoscyamine responsed to doxazosin,
compared with 38% of patients who showed the opposite response. More patients with
elevated voiding pressures and/or decreased compliance responsed to doxazosin. Fewer
patients on doxazosin (47%) than on hyoscyamine (61%) or the combination (61%)
reported adverse events. Combination therapy seems to give a higher response rate without
causing more adverse events. Similarly, a very small open Japanese study in five women
with storage LUTS suggested that tamsulosin reduces the total IPSS and residual volume,
and improves the quality of life and urinary flow rate in women with LUTS.

Alphag,-AR-antagonists are. used in: clinical practice to treat bothersome LUTS in
women. This is based on anecdotal case reports and ‘a few small, predominantly open,
studies. Therefore, to confirm the clinical use of ou.0-AR: antagonists in such women,
which have the theoretical advantages over a,,-AR antagonist, large well-powered placebo-
controlled trials in women with storage symptoms (e.g. frequency, urgency and urge
incontinence) are needed. However, patients with stress incontinence should be excluded
from these trials, particularly when subtype unselective or a,.-subtype selective antagonists
are applied, because these can worsen this condition (30, 31) by blocking a;.-ARS in the
female urethra. Symptoms and quality of life should be assessed in detail. Recent study

showed that the IPSS accurately described LUTS in women and, as with men, was a good
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indicator of the degree of bother and affected on quality of life throughout various age

groups of women and was independent of coexisting incontinence(17).



CHAPTER 3

RESEARCH METHODOLOGY

3.1 Research question

3.1.1 Primary research question
Is there a difference in mean change of IPSS between women with
LUTS who received tamsulosin and those who received placebo for 4

weeks?

3.1.2 Secondary research guestion
Is there a difference in mean change of urinary flow rate between
women with LUTS who received tamsulosin and those who received

placebo for 4 weeks?

3.2 Objective

1. To compare the effectiveness of tamsulosin and placebo in women with LUTS.
2. To compare urinary flow rate between patients who received tamsulosin and

placebo

3.3 Hypothesis

3.3.1 Research hypothesis
There is a difference in mean change of IPSS between women with
LUTS who received tamsulosin and those who received placebo for 4

weeks.



3.3.2 Statistical hypothesis
Null hypothesis

There is no difference in mean change of IPSS between women
with LUTS who received tamsulosin and those who received placebo for 4
weeks.

Alternative hypothesis

There is a difference in mean change of IPSS between women with
LUTS who received tamsulosin and those who received placebo for 4

weeks.

3.4 Conceptual framework

Error! Confounders: age, race,
Women hormones, level of
perceptions

Psychosocial Cholinerg_ic Oyo- > Olga- 0lo-ARS in Olyo- > Olga-
factors and receptors in ARs in spinal bladder ARs in
unknown bladder cord, ganglia 0a-ARs in bladder outlet
mechanism urethra obstruction
1 Aging: Oyp- >

Improve IPSS Tamsulosin: gll&-)ﬁlf/se s

and quality of aap-AR reduced side

life OR NOT antagonist effects of drug

Figure 1 Conceptual framework
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3.5 Keyword

Lower urinary tract symptoms (LUTS)
International prostate symptom score (IPSS)

Tamsulosin

3.6 Operational definition

LUTS are defined from the individual’s perspective who is usually, but not
necessary, a patient within healthcare system. LUTS are divided into three
groups: storage, voiding and post micturition symptoms.

Storage symptoms: increased daytime frequency, nocturia, urgency and
urinary incontinence(stress, urge and mixed urinary incontinence).

Voiding symptoms: slow stream,splitting or spraying, intermittency,
hesitancy, straining and terminal dribble.

Post micturition symptoms: feeling of incomplete emptying and post
micturition dribble.

Women with LUTS are defined as ones who have at least one of these three

symptoms.

IPSS is asimple questionnaire, comprising three questions for storage symptoms,
and four questions for voiding symptoms. Each question has a score of 0 (no
symptom) to 5 (worst symptom), thus a total score range from 0 to 35.
Classification of severity of symptom based on a total IPSS score are as
follows: mild (IPSS < 8), moderate (IPSS 8-19), and severe (IPSS >19). The
questionnaire .in English and Thai version were displayed in Appendix A

and B respectively.

3.7 Research design

Randomized double-blinded placebo controlled trial
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3.8 Research method

3.8.1 Population
Target population
Female patients with LUTS

Sample population

Female patients who are in eligible criteria at urological outpatient

department in Ramathibodi Hospital.

3.8.2 Eligible criteria

Inclusion criteria

New cases of ambulatory female patients with LUTS
Age > 20 years old
Normal urinalysis

Signed informed consent to participate in the study

Exclusion criteria

Pregnant women identified by history and if suspected, urine pregnancy test
will be performed.

History of stress urinary incontinence and if suspected, urodynamic study
will be performed.

History of urinary tract infection within 1 week

History- of neurological diseases such as multiple sclerosis, Parkinson
disease, brain tumors and CVA.

History of post radiation to pelvic organs

History of bladder carcinoma

History of diabetes mellitus with neuropathy

History of postural hypotension or syncope

Combination with other a-AR antagonists

Contraindications for a-AR antagonists

Known hypersensitivity to a-AR antagonists
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3.9 Sample size calculation

The primary outcome of the study is mean change of IPSS. Therefore the null and
alternative hypotheses are as follows:

Ho: M= M
Ha: i Mo

M1 = mean change of IPSS in patients receiving tamsulosin at 4 weeks

M. = mean change of IPSS in patients receiving placebo at 4 weeks

Sample size estimation is based on a statistical power of 80% to detect a 35%

difference in 2 independent means according to the following formula.

20-2<Zl—a/2+Zl—/?>2
(pti= pt)®

N&

where o = 0.05 (two-tailed), p = 0.2, Zp975 = 1.96, Zps = 0.84

Compare Mean; |-Mean; |-deati=Meana) i« | sp | 52 | n/grou
Mean; and Mean; ! . Mean; ! S group
35% difference® -2.7 -2.0 0.35 14 | 15| 211 68

Using 35% difference in mean change of IPSS by assuming that tamsulosin, the
new -az.s-AR-antagonists,-is-at least as efficacious as a.-AR-antagonists in the previous
study, the sample size in each group of the treatment will be 68. With the anticipated 10%
dropout rate, the estimated sample size in each group becomes 75.
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3.10 Randomization and allocation concealment

The patients who meet the eligible criteria were randomized in a 1:1 ratio to one of
two treatment groups i.e., tamsulosin and placebo. Block randomization of size four was
employed using a computer-generated random number.

The allocation was concealed and blinded to urologist, patients and all other
personnel involved in this study. To minimize ascertainment bias, only one urologist

conducted this study.

3.11 Intervention

This was a study with one of the two treatments. The study was conducted during
1-month period.

Two visits are planned: an inclusion visit (D0), and end-point visit (D30). During
the treatment phase (D0-D30), patients will be randomized to receive either tamsulosin
(0.2 mg) or placebo. All of the characteristics and taste of the placebo are the same as
tamsulosin except active ingredients. Study medications will be packaged in a concealed
card to maintain blinding in the pharmacy unit. Patients will take one capsule daily in the
evening after meal. IPSS will be filled in by patients themselves using validated IPSS Thai
version.

All uroflowmetry recordings must be carried out using the same device Life-Tech
Janus I1V®. The various uroflowmetry parameters: maximum flow rate (ml/sec), voided
volume (ml), flow time (sec) will-be measured. Mean flow rate (ml/sec) will be calculated
by dividing the wvoided volume (ml) by the flow time (sec). Uroflowmetry will be
considered as valid if the voided volume. is of at least 150 ml. If the voided volume is not
sufficient, the patients can be asked to drink 300-500 ml of" fluid and have a second
uroflowmetry one hour later.

General clinical safety will be assessed by the collection of spontaneously reported
adverse events at the end-point visit. For this purpose, the following question will be asked
to the patient: “since your last visit, did you note any unusual symptoms, or did you have

health problems that you did not have before?”
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Adverse events (AE) are defined as any unfavorable or unintended sign, symptom
or disease temporally associated with the use of this medicine, whether or not considered
related to this medicine.

As soon as a serious adverse event is observed, at any time during the study, the
doctor informs immediately or within 24 hours.

Serious adverse events (SAE) are defined as any untoward medical occurrence that
any dose:

e Results in death

e |Is immediately life-threatening. This is not an event, which
hypothetically might have caused death if it has been more
severe.

e Requires hospitalization or prolongation of existing
hospitalization

e Results in persistent or significant disability or incapacity. The
term “disability” means a substantial disruption of one’s ability
to carry out normal life functions.

e |s acongenital anomaly/birth defect.

e [san important medical event, according to medical judgment.

Dropouts: The patients may drop out of the study if they decide to do so, at any
time and irrespective of the reason, or this may be the doctor decision. All the dropouts
must be recorded and given the reason. For patients lost to follow up, the case record form
must be filled in up to the last visit performed. The doctor will make every effort to
discover the reason why the patient failed to attend the visit and to determine state of
health.

Compliance: the doctor will ask at the end-point visit if the treatment was taken
on a regular basis and count the remaining of the drugs.

Co-intervention: the patients will be asked at the inclusion visit not allowed taking
any treatments or drugs for LUTS from drugstores or traditional medicine and at the end-
point visit whether she takes other medications to treat LUTS.

Day 0 (D0)

Patients will be asked to give their written consent to participate in the

study after having received an explanation of the protocol.
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Baseline evaluation will be performed:
History and physical examination, body weight, height, urinalysis, IPSS,
maximum urinary flow rate (ml/sec)

Day 0-30 (D0-D30)
Patients will take either tamsulosin or placebo for 4 weeks. Evaluation will
be performed at 4 weeks including vital signs (BP, heart rate), IPSS, adverse
events and maximum urinary flow rate.

Practical conduct of the study
Inclusion visit (DO)
This visit will include:
An explanation given orally to the patient on the trial
The information and informed consent will be dated and signed by the
patient.
Verification of inclusion and exclusion criteria
Collection of demographic data, disease history (date of onset of micturition
disorders, previous and concomitant LUTS treatments), associated diseases,
relevant concomitant medications
Measurement of blood pressure and heart rate
Assessment of urinary symptoms by the patient (IPSS)
Urinalysis, body weight, height and uroflowmetry recording
The patient will be included in the trial after verification of inclusion and
exclusion criteria.
She will be prescribed one study medication tobe taken orally at the end of
a meal in the evening for 30 days.
Final visit (D30)
This visit will ‘take place 30 days (+ 3 days) after the-inclusion visit and
include:
Assessment of urinary symptoms by the patient (IPSS)
Measurement of blood pressure and heart rate
Uroflowmetry recording
Collection of any report of adverse events

Assessment of patient compliance
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Study schedule

Day0 | Day30
Informed Consent +
Demographics +
Disease history +
Medical history, associated diseases +
and medications
Clinical assessment:
Onset of symptomatic improvement +
IPSS* + +
Urinary flow rate + +
Vital signs (BP, Heart rate) + +
Adverse events +
Urinalysis + +

* To be filled in by the patient

3.12 Outcome measurement

Patient population

The population for efficacy analysis was intention-to-treat (ITT) population
which was defined as all patients who were randomized and took at least 1 week of
study medication after randomization.

Primary efficacy endpoint

The primary efficacy endpoint was improvement in urinary symptoms IPSS
after 4 weeks of treatment. The mean change from baseline at week 4 of IPSS
between tamsulosin and placebo were compared. The more negative mean change
of IPSS indicated the mare efficacious.

Secondary efficacy endpoint

The secondary efficacy endpoints were improvement in maximum and mean
urinary flow rate (determined by uroflowmetry). The mean change from baseline at
week 4 of maximum and mean urinary flow rate were compared between
tamsulosin and placebo. The more positive mean change of urinary flow rate

reflected the more efficacious.
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3.13 Data collection

Demographic data, baseline characteristics
Age (year), weight (kg), height (cm), disease and medical history,
urinalysis, IPSS, maximum and mean urinary flow rate (ml/sec)
Outcomes
IPSS
Maximum and mean urinary flow rate (ml/sec)

Adverse events: dizziness, postural hypotension, headache, and asthenia

3.14 Data analysis

All data was analyzed as intention-to-treat basis with all recruited patients who had
at least one study medication after randomization. Missing data was checked in the data
management report. The demographic and baseline quantitative data were presented as
mean, standard deviation, min, max, median and quartiles as appropriate.

For the primary efficacy endpoint of mean change of IPSS, unpaired student t test
or Mann-Whitney U test will be used to compare with the two treatment groups based on
normality assumption.

For the secondary efficacy endpoint of mean change of urinary flow rate, unpaired
student t-test or Mann-Whitney U test will be used based on normality assumption.

Adverse events were reported as numbers and percentages.

All statistical analyses were performed using SPSS/PC Version 11. A two-sided

significance level of 0.05 will be used for all analyses.

3.15 Limitation

The primary outcome of this study should also involve in quality of life assessment
because it will reflect the real benefit to the patients. However, at present there is no quality
of life in Thai version so we had to use symptom score alone to assess the efficacy of

tamsulosin.
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3.16 Ethical consideration

The researchers have submitted the documents required by the regulations
according to Ethics Committee and obtained their opinion in writing. Patients cannot be
included until the approval of the Ethics Committee has been received. During the trial, any
amendments or modifications to the protocol should be sent to the Ethics Committee. It
should also be informed of any event likely to affect the safety of patients or compromise
the continuation of the trial.

The trial was conducted in accordance with ICH guidelines for Good Clinical
Practice. All eligible patients were received detail of the study protocol and research
assistants explained the protocol thoroughly to the patients. All patients had to give written
informed consent before enrollment. The patient’s right to confidentiality was maintained
during data collection and processing.

Tamsulosin was registered by Thai FDA to be used for the indication of LUTS in
men suggestive of BPO. If the trial medication fails to improve patient symptoms, another
treatment for LUTS such as anticholinergics will be used. In the other way, if the trial
medication is beneficial, it will be the treatment of these patients. We useed placebo to
compare with tamsulosin because there might be a placebo effects in the treatments of
LUTS and they did no harm in a low morbidity disease such as LUTS which even just

reassure the patients was one of the treatments.

3.17 Implication

The results obtained from this study will be one of the information in the treatments

of LUTS in-women in clinical urologic practice.



CHAPTER 4

RESULTS

4.1 Demographic and baseline data

A total of one hundred and fifty female patients with LUTS were enrolled in the
study. Seventy-five female patients were randomly allocated to each group (tamsulosin
group and placebo group).

The baseline characteristics of patients in both groups were comparable regarding
age, body weight, duration, IPSS, and maximum and mean urinary flow rate (Table 1).

Table 1 The demographic characteristics and baseline data

Tamsulosin (n = 75) Placebo (n = 75)

Mean (SD) Median Min, Max Mean (SD) Median Min, Max
Age (yr) 46.3 (12.3) 44 27,69 49.8 (13.5) 48 27,69
Weight (kg) 50.4 (8.7) ~ 50 38, 67 51.9(7.8) 50 35,65
Duration (mo) 325(34.4) 24 6,120 36.0(36.5) 24 4,144
IPSS* 16.1(6.7) -~ 16 ' 3,28 20.8(6.1) 22 9,31
Max. flow rate (ml/s) 185(6.1) 18 9,30 18.7(6.1) 19 9,317
Mean flow rate (ml/s) 7531 7 3,142 7739 7 1,17.3

* p-value = 0.0001

Owing to a statistically significant difference in baseline IPSS between two groups
(p-value = 0.0001), scatter plot and Spearman’s rank correlation were performed. It was
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found that there were very weak correlation between baseline IPSS and mean change from
baseline in IPSS in both groups (Spearman’s rank correlation coefficient = -0.15, p-value =
0.9 in tamsulosin group and 0.36, p-value = 0.2 in placebo group respectively). We then
assumed that difference in baseline IPSS between two treatment groups had no significant
effect on difference in mean change from baseline in IPSS between groups.

Three patients in tamsulosin group (3%) were lost to follow up due to side effects (2
patients) and inefficacious drug (1 patient) respectively.

Four patients in placebo group (5.3%) were lost to follow up due to inefficacious
drug.

All of the patients in both groups took the study medications for 4 weeks.

4.2 Analysis of primary outcome

Change from baseline (post-pre) at week 4 in IPSS was analyzed since improvement
in each patient’s symptom score was of interest rather than IPSS at the end of the study.
Use of change from baseline also helped remove difference between two treatment groups
with regard to pre-treatment IPSS. Table 2 displayed IPSS before and after treatment and

the difference in each treatment group.

Table 2 Comparison of IPSS between 2 treatments

Baseline (Pre) Post-treatment Difference (Post — Pre)
Mean(SD) ‘Median Min, Max Mean(SD) ~Median ‘Min, Max Mean(SD) Median Min, Max
Tamsulosin
16.1(6.7) 16 3,28  10.9(8.7) 12 3,28 -52(6.1) -5 7,-17
(n=72)
Placebo
20.8(6.1) 22 9,31  18.0(10) 21 2,32 -28(6.0) -4 7,-16
(n=71)

The mean change from baseline in IPSS in both tamsulosin and placebo groups
were not normally distributed based on histogram and Kolmogorov-Smirnov test (p-value
= 0.0001 in tamsulosin group and 0.001 in placebo group respectively, Figure 2).
Therefore, Mann-Whitney U test was applied.
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Figure 2 Histogram of change from baseline in IPSS in each treatment group
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The mean change of IPSS in tamsulosin group was significantly higher than in the
placebo group (-5.2 vs. -2.8, exact p-value = 0.042).

Based on the standard treatment of LUTS in men that a,-adrenergic receptor
antagonists should be used when IPSS were more than 7, we ignored 10 patients (all in
tamsulosin group) who had IPSS < 7. Reanalysis were showed in Table 3.

The mean change from baseline in IPSS in both tamsulosin and placebo groups
were not normally distributed so that Mann-Whitney U test was applied.

The mean change of IPSS in tamsulosin group was significantly higher than in the

placebo group (-6.0 vs. -2.8, exact p-value = 0.007).

Table 3 Comparison of IPSS > 7 between 2 treatments

Baseline (Pre) Post-treatment Difference (Post — Pre)
Mean(SD) Median Min, Max Mean(SD) Median Min, Max Mean(SD) Median Min, Max
Tamsulosin
18.0(5.0) 19 3,28  10987) 7 3,28 6062 -5 @ 7,-17
(n=62)
Placebo
20.8(6.1) 22 9,31  180(10) 21 2,32 -28(6.0) -4 7,-16
(n=71)

Because IPSS were consisted of storage symptom score and voiding symptom
score, each symptom score was also analyzed individually and founded that they were not
normally distributed and-not statistically significant. (exact p-value = 0.32 in storage
symptom score and exact p-value =0.6 in voiding symptom- score respectively by Mann-
Whitney U test).



23

4.3 Analysis of secondary outcome

4.3.1 Mean change of mean flow rate (Table 4).

Table 4 Comparison of mean flow rate (ml/sec) between 2 treatments

Baseline (Pre) Post-treatment Difference (Post — Pre)
Mean(SD) Median Min, Max Mean(SD) Median Min, Max Mean(SD) Median Min, Max
Tamsulosin
(n=72) 753.2) 7 3,142 87(33) 9 4,20 06(26) 1 -52,5
Placebo
(=71 8.0(36) 7 1,173 74(34) 6 1,136 -06(25 -1 -65,3

The mean change of mean flow rate in both Tamsulosin and placebo groups were
not normally distributed according to histogram and Kolmogorov-Smirnov test (p-value =
0.0001 in tamsulosin group and 0.005 in placebo group respectively, Figure 3). Mann-
Whitney U test was then performed.

The mean change of mean flow rate in tamsulosin group was significantly higher

than in the placebo group (0.6 vs. —0.6, exact p-value = 0.008).
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Figure 3 Histogram of change from baseline in mean flow rate in each treatment

group
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4.3.2 Mean change of maximum flow rate (Table 5)

Table 5 Comparison of maximum flow rate (ml/sec) between 2 treatments

Baseline (Pre) Post-treatment Difference (Post — Pre)

Mean(SD) Median Min, Max Mean(SD) Median Min, Max Mean(SD) Median Min, Max
Tamsulosin

18.7(6.2) 18 9,30 19.7(49) 18 12,286 1.0(3.9) 1 -3.8,12
(n=72)
Placebo

19.2(5.9) 19 09,6317 20.2(9.8) 17 9,46.5 1.0(25) -1 -11.4,22.1
(n=71)

The mean change of maximum flow rate in both Tamsulosin and placebo groups
were not normally distributed according to histogram and Kolmogorov-Smirnov test (p-
value = 0.045 in tamsulosin group and 0.003 in placebo group respectively, Figure 4).
Mann-Whitney U test was then performed.

The mean change of maximum flow rate in tamsulosin group was not significantly

higher than in the placebo group (1.0 vs. 1.0, exact p-value = 0.33).
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Figure 4 Histogram of change from baseline in maximum flow rate in each

treatment group
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Although there was statistically significant in both mean change of IPSS and mean
flow rate but not in mean change of maximum flow rate, there was a weak correlation
among mean change of IPSS and mean and maximum flow rate. (Spearman’s rank
correlation coefficient = -0.1, p-value = 0.24 and -0.01, p-value = 0.9 respectively).
However there were a strong correlation between mean and maximum flow rate
(Spearman’s rank correlation coefficient = 0.73, p-value = 0.0001)

4.3.2 Adverse effect

There were two patients in the tamsulosin group who had dizziness and
asthenia (2.6%) and were lost to follow up. None of patients in the placebo group had

adverse effect.



CHAPTER 5

DISCUSSION

LUTS in women, including urinary incontinence, are highly prevalent in the
community (up to half of women may have some degree of urinary incontinence) (1-4) but
are considerably under-diagnosis and treatment. There are many drugs which have been
used to treat LUTS in women such as anticholinergics, o;-adrenergic receptor (AR)
antagonists but there is no evidence that which drugs are the standard treatments. The
rationale for investigating a,-AR antagonists for the treatment of women with LUTS is
based upon the observation that men and women have the same propensity for LUTS,
suggesting that some part of etiology may be identical. Recently data clearly show that the
human prostate (female urethra) predominantly express a,.-ARs and human detrusor
contain mainly a,,-ARs although the expression of a,-ARs is low(20). o,,-ARs which are
predominately present in the spinal cord may also be involved in the development of
LUTS(29). The a,,-ARs in prostate (female urethra) may be involved in producing bladder
outlet obstruction and the a,,-AR in the bladder may be the subtype responsible for bladder
overactivity.

These would furthermore suggested that an al.p-selective compound such as
tamsulosin (21) would be expected to reduce both obstruction and improve voiding and
storage symptoms in women as issues well-documented in the controlled clinical trials with
this compound in men(8-13).

Only limited clinical studies have been reported with a,,-AR antagonists in women
with LUTS(6, 7). One placebo-controlled study showed no better effects of the a;.-AR
antagonist terazosin in 29 women. This study used o,-AR antagonist not o;.p-AR
antagonist and was underpowered to detect clinical significance. Another study was
opened non-randomized trial and also used a,,-AR antagonist doxazosin. This study
showed that the a,,-AR antagonist doxazosin was at least as effective as anticholinergic
hyoscyamine in reducing the total IPSS (-30% vs. -34%, respectively). Similarly, a very

small open Japanese study in five women with LUTS suggested that tamsulosin reduced
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the total IPSS and residual volume, and improves the quality of life and urinary flow rate in
women with LUTS.

To our knowledge our study represented the only randomized placebo controlled
trial investigate the therapeutic benefit of an a,.0-AR antagonist tamsulosin in women with
LUTS. A total of one hundred and fifty patients were enrolled in the study which reached
the power of 80% to detect clinically significance. Seventy five patients were randomly
allocated to tamsulosin and placebo groups. The baseline characteristics of patients in each
group was not statistically significant except baseline IPSS which were higher in placebo
group than in tamsulosin group (p-value = 0.0001). Owing to this significant difference,
scatter plot and Spearman’s rank correlation were performed and found that there were
very weak correlation between baseline IPSS and mean change of IPSS in both groups
(correlation coefficient = -0.15 in tamsulosin group and 0.36 in placebo group). We then
assumed that difference in baseline IPSS between two treatment groups had no significant
effect on difference in mean change from baseline in IPSS between groups.

The primary outcome in the study was mean change of IPSS. Our study showed that
there was statistically significant in mean change of IPSS between tamsulosin and placebo
groups (-5.2 vs. -2.8, p-value = 0.042) but there might not be clinically significant because
the difference in mean change of IPSS was only -2.4 points. A modest placebo response
was observed. All of these data meant that in clinical practice tamsulosin was more
efficacious than placebo in treatment of women with LUTS.

Based on the standard treatment of LUTS in men that o,-adrenergic receptor
antagonists should be used when IPSS were more than 7, Reanalysis was done and founded
that mean change of IPSS in tamsulosin group was also- significantly higher than in the
placebo group (-6.0 vs. -2.8, exact p-value = 0.007). These findings suggested that
tamsulosin ‘was more efficacious-than placebo when. using, the cut point of IPSS >7 in
treatment of women with LUTS. Whether tamsulosin improved storage or voiding
symptoms were not known because when compared with placebo, there was not
statistically significant in both storage and voiding symptoms.

The secondary outcome in the study was mean change of mean and maximum flow
rate. Our study showed that there was statistically significant in mean change of mean flow
rate between tamsulosin and placebo groups (0.6 vs. -0.6, p-value = 0.008) but not in mean

change of maximum mean flow rate (1.0 vs 1.0, p-value = 0.33). This difference might not
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be clinical significance because mean flow rate was more important than maximum flow
rate in voiding pattern in women. All of these data meant that mean flow rate could be
improved by tamsulosin.

All of these findings were different from the previous studies (6) because our study
was more power and used tamsulosin (o;.0-AR antagonist) that theoretically was more
efficacious than a,.-AR antagonist.

Although there was statistically significant in both mean change of IPSS and mean
flow rate but not in mean change of maximum flow rate, there was a weak correlation
among mean change of IPSS and mean and maximum flow rate. (Spearman’s rank
correlation coefficient = -0.1, p-value = 0.24 and -0.01, p-value = 0.9 respectively).
However there were a strong correlation between mean and maximum flow rate
(Spearman’s rank correlation coefficient = 0.73, p-value = 0.0001)

These finding suggested that the level of improvement in urinary symptoms was not
directly related to the improvement in urinary flow rate, indicating that the mechanism for
symptom improvement might not be mediated exclusively by relieving bladder outlet
obstruction.

Overall, tamsulosin was fairly well tolerated at daily single dose 0.2 mg. Asthenia
and dizziness developed in two patients in the tamsulosin group and was sufficiently
troublesome to result in premature withdrawal from the study. None of patients in placebo
group developed side effect.

A criticism of the study was the primary outcome (mean change of IPSS). IPSS was
a surrogate outcome that might not reflect the actual benefit of the patients from taking an
a;po-AR antagonist tamsulosin. It should be the quality of life that was more appropriate.
IPSS was also a subjective outcome. Although trying to minimize the bias when filling the
IPSS; there were some misunderstandings of the patients that reflected the reliability of the
IPSS. And the last one was the study should be included anticholinergics that have been
used to treat LUTS in women efficaciously so that there were three treatments in the study

to make the result be interpreted appropriately.
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CONCLUSION AND RECOMMENDATION

This study suggested that a,.0-AR antagonist tamsulosin was more efficacious for
relieving LUTS than placebo in an unselected female population. It could improve IPSS
and urinary flow rate but there was no correlation between them suggesting that improving
only urinary flow rate did not mean that tamsulosin could clinically improve IPSS that was
the major problem in the female patients and vice versa. Although men and women had the
same predisposition for LUTS, the pathophysiology for the symptomatology was gender-
specific. It was conceivable that a subgroup of women with LUTS (that was women with
bladder neck dysfunction) and/or IPSS > 7 might respond to selective a,,p,-AR antagonists
(improve urinary flow rate and IPSS). Based on this study tamsulosin should be used
carefully in selected female patients because of its low efficacy and high cost (40 baht per
day).

Further studies should be directed towards a subgroup of female patients with
bladder neck dysfunction and/or IPSS > 7, comparing tamsulosin with anticholinergics and
determining the pathophysiology of urinary symptoms in women, which may lead to the
development of new pharmacological stratergies for treating LUTS that more efficacious

than tamsulosin.
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INTERNATIONAL PROSTATE SYMPTOM SCORE (I-PSS)
Never | About | About | About | About 2 Almost
1 1 1 times in always
time in | timein | time in 3
5 3 2
1. Over the past month, how often have you had a 0 it 2 3 4 5
sensation of not emptying your bladder completely
after you finished urinating?
2. Over the past month, how often have you had to 0 . 2 3 4 5
urinate again less than two hours after you finished
urinating?
3. Over the past month, how often have you found 0 1 2 3 4 5
you stopped and started again several times when
you urinated?
4. Over the past month, how often have you found it 0 1 2 3 4 5
difficult to hold back urinating after you have felt the
need?
5. Over the past month, how often have you noticed 0 1 2 3 4 5
a reduction in the strength and force of your urinary
stream?
6. Over the past month, how often have you had to 0 1 2 3 4 5
push or strain to begin urination?
None | 1 time 2 3 4 times 5or
times | times more
times
7. Over the past month, how many times did you
most typically get up to urinate from the time you 0 - 2 3 4 5
went to bed at night until the time you got up in the
morning?
Total I-PSS Score S =
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APPENDIX C

CASE REPORT FORM

A randomized placbo controlled trial comparing the effectiveness
of tamsulosin in women with lower urinary tract symptoms

Subject Initials Subject I.D.

Dates of visit

Day Month Year
First visit (D0)

Final visit (D30)

Physician’s name and signature:




STUDY - FLOW CHART

Assessment visit

Patient’s information and consent
Patient identification

Medical history, associated diseases
Disease history

Vital signs (BP, HR)

Urinalysis

Onset of symptomatic improvement
IPSS

Urinary flow rate

Compliance

Adverse events

DO

D30 (final visit)

40



Product:
Objective:

Total number of patients:

Inclusion criteria:

Exclusion criteria:

Assessment parameters:

Number of visits:
Treatment duration:

41

PROTOCOL SUMMARY

Tamsulosin 0.2 mg capsule

To collect, under daily practice conditions, data

on the safety and the effectiveness of tamsulosin

0.2 mg OD in women with lower urinary tract

symptoms (LUTS)

150

- New cases of ambulatory female patients with
LUTS Age > 20 years old

- Normal urinalysis

- Signed informed consent to participate in the
study.

- Pregnant women identified by history and if
suspected, urine pregnancy test will be
performed.

- History of stress urinary incontinence and if
suspected, urodynamic study will be performed.

- History of urinary tract infection within 1 week

- History of neurological diseases such as multiple
sclerosis, Parkinson disease, brain tumors and
CVA.

- History of post radiation to pelvic organs

- History of bladder carcinoma

- History of diabetes mellitus with neuropathy

- History of postural hypotension or syncope

- Combination with other a-AR antagonists

- Contraindications for a-AR antagonists

- Known hypersensitivity to a-AR antagonists

- Symptoms (IPSS)

- Maximum urinary flow rate

- Adverse events

- Compliance

2visits: DO, D30

1 manth
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PHARMACOVIGILANCE
ADVERSE EVENT

Adverse event during this study applies to any untoward medical occurrence in a
patient, which does not necessarily have a causal relationship with the treatment.

An adverse event can therefore be any unfavorable and unintended sign (including an
abnormal laboratories finding, for example), symptom, or disease temporally
associated with the use of a medicinal product, whether or not considered related to
the medicinal product.

Any abnormal laboratory value or vital sign which leads to drug discontinuation is to
be considered as an adverse event.

SERIOUS ADVERSE EVENT
(According to the ICH definition)

Serious adverse event is any untoward medical occurrence that at any dose:

e results in death

e is immediately life threatening. This is not an event which
hypothetically might have caused death if it has been more
severe.

e requires hospitalization or prolongation of existing
hospitalization

e results in persistent or significant disability or incapacity.
The term “disability” means a substantial disruption of
one’s ability to carry out normal life functions.

e is a congenital anomaly/birth defect.

e isan important medical event, according to medical
judgment.

Procedure to be followed in case of adverse event

1. Serious adverse event: The physician must imperatively
- contact the researcher by telephone within 24 hours: Phone 0-1847-0373
- report the adverse event on the “Serious adverse event”

2. Non serious adverse event
The physician reports the adverse event on the relevant form in the CRF.



PHYSICIAN INFORMATION

Thank you for agreeing to participate in this trial conducted in women with lower
urinary tract symptoms.

Guideline for the correct completion of the Case Report Form:

- Fill in the CRF using a black ball pen. All inscriptions must be legible.
- Missing data are to be signaled by:
NA: Not available
ND: Not done
- Corrections should be made by drawing a single line through the data to be
corrected so that the crossed out data remains legible and the correct data
should then be written next to the crossed out data.
Each correction should be dated and initialed by the physician.

In case of serious adverse events you must inform immediately by telephone
within 24 hours.
The serious adverse event forms should be dated and signed by the physician.

43
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FIRST VISIT /DO

DURING THIS VISIT PLEASE:

Give an oral explanation of the trial to the patient and collect the informed
consent, dated and signed by the patient.

Verify inclusion and exclusion criteria

Collect demographic data, disease history ( date of onset of lower urinary tract
symptoms, previous treatments), clinical history, associated diseases and relevant
concomitant medications

Ask the patient to fill the IPSS

Take blood pressure and heart rate in the sitting position after 10 minutes rest

Give the patient the sheet asking hers to note the rapidity of symptomatic
improvement with tamsulosin and to bring it with hers on her next visit.
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Subject Initials First visit (Day 0)
Subject I.D. DO-1

FIRST VISIT

DO

DATE:

Day Month Year

Physician’s signature



Subject Initials

Subject I.D.

INCLUSION CRITERIA
New cases of ambulatory female patients with
LUTS Age > 20 years old
Normal urinalysis

Signed informed consent to participate in the study

First visit (Day 0)
DO-2

YES

O

O

O

46

NO

(|
(|

O

If the answer to any the preceding guestions is NO, the subject is excluded from entry

to the study.

EXCLUSION CRITERIA

Pregnant women identified by history and if suspected,
urine pregnant test will be performed.

History of stress urinary incontinence and if suspected,
urodynamic study will be performed.

History of urinary tract infection within 1 week

History of neurological diseases such as multiple sclerosis,
parkinson disease, brain tumor and CVA.

History of post radiation to pelvic organ
History of bladder carcinoma

History of diabetes mellitus with neuropathy
History of postural hypotension or syncope
Combination with other a-AR antagonists
Contraindication for a-AR antagonists

Known hypersensitivity to a-AR antagonists

YES

O

o o oo o o o

NO

O

O

O O O O o o O

If the answer to any the preceding question is YES, the subject is excluded from entry

to the study.
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Subject Initials First visit (Day 0)
Subject I.D. DO0-3

s PATIENT IDENTIFICATION

Date of birth _ _ Height __ _cm

Day Month  Year

Sex 1M Female Weight _ kg
Race 100 Caucasian =~ 2[00 Black 30 Asian 40 Other
Drug allergies 100 Yes 0O No

If yes, please specify,

Patient information given 100 Yes 0J No
Has the patient signed the written informed consent? 10 Yes 0CJ No

% DISEASE HISTORY

Date of onset of lower urinary tract symptoms

Month Year

< PREVIOUS LUTS TREATMENT STOPPED BEFORE (.E. wiITHIN
THE LAST 6 MONTHS) OR AT DO

Trade Name Date of the last intake

Day Month Year
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Subject Initials First visit (Day 0)
Subject I.D. D0-4

s CONCOMITTENT LUTS TREATMENT (TREATMENT OTHER THAN
TAMSULOSIN OD CONTINUING AFTER DO)

Trade Name Total daily dose

_mg

mg

mg

% MEDICAL HISTORY AND ASSOCIATED DISEASES

Associated cardiovascular pathology:

Hypertension 100 Yes 00 No
Ischemic heart disease 10 Yes 0O No
Heart failure 10 Yes 0O No

If associated cardiovascular pathology, please specify the treatment:

Nitrate derivatives 100 Yes 0O No
Diuretics 100 Yes 00 No
B-blockers 100 Yes 0] No
ACE inhibitors 100 Yes 0O No
Calcium channel blockers 100 Yes 000 No
Others 100 Yes 000 No

If others, please specify:
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Subject Initials First visit (Day 0)

Subject I.D. DO-5

% OTHER RELEVANT CONCOMITTENT MEDICATIONS (L.E.
CONTINUED AFTER DO)

Trade Name Indication




Subject Initials First visit (Day 0)
Subject I.D. D0-6
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Subject Initials First visit (Day 0)

Subject I.D. DO-7

UROFLOWMETRY

It is performed by using the Life-Tech Janus I1\VV® uroflowmeter.

(An uroflowmetry is considered as valid if the voided volume is of at least 150 ml (in
case of insufficient voided volume, you can ask the patient to drink 300-500 ml of
fluid and have a second uroflowmetry one hour later).

Date and time of uroflowmetry:

an Month  Year Hours Minutes

Results

Automatic Measurement

FLOW TIME ___sec
MAXIMUM FLOW RATE __._ml/sec
MEAN FLOW RATE __._ ml/sec

VOIDED VOLUME ml
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Subject Initials First visit (Day 0)
Subject I.D. DO0-8

% PHYSICAL EXAMINATION

HEART RATE BLOOD PRESSURE
Systolic Diastolic
Sitting position
after 10 minutes rest ___bpm ___mmHg ___ mmHg

% ONSET OF TAMSULOSIN TREATMENT

Recommended daily dose: 1 capsule/day
(Please inform the patient that she should take the capsule at the end of the evening
meal and that the capsule should not be chewed, divided or crushed)

Please inform the patient that she will be asked at the next visit about the rapidity of
symptomatic improvement with tamsulosin.
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Subject Initials First visit (Day 0)
Subject I.D. DO0-9

RECORD OF STUDY MEDICATION DISPENSED

Prescribed Dose schedule for 30 days

Date Dispensed:

aa§/ month year

Study medication # of cards Regimen Capsule
Dispensed Dispensed g Total # dispensed

Card #: _ _ 1 capsule OD capsules

Attach Labels for Medication Dispensed at this visit
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Subject Initials First visit (Day 0)
Subject I.D. DO-10

PLEASE, HAND OVER THIS SHEET TO YOUR PATIENT:

Date of first intake

55/ Month Year

Usual time of intake 100 Breakfast 20 Lunch 30 Dinner

After starting treatment with tamsulosin, when did you perceive an improvement of
your urinary symptoms?

10 1 week 20 2 weeks 300 3-4 weeks

NEXT APPOINTMENT

Date: Time:

Bay Month  Year Hours Minutes

DO NOT FORGET TO BRING THIS SHEET BACK TO YOUR DOCTOR
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Subject Initials Final visit (Day 30)

Subject I.D. Final-1

FINAL VISIT

D30

DATE:

Day Month Year

Physician’s signature



Subject Initials

Subject I.D.
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Subject Initials Final visit (Day 30)

Subject I.D. Final-3

UROFLOWMETRY

It is performed by using the Life-Tech Janus I\V® uroflowmeter.

(An uroflowmetry is considered as valid if the voided volume is of at least 150 ml (in
case of insufficient voided volume, you can ask the patient to drink 300-500 ml of
fluid and have a second uroflowmetry one hour later).

Date and time of uroflowmetry:

an Month  Year Hours Minutes

Results

Automatic Measurement

FLOW TIME ___sec
MAXIMUM FLOW RATE __._ml/sec
MEAN FLOW RATE _ . ml/sec

VOIDED VOLUME ml
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Subject Initials Final visit (Day 30)

Subject I.D. Final-4

% PHYSICAL EXAMINATION

HEART RATE BLOOD PRESSURE
Systolic Diastolic
Sitting position
after 10 minutes rest . bpm ___mmHg _ __ mmHg
s COMPLIANCE
Card # Returned: _ # Capsule Dispensed: # Capsule Returned:
Was Tamsulosin OD taken at a dose of 1 capsule per day? 100 Yes 00 No
If no, specify:
Complete discontinuation 301 If yes, fill in the end of study form
Temporary discontinuation 401
Intake on request 501

% CONCOMITTANT MEDICATIONS

Did any change in concomitant medication occur

since the last visit? 100 Yes 0O No
If yes, specify:
Trade Name Start Date End Date Indication

Day Month Year Day Month Year
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Subject Initials Final visit (Day 30)
Subject I.D. Final-5

s SAFETY:
Please ask the following question to your patient:

“Since your last visit, did you note any unusual symptoms,
or did you have health problems that you did not have before?”

Patient’s answer: 100 Yes 0 No

If Yes, please fill in the “intercurrent diseases and adverse reactions” form on final-6.

If SERIOUS, please also fill in the “serious adverse event” form on page End-3 and
inform by phone, within 2 working days, the researcher of the study.



Subject Initials

Subject I.D.

60

Final visit (Day 30)

Final-6

INTERCURRENT DISEASES AND ADVERSE REACTIONS

Date of first intake of Tamsulosin in the study:

Day Month  Year
. Onset Need for . Study
i .a. date of onset After Severity Treatment Serious event? Corrective Drug
Event description b: date of recovery ) ! - o treatment . .
Last discontinu relationshi
day month year : .
intake ation p
. : 10 yes 10 60O 10 ves od
?éso_lv_ed'_ 100 T Cp 18 mild o if yes, tick 201 80O comp}/ete the excluded
’ >0 ¥10 il i) moubrare and relevant 301 concomitant
R i box 40 medication 10
If yes, date: section
b: minutes 30 severe 200 no cannot be
Tl L A 4 o0 no 000 no excluded
. k 10 yes 10 6O 10 ves od
a__ __ o S Ll 10 yes itves tick 20 800 Comp}/ete e  excluded
resolved: 1L1"yes and relevant 301 concomitant
fves datez- O no __ hours 200 moderate box 40 mediication 10
b'y ’ - minutes 30 severe 200 no oen cannot be
- - EL_ 00 no o0 no excluded
. : 10 yes 10 6O 10 ves o
& __ iAo W days T 11Sges ifyes, tick 200 80O comp}/ete the excluded
resolved: 10 yes and relevant 301 concomitant
2_ O no __ hours 200 moderate box 40 medication 10
If yes, date: section
b: minutes 30 severe 20 no cannot be
Com e — i 0O no o0 no excluded
. q 10 yes 10 60 10 ves od
& e = i CaE LE s if yes, tick 20 80 compﬁte the excluded
resolved: 101 ygp and relevant 301 concomitant
2_ O no __ hours 200 moderate box 400 medication 10
If yes, date: section
b: minutes 30 severe 200 no cannot be
el ol o Ao 00 no 00 no excluded

* Severity

Mild: causing NO limitation of usual activities

Moderate: causing SOME limitation of usual activities

Severe: causing INABILITY to carry out usual activities

If THE ADVERSE EVENT

** Defined as SERIOUS if;
1. Patient died
2. Immediately life threatening
3. Involved or prolonged in-patient

hospitalization

4. Involved persistence or significant
disability or incapacity

6. Congenital anomaly

8. Other (important medical event)

- is SERIOUS: please also complete the Serious Adverse Event form at the end of the CRF
(page End-3) and inform the researcher by phone within 24 hours.

- causes WITHDRAWAL.: please complete the End of Study form (page End-1 to End-2).

- is SERIOUS and causes WITHDRAWAL.: please complete the Serious Adverse Event form (page

End-3) and End of Study form (page End-1 to End-2).
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Subject Initials End of study
SubjectiD. End-1
END OF THE STUDY

TO BE FILLED IN FOR EVERY PATIENT

DATE:

Day Month Year

Physician’s signature
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Subject Initials End of study
Subject I.D. End-2

s DATE OF LAST DRUG INTAKE . ____
Day Month Year

< PATIENT STATUS (tick only one box)
Trial completed o
Patient lost to follow-up: (contact with patient definitively lost during study) 100

Effectiveness of drug insufficient or lacking: (failure to improve LUTS) 20

Adverse event: (any adverse event, clinical or biological, whether serious or not
leading to discontinue definitively study treatment.) 30

Poor compliance to protocol: (major deviation from protocol causing the physician
to interrupt participation) 40

Cure/recovery: (treatment discontinued because patient has recovered) 500

Other reasons: (example: administrative reasons, request of patient to drop out of the
trial, ...) 601

% |IF DISCONTINUATION FOR INSUFFICIENT EFFECTIVENESS
“2", PLEASE SPECIFY THE THERAPEUTIC DECISION

- Prescription of another LUTS medical treatment: 101 Yes 0L No
If yes, specify: 100 Anticholinergics 201 Muscle relaxants

31 Others, specify

- Others treatment, specify

- No treatment (reassure) 1[1Yes 0] No

< |IF DISCONTINUATION FOR ADVERSE EVENT “3”, please fill in

the “Intercurrent diseases and adverse reactions” form of final visit (page Final-6)

X/
°e

IF SERIOUS: also fill in the “Serious adverse event” form (page End-3) and
inform by phone, within 24 hours, the researcher of the study.

<+ IF OTHER REASONS “6”, please explain:




Subject Initials

Subject I.D.

SERIOUS ADVERSE EVENT FORM

| - REACTION INFORMATION

63

End of study

End-3

Date of birth Age Sex Reaction onset
o __ male 10 o
day month  year years female 201 day month  year

Describe reaction(s) (including relevant tests/labh. Data)

Drug study relationship: 000 excluded 10 cannot be excluded

Il - SUSPECT DRUG(S) INFORMATION
Suspect drug(s) (include generic name)

Seriousness criteria
(ICH definition):

patient died.................. 10
Immediately life
threatening.....................20
Involved or

prolonged in-patient
hospitalization.............. 300
Involved persistence

or significant disability

or incapacity................. 40
Congenital anomaly......... 501
Other (important medical

EVENE)...i e e 60

Daily dose(s): ___mg/d Route(s) of administration: ...................c..c.....

Therapy dates:
from {0 Therapy duration:
day month  year day month  year _ days

Did reaction abate
After stopping drug?

100 yes 0O no
90 not applicable

Did reaction reappear
After reintroduction?

100 yes 00 no
90 not applicable

11 - CONCOMITTANT DRUG(S) AND HISTORY

Date of administration

Concomitant drug (excluded those used to treat reaction) ~ from day month year to day month year

Physician’s name: ..

Date:

Signature: ..................

day month _yga_r_
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