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Abstract
A prcspectir e. r'andomized, placebo-contlolled study was designed to investigate the eflicacl' and

side efTects of the selective serotonin re-uptake inhibitor, fluoxetine hydrochloride, on postponing

ejaculation in patients with premature ejaculation (PE). A total of 55 men with PE were scheduled

to begin this study, but 5 of them have been dropped out for unknown reason, so the study was

comp)eted $/ith a total nurnber of 50 patients. The ages ofthese patients (who experienced pritnary
prelnature e.jaculaticn (lifelong rapid ejaculation)) ranging between 19 io 65 years. The patients

rvere asked to detennine the tirne in second-s between vaginal penetration and ejaculation (latency

time), by using a clock for four ',veeks before starting the treatment,and a baseline mean

ejaculatory latency time was rneasured. Then the patients were given either flouxetine
hydrochloride or placebo fol aditiomal 8 weeks. All patients were inteniewed before and 8 weeks

afier beginning the treatmerlt.Baseline mean ejaculatory latency time was 60.6 s; 20 mg/day of
fluoxetine increased il to 199.3 s. rvhile in patienl using placebo it was 68.15 s (p < 0.001). This
resulted in signiticantly greater sexual satisfaction for men: 73% (p < 0.001). Generally, fluoxetine
q'as uell tolerated and there rvere no major side effects. None ofthe patients discontinued therapy
due to advelse effects. Fluoxetinae irl'drochloride may be regarded as a sale and effective option in
the treatment of oremature eiaculation.
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Introduction
From a bioiogical point of view, the whole
pupose of sex is procreation. in most
animals, intercourse is brief; and ejaculation
occurs shortly after penetration. In humans,
though, sex involves a broad anay of
psychological and interpersonal factors. As a
result. premature ejaculation is defined not by
the clock but by ths desir,e and salisfaction of
both partners. Premature Ejaculation (pE) is
the most comlnon sexual dysfun<;tion, which,
according to some authors all-ects almost
50% of men. Because the ejaculation occurs
much sooner than desired, it causes a
significant suffering for the patient, as it
impedes a satisfactory sexual intercourse.'Ihere are many definitions of PE in rhe
medical ljterature; however, there is no
consensuui.A quantitative definition is being
folmulaled to obtain parameters to be used ii
scientific shrdies. The most used parameter
hzrs been the latcncy rirne, which ii the rime
betrveen vaginal flenefation and ejaculation.
However, there is not an agreenent on how
long this time shor"rld be. Therefore, to
Waldinger et ai.. the parient with pE
ejaculates in less than a minute(2); to
Strassberg et al. in less than two minutes(r); to
Althof et al. in less than four mimrtes(a) and to
Schover et al. in less than seven minutes(s).
Nowadays. the definition almost universally
accepted is the "DSM IV", Diagnostic and
Statistical Manual - 4th Edirion, from the
Psychiatric American Association, published
in i994: "Fremature Ejaculation is an
ejaculation, persistent or recunent, with
minimal sexual stimulation, belore or
thereupon ejaculation, sooner than desired".
Occasional problems, not persistent and non-
recurrent, or not accompanied by great
suffering or personal relationship difficulty"
do not characterize the diagnosfsi6-7).
Aetialogy of PE, The cause of prematue
ejaculation is considered psychologicat,
although no one really knows. Idiopathic
primary premature ejaculators may have

lower penile sensory tbresholds(6) and/or
greater cortical penile representation(7) than
their normal counterparts. Other workers
contend that men with PE become sexuallv
aroused more rapidly than normals(8).Botir
anxiety and depression have been associaled
with PE''' ahhough this may be a
consequence of the condition rather than a
cause. Others have failed to find such an
association .A number of psychodynamic
theories have been proposed to explain pE, as
well as psychosocial and relationship factors
(e.g..family problems or a recent new
baby)""', There are a number of anecdotal
reports of PE being associated with
neurological disease, diabetes, pelvic injury,
vascular disease, prostatic hypertrophy,
chronic prostatitis and hypogonadotrophic
hypogonadism \"t.Premalure ejaculation
may be treated by behavioral techniques,
medication, or a combination of the iwo.
The objective of this study was to evaluate,
through a prospective, randomized, placebo-
controlled study, the efficacy of fluoxetin
hydrochloride in the treatment of pE and itg
side effects.

Materials and Methods
Fifty five men with PE complaint for at least
six months were interviewed. Data were
collected from June 2005 to July 2007. Five
patients were excluded from the study: 2 had
erectile dysfunction, 3 patients did not retum
after the first interview. At the end, 50
paiients attended all inclusion criteria. in the
first appointment, after explaining the study
and giving the written consent, the patient
was asked to retum after 4 weeks. Durins this
period. the patient was askecl to have at-least
one intercourse per week, and to evaluate the
tine between penetration and ejaculation.
Time evaluation should be made by the
partner with a clock marking seconds.
initial rime was obtained throush the
arithmetic mean of the four times me-asured.
Besides the latency time obtained, a
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subjectrve c\'alriation of thc satisfactron level
in rela.ti.r;r tc ihe :exual lnterctturse r,r'tts

requested. Satislactior le,.'el could vary front
bacl" t-air or good. Biograpliic data of ail
patients are summarized in Tahle- 1 . All of
rhem reported good afiectivc relationshrp
vr,ith theil r,r,ives arid consider-ed their serual
perlbrmance bad.Then the pal,ients were

ranclor:rized iir 2 groups: the fir'st group(3O

pati;nts) siven 2C mg ol Fluoxetine a da1',

an,.! the other group(2ll patienls) ilsing
placebo. one tablet a dav. at night fbr I
weeks.The patients startecl with the
merlication (either Fluoxetine 20 mg or
placebo treatment; and asited io tetunt 8

t'eeks later, bringing the l.ilne of at lcast 8

sexiial inh:rcourse rc'corderd. .'\t the end of
this peirod, l.he aril:hmetic fi1eiln ill lile liiteltcv
timc measured. thc satislaction levei \ ,ith tlie
scxual intercourse anrl tlte elenlual sidt'
ef'fects were rvritten in tire protocol. fhe
results werc oornpared to thc ones initiall-v
obtainecl.Th,: chosen ftuoreiin dose rvas 20
rng once a da1', siircc this rs the rnost common
dose useci lir the tl'eatmel1t of anxiety- ancl

depression. which causes ejaculatlon delal irr

n.ran-y patients without PE. Thrs el'1'ect can be

initiated in the first cla1,s ot tLse.The

numerical data obtained wele desclibed in
mean, standard deviation aiid mcdian. The
chi-sqnate test, and il test \vere used 1br Lhe

statistical anrlysis o1' tn,v tial.ei. We adopted a

significance ler,el of 5ozir lbl all tests.

Results
B1,. ihe end of the data collection period. the
analysis of ihe 50 patients' data plovided
results about many characteristics of patients
w'i1h I'E.ln relation to the satisfaction level
with sexual intercoruse, the results showed
that 18 patients (60%) reponed good
irnprLrvement q'ith fluoxetin. 4 (13.5%)
reported fair improvernent and 8 (26.5%)
didn't reporl any alteration, that is. they still
had bad quaiity sextial intercourse. While in
the gloup of placebo management. only 2
patients (10%) repo(ed i'air improvement and
18 (90%) did not repo( improvement ('fable-
2). Thc difference was statistically signrficant
(n < 0 00 l).'fhe resr:lts ol latency time are

shor.vn in table (3). Patients using fluoxetin
achicled mean flnal latency time of 199.3

seconds, while patients using placebo

eehieved 68.I seconds. t he comparison
bctween theses times reveled a statistically
significant diffbrence (p < 0.001),The side
effects observed, with fluoxetin and placebo

tuse, are demonstr:ated in Table-zl. 
-lhere 

rvas

a statisticalll, signifioant difl'erence. witlr
higher incideirce in the fluoxetir.r group, of
drowsiness (p = 0.002) and headache (p =
0.03)
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Tatrle( I ): Chnlncteristics of 50 palients.

Table( 2): Degree of satisfaction rvith sexual activity follorving intake of 20 mg fluoxetin or
placebo management for eight rveeks.

and Dlaeebo nr t lbr e ight weeks.

Mean = 60.6
Median = 43.-5

StandarC Deviation - 51 .83

lVl ean : 199.3

N4edian - 160

Sr.'rr..lard Der iatrou - 178.08

Mean:62.7
Mediana:42.5

Standard Deviation - 64. 12

Mean : 68. 1

Median =,15,5
Standard Deviation = 64.30

Mann Whihrcy test (z value = -4.093): significant for placebo final time x fluoxeline final tirne (p < 0.001).

Table( 3): Variation of latency time, in seconds, befbre and aftel the use of fluoxetine 20 mg
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l'ablc {"1): Side ellccts wilir thc urc r)f lluoretine and placebo

I'i.vher'.t t:xutt lc.\l .ti:4ni.fiLunt f,tr tltritt sinc:.s /1t ' 0.()02) und Itcttdtrt'hc (p - 0 ()i).

i ''l.:"{ffi .
;'-'i1.:'.i

L l:":''"'

!'igure(1): Nunrber ol'palir:nts that rcportcd improvcment in the degree of satisfaction
reg;rrdirrg their scxual ac{ivif}, after an 8-wcek trcatment with placebo or fluoxetine. I r2 =
32.9{i (clegree of freedom - I). p < 0.001.

number of paiient
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Figure( 2): \'ariation ol'tllctltr titrrC
llrrnn Wlritrrev ics( --plaeebo linal

plac €",0o

llterrcy follorving trcatrnent rvith plrtcebo or' fluoxctine.
tinrc r lluortlinc final linrc (p < 0.()01

I)irt:rrssion
Serr-'krninc (5-h1d1q.;lr'1pl;u:tintr. or 5'l{ I)
is arr anrinc lbltnc,l liortt tiyplophrrt, ltn

esscltir.ti lllrinoaci!]. 11 acli irs it

ntLrt<ltianst;tiii,.rL. lrlntot;t.. ;.:,llLtriri-'lr iti 1lt,:

nrts,:ncepi]lili,n. frirrs iurd lrillh I1s lti.ljoii irl

tjlr: ccn'tfal. nen'r)Llb svsLe lll itrt,tlli,,ls tlla
regrlllior.l ol' titc ctrlchrlrl blood ilo\\' alld

slcep, t()lcraJ),Jc lrlr I,rcl'j1\[cl]1 stf*ss,

behavirrlal attd irlpr:lsivctrcs:. inhibitjrrrt. Ils

libcfi!tio1r is stintLtllltcLl l'r', lrersive eveltts.

Icurling to tltr: Icpltlltlit,lt 01 deti:n:;i'ie
bchar,iilr and''or trttrici.r'. llusirlcs. rt is tltc
rrclr|olr';rnsrritlcr trl tlrr: lr.titr rilliibitirr
t1c:,ccli,]etrt clttLrls t0 thc sllrillitl r:tr|r"l (l;l).
'l-br ,.r'lry sct-oIrttitt itrtctlcr,:s t;t ejiicLrlltirrn is

still not wcll-l,norvn. Sr'.:tlss|tt & Ilansiin
{l:1 C.'ruo't.lt:i1irl lll:rl L, 1., irlll:ll- LJlr;().
e\frlinrenli.rl ly in ttts. eirri:Lt ) :itiol ilh ilrj t i orr

ihroLrgit celtal attd spittlrl rirtct:. Irjrc'.rlltioll
is ir phcnonrr":tton pclilit iL:ai1i nrcdialcd h,v

alpha-l nor:tdrcnct-gic stirttrtllliott. problrbl-'

rvith ctriincrgic irtllttettcc. 1hc sclrctivc
scr'ototrirr rcttptaJic inhittiLors d(' lr{)t llllVe

st nrpalhicolitjc e{iccts not evelr ovor thc
parasvrnpnlJ'r-tic,'Iherefore, the eflects o1'

thcse drugs in dc!:ryirrg eiacuiatiol.t ntLrsl

occur in the ccntral ltervous s)stclrl (16.J7).

r\rller-Lirrschrn:;ky' et al. (1ll) bt'licve that

scr!)lor.rin hrrs an itthibitory tolc ovcr tlrc
noiaaircrlcrgic mecltanislll o{ the orgasrn, bv

inlribiting tlrcr plesynaptic netn'on, which
l;ri'litrrtei tlr.: s,titprlhctir' ncu T(,l rJ lr qlll i'\ i, 'll.
thal is, it inliibits the sympathetic nervous

systcrn. rlelafing e.ieculation.llnekin et,ll.
(){)) cor.rclucied thal lhefe ttfc evidcnces thal

lhc preInalurc cjaculators ate ttttable lo
nraintlritt tlre r-cgiortal dept"cssittn lr1 llrc:

adlcrrelgic ectivi1l, clrrling etcctit.rtl.'lilLrs. thc

laeli 0l- sclototlin wotlld inrp'':dc thc tcgiollal
dcpressiorl ol' the adrenergic aclivity.
alJi,)wirrg lltc cjacLtlation. Tltc rcplacemettt ctt

scrolonjn obtainod r.vith thc lluoxcrtin rise

'"vould rcverl this situlition. t his rvotl)d jLtstily

thr fcst)lis obtirinecl irl thc presenl s1L)d)'.

lr'htrc tltc l.-vcl ol' sati,sl-actiotr r.vilh scruli
irllercoui sc ri'ith lltc usc ol llLlorctin
1r1r'llochloriclc',\'as stgnilicanlll dillctenl

Uuoxet[)e

q.l
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from thc rise of placebo (Figurc-l) When we

evaluate the latency time, this fact is even

nrore evident, A statistically significant difference

between tl'Ie results obtained by patients usitig

fluoxetin and placebo was obsei ved (Figure-2)

Conclusions
Fluoxetin hydrochloride ls e{f-ective in the

treatment of Primary PE, incteasing

'ejaculatory latency tinie with minor and

temporary side effects. 'i he improvement

occurs inrlependently fi'om patients anxiety

level or depression and independently from

an improvement in those asPects.

Mann Whitney test (z value = -4.093): significant

for placebo final time x fluoxetine llnal time (p <

0,001).
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