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Abstract:-
Objectives: To determine the efficacy and tolerability of Oxybutynin chloride in men with benign
prostatic hyperplasia (BPH) and lower urinary tract symptoms (LUTS) in which previous a-blocker
therapy had failed.
Materi4ls and Methods: A total of 38 consecutive men with BPH complaining of LUTS in whom a
mean of 6.3 months of a-blocker therapy had failed received Oxybutynin (S *g twice daily orally) for 3
months in addition to the usual c-blocker medication. Primory .ifi.o.y .n-d points wlre American
Urological Association symptom score, and mean day'time and nighttime micturition frequency.
Secondaryend points were the peak urinary florv rate, post-void residual volurne, the incidence of urinary
retention, and adverse events. Statistical analysis rvas used when needed.
Rcsults: A total of 33 men (87%) lvith a mean age of 59 years complctcd the 3-month trial. Mean 24-
hour micturition frequency decreascd from ll.2 to 6.5 voids and nocturia decreased from 5.1 to 2.4
episodes nightly. Significant cltanges in mcan American Urological Association symptom scores (-
5.31), thc peak urittaty florv ratc (1.8 nrl pcr sccond) and post-vofd rcsiclual volumc (-2i ml) were also
obscrvcd. Fivc nrcn (13%) discontinucd tlrcrapy bccausc of intolerablc clry mouth. Thcrc rvere no reports
of urinary rctcntion.
Cottclttsions: Trcattttcttt rvitlt Oxybutynin in carclirlly sclcctccl rncn rvit6 Bpll alcl nroclcratc LUI'S mav
bc n rcasottablc thcrapcutic optiorr allcr ftrilcd trcatrncnt rvitlr a-blockcrs.
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Introduction:-

Benign prostatic hyperplasia (BpH) is a
common condition generally associated with
aging. Based on autopsy findings, Berry et at ltl
estimated the prevalence of symptomatic BpH
was 43Yo in 50 to 59 year-old ,70yo in 6l to 70-
year-old and 82Yo in 7l to 80-year-old men.lrl
BPH often causes bladder outlet obstruction
(BOO) and it commonly.lgsults in lower urinary
tract symptoms (LUTS).tzt tUtt have adverse
effects on health related quality of life, including
interference with daily activities and decreased
psychological well-being, which worsen with
symptom severity. LUTS include overactive
bladder (OAB) symptoms, e.g. frequency,
urgency and incontinence, and voiding (or
obstructive) symptoms, e.g. dribbling, hesitancy,
a rveak streanr and inconrplete emptying. 13l

Although voiding symptoms are more
prevalent in men with BPH and BOO, OAB
symptoms are generally more bothersonre and,
thus, thcy rcprcsent an important target in thc
managemcnt of BPI{ and BOO.ttl Frcqucncy,
urgency and urgc incontincncc havc bccn
nttributed to dctrusor ovcractivity (DO), rvhich
rcportc-df occurs in 40Vo to 70% of paticnts rvith
BOO.I5'6l BOO induced DO nray rcsulr frorn
isclrcnria,lTl cholincrgic dctrusor clerrcrvation,lsl
irrcrcasccl clctrusor collagcn corrtcrrtlel or changcs
in tlrc clcctrical propcrtics of clctrusor. srnootlr
nrusclc cclls.ll0l l)rcvious stuclics huvc sholvrr
thrt BPI'l associatcd I-U]'S carr bc bcst allcviated
by transurcthral rcsection of' thc prostatc
(1-URP). I-lorvevcr, because of tlrc c,xperrsc of'
TUITP and the developrnent of
pharrnacothcrapics for BPII, thc fi.cquency of
1'URP proccdures has decrcased. llll 1'oday
turoselective cr I -adrenoreceptor antagonists, e,g.
tamsulosin and alfuzosin, are often chosen as
initial therapy for symptomatic BPH. These
agents promote relaxation of the bladder neck
and prostate smooth muscle and, thus, they
decrease bladder outlet resistance.tl2l Horvever,
the lolv density of detrusor c-receptors may
preclude the direct eflfects of c-blockers on
detrusor contractilitylr3l and a-btockers have
demonstrated limited success for OAB
symptoms.ttol The 5 a- reductase inhibitors, e.g.
finasteride and dutasteride, inhibit the
conversion of testosterone to the more potent

androgen 5 c-dihydrotestosterone and they are
also used to treat BPH symptoms. The decrease

!n5 u-dihydrotestosterone by these agen6
induces epithelial apoptosis and atrophy, and
reduces prostate size. lt'l However, endocrine
changes mediated by 5 a-reductase inhibitors are
unlikely to attenuate DO and related OAB
symptoms. Furthermore, some studies suggest
that selective al -adrenoreceptor antagonists and
5 a -reductase inhibitors are associated with an
increased incidence of ejaculatory dysfunction.ll5 The development of new therapies for male
LUTS should minimize sexual side effects and
avoid urinary retention, for which patients with
BPH are at high risk.ll6l Muscarinic receptor
antagonists such as Oxybutynin are widely used
to treat OAB syrnptoms but the potential role of
antimuscarinics for LUTS secondary to BpH has
not been explored extensively. We assessed the
efficacy and tolerability of Oxybutynin for
LUTS in mcn rvith BPli who did not respond to
trcatment with a -blockcrs.
Puticnts nnd Mcthods:-
This prospcctivc study was conducted at

Ilaghdad Mcdical City during the pcriod from
tlrc I't o['May 2006 to thc end of January 2007.
Ilnrollcd ntcn tvcrc 50 ycars or oldcr rvitlr an

Anrcrican Urological Association (AUA) lrTl

sytttptorrr scorc bctrvccn 8 and l9(nrodcratc
sytnptorns), a rnaximum urinary flolv rate

(Qrna,r) o{' 4 to 15 ml per sccond and avoided
volutne of at least 150 ml. Prostatic enlargement
\vas confirrned by digital examination and

ultrasound examination and prostate specific
antigen (PSA) Ievels were recorded in each

patient. The exclusion criteria lvere previous
surgical intervention for BPH, previous
treatment rvith a 5 o-reductase inhibitor or
muscarinic recejrtor antagonist, or serum PSA
greater than l0 ng/ml. Patients received 5 mg

Oxybutynin chloride trvo times daily orally for 3

months in addition to the usual a-blocker
medication. Patient micturition diaries were

evaluated at baseline, after l, and 3 months of
Oxybutynin therapy. Primary outcomes lvere the

3-month change in AUA symptom score and
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urinary frequency during the.daytime and nighttime hour.

American Uroloeical Association (AUA)
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The nocturnal period *,as defined as the
time that the patient intended to fall asleep until
the time that the patient intended to arvaken.

Secondary outcomes were the incidence of
urinary retention, and changes in Qmax and
post-void residual (PVR) volunre, rvhich rvere

measured by standard uroflolvmetry and
catheterization techniques. The AUA symptom
score was also divided into obstructive (items l,
3, 5, and 6) and storage symptoms (itenrs 2, 4,

and 7) to determine rvhether Oxybutynin had a

greater effect on either type of symptom. AEs
rvere recorded throughout the study.

Statistical analyses were performed using

SPSS software, version 9.0 for Windorvs
(SPSS, Chicago, Illinois, USA).A P-value of less

than 0.05 rvas considered significant. End point
values after l, and 3 months of treatment were
compared to baseline values using the Student /
test.
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Table (1):
max, and
therapy.

Changes in AUA symptom score, Q
PVR volume after Oxybutynin

Ilcsults:-
Of thc 38 included paticnts, 33 (87%)

conrplctcd tlrc 3-month sttrdy. Thc nrcan agc of
includcd paticnts rvas 59 ycars (rlngc 50 to 77)
and thc nrcan <luration oI prcvious lirilcd u-
blockcr tlrcrapy rvas 6.3 rnontlrs. 'l'hc a-blockcrs

usccl prcviously by paticnts inclu<lccl
tcrazosin in 25 plticnts, cloxazosin irr 5, ancl
alfirzosirr irr 5, and tanrsulosirr in 3 paticnts.
lv{can brsclirrc PSA rvas 3.7 ng/rnl.

Urirrary fi'crprcncy dccrcascd fl.onr |1,2
to 6.5 nricturition daily (p < 0.02) and nocttrria
episodes decreased front 5. I to 2.4 nightly (p <
0.01). The changcs in the mean AUA syrnptorrr
score (- 5.3, p < 0.001), Qrna,x (1.8 rnl per
second, p < 0.01) and PVR volunrc (-21 nrl, p <
0.02) after 3 months of Oxybutynin treatment
were statistically significant. Total AUA
symptom scores rvere significantly decreased
after only I month of treatment (- 4.8, p <
0.03). (Table l).

Mean scores for storage and voiding
symptoms lvere also significantly decreased after
3 months of treatment rvith Oxybutynin (p <
0.02, p < 0.03). Figures I and 2 respectively.

Five men (13%) discontinued Oxybutynin
therapy because of intolerable dry mouth. There
were no occurrences of urinary retention.
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Fig, (2 ) Mean Voiding SymptomScores

/tfter3 Months of 0rybutynin Therapy.

Discussion:-
The impact of continuing grorvth of the

elderly population BPH and other age associated
conditions have emerged as major public health
issues. Although voiding symptoms are the most
prevalent LUTS secondary to BPH, studies have
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demonstrated that OAB symptoms are the most
bothersome and they negatively impact health
related quality of life. In an international study
of men with LUTS, voiding symptoms
accounted for the 5 most frequent symptoms but
OAB symptoms accounted for 4 of the 5 most
bothersome symptoms.lnl Thus, controlling OAB
symptoms without aggravating voiding
symptoms has become an important therapeutic
goal in the management of BPH induced LUTS.

The results of this study demonstrate that
Oxybutynin decreased OAB and voiding
symptoms in men with BPH in whom a-blocker
therapy failed. The incidence of AEs rvas lorv
and urinary retention did not occur in any
Oxybutynin treated men. The increases in Qmax
and decreases in PVR observed rvith Oxybutynin
treatment further support a low risk of urinary
retention. These results are consistent rvith
previous findings in men rvith BPFI and BOO
that suggest the inhibitory eff'cct of
antimuscarinics agcnts on dctrusor musclc
contractiorr is unlikcly to aggravatc voiding
difficultics in mcn rvith OAB symptorns and
possiblc IIOO. ltrl l'o our knorvlcdgc, the currcnt
study is thc first in Iraq to asscss thc cfticacy and
sal'cty of Oxybutynin in nrcn rvith BPII rvho had
rrot c,rpcricrrccd rclic{' lionr t,U'fS rvith G-
blockcr thcrnpy.

A lthorrglr thc rcasons lbr thc lailcd
cflicacy of a-blockcrs in this population arc not
rvcll cstablishccl, it is possiblc that sonrc puticn(s
hrd idioprthic OAB in thc absencc of IIOO.
Bccnusc cr-blockcrs rnay not have direct cf['ccts
o11 dctrrrsor contractility, the cflicacy of
Oxybutynin treatment in these me n ntay bc
attributablc only to increased detrusor stability.
Decrcased dctrtrsor contractions may increase
bladder volunre at voiding, leading to the
observed inrprovements in hesitancy and
interntittencfr.uo,.n.. 

estimates of Boo in nren
rvith LUTS have approached 70%. tsl

Furthermore, the prevalence of DO in men rvith
BPH/LUTS has been estimated to be betrveen
40% and 70oA.15'61 The current resutts
demonstrate that Oxybutynin rvas effective for
male LUTS and suggest that expensive
c1'stometric and urodynamic diagnostic

techniques used to confirm DO and BOO may
not be necessary to effectively treat LUTS.
Combination therapies using anticholinergics
and a-blockers have also demonstrated promise

' for symptomatic BOO and DO in male
PoPutations.ll{' 

lEl

Conclusions & Recommendations:-
The results suggest that treatment with

Oxybutynin in carefully selected men with BpH
and moderate LUTS may be a reasonable
therapeutic option after failed treatment with o-
blockers. To more eventually institute a role for
muscarinic receptor antagonists in the treatment
of LUTS secondary to BPH, randomized and
placebo controlled trials should be performed
using urodynant ic evaluation and enrolling
larger nunrbers of men for longer treatment
periods.
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