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Abstract. Comparative effect of dapoxetine and venlafaxine in the treatment of premature ejaculation in men injured
as a result of hostilities. Vorobets M.Z., Vorobets D.Z., Fafula R.V., Melnyk O.V., Lychkovska N.E., Vorobets Z.D.,
Chemerys O.M. Premature ejaculation is one of the most common male sexual disorders and occurs with a frequency of 21-
33% in various populations. The etiology of premature ejaculation is practically not established, although it is a fairly common

type of sexual dysfunction. According to various data, sexual dysfunction occurs in 49.1-80% veterans of combat-actions with

post-traumatic stress disorder. Premature ejaculation can interfere with sexual satisfaction, leading to a reduced quality of life
for men and their partners. It has been shown that serotonin reuptake inhibitors may be the drugs of choice in the treatment of
premature ejaculation. The aim of the work was to improve methods of treating sexual dysfunction accompanied by premature
ejaculation in men injured as a result of hostilities. 56 men injured as a result of hostilities with sexual dysfunction and
complaints of premature ejaculation were examined. Patients were divided into two groups depending on the selected selective
serotonin reuptake inhibitors —venlafaxine (n=24) and dapoxetine (n=32) which they had been receiving for at least 1.5 months.

After treatment with both serotonin reuptake inhibitors, reactive and personality anxiety symptoms objectively decreased, as
assessed by the Spielberger-Hanan scale. Treatment with venlafaxine and paroxetine resulted in a significant reduction in

depressive symptoms in men with premature ejaculation. They turned out to be relatively balanced drugs with satisfactory
efficacy and relatively few side effects. However, venlafaxine, compared to dapoxetine, produced 2.1 times fewer side effects
and 20% fewer relapses. The average duration of sexual intercourse after treatment with both drugs positively correlated with

the overall improvement of sexual function according to the IIEF-5 scale (r=0.70; p<0.05 for the first group,; r=0.85; p<0.05
Jor the second group). An inverse correlation was found between the average duration of sexual intercourse and the score of
anxiety symptoms on the Spielberger-Hanin scale in patients of both study groups (r=-0.69; p<0.05 for the first group, r= -
0.68; p<0.05 for the second group). Although dapoxetine is considered the “gold standard” among serotonin reuptake
inhibitors for the treatment of premature ejaculation, the drug is used by the patient only on demand, and other drugs in this
group, which are antidepressants, may have a more positive effect on patients with depression and concomitant premature
ejaculation, who have suffered as a result of hostilities. The study demonstrates that the neurotransmitter serotonin plays a key
role in the modulation of ejaculation, as the use of its reuptake inhibitors, in particular dapoxetine and venlafaxine, contributes
to an increase in intravaginal latency time to ejaculation.

Pedepar. IlopiBHsuIbHMI e()eKT JaNOKCeTHHY Ta BeHJAa(aKkCUHY B JiKyBaHHI NepeIyacHol esKyasii 4010BiKiB,
MOCTPAKAAJIUX YHACHiAoK OoiioBux niii. BopoGeus M.3., Bopobeus /1.3., Padyna P.B., Meabnuk O.B.,
JImuxkoBcbka H.E., Bopo6eus 3.10., Uemepuc O.M. llepeduacua eakynayis € 0OOHUM 3 HAUOLIbU NOWUPEHUX YOTOBIYUX
cmamesux po3nadie i sycmpiuacmvcs 3 wacmomoio 21-33% y pisnux nonynayiax. Emionoeis nepeduacHoi eaxyiayii
NPAKMUYHO He 8CMAHOGNEHd, X04d BOHA € 0OCUMb NOWUPEHUM GUOOM CEKCYaNbHOL OucyHkyii. 3a pisnumu Oanumu, y
semepanie 60tosuUx Oill i3 NOCMMPABMAMUYHUM CIMPECOBUM PO3NA0OM CeKCyanbHa ouc@ynxyisa sycmpivacmocs 6 49,1-80%.
Ilepeduacha esxynsiyiss MOdICE NEPEULKOONCAMU CEKCYATTLHOMY 3A00B0NEHHIO, WO NPU3BOOUNb 00 3HUINICEHHSL SIKOCII JHCUTMSL
yonosixie ma ixuwix napmuepok. Ilokazano, wo came iH2IOIMOPU 360POMHO20 3AXONIEHHL CEPOMOHIHY MOICYMb 6ymu
npenapamamu 6uOOpy npu AKYeaHHi nepeduachoi eskynsyii. Memoio pobomu 6y10 YOOCKOHANCHHS. MEMOOI6 JliKYEaHHs.
cmamesol OUCQYHKYIL, Wo CynpoBo0€CYEMbC NEPEOYACHOIO eSIKVIIYIED, ) HONOBIKIB, NOCIPAXCOATUX YHACTIOOK 60U06UX O,
Ob6cmediceHo 56 Y0N06iKI8, NOCMPANCOANUX YHACTIOOK O0U0GUX Ofll, 13 CEKCYanbHOW OUCQYHKYIED ma CKapeamu Ha
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nepeouachy eskynsyiro. Ilayienmie po3nodineno Ha 08I Spynu 3a1exHCHO 6I0 BUOPAHO20 NPenapamy CeneKmueHo20 iHeioimopa
360POMHO20 3AXONNEHHSL CEPOMOHIHY, SIKULL 6OHU OMPUMYBAIU WoHatumeHwie 1,5 micsyi: sennaghaxcun (n=24) ma oanoxcemun
(n=32). Iicna nikysauHs oboma iH2IOImMopamu 360pOMHOS0 3AXONIEHHS CEPOMOHIRY 8 YON0BIKIE 00 EKMUBHO 3MEHUUIACH
PeaKmueHa ma 0COOUCMICHA MPUBOICHA CUMNMOMAMUKA, SIKA OyiHo8anace 3a wikanow Cninbepeepa-Xanana. JIikyeanns
BEHAAPAKCUHOM T OANOKCEMUHOM NpPUBENo 00 GIPOCIOHO20 3MEHUIeHHS. OenpecugHOl CUMRMOMAMUKYU 6 YOJ0GIKIG 3
nepeouacHoro eaxyayiero. Bonu euasunuce 8I0HOCHO 30ANAHCOBAHUMU Npenapamamiu i3 3a008iIbHON eheKmUsHicmw i
BIOHOCHO HeBenUKo KinbKicmio nodiynux egexmis. OOHAK OanokcemuH, HOPIBHAHO 3 eHnagaxcurom, oaeas y 2,1 pasa
MeHuty Kinbkicmb nobiunux egpexmis i na 20% menuie peyuougie. CepeOns mpusanicms cmamego2o akmy nicis JiKy8aHHs
0boma npenapamamu RO3UMUBHO KOPETIOE 13 3a2allbHUM NOKPAWEHHAM ceKcyanbHol (yuryii 3a wixanoro MIED-5 (r=0,70;
p<0,05 ona nepwoi epynu; r=0,85; p<0,05 ona dpyeoi epynu). ObepHena Kopenayis UAGLEHA MidC CepeOHbOI0 MPUBATICINIO
cmamegozo axkmy ma 6anom mpusoN*CHoI cumnmomamuxu 3a wikanoro Cninbepeepa-Xanina 8 nayichmie 060x 00Ci0HCy8aAHUX
epyn (r=-0,69; p<0,05 ons nepwoi epynu; r=-0,68; p<0,05 ons opyeoi epynu). Xoua «3010mum cmanoapmom» cepeo
npenapamis  iHeibimopie 360pOMHO20 3aXONJICHHS. CEPOMOHIHY OISl JIKY6AHHSL NepeoYacHol esKyIsayil 86axicacmoCs
O0anoKcemuH, npenapam 62CUBACMbCSE NAYIEHMOM JUWe 3 8UMO2010, d THWI npenapamu yiei' 2pynu, sKi 6iOHOCAMbCS 00
AHMUOENPECAHIMIB, MOJCYIMb MAMU MAKOIC NO3UMUGHULL 6NIIUE CaMe HA NAYIEHMIE 3 0enpecicio ma Cynymuvolo nepeouachoio
ESIKVIAYIEIO, NOCMPANCOATUX YHACTIOOK 00U08UX Oiil. JJ0CIONCEHHS OEMOHCMPYE, WO HEUPOMPAHCMImep CepOmOoHiH gidiepae
KIO408Y pONb Y MOOYIAYIL esaKyIayil, OCKIIbKU 3acmoCy8anHs IHIIOIMOpIe 11020 360POMHO20 3AXONJEHHS, 30KpeMd

oanokcemury ma 6eHAAQAKCULY, Cnpusie 30IIbUEHHIO THMPABALIHANLHOZ0 JAMEHNHO20 YaCy 00 HACMAHHS eSKYIAYiL.

Men with sexual dysfunction often complain of
premature ejaculation (PE) which is considered as the
inability to control ejaculation for “enough” time to
have sexual intercourse [1, 2, 3]. Premature ejacula-
tion is one of the most common male sexual disorders
and occurs with a frequency of 21-33% in different
populations [2, 4]. According to other data, 25-40%
of men in the USA suffer from PE [5, 6]. The etiology
of PE is practically not established, although it is a
fairly common type of sexual dysfunction.

According to various data, sexual dysfunction
occurs in 49.1-80% of combat veterans with post-
traumatic stress disorder [7, 8, 9]. PE can interfere
with sexual satisfaction, leading to a decrease in the
life quality of patients and their partners [1, 3]. The
mechanism of PE development is not fully under-
stood, especially considering the role of physiological
mechanisms of action of selective serotonin reuptake
inhibitors (SSRI). SSRI were introduced into the
treatment of PE after psychopharmacological studies
on the pathways of ejaculation control [1, 2, 10].

Psychological factors often influence the occur-
rence of PE. Men sometimes underestimate the
connection between sexual ability and emotional
well-being. PE can be caused by temporary depres-
sion or stress. However, it is often necessary to use
drugs that slow down the rate of arousal. Serotonin
reuptake inhibitors have been indicated as the drugs
of choice in the treatment of PE [1-5]. Along with
behavioral therapy, this paper presents our compa-
rative experience with the use of medications in this
group. Clinical and laboratory studies of sexual dys-
function in recent years have led to the development
of new treatment protocols, including psychosexual
and local negative pressure therapy methods, and new
pharmacological drugs [1, 3, 11].

Dapoxetine hydrochloride, a short-acting selective
serotonin reuptake inhibitor, is currently the only oral
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drug recommended on label [1, 2, 12-15]. The mecha-
nism of action of dapoxetine in PE is likely related to
the inhibition of serotonin reuptake by neurons and
the subsequent enhancement of the effects of neuro-
transmitters on pre- and postsynaptic receptors. Ana-
lysis of clinical studies has confirmed that this on-
demand treatment improves the quality of life of the
patient and his sexual partner [1, 10]. However, the
drug is taken only on demand, and is often viewed by
patients as a "one-off", that is, one that does not treat
the causes of the disease and cannot potentially cure
it. Dapoxetine causes the most significant delay in
ejaculation among SSRI, which are antidepressants,
and is therefore widely used for the treatment of PE
[18]. Although dapoxetine was originally developed
as an antidepressant, it has been largely unused for the
treatment of depression and is now only used for the
treatment of PE [19].

Patients who have suffered as a result of hostilities
and who are consulted by a psychiatrist often exhibit
depressive symptoms and are prescribed antidepres-
sants. Some of the antidepressants that belong to the
SSRI group also have a positive effect on prolonging the
intravaginal latency time before ejaculation. Therefore,
one drug can be successfully used by a psychiatrist and
a sexologist to treat depression and concomitant PE.

Venlafaxine is an antidepressant from the group of
selective serotonin and norepinephrine reuptake
inhibitors, also used to treat PE [16, 17].

All forms of ejaculatory disorders require a com-
prehensive psychological examination of patients using
objective questionnaire methods, and the development
of modern comprehensive therapy methods, which will
ensure better cure rates. In this study, we sought to
evaluate the treatment effect of dapoxetine compared
with venlafaxine on combat veterans with combat inju-
ries accompanied by depressive and sexual disorders, in
particular PE in real-world practice and to investigate
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factors influencing treatment effectiveness. The aim of
the work was to improve methods of treating sexual
dysfunction accompanied by premature ejaculation in
men injured as a result of hostilities.

MATERIALS AND METHODS OF RESEARCH

The research was conducted at the Urology Clinic
of the Danylo Halytsky Lviv National Medical Uni-
versity and the Military Medical Clinical Hospital in
the Western Region. The work was based on the
results of the examination and treatment of 56 men
injured as a result of hostilities, with sexual dys-
function and complaints of premature ejaculation.
The age of the patients ranged from 20 to 53 years,
with a mean age of 39+5.2 years. All patients comp-
leted and signed an informed consent to participate in
the studies. The research was carried out in com-
pliance with all principles of medical ethics and
protection of patients' rights, human dignity and
moral and ethical norms, in accordance with the prin-
ciples of the Helsinki Declaration of Human Rights,
the Council of Europe Convention on Human Rights
and Biomedicine, the Laws of Ukraine that determine
this; permission of the Bioethics Commission of the
Danylo Halytskyi Lviv National Medical University
(protocol No. 7 of 26.06.2023).

All patients underwent a questionnaire based on
the IIEF-5 scale (International Index of Erectile
Function-5) [20, 21], a sexological and urological
history was collected, a rectal examination of the
prostate was performed, microscopy of the prostate
secretion for the presence of an inflammatory pro-
cess, prostate ultrasonography, and, if indicated,
bacteriological culture of the prostate secretion, and,
if necessary, PCR diagnostics of the relevant
pathogens in the prostate secretion.

To determine health-related quality of life (QOL),
a survey was conducted using the SF-36 question-
naire [22, 23, 24]. According to the etiological prin-
ciple, neurogenic genesis of PE was found among all
examined patients. Patients were routinely consulted
by a psychologist, sexologist, and psychiatrist. The
main complaint of patients was PE, which persisted
with regular sexual activity 2.4+0.3 times/week. Pa-
tients were assigned to this group in the absence of
complaints, anamnesis, clinical, instrumental and la-
boratory data of the presence of prostatitis (collicu-
loprostatitis) or chronic pelvic pain syndrome. All
patients of this group had a pathological fixation on
sexual dysfunction, which was accompanied by an
affective component in the form of anxiety, fear of
failure, bad mood, and intense doubts, and led to the
dominance of the sympathetic nervous system during
sexual intimacy [1, 11, 12]. The average duration of
the disease was 9.0£0.8 months.
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Thus, the study group included only men with
neurogenic (psychogenic) PE, which in all 56 (100%)
occurred after a combat injury (multiple shrapnel and
bullet wounds). Given the complexity of the pathoge-
nesis of PE, the treatment of all patients was compre-
hensive and consisted of two parts: basic therapy and
selective serotonin reuptake inhibitors (SSRI).

Patients were divided into two groups depending
on the chosen SSRI drug, which they received for at
least 1.5 months: group 1 (n=24) received venlafa-
xine, 37.5-150 mg/day; group 2 (n=32) received da-
poxetine, 30-60 mg/day.

To objectively reflect anxiety and depression,
patient questionnaires were used using the Spiel-
berger-Hanin and Hamilton scales, respectively [24].
During the treatment process, criteria for determining
erectile dysfunction were taken into account.

To assess the effectiveness of treatment methods
for patients with ejaculatory disorders, the obtained
digital data were processed by statistics methods
using parametric and nonparametric multiple com-
parison methods. The results are presented as
arithmetic means with standard errors (M+m) and
medians with 25% and 75% percentiles (Me [Q25;
Q75]). The reliability of differences between inde-
pendent quantitative variables with a normal distri-
bution was assessed using the Student (t) and Mann-
Whitney U-test. Differences between the study
groups were considered statistically significant at
p<0.05. The correlation was calculated by determi-
ning the Spearman's rank correlation coefficient [24,
25]. Mathematical processing of the results was car-
ried out using the application package of licensed
statistical program Microsoft Excel (Microsoft Office
Standard 00218-04988-70316-AA857).

RESULTS AND DISCUSSION

Treatment of men with premature ejaculation was
included in the study. Men with sexual dysfunction
usually have impaired sexual motivation: instead of
focusing on the process of lovemaking, patients are
focused on the fact that sexual intercourse may end
prematurely. They experience tension and anxiety
instead of positive emotions. Given this, an important
component of the success of the treatment was the
patient's ability to learn to clearly navigate their
feelings and apply a functional training option in a
timely manner in order to prevent the ejaculatory
reflex from being triggered. The effectiveness of PE
treatment in patients of both SSRI groups, expressed
in an increase in the duration of sexual intercourse
(IELT), the presence and severity of side effects, as
well as PE recurrences, is shown in Table.

Thus, before the start of treatment, the average
duration of sexual intercourse in group 1 was
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1.0+0.4 minutes. In all 24 patients of group 1, therapy
was initiated with a dose of venlafaxine 37.5 mg in
the evening for 2-4 days, followed by a transition to
37.5 mg twice a day to prevent nausea, which was
observed with varying severity up to the first 5 days
of administration in 16/24 (66.7%), and then com-
pletely disappeared in 22/24 men. One patient refused
to continue using the drug.

Most patients experienced moderate general weak-
ness and fatigue a few days after the start of treatment,
which was difficult to objectify due to the significant
polymorphism of subjective sensations. Moderate dec-
reased libido and mild erectile dysfunction were noted
by 8/24 (33%) men. The positive side is the rapid
increase of the intravaginal latency time to ejaculation
(IELT) within 5-7 days of taking venlafaxine. The
negative side is that the drug is the most expensive in the
SSRI segment. By 1.5 months of treatment, 18/22
(81.8%) men reported significant subjective improve-
ment with an average increase in IELT of 3.0+0.45 min;
two others (18.2%), not satisfied with the duration of
IELT, switched to a dose of 150 mg twice a day and
after 2 weeks reported an IELT of 5.0+0.12 min.
Therefore, the overall effectiveness of venlafaxine in
patients of our clinic was almost 100% and depended

only on the dose received. However, the recurrence of
PE after drug withdrawal was 18/24 (75%). Some
patients indicated a positive effect (increased IELT)
from taking venlafaxine "on demand", a few hours
before the expected sexual intercourse, but these data
cannot be reliably objectified. 10/24 (41.7%) patients
agreed to continue taking venlafaxine after 1.5 months.

In group 2, before the start of treatment, the
average duration of sexual intercourse was
1.0+£0.4 min. In all 32 patients in group 2, therapy
was initiated with a dose of dapoxetine 20 mg/day in
the afternoon, preferably after work, for 45 days,
which was well tolerated. Among the side effects
during the first few days of taking the drug, the most
common were nausea, dizziness, headache, and
diarrhea for 1-3 days in 10/32 (31.25%) men, which
usually resolved quickly. Moderate decreased libido
and mild erectile dysfunction were noted by 8/32
(25%) men. After 1.5 months, 26/32 (81.25%) men
reported significant subjective improvement with an
average increase in IELT to 3.0+0.34 min;
4/32 (12.5%) reported slight improvement with
IELT to 2+0.12 min, and 2/32 (6.25%) reported no
increase in the duration of sexual intercourse with
IELT of 1.0+0.03 min.

Effectiveness of treatment of men with premature ejaculation depending
on the type of selective serotonin reuptake inhibitor

group 1 (n=24)

group 2 (n=32)

Groups > venlafaxine 75 mg/day dapoxetine 30 mg/day
Treatment > until after until after
Average duration of sexual intercourse 1.0+0.4 3.0+0.45% 1.0+0.4 3.0+0.34*
(intravaginal latency time to ejaculation 1.2 [0.8; 1.3] 3.41[3.2;3.7] 1.2 [0.8; 1.3] 3.3[3.0;3.8]
(IELT)), min, (81.8% - significant (81.25% - significant
(M+m, Me[Q25; Q75]) improvement) improvement)
5.0+0.12* 2.0£0.12*
4.9 [4.8; 5.1] 2.1 [2.052.3]
(18.2% - significant (12.5% - slight
improvement after improvement after
increasing the dose increasing the dose
to 150 mg/d) total to 40 mg/d)
efficiency 100% 1.010.03
1.0 [1.0; 1.1]
(6.25% - no improvement)
total efficiency 93.75%
Adverse effects, % 66.70 31.25
Decreased libido and mild ED, % 33 25
Overall improvement in sexual 5.4 6.2
performance on the ITEF scale across all
domains, number of points
Depressive symptoms according to the 6 5 6 5
Hamilton scale, points
Anxiety symptoms according to the 34/31 15/9* 34/31 15/9*
Spielberger-Hanin scale,
reactive/personal, scores
Patients who wish to continue treatment 41.70 43.75
for more than 1.5 months, %
PE recurrence after drug withdrawal, % 75.0 62.5

Notes: * the difference with the indicator before treatment is significant, p<0.05.
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The latter agreed to increase the dose of paroxetine
to 40 mg/day over the next month. Only five
(31.25%) men who experienced significant improve-
ment and two (12.5%) who noted moderate impro-
vement — a total of 43.75% patients decided to con-
tinue treatment with paroxetine for more than
1.5 months, explaining this by the same reluctance to
commit to systematic pill use. Different respondents
noted an increase in IELT from 1 week to 1 month of
dapoxetine use. Episodic use of this drug did not lead

venlafaxine

dapoxetine

(=]
—
(=]
[°]
(=]
w
(=]
S
(=]

No improvement

T
1

A slight improvement

to a significant prolongation of the duration of coitus.
The recurrence of PE from the first days of drug
withdrawal to six months was 20/32 (62.5%). Ove-
rall, patients were fairly satisfied with dapoxetine,
given its average effectiveness, average cost, and
minor side effects compared to other SSRI.

Overall, the results obtained indicate the effecti-
veness of treating PE with serotonin reuptake
inhibitors (Fig. 1).

100

= Significant improvement

Fig. 1. Comparison of the effectiveness of venlafaxine and dapoxetine
in the treatment of men with premature ejaculation

The vast majority of patients ultimately found
medication treatment psychologically difficult, as it
only helps with systematic use and does not provide
a lasting effect after discontinuation. The fact that the
total IIEF-5 score increased by 5.4 and 6.2 after treat-
ment with venlafaxine and paroxetine, respectively,
turned out to be interesting (Fig. 2).

This once again indicates the close relationship
between all components of sexual function, when,
with the improvement of the ability to control
ejaculation, the scores of the IIEF domains, which
reflect the improvement of sexual function in
general, simultaneously improve. Also, after treat-
ment with SSRI, anxiety in patients with PE
significantly decreased, as calculated using the
Hamilton scale, which in turn confirms the close
relationship between PE, psychogenic symptoms at
the clinical level, and the state of serotonergic
transmission of excitation at the physiological level.
The most pronounced trend towards reduced anxiety
is observed after the use of dapoxetine.

84

After treatment with both SSRI, reactive and
personal anxiety symptoms objectively decreased, as
assessed by the Spielberger-Hanan scale. However, it
is difficult to carry out an absolutely correct com-
parative analysis of the effectiveness of both drugs,
since the groups included men with very different
self-assessments of anxiety. Some patients denied it,
others noted pronounced anxiety, which was most
likely associated with sexual disorders.

Treatment with venlafaxine and dapoxetine resul-
ted in a significant reduction in depressive symptoms
in men with PE, but this was more dependent on the
even distribution of patient groups, many of whom,
despite PE, denied any depression.

Men with PE always hope for a "complete cure,"
which, unfortunately, is not often possible at current
stage of development of sexology, psychiatry, and
pharmacology. This necessitates the search for new,
more effective treatments.
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Fig. 2. Increase in total IIEF-5 score after treatment with venlafaxine and paroxetine

The correlation coefficient was used to determine
the relationships between overall improvement in
sexual function on the IIEF scale across all domains
and average duration of sexual intercourse. The
average duration of sexual intercourse after treatment
with both drugs is positively correlated with the overall
improvement in sexual function according to the

IIEF-5 scale (1=0.70; p<0.05 for the first group;
r=0.85; p<0.05 for the second group) (Fig.3). An
inverse correlation was found between the average
duration of sexual intercourse and the score of anxiety
symptoms on the Spielberger-Hanin scale in patients
of both study groups (r=-0.69; p<0.05 for the first
group; = -0.68; p<0.05 for the second group) (Fig. 4).
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Fig. 3. Correlation between the average duration of sexual intercourse and the overall improvement in sexual function
according to the MIEF-5 scale in patients as a result of treatment with venlafaxine (group 1) and dapoxetine (group 2)
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Fig. 4. Correlation between the average duration of sexual intercourse and the overall improvement
in sexual function according to the MIEF scale in patients as a result of treatment
with venlafaxine (group 1) and dapoxetine (group 2)

Thus, the study results indicate an association
between combat-related trauma in military personnel
and the development of neurogenic (psychogenic)
premature ejaculation. According to sexual, urolo-
gical, and psychoneurological history data, premature
ejaculation was not reported prior to participation in
combat activities. These results are, to some extent,
consistent with those obtained in a study of the impact
of stress factors (without injuries) on the civilian
population in Israel, resulting from combat operations
on sexual dysfunction and, in particular, on PE, which
was observed in 56.5% of men [26]. Probably, in our
case, the causal pathophysiological relationship
between premature ejaculation and the consequences
of combat operations is mediated by psychological
(stress, anxiety, hyperarousal, development of post-
traumatic stress disorder), neurophysiological and hor-
monal mechanisms, as well as, importantly, by medical
treatment of wounds. At the same time, it is obvious
that additional research is needed to accurately clarify
the mechanisms of premature ejaculation develop-
ment: psychological, neurophysiological, hormonal,
biochemical, and possibly immunological, and others.

The study demonstrates that the neurotransmitter
serotonin plays a key role in the modulation of ejacu-
lation, as the use of its reuptake inhibitors promotes the
increase in intravaginal latency time to ejaculation.

Among SSRI, venlafaxine and dapoxetine were
almost equally effective when wused together.
However, paroxetine caused significantly fewer side

effects (31.25%) compared to venlafaxine (66.7%).
Also, dapoxetine resulted in lower recurrence of PE
(62.5%) compared to venlafaxine (75.0%). Although,
in both cases, after the end of the course of treatment,
most patients experienced a recurrence of PE.

The use of selective serotonin reuptake inhibitors
leads to an increase in the time to ejaculation [13, 23].
In recent years, the most commonly used drugs for the
treatment of PE are Longride, Priligy, and Daporin,
but the active ingredient in all of them is Dapoxetine.
Before the introduction of dapoxetine, many SSRI
were used, but their effectiveness was much lower,
since permanent use did not guarantee a stable effect,
and long-term use caused the development of side
effects [27]. Dapoxetine is the first drug specifically
designed for the treatment of PE and has high
selectivity [1, 14, 15], although it was primarily deve-
loped as an antidepressant [19]. Unlike other SSRI,
dapoxetine has no significant clinical electrocardio-
graphic effects, is safe and well tolerated at doses of
30-60 mg/day, although it is prescribed only on
demand and cannot potentially cure the psychogenic
cause of PE, unlike long-term SSRIs, especially in
patients with concomitant depressive symptoms [1].

Some clinical studies previous years indicate of
significant efficacy of paroxetine [23, 28, 29]. It has
been shown that 77.8% of patients with lifelong PE
decided to continue daily dapoxetine use after 3
months of successful use, 30.8% refused due to
unsatisfactory efficacy [3, 13].
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A multicenter study of married couples over 6
months in 5 countries used stopwatches to measure
intravaginal latency time to ejaculation, the period
from intromission to ejaculation [3, 30]. It was found
that the IELT ranged from 30 seconds to 44 minutes,
with an average of 5.4 minutes; also depending on the
country — from 3.7 minutes to 7.6 minutes. In more
than 14% of men, the average IELT was lower than
200 s, in 26% it was longer than 600 s.

Clomipramine may help in severe cases of PE
associated with serious nervous system disorders; the
drug has also been reported to improve erection
quality in some patients [23]. Intramuscular injections
of magnesium sulfate solution have been reported to
be successful, as PE is believed to be associated with
magnesium deficiency [13, 14]. The use of the
LORETA (low-resolution electromagnetic tomo-
graphy of the brain) functional imaging method in
patients revealed that the SSRI sertraline promotes an
increase in electrical activity mainly in the frontal,
limbic and temporal lobes of the left hemisphere of
the brain, which may be associated with the thera-
peutic effect of SSRI in PE [31, 32, 34].

Some studies have shown that PE in men from
different countries of the world occurs even more
often than erectile dysfunction, accounting for 20-
30% of the population and practically not changing
with age [11]. PE not only affects the sexual health of
the man, but also negatively affects the psychosocial
health of the partner [23, 35].

Due to the polyetiological nature of PE, the
involvement in the development of PE of not only
anatomical and physiological links of pathogenesis,
but also socio-psychological aspects, as well as taking
into account the paired nature of sexual function,
certain difficulties arise in finding effective com-
prehensive methods of treating PE at the current stage
of development of medicine.

Thus, the study provides new data on the pharma-
cotherapeutic features of treating premature ejaculation
in male combatants with dapoxetine and venlafaxine,
contributing to a better understanding of the efficacy and
tolerability of selective serotonin reuptake inhibitors in
the context of increased anxiety.

CONCLUSIONS

1. Among the serotonin reuptake inhibitors, ven-
lafaxine (100%) was more effective in treating men

with premature ejaculation who were injured as a
result of combat operations than dapoxetine
(93.75%), but no significant difference was found
between them (p>0.05).

2. The use of dapoxetine causes fewer side effects
(31.25%) in the treatment of premature ejaculation than
venlafaxine (66.7%). Also, dapoxetine causes fewer
relapses (62.5%), compared to venlafaxine (75%).

3. The average duration of sexual intercourse after
treatment of premature ejaculation with dapoxetine
and venlafaxine is positively correlated with the
overall improvement of sexual function according to
the MIEF-5 scale (r=0.70; p<0.05 for the first group;
r=0.85; p<0.05 for the second group). An inverse
correlation was found between the average duration
of sexual intercourse and the score of anxiety symp-
toms according to the Spielberger-Khanin scale in
men of both study groups (r=-0.69; p<0.05 for the
first group; r=-0.68; p<0.05 for the second group)
injured as a result of hostilities.

4. Due to the absence of a “gold standard” for the
treatment of premature ejaculation, dapoxetine and
venlafaxine, among selective serotonin reuptake
inhibitors, demonstrated comparable efficacy in the
treatment of premature ejaculation (with a significant
increase in intravaginal ejaculatory latency time) in
male combatants, without extrapolation of the results
to other therapeutic approaches.
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