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CHAPTER |

BACKGROUND AND RATIONALE

Benign prostatic hyperplasia (BPH) is a common problem in elderly men.

Historically, almost all sympto ed a micturition disorder in older men
applied into the term Pros | ely implied that the cause of the
found ¢

problem was the prost e the case in many instances

in the later years. The Wogld 'sponsored consultations on BPH and
has recommended changes. j tarmi ology relate rmary symptoms and the
prostate in elderly men g or Urinary Trac Symptoms) was introduced

and has been adepted as the minol ;‘\1 apply. to patient, regardless of
age or sex, with urig oms but with nplying ; nderlying problem. LUTS

- \ ..\ ich consist of urinary

urgency, urge incg [ € an \ entity was “obstructive
. - c.

hesitancy, poor stream,

BPH is mostly a quaht mmonly see complication related to
BPH at the present time exeept ET‘ e-Urinafy: fet Pharmaceutical treatment is the

first choice in the s

S— o] monly used classes

Iieving the condition

of drugs are a tf;
of bladder outletE)struc ion. ove activit;m quite common in the

patients with BPH and related to the symptoms of overactive bladder (frequency,

U NN INEI DT o

especially in women. In this study‘we prospeotivelﬂvaluated the effeo&\ﬁness and

PWIRIDFUHAINEIGY -



LITERATURE REVIEW

It is know that BPH is very common in elderly men, but many do not understand
is that Benign Prostate Hyperplasia (BPH) is not a medical problem it self, it is a

histological diagnosis, which can be the medical problem related to micturition

The incidence of BPH increa: , there is clinically evidence in 50% of

the male population by age 50 yea ' g 80 years[1, 2]. The excessive
cell proliferation associ ith E ) ion know as Benign Prostate

While therefis sighifi verlap-in-the, prevalence TS, BPH and BOO, any
of these condition can éxist wi the others, ( "; commonly seen from urethral
structure, bladder neck gontracture; biaddet function, and striated sphincter

dyssynergia.

symptoms assoeiatec

feeling of incompﬂ emptying and a p v need for re@t voiding. With any of

these symptoms, thi- plati.ent should be COWered for pharmacological or surgical

O P o D 1
situatio s a risk for | r 'or ‘'upper urinary“tract'dysfunction. It has been

reported that a mean rate of 13.6%fof patients presepting for surgical treatment of BPO

TR RN a8 -

qwclude urinary retention, renal impairment, urinary tract infection, gross hematuria,

eak urinary stream,

bladder stone, bladder decompensation and overflow incontinence as a result of

retention [5].



Detrusor overactivity (DO) or involuntary bladder Contractions occurs in
approximately 50% of men with documented BPO [6]. The pathophysiology of this
association is uncertain, but the overactivity disappears in approximately 70% after
outlet reduction [7].

There are 2 mechanisms by whi he prostate can cause bladder obstruction.

the BPE. This is described as the

static component of bla )ﬁains constant related to size.
The dynamic compo of P@tahc@le tone, which is mediated

m Smooth muscle tone is

and connective tissue),

First is by the narrowing of th

by the noradrenergi

found in the prost

tone can be decreased drer i ' (also known as alpha-
atment of LUTS secondary

to BOO. Commonly pr | 'j_ e _ ude tei , doxazosin, tamsulosin and

alfuzosin. ..-'=’-"'.-' J'; = — -
ll_,a" l.-' '-
Medicaijieatment of I'_TJT"é re'1atd'£1|‘fo BP( onsigdered the initial choice
|I 0
ailaSaYat ZaValaYatlas aom

and alpha-adret

However, most d towards relief of bladder

jh
outflow resistanc l | fact, the most bothersome symptoms of BOO are those associated

with storage sympt"mﬁof DO (or overa@e bladder (OAB)), although voiding

sympt wg ﬁ 'ot1eﬁniymptoms is an
mportan@oa or the management of co-morbid symptomatlc and

It has been previously su ggéted that the additien of an anhchohn&gfcs to BPH
QL R EAE AN ILY tatak ik 1Eetod 1
118 patients are already very close to being in retention.

Abrams et al found that 2 mg tolterodine twice daily did not significantly affect
maximum flow rate, detrusor pressure or Post-voided residue urine (PVR) in men with

urodynamically proven BOO, OAB, and PVR less than 40% maximum cystometric



capacity [10]. The study population was not receiving concomitant alpha-adrenergic
antagonists or 5AR inhibitors.

Athanasopoulos et al [11] evaluated the addition of 2 mg tolterodine twice daily
to 0.4 mg tamsulosin daily and found the combination therapy to significantly improve

QOL in patients with OAB and BOO, compared to patients treated with tamsulosin

monotherapy (p=0.0003). N

tolterodine did not affect urine f e studles it is considered safe
to offer antimusoarini&ose Qtlent energic antagonists with or

without 5AR inhibi

ed acute urinary retention, and

e symptoms of OAB. It
should be noted, nore than 350ml) should

not receive this ther | [ risk of infection, further

average micturition v . u ~'|. . ent satisfaction rates were

found to be significantl

residual urine and overall advg&ﬁr eSy .also higher in combination therapy.
_.Il r,.a" l.-'
Kaplanﬁ et al [13] cond"’cted’fﬁe first i double-blind, placebo-
i !
controlled trialtc

drug) and taméuﬁ;‘ (alpha-adrener found that in the combined

group (n=172) ed benefit by week 12 compared with: 132 patients receiving

placebo and tamsul@'ir}:ﬁatients receiving t(ﬁgodine ER plus tamsulosin experienced
S|gn|f|c %Ejs 5}51 WﬁwwuﬂQﬁﬁ and nocturia
ompareﬂo patients receiving tamsulosin plus placebo.
Solifenacin is new blaoﬁer—selectlve mdsearinic (M1 and recepto
ob LRI E LTI LT T
Qallvary glands was greater than that of tolterodine, oxybutynin, darifenacin or atropine
[14-16]. In large, 12- week, randomized, double-blind, multi-centre clinical trials,
solifenacin 5 and 10 mg once daily improved symptoms of OAB and increased

functional bladder capacity to a significantly greater extent than placebo [17-19]. In the



STAR study, solifenacin 5 or 10 mg once daily was non-inferior to tolterodine extended
release (ER) 4 mg daily for improving urinary frequency and had significantly greater
efficacy than tolterodine ER for improving other symptoms of OAB (episode of urgency,
incontinence and urge incontinence) and increasing functional bladder capacity [19].

Regarding the physiology of alpha renergic receptors at bladder outlet and

muscarinic receptors at detrusc '|'| f /n ined use of adrenergic antagonists
: \

and anticholinergic med atic N ymptoms would potentially be more
beneficial than either alone, especially ¢ ctl\@tlent population. However,
there were only 2 ope B8ledrandomized ce udie at showed improvement
of LUTS in selected patie ', h' B relat BPH. In this study, we
prospectively evaI‘u e defTj / \ erapy with an alpha1l-

adrenergic antagonist(t solifenacin) in a select

group of patients OAB r

ﬂ‘UEl’JTIEWIﬁWEHﬂ‘i
Qﬁqﬁﬂﬂimﬂlﬁﬂﬂﬁﬂaﬂ



CHAPTER I

RESEARCH METHODOLOGY

2.1 Research Questions

Do men wi AE 3PH who received tamsulosin and

solifenacin for 4w \Y in mean change of irritative
\o:~

3 te \'\ eoelved tamsulosin and

i i weeké /€ chang tive Bladder Screener scores
and overall ~ alone?

received tamsulosin and

an change of urinary flow rate

\ Hsin alone?

3. Do m ~OAB relate ho received tamsulosin and

“e in adverse events compared with

— —
2.2 Research bf_L g\ ‘ ‘

3.

To compe sulosin plusisolifenacin and

tamsuIOS|h alone in men with OAB related to BPH

ﬂwﬂﬂﬁ”ﬂﬂwﬁﬂi j1iaig e
] mmm DTN TR

2.3 Research hypothesis

There are differences in change of irritative symptom scores between men with

OAB related to BPH who received tamsulosin and solifenacin for 4 weeks.



2.4 Statistical hypothesis
Null Hypothesis

There are no significant differences in mean change of irritative symptom

scores between men with OAB related to BPH who received tamsulosin

and soli

2.5 Keywords

prostate,

antagonists, overacti

OAB is a con 4t result '_ .H'g
auses a

en

nvoluntary contraction of the

muscle in the wall of the sudden and unstoppable need

to urinated (urgency) .fﬂ'f!u
(more than 8 times in 24 hours) and. \oetur
night) !

2, including frequent urination
g to go to toilet more than once at
Men _tr"’_“‘_____"“::’" :"e‘T ave OAB secondary
from BPH. E @

International Prostate Symptom Score (IPSS) is adopted from AUA symptom

score. It has 7 ques#gnﬂo evaluate the severity of lower urinary tract symptoms plus
AR EANS
I

rﬂtive symptom scores are sum score of question number 2, 4 and 7from IPSS
- ¢ - LY
WTANT IR TRV INENNY ™
LN TONTTS ]
9

2.7 Research design

Randomized double-blinded placebo controlled trial



2.8 Research methodology

Population and sample
Target population
Men with OAB related to BPH

Sample population

Inclusion criteri

nary tract symptoms and
ystate hyperplasia from
ologists

aIp a-adrenergic blocking

needed to stop this/these

Exclusionﬂeria {ii
4
Maximum urinary flow less than 8 ml/sec

Aud Jak it )Y

digital rectal ?<am|nat|on that requwed prostate blopsy

A WIANTLELS HIANEIAL,

Diabetic neuropathy
®  History of postural hypotension or syncope
®  Evidence of a symptomatic urinary tract infection, chronic

inflammation such as bladder stones, previous pelvic radiation



therapy or previous or current malignant disease of the pelvic
organs
®  Uncontrolled narrow angle glaucoma, urinary or gastric retention

or any other medical condition which in the opinion of the

Sample siz

The 5. mean change of irritative

symptom scores fro alternative hypotheses were as

S

follows:
Ho = Hym 1, <
Ha = u1_
| M, = Mean of irritative - n m st ' atients received tamsulosin plus

placebo at 4 weeks. =
B |, = Mean of irritative sympto i“ jtients received tamsulosin plus

solife -1'-----”-——.—.—— -

‘."y;'fﬁiriiﬁi " ‘ariance (ANCOVA)

according to the ;ﬂ wing formula.

]

A L 9 P 59015
ARTRETSH M4

Compare p, and | M, M, SD1 SD2 n/group

b, estimate 218 6 3.0 3.0 27

points difference
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For the estimation of 10% dropouts, the estimated sample size in each should be

30 cases.

Randomization and allocation concealment

The patients who meet the eligible criteria would be randomized in an

daily at night.
D14: Patients u";.m-‘...,_-.f ceive either tamsulosin (0.2mg) and
placebo or tamsulosi 20 mg). Study medications were

packaged in a concealed card to maintain blinding

.ll_"
-
AY |

Dﬂnd—poin V

Practical cond‘uct of the study

ﬁ‘mﬂﬂiﬂﬂlﬂl -

after having received ang@xplanation of theﬂotocol

RIFEATHHNTINBA G

and concomitant LUTS treatments), associated diseases, relevant

concomitant medications, Measurement of blood pressure and heart rate,

body weight, digital rectal examination, UA, serum PSA, serum creatinine,
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Assessment of urinary symptoms by patient (IPSS and OAB screener

questionnaire), uroflowmetry and PVR
® \/erification of inclusion and exclusion criteria

® The patients were prescribed tamsulosin (0.2mg) once at night.

Day 14 (D14): Treatment visi

® This uié

\ clusion visit

L4 asurg ate, collection of any report

of agVersgieve S atie ance
® The patiénts we scribed the edication for 14 days
Day 42 (D42): Final visit =
Sk o 4]

ot

® Measurement of_blood press

d heart rate, Assessment of urinary

TR e
symptoms_ -ey.--patient “(IP OAB screener questionnaire),
uroflowmetry and PVR, Overall satisfaction questionnaire

3 Y
L F_ essment of patient

- : =
co .l liance !
i d

AULININTNEINS
ARIAINTUNIINGINY
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Table 1 : Study schedule

Day0 Day14 Day28 Day42
Informed consent X
Demographics X

Disease history

Medical history, associated dise \ }{f/
medication ‘ \

Physical Examination. (in 'lr'rr-vnr-- )

Vital signs (BP, Heartrate : ! X X

UA, serum PSA, se

2] VNSRS
IPSS & OAB scree ‘I///.E &\\\\

Uroflowmetry & P

pavase voms — g L FAEIRN NN,
E‘ LS

X | X | X | X

I8Nz P\
verat satsfacion gf F ﬂwg\:\&\

Adverse ever (' ) .n_- _,a.:fz; any ) avorable or unintended sign,
symptom or disease temporall xétegi- se of this medicine, whether or not
considered related to this megae)-njr—' 7 0

- .-_ {i-"j;
As soonas a adverse event ot anytime during the study,
S, - e e e e ———r e
the doctormfo | S S o i

Serious merse events (SAE) were defined aﬂny untoward medical

occurrence that any fb

ﬂﬂﬂ@%‘l&lﬂ‘ﬁﬂﬂ’]ﬂ‘i

0 Requires in- patlent hospltallzatlon or leads to prolongatlon of

ARATTIRl NN A Y

® |s life threatening

® Requires intervention to prevent permanent impairment or damage.
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Drop-out: The patients might drop out of the study if they decided to do so, at
any time and irrespective of the reason, or this might be the doctor decision. All the
drop-outs were recorded and given the reason. For patients lost to follow up, the case
record form was filled in up to the last visit performed. The doctor would make every

effort to discover the reason why the patl t failed to attend the visit and to determine

state of health. f///

Compliance: thghdgcior asked aﬂ each VISlI.f.Qr_ﬂflﬁ treatment was taken on a

regular basis and thejg
Group 1

Tz})lnsul(gSh b 4 . [tamsu]osin
0.2mgfOD +placebo]

e drugs was countedmm.

Group 2

[tamsulosin+
solifenacin]

®Informed consent
®ndl&ixel criteria

.Denlq
genetalc

allocation
IPSS,OAB il |
screenef, IPSS, OABs,

UFM&PVR UFM,PVR

e
*Randomized

Figure 1; Flow 6f the study:

Outcome assessment
= Patient population
The primary population was defined as all patients who were
randomized and took at least 1 dose of double-blinded study medication

after randomization.
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Primary efficacy variable

The primary efficacy variable was improvement in irritative
symptom scores from IPSS and OAB screener scores after 4 weeks of
treatment. The primary comparison was the mean change of irritative

symptoms score betwe 2 groups. The more negative mean change

change in maximum flow rate

=100 Iosm and placebo group.
ilow rate or the more positive

o \; ts from solifenacin.

S, maximum urinary flow rate
(ml/sec), PVR(ml) ‘

Qutcome

OAB screener questionnaire

. e\ A
maximum-urinary flow r: ‘n""’

Adverse events

2.10 Data analysi!!l S

All data was‘analyzed as intention- to treat basis composed with all included

W AP0 113N (M T

the calou?ltlon would be taken prigt to the end of& study. The demwphlc and
PIIRIRIURIINBIRY
q1e descriptive statistics used for the qualitative data (adverse events) were n and

percentages.
For the primary efficacy endpoint of mean change of irritative symptom scores

and OAB screener scores, analyses of co-variance (ANCOVA) or Mann-Whitney U test
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of difference would be used, based on whether there were assumption about parameter
or not, to compare with the two treatment groups.

The endpoint of mean change of urinary flow rate and PVR, ANCOVA or t-test of
mean difference would be used.

sguare test or Fisher's exact test was used to

Regarding adverse events, Chi-
analysis.

All statistical analysi SPSS/PC version 11.5. A two

Type of data

® [rritaive syn

score/IPSS : Itney U test of difference

® (OAB screener

SCores

® Bladder sensatio are test or

scale isher’s exact test

Maximum flow ra

h’ : : ::"j U test of difference

- g
Post-void residue wfine

W

Tl
or Mann- i ey U test of difference

Adverse drug events‘i - Chi-square test or Fisher’s exact test
Ordmal
di aI

'amz‘lmﬂi NINga Y

Ordinal
® other
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2.11 Ethical consideration

The researcher submitted the documents required by the regulations according
to Ethics Committee and obtained their opinion in writing. Patients were not included
until the approval of the Ethics Committee had been received. During the trial, any

amendments or modifications to the protocol should be sent to the Ethics Committee. It

/he safety of patients or compromise

cordance Mﬁ'delines for Good Clinical

ived de -r\-\ - ly protocol and research

h¢ h@,

should also be informed of an
the continuation of the tri

The trial condu
Practice. All eligi
assistants would e i ‘-- lients. All patients had to be
given written inform e %‘; 's right to confidentiality
he indication of LUTS in

men suggestive of BRO. 1 ) stered by Thai FDA to be used for the

indication of OAB & 1d women. | : lication fails to improve patient

symptoms, alpha-adr j 4-.-;,' would be used alone. If the trial medication
‘ ) s

was beneficial, it wouldibe -?;,r atment « e patients. We used placebo with
P Yk

tamsulosin to compare with combination treatment because there might be some

placebo effects.in the in.the treatment because only

alpha-adrenergiosantagonist alone was still a treatment of choicedaithe present time.

2.12 Limitation B m

The subjects'iia this study did not represent all men with symptoms of OAB from
F=~4

ATV IWY TS

U

The primary outcome of this study shoul&also involve in o@ty of life

AR HHRVINB K-

qresent time, there was no disease-specifi L in this group of patients.
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2.13 Implication

The results obtained from this study would be on of the information in the

treatments of overactive bladder symptoms related to BPH in clinical urologic practice.

2.14 Obstacle

Budget might be the pr

L

AULININTNEINS
AR TUNNINGAY



CHAPTER Il

Results

aseline data

3.1 Basic characteristics of patients and

Sixty patients were inc de ' ' ween July 2007 and February 2008.

Five patients were exclud 8 tudy beforesa ization because of high serum

prostatic specific antige anc ooé1 case). Fifty five patients

were received randomi ocation finto placebor(tamsulosin and placebo) group

(27 patients) and treatme Sin 3 oﬁ%“\i\\\“ up (28 patients). All patients

“~

acteristics are summarized in

Mean age.we ! ~anc a ) 'a contrel and treatment group

respectively. The ma - \ rinary frequency and the

second most com , M\ ents had duration of symptoms

more than one year. Maximu / S 17.32(9.7) ml/s and postvoid

Median (range) of irritative-symptorr re which was primary end point was

7(3-13)and 8(4-15) in co I ahd trea ively. Baseline OAB screener

score and bladder sensation scale were showed in-fabte-4=Boifl.groups had the same

2 A |
)

median and ra

U

ﬂ‘lJEl’J‘VIEWIﬁWEI’]ﬂ‘i
QWWﬁﬁﬂ‘imﬂJﬁﬂﬂEﬂﬁE}

6).

> (median=5, range=2-
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Table 3 : Demographic data and baseline characteristics

Mean (SD) or Number

Tamsulosin Tamsulosin
& Solifenacin Both
(n=28) (n=55)

& Place bo

Age (Y1) W 7.9) 66.6(8.2)
Systolic BP (mmHg) 16 4 138.1(17.3)
Chief complaint “

Incomplete emptyi 'M‘ ‘\\k\% 3

I/’/fgl\\\\‘i\ t

Poor stream I I /jﬁ \\\\\ 1

lllr » N\
F T K5 TN

Frequency 21
Straining 2
Duration of symptom

1-3 mo 6

3-6 mo 5
emo-1yr 10
>1yr 34
Qmax (mls) T 17.3200.7)
PVR (ml) 46.9(49.6) 58.4(51.4) ;*I 52.8(50.4)

o AUBFRUNTNEINT

PVR: po 0|d residue urine

ﬁﬁ“ﬁﬁ.ﬁﬁ?ﬂmwmaﬂ



Table 4 : Baseline clinical characteristics

Median (range)

Tamsulosin Tamsulosin
& Placebo & Solifenacin Both
(n=27)% (n=55)

IPSS ~_16(7-33)

[rritative symptom

Score

' "‘=-._
OAB score ‘3 ’r/
Bladder sensasion m&‘&;
scale ’
PSS QOL | £ }’?

IPSS : International Prostate S

OAB score : Overacti

IPSS QOL : Quality of life .I sment

ﬂ‘IJEI’JVIEWlﬁWEJ’lﬂ‘i
Qﬁﬂﬁﬂﬂ‘immﬂﬂﬂmﬁﬂ

20
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3.2 Primary outcome analysis

Treatment effectiveness for overactive bladder symptoms was assessed using
data from IPSS questionnaire and OAB screener score. lIrritative symptom score was
derived from IPSS questionnaire by score summing only question 2, 4 and 7 which were
: le.was created to classify the severity of

overactive bladder symptoms, especiall ﬁ Ency. In the primary effectiveness

f both control and treatment

group, including OAB i ri in normal distribution. So |

chose nonparametric staii itne to analyze the outcome by

comparing the d Sit to last visit between control

and treatment g eduction for irritative

nifica
symptom score was in tamstilosin a ds n group (P=0.005). Total

IPSS score was also rgduced in i D than o group but there was no
F i . 1

statistical significa C ) y, Bladder Sensation scale in

group (P=0.049). There was no
different in OAB screener score in Al.i DS

.ff F. W R et
g ol Y
Pt - AR

Considering

Table 5 : effectiveness q

P value
IPSS red' 0.076
Irritative swptom
score reduction’ o 1(-5 to 21) /s 3(-1to 13) 0.005
ner
SC@ reduction 2(-1 1 to 15) 3(-8 to 25) 0.302
ladder_sensati ¢ p s /s
QAR AN IN BN B
q IPSS QOL 2(0-5) 1.5(0-5) 0.034
IPSS QOL diff 0(-4-4) -1(-4-1) 0.031

" Score before treatment minus with score after treatment



Figure 2 : Distribution of the reduction of IPSS scores after treatments in each

group.

20

15

IPSS score reduction

\"x

of ofiirfitative symptorm score after

Figure 3 : Distributic

treatment in €ac ,.r “s ..-,.-;I

-*""'?T_x

,Eri

'
I AMEMINT TS
RRINIUAMTREA

3.1

m score red

0

Irritaive

-20 . .
N = 27 28

placebo group Solifenacin group
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Figure 4 : Reduction of the irritative symptom scores after end of treatments

0.0 =

-1.0 4

-2.04

-3.04

Irritative score reduction (median)

-4.0 |

Figure 5 : Distrib

each group

55+

5.04

4.5

4.0 1

o
3]
M

a’;éf“si

o)
Bﬁ sensation scale

=2
I

z
placebo group

Solifenacin group
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3.3 Safety and tolerability outcome

All patients were well tolerated. After randomization allocation, there was no drop
out of all patients. Both groups demonstrated slight changes in maximum urinary flow
rate compared with baseline (second visit) (tamsulosin plus placebo, -1.49; tamsulosin

plus solifenacin, -0.28). But there w statistical significant between two groups

(P=0.627). Patients treated placebo and those treated with

tamsulosin plus solifenaci / .61 ml reduction of post-void
re sta inically significant and there

residual urine. These de

were no significan e chang post-voi idual volume between 2
groups. No patien epo ion or increased voiding
difficulty during the s

a l.":

Table 6 : Safety o m

w 4: an (
C Solifena P value
Qmax di g%‘ .:___gt_g. 8(10.87) | 0.627
PVR diff (mI)J;:a,'_ € .61(81.96) 0.37
Qmax diff : Differenc v isit mipus with Qmax of
S Y
PVR diff : Diffe “Visit minus with PVR of
Seco isit)

8/ %sﬁj%ﬁﬂll)&jﬂﬂb ergic blockade
(drymouﬂ constipation, lurred vision) and adrenergic blockade (Postural

hypotension). In tamsulosin and sﬁﬁenacm group &hewed significantly ihcreased in
LR AR B
msulosm and placebo group as shown in Table 7. Similar trend was found with blurred
vision in treatment group but no statistical difference was observed. Other adverse

events were not found difference between two groups.
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Table 7: Adverse events

All adverse events Number (%)

Tamsulosin & Tamsulosin &

Placebo (n=2 Solifenacin (n=28) | P value
Dry mouth 7 0.005
Constipation <0.001
Dizziness 0.549
Indigestion ﬂ 0.163
Difficult voiding jﬁ‘ \ 0.352
Blurred vision [‘.{ 8i6) \‘\\3‘*& 0.198

Postural

hypotension

SN

-ﬂﬂ;"-l_ \
Most patients who had ' xpetience:. e ‘L‘h.‘ were in mild degree and

did not disturb with their allty ,gh',";"f e patients who responded in

sed to discontinue the study.

moderate and severe degree of adverse e y re

The data of all adverse eve ). two groups (no or mild symptom,

S il e

moderate or seve g arengé in both placebo and

T L — I
treatment ;, R — Ir‘

U

ﬂ‘lJEl’J‘VIEWIﬁWEI’]ﬂ‘i
QWWﬁﬁﬂ‘imﬂJﬁﬂﬂEﬂﬁE}
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Table 8 : Clinical significant adverse events

Adverse events Number of cases (%)

Tamsulosin & Placebo Tamsulosin & Solifenacin

(n=27) (n-28) P value

Dry mouth

moderate to severe

4 (17.3%) 0.352

Constipation

moderate to severe 7.40 —il . 3%) 0.669

Dizziness m ‘ ‘f’&:\k

moderate to severe 1‘- qu l\\‘\\\\\\x 1%) 0.252

Er SV /] EE T AN
—— g Y P R T oo

Difficult voiding

moderate to severe

/) Hﬁﬁ; TN
& ZEEY VTN

\\ 0 (0%) 0.491

Blurred vision

moderate to severe 0.669

Postural

hypotension '

moderate to se E.r: e 0.193
¥

Any adverse eve its

moderate to seve -!;I 0.375

ﬂ‘lJEl’J‘VIEWIﬁWEI’]ﬂ‘i
QWWﬁﬁﬂ‘imﬂJﬁﬂﬂEﬂﬁE}



CHAPTER IV

Discussion

The mainstay of treatment for tients is primarily to provide a rapid and

sustained improvement in lo toms (LUTS) and reduce the long

term complications such pper urinary tract deterioration

[20]. LUTS can divi r,@uotive symptoms. Storage
symptoms consist' [ ‘ mnation and nocturia. It is

and significantly impact

"".I""J'
S .."-

.il

with OAB sympt itative symptom scores

which was derived flerPSS questionnairew summing only symptoms of urgency,
frequerﬂaﬂnﬂrﬂ(%aﬂ W ﬁcw ﬁp’,}iﬂcﬁ reductions for
irritative ﬂnptom score and bladder sensation scale were observed in solifenacin plus
msulosin group by week 4. No ggmﬂcant differefice in total IPSS scdfe’ and O
QXL GESE Fa 2V KR e Tak it Jakat Y
qlpha—adrenerglo blocker and antimuscarinic agent may have some advantages in
elderly men who have BPH an overactive bladder. In the present study, quality of life
score from IPSS questionnaire also demonstrated significantly better in treatment group

than in placebo group. The finding of reduction in irrtative symptom scores may indicate
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that the patients who received both active drugs may reduce the frequency of
overactive bladder symptoms. Moreover, perception and quality of life of these patients
may improved by the reduction of Bladder Sensation scale and quality of life score from

IPSS in combined drug group. Similar trend was observed from total IPSS scores; the

significant difference. At the ti

questions in OAB screenﬁ :

not be evaluated propetly.....

Nevertheless;ui sul i 7' nge in patient- reported

sum scores were reduced in combi roup but could not demonstrate statistical
; patients were confused with some

|bIe cause that the result could

outcome measure ific health-related QOL

questionnaire, the Qver #Bladder- ir is not available in Thai

However, it is like at patignis Jrer i O\ : rom QOL score should
experience advantage
Kaplan SA et al er _ i the, firstlarg le, randomized, double-blind,

placebo-controlled study to‘_m:cestzg L [ Hic
I'r.a"'-.- r" . _.; ——

(Tolterodine ER),and.alpha- adrené’icnc ISrIt November, 2006. They
| .

used patient p m""m'mm'm'j'“m_' s—piimary efficacy end point

based on the as 7 response that weighs the
risks and benefitﬂ treatment. Eighty percent of 215 patienis.receiving tolterodine ER

plus tamsulosin repgﬁe‘\ehtreatment benefit %week 12 compared with 60% of 214

receiving aﬂoﬁlt O 1 /ﬂ?.l W ﬂﬂﬁ48 vs placebo),

or 71% ¢ receiving tamsulosin 03 vs placebo). They found that the tolterodine
ingle agent) could redfce urgency urinéiys incontinence emMes

BT D ] ] e

qemonstrated. Whereas in tamsulosin monotherapy group, urge incontinence and
micturition per 24 hours were significantly reduced but overall perception of treatment
benefit was significantly less than combination group. These findings confirm that

antimuscaric agent can use as an additional agent for BPH patients who experience
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overactive bladder symptoms. However we need further studies to classify who are
really benefited from the incremental advantages of an antimuscarinic agent.

The benefits and the risks of any treatment should be weighed before applying
to the clinical practices. Adverse events of any antimuscarinic agent were primarily

related to cholinergic blockade (dry

constipation, blurred vision), but the most
serious side effect from previ ’

y ravation of acute urinary retention.
g bladder decompensate from

nces of BPH patients. The

However this event may ¢
prolong bladder outl
low incidence of a s reports of men enrolled
in 3- to 6-month st or in addition to alpha-

adrenergic blockers [ jents ' ost-void residual volume

addition to Indigestion and blu ision; similar trends of increasing in treatment group
rg,,-r.,-l-*:','f.-"..v.-" o ol =
were observecjh Even in 'ﬁmé"‘ o‘ntrdr“b oup ati did not receive any

antimuscarinicageni-bui-the-incidence-oi-antim tediadverse events was
higher than expﬁ ents were received the
information of all sible adverse events at the beginning ofistudy and asked for each

adverse event in e"e&.wsn Con&dermg,ﬁj severity, no difference in clinically

T AHEANEINEART -

some previous stud|es‘f11 12], invasives urodynamic studies’ such
QUKL K L Trak ik Ttav 118
Qegree of bladder outlet obstruction. These guidelines were useful in research practices
but irrelevant to most clinical practices. In this study, only uroflowmetry and residual

urine measurement with ultrasonogram were used to monitor only the safety outcomes.
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In the present study, alpha-adrenergic blocker was started for 2 week before
random allocation into two groups was initiated. This strategy was carried on because of
safety consideration by opening the bladder outlet before starting the agent to suppress
bladder contraction. However, the appropriate guideline to administer the combined

treatment is not determined because & ate information is still lacking. There were

by storage subscale , ) . ion, patients who did not
respond to alpha-adre ic" e , 7;- [re \ nore severe symptoms at
baseline, including th s that.che A '? veractive bladder. These patients
may benefit in the combina falr 5-3 dren blocker and antimuscarinic agent.

However, future si gar >ssary to determine the best methods to identify this

In conclusion, the results this s M ate that some men who had
problems of LUTS frg 7 e ecial g \1& € bladder symptoms might
respond with combined trea 1;1:{-" ergic blockers and antimuscarinic
agents as demonstrated by - linically significant treatment benefit.

..“n-..ﬁ“

However adverse ever ot . ision because the goal of the
treatment is to '“-‘:mlmnm-nMIlmmf

iy

E
ﬂ‘lJEl’J‘VIEWl‘ﬁWEJ’]ﬂ‘i
’QW’W&Nﬂ‘iﬂJ UAIINYA Y
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APPENDIX B

Study: A rando fé_ﬁﬁi_ d trial comparing the

LRI

efficacy of the ' fa sulosin plus

solifenaci' F'-' ,’;! ‘, ctive bladder

related with emgn prostatic hyperplasm -

ﬂ‘IJEI’JVIEWlﬁWEJ’lﬂ‘i
ammmfuumaﬂmaa
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Inclusion criteria
®  Elderly male patients who have lower urinary tract symptoms
and are clinically diagnosed to be benign prostate hyperplasia

from history and physical examination by urologists

at Day 14

\ ., '\\‘ VR more than 200ml)

hormal detrusor activity.

syncope
inary tract infection, chronic
s, previous pelvic radiation

anC i case of the pelvic
A

i

Uncontrolled narrow angle glaucoma, ] nary or gastric

7 ¢ tion or any other ical condition which in the opinion of
ARPESEOR I RTIoR LK T ke 9N

indicated ¢

RIARFRIHRAI YA

anticholinergics
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Study schedule

Day0 Day14 Day28 Day42

Informed consent

Demographics

Disease history

Medical history, -skh__

medication

Physical Examinatior

Toehts) | xSt
Vital signs (BP, B //// ‘ lt\\\

on mmror g BN

Prostate volume, prg ! l / & ‘\N\N\
JNET

IPSS & OAB scieene X4 "\ N\

rerseovens A S N

=
T B IR

Uroflowmetry & PVR l kﬁr ‘\\

Overall satisfaction question iy f,,{ FHE

,,15'4'?" AJ

f.;;,——.f?

]
ﬂﬂﬂ’lﬂﬁlﬂﬁﬂﬂ’]ﬂ‘i
ammﬂiﬁuumqwmaa
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First visit || Y Y Y I (I

Doctor No. Patient No. Patient’s initial
(Day 0) octor No atient No atient’s initia
VisitDate : |__|__|/ |||/ |||
DD MM YY

L] Yes (] No

screener [ ] UFM+RU

Has the patient met all criteria for inclusior t
Please tick if completed

[ IProstate volume

1.3 Income................
1.4 Marital status
L Rt =y o

L] Tam (1) 0] ugie == uen (3 ) nginel (4) L] & (5) 52y
1.5 Occupation

[ 5usqansvize

e
L] gndalsedd

|:| ‘gﬁﬁl'lf_l 90AE1
q _'

O inBewd@aindnm 7)) L 8w (8) 850 vvvvrrieeeeeeeenn, iy
‘e LY, _
CoRRELANEANEN
2.1 tare ief complaint for the consultation?
1 Incomplete emptying ‘ 1 Urgency Hgak strgam u
Y WIARINIUINFIRET1Q Y
q LI “Intermitte trainin

2.2 How long has the patient experienced the above symptoms?

[(J<1mo. [J1-3mo. [J3-6mo. [J 6mo.-lyr.  [lyr.
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2.3 Did the patient receive any treatment previously?

J No [J Yes, please Specify

2.4 Uroflowmetry: Qmax......... /s, T) AR . .......
251PSS...oovo.. ’ '

; _ ine for "social reasons"
(eg jUS— o] sure wh ) ] 1S); NC Jency.

e 30 Urge isit bathroom; went later

with norma

o 4[] Urgengy but m: ' e ;': - ill urgency but did not leak
urine. i —

Urgency and cou -__.L L get to bi in time so leaked urine.

- ..h-f

e 5[

ﬂ‘IJEJ’J‘VIEWlﬁWEﬂﬂ‘i
ammﬂmumfmmaa
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Second visit

Doctor No. Patient No. Patient’s initial
(Day 14)
VisitDate : |||/ || I/ _|_| Blood pressure |__|__|_|/|_|_|__| mmHg
DD MM YY

1. Has there been any adverse event sinc L yes ] No
2. If yes, please specify adverse ;'4 S

2.1 -~

2.2
3. Allocation number
4. Uroflowmetry: Qmax.......
5.IPSS...............scorgflrritaiive sCofe.....7~....0k....score, OAB sCreener score................... score

6. Bladder Sens:

e 10

e 20

e 30

with normal desire to pa ;59

e 40
urine.
e 5[0

No
(e.g., just before

3 ssed urine for "social reasons"

{o 1'"7% no urgency.
ncy

e had to visit bathroom; went later

'7;"_

727

ge urgency but did not leak

-
AY |

o-eaked urine.
Iy

i¥
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ansasnu 1
Third visit | N T Y Y A || ||
(Day 1 8) Doctor No. Patient No. Patient’s initial Allocation
VisitDate : |_|__|/ |||/ || ! 3lood pressure |__|_|_|/|_]_|_| mmHg
DD

Dry mouth No. S | | mod [ severe]
Constipation |\ il S mod [J severe]
Dizziness 4 1 sk mod [ severe]
Indigestion / : ] severe]
Difficult voiding o e S il mod [ severe]
Blurred vis 7 7 f# es \ mod [ severe]
Postural hypotensi ‘ ,. es 7 mod [ severe]
Other 7 G '
2. Number of untaken drugs
Solifena ‘-' 8 —
3. Bladder Sensation Scale #?F— ,kr
. zel-;l.’j m_—‘m..m‘..:‘;. ‘2;."social reasons”
e 20  Normal desire (0 pass urine; no. . il
i ¥

e 30 Urgeriy %urgency passed awﬂefore had to visit bathroom; went later
ir
b

AN N0 e
ARIEATHHAI TN IN Y
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Fourth visit || | ||
(D ay 42) Doctor No. Patient No. Patient’s initial ~ Allocation
VisitDate : |||/ || I/ _|_| Blood pressure |__|__|_|/|_|_|__| mmHg
DD MM YY
1. Has there been any following adverse eve
Dry mouth mild [J mod [ severe]
Constipation (] mod [ severe]
Dizziness [0 mod [ severe]
Indigestion [1 mod [ severe]
Difficult voidin J . | Tl mod [ severe]
Blurred vision ] severe]
Postural h ] severe]
Other
2. Uroflowmetry: Qmax.g.....ml/s, TV.......iml, RUL........
3.IPSS...............score, Irfitative'score s fq. L - besnSCare, OAB SCreener SCOore................... score

4. Number of untaken drugs: Harnal..... ‘

5. Bladder Sensation Scale

e 10  Nosensati ofheeding 0,pas sed urine for "social reasons"
(e.g., just be Irgency.
A - )
o 20J vr_ , N ‘
=
ed away before had to visit bathroom; went later

o 30 Urgency but urgency pa
with normal deswe to pass urine.

| ﬁ Py (133 (1101 e

Urgency and could no&get to bathroom i |n time so leaked urme

’QW'WﬁNﬂ‘iflJ URNINYIAY
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