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AHHOmMayus.
Axmyaasvnocme: [IpedcOespemerHas Iakyaayusa (13) ocmaemes cAOHCHbIM NOAU 3MUOAOZUHECKOM 3aboseaa-

HueM, decmabuausupyrowuM noa0y dyHKyuio MyxcuuH. Ezo pacnpocmpaneHHoCmb 0YeHUB8aemcsa & 20-40%. Au-
azHo3 T3JIA 3ampydHeH, NOCKOALKY €20 CUMNMOMbl 8 3HA4UMeAbHOU cmeneHu Cy65eKmueHbl U NA0X0 onpedens-
JOMCS 8 KAUHUYECKOM KoHmekcme. B kavecmeae ocHO8H020 Memoda mepanuu ucnoab3yemes gapmaxkomepanus.

Ieas: CpaeHumenbHas oyexka 3P@PekmueHocmu U 6e30nAcCHOCIU KAoMunpamuHra zudpoxaopuda (Ha3anbHbIT
cnpeli 2,5 M2) u payokcemuna (kancyavl 20 m2) npu AeveHuu nayueHmos ¢ npexcdespemerHol 3aKyaayuell,

Memodul. 06caedosano 672 myscuuHbl @ soapacme om 18 do 60 aem (cpedHull eospacm 36,4£3,7 2oda) c xea-
a06amu wa TIJIA. PecnondeHmbl Guiau 0npoweHs! ¢ noMowblo onpockuka «Yabexckull undexkce J19» (UIPE). Aaa
oyeHkU 3PPexmueHocmu u 6e30nNacHOCMuU HA3A1bHO20 Cnpesi, COOEPICaujezo KAOMUnpamuHa zudpoxaopud, memo-
dom cayuatinoli guibopku 6611 omobpan 101 nayuenm. 06cAe008aHbI U NOAYHAAU AeHEHUE gayokcemurnom 103 na-
yuenma. Fpynna naayeto.

Pe3yasmambl: y nayueRmoe ¢ npexcdeaperenHoll 3aKyAayuell, n0Ayaguux KAoMUnpamuH, LIVIA yeeauvusa-
emcs No CpasHeHuo ¢ NAYUEHMAMU, NOAYHAEUUMU HAYOKCEMUH.

K 1oueasle cA08a: CEKCYanbHas OUcdyHKYUSA, NPexcOe6peMeHHas 3AKYAAYUS, yoKcemuH, KAOMUNpaMuH, ag-

dexmugHoCmb.

Annotatsiya.
Mavzuning dolzarbligi: Erta eyakulyatsiya (EE) erkaklarning jinsiy faolligini beqarorlashtiradigan murakkab

polietiolagik kasallik bo'lib qolmoqda. Uning tarqalishi 20-40% ni tashkil giladi. EE tashxisi qiyin, chunki uning bel-
gilari asosan subyektivdir va klinik kontekstda kam aniglangan. Terapiyaning asosiy usuli sifatida farmakoterapiya
qo'llaniladi.

Tadqiqot maqsadi: Erta eyakulyatsiya bilan og'rigan bemorlarni davolashda klomipramin gidroxlorid (2,5 mg
burun spreyi) va fluoksetin (20 mg kapsulalar) samaradorligi va xavfsizligini solishtirish.

Tadqiqot usullari: Biz 18 yoshdan 60 yoshgacha bo'lgan (o'rtacha yoshi 36,4+3,7 yosh) PE shikoyatlari bilan
672 nafar erkakni tekshirdik. Respondentlar bilan intervyu Uzbek LE ko‘rsatkichi’ (UIPE) so’rovnomasi yordamida
o'tkazildi. Klomipramin gidroxlorid burun spreyi samaradorligi va xav/Sizligini baholash uchun 101 bemor tasodifty
tanlangan. 103 bemor tekshirildi va fluoksetin bilan davolandi, Plasebo guruhi.

Natijalar: Klomipramine bilan davolashgan erta eyakulyatsiya bilan og 'rigan bemorlarda LIVIA fluoksetin bilan
kasallangan bemorlarga nisbatan oshadi.

Kalit so'zlar: jinsiy disfunksiya, erta eyakulyasiya, fluoksetin, klomipramin, samaradorlik.

Relevance: Premature ejaculation (PE) remains a  use are considered to be a first-line treatment option
complex, polyetiological disease that destabilizes the  for PE. However. Thereisno FDA-approved drug for the
sexual function of men. Its prevalence is estimated at  treatment of PE on the market in the United States [6].
20-40%. The diagnosis of PE is difficult because it is  Currently, the use of selective serotonin reuptake inhib-
largely subjective and poorly defined in the clinical con-  itors, which include fluoxetine and clomipromine, is of
text [1-3]. particular interest.

Almost every third man between the ages of 18 and THE PURPOSE OF THE STUDY:

59 has this disorder accompanied by negative conse- Comparative evaluation of the efficacy and safety of
quences, such as lack of self-confidence, anxiety, de-  Clomipramine hydrochloride (2.5 mg nasal spray) and
pression and dissatisfaction in relationships between  Fluoxetine (20 mg capsules) in the treatment of pa-

men and their partners [4-5]. The main emphasis inthe  tients with premature ejaculation,
MATEDRIAI € AN METHANANC vy

traatmant nf thic arann af natiante ic an nevcha. and
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This study was conducted at the Republican special-
ized, Scientific and Practical Medical Center of Urology,
Ministry of Health of the Republic of Uzbekistan
(RSNPMC of Urology).

A retrospective, prospective, randomized, blind,
placebo-controlled study design was developed and ap-
plied to obtain data in the time period from 21.01.2012
to 01.03.2019.

The study was conducted in accordance with Proto-
col No. 11 / 8 0f 07.09.2010 of the Ethics Committee of
the Ministry of Health of the Republic of Uzbekistan,
and the permission of pharm. Committee of the Repub-
lic of Uzbekistan No. 02 / 88 dated 12.05.2005.

The study involved 672 men aged 18 to 60 years
(average age 36.4+3.7) with complaints of PE, who
were examined using the questionnaire “Uzbek PE In-
dex (UIPE)” (7).

LIVIA was also determined during each sexual act
using a stopwatch.

Inclusion criteria

Practically healthy men who have been in a stable,
heterosexual, monogamous sexual relationship (more
than 6 months) who have been complaining about PE
for at least 3 months. In all cases, informed consent to
participate in the study was obtained.

Exclusion criteria

Patients with:

- hypogonadism;

- coronary heart disease (CHD according to anamne-
sis) and taking nitrates;

- deformities of the penis;

- with liver and kidney diseases in the decompensa-
tion stage; - alcohol abusers and drug addicts;

- patients with diabetes mellitus;

- who underwent ONMC within 6 months before the
study;

- with uncontrolled arterial hypertension (systolic
blood pressure above 170 mmHg or diastolic blood
pressure above 100 mmHg), with arterial hypotension
(blood pressure < 90/50 mmHg);

- patients with rhinitis and diseases of the paranasal
sinuses and inflammatory diseases of the MVP.

Taking into account the inclusion and exclusion cri-
teria, 303 patients with complaints of PE were selected
for further study.

101 patients were selected by random sampling to
evaluate the efficacy and safety of a nasal spray contain-
ing Clomipramine hydrochloride (2.5mg). 103 patients

were examined and treated with the drug fluoxetine, in
a dosage regimen of 20 mg.

In addition, 99 patients were in the placebo group.

Methods of statistical analysis

The research materials were subjected to statistical
processing using parametric analysis methods.

Accumulation, correction, systematization of initial
information and visualization of the results were car-
ried out in Microsoft Office Excel 2016 spreadsheets.

Statistical analysis was carried out using the IBM
SPSS Statistics v. 22 program (developed by IBM Cor-
poration).

Descriptive analysis was used to obtain initial data,
such as mean, standard deviation, and others.

The t-test of paired samples was used to evaluate
the results before and after treatment with each drug
(fluoxetine and clomipramine nasal spray).

In accordance with modern directions of pharma-
cotherapy, when studying the problem of PE, the safety
profile was measured, and the effectiveness of each
drug during treatment was evaluated in all patients. For
each patient, measurements were performed twice, be-
fore and after treatment.

An independent t-test of the sample was used to
evaluate the comparative values of the efficacy and
safety of drugs used for the treatment of PE.

An independent sample t-test (sometimes also
called the t-test for two criteria) was used to determine
whether there were statistically significant differences
in values between the two groups.

The chi-square criterion was used to compare the
side effects of each drug and to compare the onset and
duration of their duration of action. The chi-squared
test was used for independence tests to determine
whether the distributions of results for each drug differ
from each other.

Conditionally, the patients were divided into four
age groups: group 1 (from 18 to 29 years); group 2
(from 30 to 39 years); group 3 (from 40 to 49 years)
and group 4 (from 50 to 59 years).

RESULTS:
The statistical results of placebo-controlled studies

of the use of nasal spray containing clomipramine hy-
drochloride (abbreviated clomipramine) and fluoxe-
tine are shown in Tables 1 and 2.

Table 1 presents statistical results of comparing the

effects of drugs in four age groups.
Table 1.

Results of treatment of patients with Fluoxetine (20 mg) compared with Clomipramine hydrochloride
nasal spray (2.5mg) depending on age

Before treatment After treatment
Age Fluoxetine  |Clomipramine Placebo Fluoxetine Clomipramine Placebo
ILVE UIPE ILVE [ UIPE | ILVE | UIPE ILVE UIPE ILVE UIPE | ILVE | UIPE
(min) | (mark) | (min) [(mark)| (min) |[(mark)| (min) | (mark) | (min) |(mark)|(min) | (mark)
18-29 [1.4+0.6]25.844.5|1.440.6]26+4.0{1.3+0.6| 25+4.0 | 3.9£1.8* [16.6+4.4|6.0£1.4*| 15+3.6 [1.320.6/24.9+3.5
30-39 11.3£0.6|24.944.1/1.220.6|25+4.1/1.3+0.6| 25+4.8 | 4.4+1.8* |15.9£3.8/5.9+£1.4*| 1623.9 [1.320.6| 24.624.1
J33-4—9 1.240.6125.0¢3.9(1.6+0.5|126+3.01.2£0.4| 26+4.8[ 3.7+ 1.8* |15.5£3.8| 5.3+1.1*[ 1643.9 [1.320.5/26.2+4.8
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In all age groups of patients treated with fluoxetine,
a t-test was performed for paired samples to compare
LVIE.

There was a significant difference in the time esti-
mates of the condition of patients before (M = 1.40, SD
=0.62) and after treatment (M = 3.89, SD = 1.76) among
the 1st age group; t (44) = - 8.89, p <0.001.

In the 2nd age group, there was also a significant dif-
ference in time estimates before (M = 1.26, SD = 0.60)
and after treatment (M = 4.39, SD = 1.84), t (40) = -
10.18,p <0.001.

A significant difference in the time before (M = 1.23,
SD=0.54) and after treatment (M = 3.69, SD = 2.05) was
observed in group 3; t (12) =-4.45,p = 0.001; In the 4th
age group it was up to (M = 1.62, SD = 0.75) and after
treatment (M = 4.00, SD = 1.63).t(3) = - 4.28, p=0.02.

These results show that when treating patients with
PE fluoxetine 20 mg, their LVIE time increases.

a t-test for paired samples to compare the UIPE
scores in conditions before and after fluoxetine treat-
ment for each age group showed that in the 1st age
group there was a significant difference in scores be-
fore (M = 25.82, SD = 4.50) and after treatment (M =
16.64, SD = 4.35); t (44) = 10.40, p <0.001.

These results show that, in patients with PE, when
receiving fluoxetine, UIPE scores improve.

Fluoxetine versus Clomipramine

To compare the therapeutic effect of fluoxetine and
clomipramine drugs in the treatment of PE, a t-test of
independent samples was conducted in four age groups
to compare LVIE.

A significant difference in time indicators was in the
treatment with fluoxetine (M = 3.89, SD = 1.76) and
with clomipramine nasal spray (M = 6.00, SD =1.37) in
the 1st age group; t (93)=-6.55, p<0.001.

In the 2nd age group, the time difference was in
fluoxetine treatment (M = 4.39, SD = 1.84) and treat-
ment with clomipramine nasal spray (M = 5.87, 5D =
1.40); t (77) =- 3.99, p <0.001.

In the 3rd age group, significant the difference in
time parameters during treatment with fluoxetine (M =
3.69, SD = 1.84) and clomipramine nasal spray (M =
5.30,5D =1.06) t (21) =- 2.46, p = 0.02.

It should be noted that in the 4th age group, the dif-
ference in time indicators during treatment with fluox-
etine (M = 4.00, SD = 1.63) and clomipramine nasal
spray (M = 6.67, SD = 1.15) was insignificant.

In the 2nd age group, there was also a significant dif- The results obtained indicate that in patients with
ference in scores before (M = 24.90,SD = 4.09) and after  premature ejaculation, when using a nasal spray - clom-
treatment (M = 15.98, SD = 3.80); t (40) = 9.43, p  ipramine, LVIE increases in comparison with that when
<0.001. using fluosetine.

In the 3rd age group, a significant difference in The data of the t-test of independent samples when
scores was before (M = 25.00,SD =3.87) and after treat-  comparing the results of UIPE in the treatment with
ment (M = 15.54, SD = 3.76); t (12) = 5.84, p <0.001. fluoxetine and clomipramine nasal spray are shown in

In the 4th age group, the difference in scoreswasup ~ Table 2.
to (M = 26.25, SD = 6.95) and after treatment (M =
14.25,SD = 0.50); t (3) = 3.59, p = 0.04.

Table 2.
Comparative evaluation of the effectiveness of the use of drugs Clomipramine and Fluoxetine
Before treatment After treatment Side effects of Time before the
Groups ILVE UIPE ILVE UIPE the drug* start of the drug
(min) (mark) (min) (mark) (in minutes)*
%O_"l‘g’lr)am’“e 1.30£0.6 | 25.40+4.2 | 5.90+14* | 1570237 |  1.60%0.6 12.90+1.80
&”z"l"g%“e 1.30£0.6 | 25.40£4.3 | 4.10£18* | 16.104.0 |  2.70:0.6 218.9£20.6
Ei[af;g]" 130406 | 25.44£43 | 132:0.6 | 2514240 | 1.62:0.56 12.89+1.82

Note: * In all comparison groups after treatment, p<0.05;
To compare RES and UIPE in conditions before and after treatment with fluoxetine and clomipramine, a paired

t-test was performed.

Data analysis of patients receiving nasal spray

(imitation of clomipramine) in the placebo group

Foreach age group of patients taking placebo (na-
sal spray distal water), the t-criterion of paired sam-
ples was determined to compare LVIE in conditions
before and after treatment.

In all age groups, there was a slight, but signifi-
cant difference in the studied doses in patients with
placebo (Table 1)

. These results indicate that the use of nasal spray
in the form of placebo in patients with PE does not
really have a long-term time indicator.

In all age groups of patients receiving placebo,
when conducting a paired t-test to compare the indi-
cators of UIPE and LVIE in conditions before and af-
ter treatment, there were no significant differences
between them.

There was a significant difference in time before
(M =1.33.SD = 0.61) and after treatment with ﬂum(i

YHUTIMTIW BYHIIRUHU
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<0.001; The results showed that the use of fluoxetine
really increases the duration of LVIE in patients with
PE.

There was also a significant difference in UIPE
scores before (M = 25,37, SD = 4,33) and after fluox-
etine treatment (M = 16,15, SD = 3.97); t (102) =
15.78, p <0.001; which resulted in an increase in
UIPE scores in patients with PE.

The use of clomipromine led to an increase in
LVIE from (M = 1.34, SD = 0.61) to (M = 5.90, SD =
1.35); t (100) = - 34.04, p<0.001;

There was also a significant difference in the indi-
cators of UIPE scores before (M = 25.49; SD = 4.15)
and after treatment with clomipramine (M = 15.73;
SD =3.71); £ (100) = 19.22, p<0.001;

A t-test of independent samples to compare LVIE
after fluoxetine treatment and after clomipramine
use (Table 2) revealed a significant difference in time
indicators, respectively (M = 4.07, SD = 1.79) and (M
=5.90,SD = 1.35); t(202) =- 8.23, p <0.001.

These The results show the advantage of using
clomipramine compared to fluoxetine in patients
with PE.

t-test of independent samples conducted to com-
pare the indicators of UIPE. There was no significant
difference in scores after treatment with fluoxetine
(M =16.15,SD = 3.97) and clomipramine (M = 15.73,
SD = 3.71). These indicate that there are no differ-
ences in the effect of these drugs on UIPE.

a t-test of independent samples conducted to
compare the side effects of fluoxetine and clomi-
promine in the treatment of PE revealed a significant
difference in the incidence of side effects of fluoxe-
tine (M = 2.72, SD = 0.58) and clomipramine (M =
1.61, SD = 0.62) under conditions t (202) = 13.14, p
<0.001, which also proves in favor of the latter.

According to the results of treatment with clomi-
pramine, 94 out of 101 patients were registered and
documented without any side effects. Two had a
headache, one case of drowsiness, dizziness, one case
of nausea and three cases of vomiting and nasal con-
gestion.

According to the results of fluoxetine treatment,
87 out of 103 patients were registered and docu-
mented without any side effects, five had headache,
seven cases of drowsiness and dizziness, and four
cases of vomiting and nasal congestion.

Table 3.
Side effects of fluoxetine and clomipramine hydrochloride
i = 1 i = * =
Side effects Fluoxetine (n=103) Clomipramine (n=101) Placebo group (n=99)
n % n % n %

Headache 5 4.8 2 1.98 2 2.02
Dizziness 7 6.7 1 0.99 0 0
Nausea 4 3.8 1 0.99 0 0
Vomltm.g. Nasal 0 0 3 297 4 4.04
congestion
Zg:’] phegemes 16 15.3 7 6.93 6 6,06

* Note: x2 = 10.84; p<0.05

The statistical independence or relationship be-
tween the side effects of drug treatment and therapeu-
tic drugs (clomipramine and fluoxetine) in violation of
PE was measured using the chi-square criterion.

Based on the statistical results of the chi-square test,
a significant relationship was revealed between medi-
cations for treatment and side effects of medications
(X2(4) =10.84; p=0.02).

a t-test of independent samples conducted to com-
pare the time of action of fluoxetine and clomipromine
revealed a significant difference in time estimates for
treatment conditions with fluoxetine (M = 218.93, SD =
20.58) and clomipramine (M=12.91,5SD =1.81);t(202)
=100.25, p <0.001.

Discussion

The results show that the nasal spray of clomi-
promine hydrochloride increases the average time of
LVIE by 4 times and improves the indicators of UIPE

among patients with PE.
102

Comparison of conditions before and after treat-
ment with this drug showed a statistically significant
improvement with a high degree of drug effect on pa-
tients of the experimental group.

The confidence interval of the difference is 95%.
This statistically significant improvement varies among
the age groups of patients with PE.

Nasal spray of clomipromine hydrochloride showed
a slight difference between the age groups of patients
with PE (p> 0.05), where it has a positive effect on in-
creasing the duration of LVIE among young age groups.

Independent t-tests were conducted to compare the
effectiveness of the corresponding medications in the
treatment of PE. Statistically significant indicators of
LVIE were revealed, side effects of medications, dura-
tion of action of clomipramine and fluoxetine were
evaluated. According to the results of statistical analy-
sis, the use of clomipramine is more effective than
fluoxetine.

The results of the statistical comparison of the
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a significant difference in the indicators of LVIE and
UIPE before and after its use. These results show that
when patients with PE use clomipramine, their scores
of the Uzbek PE index (UIPE) improve and the duration
of LVIE increases.

Chi-squared results indicate a statistically signifi-
cant association between the side effects of drug treat-
ment with clomipramine and fluoxetine. Since the p
valueis less than p = 0.05, it can be concluded that there
is a connection between medications (clomipramine
and fluoxetine) and the occurrence of side effects such
as headache, drowsiness, dizziness, nausea, vomiting,
nasal congestion.

Conclusions

The results of studies in clinical practice revealed
the effect of the nasal spray of clomipramine from 10
minutes of use, Whereas the encapsulated forms of the
drug fluoxetine began to act from 210 minutes of use.

The developed new method allowed to reduce the
number of side effects of clomipramine, such as nausea,
vomiting, dry mouth, decreased libido, dizziness by
45% when using this method of treatment. Thus, the
use of nasal spray allows you to minimize the dose of
the drug while maintaining the effect of its effects,
which is of great socio-economic importance.

The results of the study show that the new method
has two times fewer side effects than other widely used
(Fluoxetine, etc.) methods of treatment. Just as the re-
sults of comparing the duration of the drug show thata
nasal spray containing clomipramine hydrochloride
with a drug duration of 10-15 minutes can make it the
most convenient and effective drug among other widely
used drugs for the treatment of PE.
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EFFICACY AND SAFETY OF FLUOXETINE IN
PATIENTS WITH UROLOGIC DISEASE: A
COMPARATIVE TREATMENT ANALYSIS
Allaeva M., Achilov D.D., Abdurakhmanov F.F.,
Askarov 0., Kholmatov J.A., Sultanov S.A.

Resume. Relevance: Premature ejaculation (PE)
remains a complex polyetiological disease destabilizing
the sexual function of men. Its prevalence is estimated at
20-40%. The diagnosis of PE is difficult because its
symptoms are largely subjective and poorly defined in
the clinical context. Pharmacotherapy is used as the main
method of therapy.

Objective: Comparative evaluation of the efficacy
and safety of Cleamipramine hydrochloride (2.5 mg nasal
spray) and Fluoxetine (20 mg capsules) in the treatment
of patients with premature ejaculation.

Methods: The study involved 672 men aged 18 to 60
years (average age 36.4£3.7 years) with complaints of
PE. The respondents were surveyed using the ques-
tionnaire “Uzbek PE Index" (UIPE). 101 patients were
selected by random sampling to evaluate the effective-
ness and safety of a nasal spray containing Clomipramine
hydrochloride. 103 patients were examined and treated
with fluoxetine. 99 patients were in the placebo group.

Results: in patients with premature ejaculation
treated with clomipramine, LIVIA increases compared to
patients treated with fluoxetine.

Keywords: sexual dysfunction, premature ejacula-
tion, fluoxetine, clomipramine, efficacy.
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