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To the Editor

Premature ejaculation (PE) has been defined as the inability to control or delay ejaculation, resulting in dissatisfaction
or distress of the patient (1).
Although PE is the most frequent sexual dysfunction, it is still underdiagnosed. An accurate clinical history is the best
diagnostic approach that, in the majority of cases, is enough to differentiate between primary and acquired PE.
Nowadays, treatment is not curative but is effective in increasing the intravaginal ejaculatory latency time (IELT),
improving the sexual satisfaction of the couple. Combination of behavioural techniques with pharmacotherapy is the
best way of treatment.
Major pharmacological treatments of PE include selective serotonin reuptake inhibitors antidepressants (dapoxetine,
paroxetine) and topical anesthetics (2).
From 2019 it has been introduced in the Italian market a new product for the topical natural approach of PE, con-
taining clove oil, Zanthoxylum bungeanum fruit extract with aloe and bisabolol.  
The aim of the present study was to evaluate the efficacy and the tolerability this topical formulation in patients of dif-
ferent age with PE. 
An observational study was conducted in order to evaluate efficacy and tolerability of the topical formulation Endep®

Spray in patients with premature ejaculation (PE). 
Patients with clinical diagnosis of PE were enrolled in this observational study. All the patients underwent clinical eval-
uation including administration of Premature Ejaculation Diagnostic Tool (PDT) and International Index of Erectile
Function (IIEF-5) questionnaires (3, 4). 
The patients were assigned to use Endep® Spray (two puff before the sexual intercourse) for 30 days. The main outcome
measure, evaluated by questionnaire, was the PEDT score; the secondary outcome was the improvement in the IIEF-5
score and the product tolerability evaluated along the whole study period. Eligible sunjects were ≥ 18 and ≤ 75 years
of age with diagnosis of PE according to the European Association of Urology (EAU) guidelines. Patients with supposed
or recognized intolerance towards one or more components of the product and patients with prostatic or urethral
inflammatory and non-inflammatory pathology (prostatitis, urethritis) were excluded from the study. Endep® Spray
contains clove oil, Zanthoxylum bungeanum fruit extract, aloe and bisabolol in the formulation of a sprayble hyperflu-
id emulsion. All patients were asked to apply one or two puff of the product in the penis area, 10 minutes before the
sexual intercourse and were asked to massage the area till the product was completely absorbed. 
Twenty-eight patients with diagnosis of PE were enrolled and treated in this observational study. PEDT and IIEF-5
scores were collected before and after the treatment with and data were analysed. The data show non normal distribu-
tion, therefore the Wilcoxon test was used. 
At baseline visit (T0) and after 30 days of treatment (T30) patients were evaluated and asked to complete the two self-
administered questionnaires. At follow up examination after 30 days of treatment (T30) PEDT score showed a strong
significant variation (median decrease -3.5; p = 0.0002). IIEF showed a significant but marginal variation (median
increase +1.5).

Correlation with patients age and weight were checked by Pearson correlation test
PEDT variation values showed a clear correlation with weight (p = 0.009); if weight was lower, the decrease in the PEDT
score was greater. IIEF variation showed no correlation.
No correlation was found with the marital status (Wilcoxon test). All patients correctly used the product, showing a
100% compliance to the study protocol without any adverse effect.
The aim of the present study was to evaluate the efficacy of a sprayable hyperfluid emulsion in patients with premature
ejaculation which has been recently marketed in Italy. The formula contains Clove oil, Zanthoxylum bungeanum fruit
extract, Aloe, Bisabolol. 
Zanthoxylum bungeanum Maxim is a natural desensitizer; the extract (Zanthalene) is obtained from the fruit of Sichuan
pepper, a Chinese spice known for its chemestetic properties. In vitro investigations on a nerve-muscle preparation
have shown that Zanthalene has a transitory action on the neuromuscolar synaptic transmission. This activation quick-
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ly leads to the depletion of the neurotransmitter. The action is mediated by the voltage-dependent Na+ channels, by
closing them at the suggested dosages and, in this way, by blocking the electric signal. Hydroxy-a-sanshool has demon-
strated in vivo to show an interesting activity on thermal and tactile sensitivity (5, 6). Eugenol is a volatile phenolic
constituent of clove essential oil obtained from Eugenia caryophyllata buds and leaves. It is a functional ingredient of
numerous products which have been used in the pharmaceutical, food and cosmetic industry. The wide range of
eugenol activities includes antimicrobial, anti-inflammatory, analgesic and antioxidant (7). 
Eugenol has anaesthetic properties, due to its ability to inhibit movement of sodium ions in peripheral nerves. Methyl
eugenol is a potential candidate as an effective local anesthetic and analgesic. The antinociceptive and anesthetic effects
of methyl eugenol result from the inhibitory action of methyl eugenol on peripheral Na+ channels (8). 
In the formulation Endep® Spray, which is a sprayable hyperfluid emulsion, the clove oil and the the Zanthoxylum
bungeanum fruit extract are associated with aloe and bisabolol with soothing and emollient action . 
In this observational study we evaluate the efficacy of the topical application of the product in patients with premature
ejaculation. We found that the topical application on demand is able to improve PEDT score in patients with prema-
ture ejaculation aged between 18 and 75 years, without adverse events or reduction of the vaginal sensitivity of the
female partner. However, this study shows some limitations related to the lack of a control group and the small num-
ber of patients; for this reason it can be considered as a preliminary observation for future studies and evaluations.  
In conclusion, in this observational study, we found that the topical treatment with Endep® Spray used before sexual
intercourse significantly improves the PEDT score in patients with premature ejaculation.

Endep® Spray - IDI Integratori Dietetici Italiani, Italy
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