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Abstract

Premature ejaculation is a common sexual dysfunction in men. Some topical anesthetic agents are used
in the treatment to reduce the hypersensitivity of the glans. The number of patients in studies showing
the effectiveness of topical agents is limited. This study aimed to evaluate the effects of a eutectic
mixture of lidocaine and prilocaine-containing local anesthetic creams(EMLA), lidocaine spray, and
benzocaine condoms on ejaculation, which are widely used in Turkey in premature ejaculation patients.
Between November 2020 and December 2022, 273 male patients who were admitted to the andrology
policlinic of the hospital and diagnosed with PE for life were included in the study. Age, body mass index,
marriage periods, intercourse durations, relationship frequency, comorbidities, duration of intravaginal
ejaculation latency time(IELT) before and 2 months after treatment and side effects of the patients after
treatment were prospectively collected. Patients were divided into 3 groups. Group 1 consisted of
patients using EMLA cream, respectively; group 2 consisted of patients using lidocaine spray, and group
3 consisted of patients using benzocaine condoms. 59 people in group 1, 126 in group 2, and 88 in group
3 were included in the study. Pre-treatment IELT values of Groups 1, 2, and 3 were 32.5+17.7 sec,
29.8+17.9 sec, and 30.1+13.9 s, respectively. Post-treatment IELT values were 104.5+135.81 sec,
144.1+179.8 sec, and 75.1+50.4 s, respectively. In all three groups, post-treatment IELT values were
significantly higher than before treatment. Our study found that spray and EMLA cream significantly
increased IELT duration compared to condoms. Although local treatments used in premature ejaculation
are effective in the short term, further studies showing long-term efficacy are needed.

INTRODUCTION

Premature ejaculation (PE) is the most common sexual dysfunction in men characterized by the inability
to delay orgasm and ejaculation.” 2 In a study conducted in the United States, the prevalence of PE in

men between the ages of 18—59 was found to be 31%.2 In addition to the inability to delay ejaculation in
patients, PE can cause negative personal consequences such as avoidance of sexual intimacy and
frustration. In 2014, the International Society of Sexual Medicine (ISSM) defined lifelong PE and acquired
PE and stated that PE patients should be evaluated in two separate groups. Lifetime PE is characterized
by ejaculation that occurs before or within 1 minute of vaginal penetration from the first sexual
experience, while acquired PE is characterized by ejaculation that occurs later and occurs before or

within 3 minutes after vaginal penetration.*

Psychological and biological factors have been implicated in the etiology of premature ejaculation.
Accordingly, pharmacological and behavioral therapies are applied in the treatment.® One of the
biological factors suggested is the increase in the sensitivity of the glans penis.® Some topical
anesthetic agents are used in the treatment to reduce the hypersensitivity of the glans. In this regard,
various products containing lidocaine or prilocaine are used in the treatment.” Another product
commonly used among patients is retardant condoms, which also contain lidocaine or benzocaine.” In
this study, we aimed to evaluate the effects of an eutectic mixture of local anesthetic creams containing
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lidocaine and prilocaine (EMLA), lidocaine spray and benzocaine condom on ejaculation in premature
ejaculation patients.

MATERIAL AND METHOD
Study design

Between November 2020 and December 2022 heterosexual patients who had intercourse at least once a
week, had intercourse with their partner for more than 3 months, had a baseline IELT < of 60 seconds,
and were diagnosed with lifelong PE according to ISSM criteria were included in the study. The time from
the entry of the penis into the vagina to intravaginal ejaculation was defined as IELT. Patients who were
or wanted to use oral therapy or combination therapy were excluded from the study. The patients who
came to the Andrology outpatient clinic were told about the local treatments using EMLA cream
containing 2.5% lidocaine and 2.5% prilocaine, spray containing 10% lidocaine and condom, and the
treatment requested by the patient was started. Patients' age, body mass index, duration of marriage,
duration of intercourse, frequency of intercourse, comorbidities, duration of treatment and 2 months
after treatment, and side effects of patients and their partners after treatment were collected
prospectively. The patients were divided into 3 groups. Patients using EMLA cream in group 1,
respectively; Group 2 consisted of patients using lidocaine spray and group 3 consisted of patients using
condoms.

In group 1, 2.5 g of EMLA cream was applied to the penis 20—30 minutes before intercourse, and then a
condom was used to cover it. Just before vaginal penetration, the condom was removed, the penis was
cleaned and intercourse was performed. In group 2, 10 minutes before intercourse, the penis was
sprayed with lidocaine spray, then a condom was used, after 10 minutes, the condom was removed and
intercourse was started. In group 3, patients used condoms before intercourse and had intercourse.

Patients with diabetes mellitus, patients with genitourinary tract infection, patients with psychiatric
illness and drug use, and patients who received treatment for erectile dysfunction or PE in the last 1
month were excluded from the study. At 2 months, patients were evaluated on an outpatient basis, by
phone or online. Patients who were evaluated at 2 months and had IELT values before and after
treatment were analyzed. The primary outcome of our study was the change in IELT values after
treatment. Comparison of adverse reactions and intergroup IELT changes were secondary results.

Statistical analyses

Statistical analyses of the values were carried out using SPSS (Statistical Package for Social Sciences)
22.0 statistical software package. Chi-square test was used to compare numbers in statistical analysis,
the Wilcoxon test was one of the nonparametric tests since all data showed heterogeneous distribution
in comparison of averages, and the Tamhane technique was preferred in post hoc analysis in the ANOVA
test.
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Ethical committee approval

The study was conducted by the Declaration of Helsinki and Good Clinical Practice. Ethics committee
approval of this study was obtained from the ethics committee of Dr. Liitfi Kirdar Kartal City Hospital.

RESULTS

A total of 273 people who were diagnosed with lifetime PE and met the criteria mentioned above were
included in the study. 59 people in group 1, 126 in group 2 and 88 in group 3 were included in the study.
The mean IELT values of groups 1,2 and 3 were 32.5+17.7 sec, 29.8 + 17.9 sec and 30.1 +13.9 sec,
respectively. The post-treatment values were 104.5 + 135.81 sec, 144.1 +179.8 sec and 75.1 + 50.4 sec,
respectively. In all three groups, post-treatment IELT values were significantly higher than before
treatment (Table 1).

Table 1
IELT scores before and after treatment in treatment groups

IELT score before treatment IELT score after treatment P-value

(sec) (sec)
Group 1 (Cream) 32,5+17,7 104,5+ 135,81 <0.05
Group 2 (Spray) 29,8+17,9 144,1+179,8 <0.05
Group 3 (Condom) 30,1+139 75,1+ 50,4 <0.05
Wilcoxon test, which is a non-parametric test, was used because the values before and after IELT
were heterogeneously distributed.

There was no significant difference between body mass index, age, duration of intercourse, frequency of
weekly sexual intercourse and pre-treatment IELT scores in the demographic data of the patients
(Table 2).
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Table 2
Demographic data of patients

Groups
Group 1 (Cream)  Group 2 Group 3 (Condom)  P-value
(Spray)

Number of patients 59 126 88
Body mass index (kg/m2) 26,6 + 3,5 26,1+3,7 25,3+3,1 0,071
Age (years) 34,6 +8,2 331+72 33,5+9,5 0,542
Duration of marriage 6,6+7,3 57+6,7 6,0+7,9 0,767
(years)
Pre-treatment IELT score 32,5+17,7 298+17,9 30,1+13,9 0,581
(sec)
Since body mass index, age, duration of marriage and pre-treatment IELT score were heterogeneously
distributedd, Tamhane test was selected as the post Hoc test in the ONE WAY ANOVA test and
compared.

According to the ANOVA tests the mean increase in IELT score was found to be higher in group 2 than in

group 1 and group 3, and while this increase was not statistically significant compared to group 1, it was
statistically significant compared to group 3 (p =0.203 and p < 0.05) (Table 3). The mean increase in IELT
score between group 1 and group 3 was not statistically significant (p = 0.356).

Table 3
Evaluation of treatment outcomes
Groups
Group 1 Group 2 Group 3 P-
(Cream) (Spray) (Condom) value
I(\/Iea)n increase in IELT score 72,0+131,9 114,3+178,9 449 + 48,9 0,001
sec

When the side effects of the treatment were compared, no systemic side effects were observed in all
three groups. Side effects were observed in a total of 12 patients (20.3%) in group 1, 18 patients (14.2%)
in group 2 and 6 patients (6.8%) in group 3. The number of patients with side effects was lower in group
3 compared to the other groups and this was statistically significant (p:0.015). Erectile dysfunction was
observed in 8 (12%) of the patients in group 1, 10 patients (7.9%) in group 2 and 3 patients (3.4%) in
group 3 and this rate was significantly higher in group 1 (p:0.023). Local side effects (burning, difficulty in
intercourse, numbness, etc.) were observed in the partners of 12.6% of the patients in group 2, and this
rate was significantly higher compared to the other groups (p:0.048) (Table 4).
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Table 4
Assessment of side effects

Groups

Group 1 Group 2 Group 3 P-

(Cream) (Spray) (Condom) value
Side effects 12 (20.3%) 18 (14.2%) 6 (6.8%) 0.015
Erectile dysfunction 8 (13%) 10 (7.9%) 3(3.4%) 0.023
Local side effects on female 4(6.7%) 16 (12.6%) 3(3.4%) 0.048
partner

DISCUSSION

The long-term use of SSRIs, one of the oral agents used in the treatment of PE, is very low due to various

side effects.® This situation increases the importance of local anesthetic agents in the treatment of PE.
Local anesthetic agents act by reducing increased hypersensitivity in the glans penis, which plays a role
in the etiology of premature ejaculation.? In our study, 273 patients were evaluated We observed that
eutectic mixture of local anesthetics, lidocaine spray and benzocaine condom, which are frequently used
in our country, are effective in the treatment of PE. In addition, we observed that the treatment efficacy of
lidocaine spray and lidocaine-prilocaine cream was significantly higher than benzocaine condoms. We
observed that the side effects of the treatment were significantly lower in patients using condoms
compared to other groups.

In a study by Dell'Atti et al., patients with PE were divided into 3 groups: the first group was given topical
lidocaine spray 10%, the second group was given 5 mg of tadalafil daily, and the third group was given
these two treatments together. While there was a significant increase in IELT values in all three groups
compared to the baseline, the mean IELT result at the beginning of 25 patients in the group given only
lidocaine was 1.1 £ 0.3 minutes, while this value was 3.7 £ 1.3 minutes at the end of the 3rd month (p <

0.001).'% In a study conducted by Alghobary et al., the mean initial IELT result of 55 patients with
premature ejaculation was 21.87 seconds, while this value was 179.43 seconds after topical 10%
lidocaine spray treatment. In the same study, 43 (78.2%) of the patients found topical lidocaine treatment
to be effective.’” In the study conducted by El-Hamd, 75 patients who used 5% lidocaine spray for the
treatment of PE had an average of 0.60 minutes before the treatment, while this value was 6.26 minutes
after the treatment.’? In our study, the mean IELT value was 29.8 sec in the spray group before treatment
and 144.1 sec after treatment. In our study, the results in the spray group were similar to the results of
the study of Alghobary et al. In the other studies mentioned, the mean IELT values after treatment were
higher than in our study. In other studies, patients were usually evaluated at 3 months after the start of
treatment, while in our study, they were evaluated at 2 months. This may have affected the results.
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Dinsmore and Wyllie; In a study using a spray consisting of an aerosol formulation of 7.5 mg of lidocaine
and 2.5 mg of prilocoine, they found that the average IELTS in 191 PE patients increased from 0.6
minutes to 3.8 minutes after 3 months of treatment.'3 Busato and Galindo found that in 24 patients
using EMLA cream, the mean IELT was 1.49 minutes before treatment and 8.45 minutes after
treatment.’® In our study, 58 patients who used EMLA cream had an IELT of 32.5 seconds before
treatment and 104.5 seconds after treatment. In our study, although the increase in mean IELT values
after treatment was relatively low compared to other studies, it was significantly higher than before
treatment.

In a study conducted by Wang et al., the effects of a condom thickened 3 times more than a normal-
thickness condom on the duration of ejaculation latency in patients with premature ejaculation were
evaluated. It was found that the ejaculation latency time was significantly prolonged after the use of
thickened condoms in patients with premature ejaculation.’ In a prevalence study conducted by
Waldinger et al., premature ejaculation rates, IELT times and condom use were evaluated in men in the
five countries included in the study. In the study, in which approximately 500 patients were evaluated, it
was determined that 29% of the patients used condoms. The mean IELT value of the patients using
condoms was 5.7 minutes, while the IELT value of the patients who did not use it was 5.1 minutes, and
there was no significant difference between the two groups.'® In our study, the average IELT value of the
patients before using condoms was 30.1 + 13.9 sec and this value was 75.1 + 50.4 sec after condom
use, and a statistically significant increase was found (p < 0.05).

In their study, Alghobary et al. reported a decrease in erection that did not interfere with intercourse in
61.8% of patients treated with topical lidocaine, while glans penile irritation was reported in 4 patients
(7.3%)."" In a study using Fortaci, an aerosol containing 150 mg/mL lidocaine and 50 mg/mL prilocaine,
they observed side effects such as genital burning sensation (7.0%), bothersome local hypoesthesia
(3.9%) and erectile dysfunction (2.3%)."” In the study conducted by Dell'Atti et al., genital burning
sensation was detected in 4%, genital erythema in 4%, and hypoesthesia in the penis in 8% of the group
using topical lidocaine spray 10%.'° Busato and Galindo reported a burning sensation in the penis in 2
(8.3%) of 24 patients using EMLA cream, delayed ejaculation in 2 (8.3%), and decreased vaginal
sensitivity in 1 (4.2%) patient's partner.' In our study, side effects such as local hypoesthesia, erectile
dysfunction, burning of the penis and discomfort in the partner were observed. Similar to the literature,
no systemic side effects were observed in any of the patients. While side effects were observed in the
cream and spray group similar to the literature, the side effects observed in the cream and spray group
were statistically significantly higher than in the preservative group. While the side effects observed in
the female partner were significantly higher in the spray group than in the cream group, the rate of
erectile dysfunction was also significantly higher in the cream group.

The fact that no evaluation criterion for premature ejaculation was used in patients is an important
limitation of the study. In addition, the lack of long-term outcomes of the patients was one of the
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important limitations. Despite these limitations, our study has a very high number of patients among the
prospective studies on topical treatments to date.

CONCLUSION

In our study, we found that the eutectic mixture of local anesthetic creams containing lidocaine and
prilocaine, lidocaine spray and benzocaine condom, which are frequently used in premature ejaculation
in Turkey, statistically significantly increased IELT times compared to baseline. In particular, we found
that spray and EMLA cream significantly increased IELT time compared to condoms. Although local
treatments used in premature ejaculation are effective in the short term, further studies showing their
long-term effectiveness are needed.
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