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1 | INTRODUCTION
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effect which produced a drug’s Waterloo, characterized by low prescription rates much
more built on the patients’ and doctors’ expectations than on costs, side effects, and
efficacy.

In the present study, we retrospectively reviewed real-life data from eight Androl-
ogy and Sexual Medicine Public Centers in China to assess the prevalence of PE
among attending patients, its association with erectile dysfunction, its subtype, and
the proposed treatments. In 2019, among 156,486 patients coming to the centers,
32,667 visits having PE as the chief complaint were performed (20.9%). Almost all
patients received treatment prescriptions (32,641 patients, 99.92%); 23,273 patients
came back for a follow-up visit in the subsequent 12 months (71.2% of those who ini-
tially received treatment). Dapoxetine, either alone or in combination with another
therapy, was the most prevalent treatment, prescribed to 22,767 patients (69.7% of
treated patients), followed by traditional Chinese medicine (TCM) (39.4%). At follow-
up, 8174 patients were unsatisfied with treatment, and a new treatment was proposed
(35.12%). Dapoxetine was the best treatment, with an overall 27.1% switching rate
when used either alone or in combination: Although the switching rate for Dapoxe-
tine alone was 44.2%, the association of the same drug with psychotherapy resulted
in much lower rates (19.5%) and reached a minimum of 12% when also combined
with TCM demonstrating how cultural aspects and medical attitudes may dramati-
cally impact on the therapy of a multifaceted, complex, and culture-grounded sexual
symptom such as PE.

In conclusion, taking switching rates as surrogate markers of treatment failure, this
real-life study—the largest in the field—shows that in a more patient-oriented (as in
Chinese medical culture), and less symptom-oriented (as in Western medical attitudes),
Dapoxetine is a successful treatment for PE patients, with higher reliability when used

alone or as part of combined and integrated therapies.
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penile anatomy),'! but never, with robust findings, in humans, whereas

in the patient’s clinical history, both sexual symptoms are bona fide

Although the field of erectile dysfunction (ED) and related guide-
lines is pigeonholed in a substantial uniformity and homogeneity of
the evidence and positions!~3 (with relatively little debate on the use
of old, such as surgery, and new, such as shockwaves therapies*?),
that one of premature ejaculation (PE) results characterized by the
admission that the main pathophysiological mechanisms, the diag-
nostic workups, and managements are not universally accepted.t=8
This is also clearly demonstrated by the mono-dimensional definition
of the former? (inability to reach/maintain erection), facing a tri-
dimensional definition of the latter” (loss of control on the ejaculatory
mechanism, stress-induced/inducing, and short time from penetration
to ejaculation).1 For example, the neurobiological hypothesis on a
genetic involvement of the serotoninergic pathway on lifelong forms
of PE (LPE), although popular in the last 20 years, has been found con-

firmed in rodents (animals with a peculiar copulatory behavior and

anticipated by subclinical forms'212 (surprisingly not too frequently
explored'?), PE appears as more multifaced than ED.%

For a long time, PE has been considered merely a psychorelational
sexual dysfunction to be exclusively treated by psychotherapies,'®
until the revolutionary proposal of the Dutch psychiatrist Marcel
Waldinger to therapeutically exploit the common anti-ejaculatory
side effects of the serotoninergic antidepressants in the manage-
ment of PE.1® Although this genial intuition opened a huge highway
of investigations,” improving the sexual health of a large number
of patients, it produced the erroneous scientific perception that the
patients with PE must have a serotoninergic central derangement,
leading to ineffectual research. In these regards, the idea that PE
could be generated by an impaired, absolute or relative, serotoninergic
activity, possibly genetic in nature,'® has been used to justify the use

of serotoninergic drugs in the PE treatment. However, exactly as in ED
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patients, the symptom can be resolved by inhibiting PDE5, in subjects
with PE the symptom can be overcome by increasing the presence of
the serotonin in the synaptic cleft. But this simple evidence seems not
as easy to be accepted by a number of researchers still looking for a
neurobiological/morphological alteration in PE.1?

In fact, the chapter of PE therapy is still under debate. Again,
although PDES5 inhibitors are universally accepted for ED therapy,2°
there definitely is no “one-size-fits-all” strategy for the management
of PE. Some forms of PE, most frequently included among acquired
forms of PE (APE), can successfully be treated by administering spe-
cific treatments, such as thyrostatic drugs for patients diagnosed
with hyperthyroidism®¢21-23 or anti-inflammatory/antibiotic thera-
pies for patients diagnosed with prostatitis.23-26 However, a definite,
treatable organic factor for PE is rarely identified, leading to the
widespread, abovementioned idea that PE is mostly “psychogenic” in
nature. Although it is in fact undeniable that PE is often associated
with performance anxiety,>2728 in the broader context of the “loss
of control of erection and ejaculation” (LCEE),'® as well as in patients
with poor psychological health,2%%0 it should be considered that the
biological mechanisms regulating ejaculation are obviously organic in
nature: Therefore, the multifactorial origin of PE should always be con-
sidered during the diagnostic and therapeutic process.>! Therefore,
current guidelines suggest providing both psychosexological support
and medical treatment for PE.>%8 Unsurprisingly, some patients report
beneficial outcomes in terms of ejaculatory latency when using PDE5
inhibitors: Indeed, such drugs can potentially improve the sense of con-
trol over performance anxiety in some patients. The concept of LCEE
provides a clear explanation of the efficacy of these treatments: Each
sexual dysfunction can potentially contribute to the onset or worsening
of the other, and therefore, acting on either one can also have beneficial
effects on the other.1332

A fundamental milestone in the history of PE was the develop-
ment and marketing in several countries of a short-acting selective
serotonin reuptake inhibitor (SSRI) derived from fluoxetine,>® named
Dapoxetine.>* The drug was approved by several medical agencies
not as an antidepressant, being exempt from mood-regulating effects
owing to its very short half-life which prevents accumulation,®® but as
the first (and so far unique) oral treatment for PE. Dapoxetine is now
recognized as the gold standard of the medical treatments for both
LPE and APE,3¢ whereas local anesthetics have been more recently
approved for use only in the case of LPE.37-38 Apparently, all PE treat-
ments, however, are burdened with varying degrees of efficacy and
high discontinuation rates, also owing to their costs and posology, and
patient’s expectations.3?40 In fact, for a number of reasons, interesting
to explore and to study in deep, despite excellent clinical outcomes in
randomized controlled trials,*1*2 in Western Countries, the prescrip-
tions of the new short-acting SSRI have been so low that the scenario
has been depicted as the “Waterloo” of the Dapoxetine.*> However,
the perception of a low efficacy of the drug, relatively diffused in the
Western urological milieu on the basis of opinions and not on published
and controlled evidence,***> was not universal. In oriental countries,
such as China or Vietnam, the use of Dapoxetine has been much more

successful, and it is currently much largely diffused than in Europe or
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in other Western countries.**~*8 The dose-dependent efficacy in the
three dimensions of PE (increasing the feeling of control on ejacula-
tory mechanisms, reducing the distress produced by PE, as measured
by well validated psychometric tools exploring patient reported out-
comes, and the increase in the intravaginal ejaculatory latency time
[IELT], as measured by the stopwatch)*? does not justify the low pre-
scription rate in Western doctors. Similarly, the Waterloo scenario
appears not justified by the Dapoxetine safety profile, which is much
more tolerable than all other SSRIs, frequently prescribed off-label for
PE.*C In the Waterloo effect, cultural factors and doctors’ opinions
may have played and may still play a major role. For example, it has
been claimed that the majority of a small number of Dutch patients
with LPE prefer daily treatment with high-risk SSRIs with respect to
on-demand treatment with a better risk/benefit ratio.>® This is sur-
prising also considering the large number of SSRI-induced side effects
but also considering the possibility of a severe post-SSRI sexual disease
described after chronic use of this drug class, but never in Dapoxetine
users.>2-54

On the basis of this complex background, in the present study, we
retrospectively reviewed data from several Chinese centers active in
PE management in order to highlight culturally driven clinical behav-
iors and to measure, by means of follow-up and treatment switch rates,
to what extent different treatments were considered reliable by doc-
tors and patients, and by extension, the prevalence of PE, its duration
(LPE vs. APE) and its association with ED, as in the LCEE.

2 | MATERIALS AND METHODS
2.1 | Survey design

A letter and blank survey were sent to 10 major centers in China
describing the project and requesting their participation. Centers have
been selected as active in basic and clinical research on PE and par-
ticipating to international meetings of sexual medicine and andrology.
They do not represent the whole Chinese scientific community in the
field, but a large part of it, and are all located East of the “Heihe-
Tengchong Line,” that is, in the area where 94% of China’s population
live. Among participating centers, only two are mainly traditional Chi-
nese medicine (TCM)-oriented, namely, the First Teaching Hospital
of Tianjin University of Traditional Chinese Medicine and the Beijing
Xiyuan Hospital of the China Academy of Chinese Medical Sciences.

The main objective was to carry out a real-life retrospective, mul-
ticenter survey on the prevalence of PE and on the use of different
therapies for its treatment in China.

Participants were asked to refer to the International Society of Sex-
ual Medicine (ISSM) definitions of LPE and APE® and to the National
Institutes of Health definition of ED.? Severity of ED was graded as
mild, moderate, and severe, using the simplified International Index of
Erectile Function (IIEF-5) scores.’® In terms of statements, “continu-
ous/repetitive” was to be used when the condition occurs >25% of
times, “non-occasional” between 10% and <25% of times, and “occa-

sional” for <10% of times. Sexological criteria were used to define
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TABLE 1 Participating centers

Center name

Peking University 3rd Hospital

First Teaching Hospital of Tianjin University of Traditional Chinese Medicine

Xiyuan Hospital of China Academy of Chinese Medical Sciences
Shenzhen Key Laboratory of Fertility Regulation

First Affiliated Hospital of Anhui Medical University, Hefei
Xijing Hospital, Fourth Military Medical University, Xi’an

3rd Affiliated Hospital of Sun Yat-sen University, Guangzhou
Xi'an Daxing Hospital

Abbreviation: PE, premature ejaculation.

subclinical ED (SED), defined as a continuous or repetitive inabil-
ity to achieve or maintain an erection sufficient for satisfying sexual
activity.’2 SED is diagnosed when at least one major and two minor
criteria are met (Table S1).

To be included in the study, it was requested that patients have an
age of at least 18 years and a diagnosis of PE.

Being the clinical definition of subclinical PE (SPE)'° not available at
the time of the present survey, it was not considered here. However,
for the sake of clarity, criteria for diagnosis of SPE have been included
as part of the supplementary material (Table S2).

Data from 01.01.2015 to 31.12.2019 were collected, divided by
year; where unavailable, centers collected data for a shorter period,
always indicating year by year.

2.2 | Statistical analysis

Descriptive statistics were used to summarize pertinent study infor-
mation. Associations between categorical variables were analyzed
according to the Pearson chi-square test. The statistical software R
(version 4.1.1, R core team, Vienna, Austria) was used for all analyses.
Figure 2 is drawn using SankeyMATIC (www.sankeymatic.com).

3 | RESULTS

Among the 10 invited centers, 9 agreed to participate in the survey, and
8 returned completed questionnaires (Table 1). In all, from the 5-year
period from 2015 to 2019, a total of 654,590 patients were seen in the
centers actively participating to the survey.

Being the time of clinical activity different from Center to Center,
for the present analysis, the data refer to 2019 (January 1-December
31), unless otherwise specified.

In all, the 8 centers reported a total of 156,486 patients observed
during the pre-pandemic year 2019 (Figure 1). Of these, 32,667
(20.9%) referred to PE (Figure 2). APE accounted for almost 46.8%
of cases and LPE in nearly 36.1%. The remaining cases (17.1%) were
undefined or were found ex-post with other complaints related to the
lack of control of ejaculation.

SANSONE ET AL.

Overall visits in 2019
N=50,250(32.11%)
N =8200 (5.24%)

N =47,996 (30.67%)
N= 1500 (0.96%)

N = 37,000 (23.64%)
N =2200 (1.41%)

N =7490 (4.79%)
N=1850(1.18%)

PE visits in 2019
n=28000 (24.5%)
n= 2380 (7.3%)
n=10,559 (32.3%)
n=2360(1.1%)
n=9120(27.9%)
n=736(2.3%)
n=1000 (3.1%)
n=>512(1.6%)

TABLE 2 Prevalence of premature ejaculation (PE) in combination
with different forms of erectile dysfunction (ED)
Type %
No ED 34.6
Comorbid ED + PE 65.4
PE + subclinical ED? 243
PE + mild ED 357
PE + moderate ED 23.6
PE + severe ED 16.3

aData on subclinical ED'2 available from six centers only.

The association of ED in combination with PE, later defined as LCEE,
was also addressed (Table 2). Overall, among all patients included in
analysis, almost two out of three subjects (65.3%) had comorbid ED
of varying severity, and only 34.6% of subjects did not complain of ED.
Among subjects having LCEE, most had mild ED (35.7%), and progres-
sively lower rates were found for moderate and severe ED (23.6% and
16.3%, respectively). The remaining 24.3% patients were classified as
SED.

In 2019, as stated, 32,667 visits with PE as the chief complaint were
performed in the 8 participating centers. A total of 32,641 patients
received treatment (99.92%), and 23,273 came back for a follow-
up visit in the subsequent 12 months (71.2% of those who initially
received treatment). According to the study protocol, patients were
treated according to the clinicians’ experience, their practice, and their
clinical judgment on the patient’s needs and requests.

Dapoxetine, either alone or in combination with another therapy,
was the treatment of choice in 22,767 patients (69.7% of treated
patients). TCM was the second most used treatment, accounting for
about 39.4% of all administered treatments (4693 patients treated
with TCM alone, and 8176 in combination with Dapoxetine), whereas
15.9% were treated with other treatments, either alone or in combi-
nation (Table 3). As shown in Table 4, clinicians in different centers
have different treatment approaches to their patients. As an exam-
ple, Dapoxetine was used in close to 100% of patients in some
Western medicine-oriented centers, whereas its prevalence of use was
around 20% in other more TCM-oriented centers. Among the 12,869
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FIGURE 1 Map of China showing the approximate location of all participating centers.

TABLE 3 Treatments administered for premature ejaculation (PE), including follow-up and treatment switch rates

Treatment Treated (n = 32,667) Follow-up (n = 23,273) Switch (n = 8174)
Dapoxetine (all) 22,767 (69.69%) 15,887 (69.78%) 4299 (27.06%)
D. alone 3190 (9.77%) 2162 (67.8%) 955 (44.2%)
D. + psychotherapy 1812 (5.55%) 822 (45.4%) 160 (19.5%)
D. + psychotherapy + local anesthetics 6630 (20.3%) 4607 (69.5%) 1860 (40.4%)
D. + psychotherapy + PDE5i 2959 (9.06%) 1410 (47.7%) 498 (35.3%)
D. + psychotherapy + TCM 8176 (25.03%) 6886 (84.2%) 826 (12%)
Local anesthetics alone 1185 (3.63%) 882 (74.4%) 487 (55.2%)
No treatment 26 (0.08%) 6(23.1%) 4(66.7%)
Other combinations without Dapoxetine 1679 (5.14%) 1075 (64%) 554 (51.5%)
Other treatments 55(0.17%) 55 (100%) 39 (70.9%)
PDE5i alone 755 (2.31%) 330 (43.7%) 223(67.6%)
Psychotherapy alone 786 (2.41%) 548 (69.7%) 350 (63.9%)
SSRIs or other antidepressants alone 622 (1.9%) 436 (70.1%) 257 (58.9%)

Surgery 99 (0.3%) 73(73.7%) 57 (78%)
TCM alone 4693 (14.37%) 3981 (84.8%) 1904 (47.8%)

Abbreviations: SSRIs, selective serotonin reuptake inhibitors; TCM, traditional Chinese medicine.
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TABLE 4 Use of different treatments according to Center
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960
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310(2.9%)
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46 (0.4%)

210 (2%)
38(0.4%)
0(0%)
3350 (31.7%)

6160
160
800

1200

1600

2400

D. + psychotherapy

D. + psychotherapy + local anesthetics
D. + psychotherapy + PDE5i

D. + psychotherapy + TCM

Dapoxetine (all)
D. alone

Local anesthetics alone

No treatment

Other combinations without Dapoxetine

SSRIs or other antidepressants alone

Other treatments
Psychotherapy alone

PDES5i alone

Surgery
TCM alone

Abbreviation: SSRIs, selective serotonin reuptake inhibitors; TCM, traditional Chinese medicine.
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FIGURE 2 Prevalence of different subtypes of premature
ejaculation (PE) in the study population.

patients being treated with TCM, either alone or in combination, most
were followed in the Beijing Xiyuan Hospital of the China Academy
of Chinese Medical Sciences (8780 patients, 68.2%) and the Beijing
University Third Hospital (2720 patients, 21.1%). The two mainly
TCM-oriented centers had significantly lower dropout (1902/12,939
vs. 7508/19,728, p < 0.001) and switch rates (3395/11,037 vs.
4795/12,220, p < 0.001) rates.

Table 3 and Figure 3 also show the follow-up rates and the switching
from one therapy to another, for the specified therapies. Overall, the
follow-up rate for all patients coming to the different centers involved
was 71.2% (23,273 patients), suggesting that almost 3 out of 10 PE
patients are lost to follow-up. Follow-up rates were significantly dif-
ferent among treatments (p < 0.0001); most notably, follow-up rates
for TCM were remarkably high (84.8%), and likewise the inclusion
of TCM in combination therapies was associated with similarly high
follow-up rates (84.2%). A treatment switch was prescribed in 8174
patients among those coming at follow-up visits, meaning that slightly
more than one out of three patients coming to follow-up was not fully
satisfied by the first treatment proposed (35.12%). As for follow-up,
the rate of treatment switch was significantly different among cen-
ters (p < 0.0001). Surgery was the treatment with the highest rates
of switching (78%), followed by PDE5i used alone (67.6%) and psy-
chotherapy alone (63.9%). Among patients exclusively treated with
TCM, almost half requested a treatment switch (47.8%). The lowest
rates of treatment switch were instead found for Dapoxetine: Over-
all, when considering Dapoxetine alone and in combination, switching

rate was about 27.1%. Combination use was more successful than the
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FIGURE 3 Sankey diagram describing treatment flow for the study population. Colors in the rightmost part of the diagram provide a visual
representation of the different outcomes of treatment (green: satisfied with treatment; red: treatment switch necessary; yellow: patient lost at follow-up).

use of Dapoxetine alone: Indeed, although switching rate for Dapoxe-
tine alone was 44.2%, association of the same drug with psychotherapy
resulted in much lower requests for switching (19.5%) and reached a

minimum of 12% when also combined with TCM.

4 | DISCUSSION

Although limited by the retrospective design and by the obvious het-
erogeneity of the clinical behavior of the clinical centers, this is one of
the largest real-life studies in the field of PE management.

We found that objective PE (APE + LPE) is one of the more fre-
quent sexual complaints, being present in more than 1 out of 5 patients
attending 8 of major Chinese outpatient clinics practicing either West-
ern or TCM. Interestingly, this percentage mirrors other previous
epidemiological studies in different countries.?8>6-64 A similar preva-
lence (28%) has recently been found in a single-center Italian report.’*
Subclinical forms of PE*3 or subjective PE®> have not been considered
in this retrospective study, which is one of the largest strictly based
on the ISSM criteria and not on other definitions of PE and PE-like, or
subjective, conditions.

Our study focused on follow-up and treatment switch rates in order
to show a picture of the clinical behaviors and attitudes in China in
the PE management and to have surrogate indications on the effi-
cacy of different available therapies examining the rate of refilling or
changes of drugs/treatment in the follow-up. However, to fully evalu-
ate the study outcomes, it is mandatory to consider the “true” meaning
of follow-up rates and requests for treatment switch. Patients might be
lost at follow-up for a plethora of reasons, which include, but are not

limited to, treatment inefficacy (e.g., they moved to another city, they

were ill on that day, they were no longer interested in addressing this
issue, they forgot, etc.). On the other hand, it could also be quite the
opposite: The patient might disregard the follow-up visit because the
proposed treatment was perfectly effective, and therefore, subsequent
evaluation might not be deemed as necessary as before. Therefore,
judging the efficacy of a treatment by the frequency of follow-up vis-
its does not seem, apparently, a viable strategy. On the other hand,
it can be assumed that patients who show up at such follow-up visits
are the most reliable population upon which to assess treatment effi-
cacy. Those who did not ask for a treatment switch were, most likely,
completely satisfied with their prescription; on the other hand, those
who found their initial treatment to be inadequate came back asking
for a new therapy, for example, as shown by the high rates of switch-
ing after initial surgery treatment. Therefore, treatment switch can be
considered a surrogate marker for assessing the efficacy of different
therapies, even more in the context of real-life studies for conditions
such as PE, which are largely underdiagnosed and undertreated.13:¢¢
PE is a sexual symptom, that is, by definition, largely dependent on
sociocultural and relational contexts, and as such, it is largely expected
that the efficacy and compliance to treatment are similarly dependent
on the same factors. Our study results show that Dapoxetine, when
administered either alone or in combination with other treatments,
was the most successful treatment for PE in China, owing to the lowest
rates of treatment switch requested by patients.

Real-life studies on a large population, such as the present one,
prove that the same treatments can have different rates of suc-
cess in different centers. On a broader scale, our results prove that
some treatments, at least in the Chinese population, are unequivocally
associated with better follow-up and fewer requests for treatment

change. Combination therapy is generally more likely to succeed in
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treating PE, acting synergistically on the different factors involved in

the pathogenesis of this sexual dysfunction and/or on the patients’
expectations. Such factors can possibly explain why Dapoxetine, while
potentially being the most “targeted” treatment for management of
PE, has had varying rates of success in clinical trials. The clearest
example of this comes from an Italian study from 2013, performed on
just 120 patients complaining of PE, which showed poor efficacy of
Dapoxetine and poor compliance to treatment.*> Several factors were
considered likely culprits of this “Waterloo,” including drug costs, side
effects, and perceived lack of efficacy. However, as IELT remarkably
and significantly increased in subjects deciding to continue treat-
ment, the perceived poor efficacy can also be attributed to doctors’
prejudices, inadequate management of expectations, and lack of psy-
chosexological consultations. Studies without any psychosexological
assessment, in fact, show remarkably higher treatment discontinuation
rates and lower satisfaction.*>¢” This is unsurprising, as perception of
any improvement for sexual health could be differently judged accord-
ing to patient’s expectations.® A common clinical scenario depicts a
patient complaining of LPE, having an IELT of about 1 min since his
first sexual experiences, who is able to delay ejaculation for up to
3.5 min while undergoing an effective treatment. The same patient
could be satisfied by his more than threefold increase in IELT, but
at the same time, his time to ejaculation might be too short to pro-
vide enjoyable sexual intercourse for both partners. Undoubtedly, this
clinical situation represents a possible target for careful counseling, if
not for a tailored sexological treatment, possibly involving the couple
rather than the man alone in order to adequately manage the cou-
ple’s distress and expectations.®3! Failing to address this issue can
potentially decrease the compliance to treatment, as the therapy itself
would be deemed ineffective by the couple,’® therefore leading to
either loss at follow-up or subsequent visits for new treatments. To an
extent, likelihood of treatment success can possibly be predicted by
the use of nomograms®®: These nomograms frequently rely upon Clin-
ical Global Impression of Change, rather than on changes to IELT or
patient-reported outcomes, in order to provide reliable assessment on
treatment efficacy.t?

Establishing a good doctor-patient relationship is another item to
be considered in the management of many conditions, and particularly
in the case of PE. Treatment compliance can also be affected by the
stigma associated with SSRIs¢¢67:70: |n fact, the idea that an antide-
pressant drug is necessary to treat PE might be misinterpreted by
patients, who might be worried about the effects on mental health and
behavior of these substances, or who might also be skeptical of their
doctor’s suggestions. Most SSRIs can impair sexual health,®>2 and such
effects are commonly (and correctly) reported on the drug leaflets:
Patients finding out that the same drug they have been prescribed
for treatment of PE can impair erection might be doubtful of the pre-
scription’s adequacy and might therefore refrain from correct use. It is
therefore unsurprising that many patients, when being proposed treat-
ment with off-label SSRIs, are more reluctant to start and more likely
to discontinue treatment.*3>¢” These side effects are very much less
frequent for Dapoxetine than for other SSRIs, but stigmatization of

the whole drug class might mislead patients, who may receive wrong

SANSONE ET AL.

explicit or non-explicit wrong messages from the doctor, regarding effi-
cacy and/or possible side effects, resulting in unwillingness to pursue
treatment. This possible nocebo effect,”! better defined as “drucebo”
effect’? could be produced by the prejudices of the doctors based not
on evidence, but on opinions, and/or on the ignorance that the safety
profile of antidepressant SSRIs is largely because of their pharmacoki-
netics and to their ability to cross the blood-brain barrier. In these
regards, cultural differences might become once again one of the main
reasons for different rates of treatment compliance. It is likely that a
greater tendency toward self-care might be an additional reason for
poor compliance in some countries: A good doctor-patient relationship
can improve adherence to treatment,”® whereas relying too much on
information provided by Internet can potentially become harmful.”* In
the field of andrology and sexual medicine, it is quite common for doc-
tors to visit patients who have “self-prescribed” pro-erectile drugs (i.e.,
PDES5 inhibitors, such as sildenafil, tadalafil, vardenafil, and avanafil),
either buying these treatments online or getting them second-hand
from friends or colleagues. This behavior carries several risks, from
the possible contamination with other pharmacologically active com-
pounds to the delayed diagnosis of any underlying condition affecting
sexual function, for example, male hypogonadism or cardiovascular
diseases.”>"77 As such, establishing a reliable doctor-patient relation-
ship is necessary to increase compliance to treatment and prevent the
progression of subclinical to overt forms of sexual dysfunctions.1213
Cultural differences can exist in these regards, and although they have
not been adequately investigated so far, it is fairly likely that East-
ern and Western cultures might have different approaches to sexual
health, and to PE in particular. Additionally, it should be considered that
sexual health can be considered a reliable clinical biomarker, or rather
a surrogate marker, of systemic health.”® Sexual medicine is, in fact, a
fundamental part of systems medicine,’® that is, the interdisciplinary
field of research that considers the interaction between the human
body and genomic, behavioral and environmental factors, and sexual
dysfunctions, sharing the same risk factors as most non-communicable
diseases, can be considered the proverbial “canary in the gold mine” for
subsequent clinical evaluation.”? To an extent, it can be hypothesized
that sexual medicine might play a role in more complex theories focus-
ing on overall health, such as the developmental origin of health and

diseases®0-82

or the “one health” approach.?® China is among the most
active countries in PE research’: It can be supposed that such dynamic
interest in research is an echo chamber for the concerns of the general
population, and that therefore request for medical support for man-
agement of PE is higher than elsewhere despite similar prevalence.?*
This can possibly be because of the high importance given to female
sexuality in East Asia,”138> or to the perception of PE as a more
thorough health concern.2¢ In fact, a well-consolidated tradition of
positive attitudes toward sexuality is present in the Chinese culture
grounded in Taoism, which is “one of the few [indigenous religions in
the world] that has stressed the importance of using sexual techniques
for individual benefits”8” For example, the notorious Chinese intellec-
tual Zhang Jingsheng (1888-1970) theorized the “Third Kind of Water”
(disanzhong shui) theorizing the pursuit of sexual pleasure.88 Moreover,

it is a characteristic of the TCM and of the Chinese doctors in general
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to discuss problems with the patients with a closer attention to their
needs and expectations than in a typical hasty urological visit in West-
ern countries, usually more concentrated on the symptom (in this case
the PE) than on the patient (in this case the couple). Unlike Western
medicine, TCM requires a dialectical treatment based on the overall
condition of the patient’s body. Depending on each person’s condi-
tion, there may even be cases where the principles of medication are
completely opposite. This depends to a large extent on the doctor’s
judgment of the symptoms, which so far cannot be fully standardized
and objectified, and is one of the major reasons why it is difficult to
conduct clinical research in TCM. Some symptoms are more frequently
associated with particular “phenotypes” (e.g., Yin deficiency, kidney Qi
deficiency, damp-heat syndrome) and can be treated by administer-
ing different herbal preparations (e.g., Cinnamomi Cortex, Rehmanniae
Radix, Common Macrocarpium Fruit, etc.) following careful evaluation
by a TCM expert clinician. Formulas are often prepared with differ-
ent ingredients and can be taken in different shapes, such as teas, pills,
and tinctures. Additionally, other non-herbal treatments are available,
such as acupuncture and moxibustion, which overall complement the
wide spectrum of disease that can be treated by TCM. Finally, another
reason for the success of the Chinese approach to PE with respect to
that common in the Western countries could be found in the particular
eclectic attitude to associate different treatments, even from different
cultures.®? This therapeutical strategy could be particular successful
in a multifaceted and complex symptom, such as PE.” Clearly, such
claims deserve further confirmation in future studies addressing the
preferences for PE patients toward different treatments.

This study is, to our best knowledge, one of the largest ones to inves-
tigate PE in a real-life sample of patients attending different Centers
with a solid knowledge of PE research. However, it also has several
limitations. The study was carried out in a single Country (People’s
Republic of China), and as such whether these results can be gen-
eralized to a broader audience is an open question. Clinical data of
patients attending these centers were only partially available, and as
such addressing the presence of underlying comorbidities was not fea-
sible. The dosage of Dapoxetine (30 or 60 mg) was not thoroughly
collected, therefore adding a possible source of bias.

5 | CONCLUSIONS

PE is a complex sexual dysfunction with a multifactorial pathogenesis,
which is largely underreported, under-investigated, and undertreated.
Several therapies are available, including drug treatments whose effi-
cacy has been disputed in previous research. In this real-life study on
a large population of patients attending different Centers in China,
20.9% came for a primary complaint of PE. Patients were treated
according to clinicians’ practice and judgment: Overall, most patients
received treatment with Dapoxetine, either alone or in combination,
and this treatment was likewise the most reliable one, according to
the fewer requests for treatment switch. Although results cannot be
generalized, this study highlights how both efficacy and reliability of

Dapoxetine, a Waterloo in the Western, European, and Flemish opin-

ANDROLOGY &

ions and a success under the shadow of the Great Wall, is much higher
than perceived by Western doctors who may find in the real-life data
presented here some reasons to modify their attitudes.

ACKNOWLEDGMENTS

This work was supported by A. Menarini Asia-Pacific and A. Menarini
China; all claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations.
AS’s and EAJ’s contribution to this work was partly supported by PRIN
grant 2017S9KTNE_002 by the Italian Ministry of Education, Univer-
sity and Research. This study was also funded by the National Natural
Science Foundation of China (61971425 and 82071637), Youth Fund
Project of National Natural Science Foundation of China (62001370),
Young science and technology stars in Shaanxi Province (2021KJXX-
56), International Science and Technology Cooperation Program of
Shaanxi Province—General Project (2022KW-21), General projects of
Shaanxi Provincial Health Commission (2022D006), and Youth Talent
Program of Xi'an Talent Plan (XAYC211060).

CONFLICTS OF INTEREST STATEMENT

EAJ is or has been a speaker and/or paid consultant for Bayer, Ibsa,
Lundbeck, Menarini, Merk-Serono, Otsuka, Pfizer, Shionogi, and Via-
tris. AS has been a paid consultant for Menarini. All others declare not
to have any conflict of interest for the present manuscript.

FUNDING INFORMATION

PRIN grant 2017S9KTNE_002 by the Italian Ministry of Education,
University and Research; National Natural Science Foundation of
China (61971425 and 82071637), Youth Fund Project of National
Natural Science Foundation of China (62001370), Young science and
technology stars in Shaanxi Province (2021KJXX-56), International
Science and Technology Cooperation Program of Shaanxi Province—
General Project (2022KW-21), General projects of Shaanxi Provincial
Health Commission (2022D006), and Youth Talent Program of Xi’an
Talent Plan (XAYC211060)

ORCID
Andrea Sansone " https://orcid.org/0000-0002-1210-2843
https://orcid.org/0000-0001-9166-3528
Guangdong Hou " https://orcid.org/0000-0001-8910-5949
https://orcid.org/0000-0002-8809-3496
https://orcid.org/0000-0001-9221-0483
https://orcid.org/0000-0003-2365-2362
https://orcid.org/0000-0002-5417-2356
https://orcid.org/0000-0002-3821-7032
Xiansheng Zhang '"* https://orcid.org/0000-0001-6003-5182
Xi Yu™ https://orcid.org/0000-0001-9543-7659
https://orcid.org/0000-0002-5350-892X
Emmanuele A. Jannini "= https://orcid.org/0000-0002-5874-039X
https://orcid.org/0000-0002-0081-7163
Daniele Mollaioli " https://orcid.org/0000-0001-5947-3310
https://orcid.org/0000-0003-1341-9778
https://orcid.org/0000-0002-5333-6611

Jianlin Yuan

Lei Zhang
Ming Gao
Zhe Zhang
HuiJiang
Ming Wang

Yong-Gang Duan

Elena Colonnello

Xinlong Dun
Haocheng Lin

5U80| 7 SUOWWIOD 3AIIa.D 3ol jdde au Aq pausenob ae sajolie YO ‘@SN JO Sa|n. Joj A%Iq1T 8UIIUO AB]IM UO (SUORIPUOD-PUR-SLLBI WD A3 | 1M Afe.q) U1 |uUO//:SARU) SUOIPUOD PUe swid | 8Y1 88S *[£202/2T/T0] Uo A%eiqiauljuo AB|iIM ‘B!l eueIY00D Aq E0VET IPUR/TTTT OT/I0p/L00 A8 | M AeIq1jeul uoy/Sdny woj pepeo|umoq ‘0 ‘2262102


https://orcid.org/0000-0002-1210-2843
https://orcid.org/0000-0002-1210-2843
https://orcid.org/0000-0001-9166-3528
https://orcid.org/0000-0001-9166-3528
https://orcid.org/0000-0001-8910-5949
https://orcid.org/0000-0001-8910-5949
https://orcid.org/0000-0002-8809-3496
https://orcid.org/0000-0002-8809-3496
https://orcid.org/0000-0001-9221-0483
https://orcid.org/0000-0001-9221-0483
https://orcid.org/0000-0003-2365-2362
https://orcid.org/0000-0003-2365-2362
https://orcid.org/0000-0002-5417-2356
https://orcid.org/0000-0002-5417-2356
https://orcid.org/0000-0002-3821-7032
https://orcid.org/0000-0002-3821-7032
https://orcid.org/0000-0001-6003-5182
https://orcid.org/0000-0001-6003-5182
https://orcid.org/0000-0001-9543-7659
https://orcid.org/0000-0001-9543-7659
https://orcid.org/0000-0002-5350-892X
https://orcid.org/0000-0002-5350-892X
https://orcid.org/0000-0002-5874-039X
https://orcid.org/0000-0002-5874-039X
https://orcid.org/0000-0002-0081-7163
https://orcid.org/0000-0002-0081-7163
https://orcid.org/0000-0001-5947-3310
https://orcid.org/0000-0001-5947-3310
https://orcid.org/0000-0003-1341-9778
https://orcid.org/0000-0003-1341-9778
https://orcid.org/0000-0002-5333-6611
https://orcid.org/0000-0002-5333-6611

® | WILEY

ANDROLOG

NDROLOGY

REFERENCES

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

. Shamloul

Mulhall JP, Giraldi A, Hackett G, et al. The 2018 revision to the pro-
cess of care model for evaluation of erectile dysfunction. J Sex Med.
2018;15(9):1280-1292. doi:10.1016/j.jsxm.2018.06.005

. Mulhall JP, Giraldi A, Hackett G, et al. The 2018 revision to the pro-

cess of care model for management of erectile dysfunction. J Sex Med.
2018;15(10):1434-1445.doi:10.1016/j.jsxm.2018.05.021

. Salonia A, Bettocchi C, Boeri L, et al. European association of urology

guidelines on sexual and reproductive health-2021 update: male sex-
ual dysfunction. Eur Urol. 2021;80(3):333-357. doi:10.1016/j.eururo.
2021.06.007

. Williams SK, Melman A. Novel therapeutic targets for erectile dys-

function. Maturitas. 2012;71(1):20-27. doi:10.1016/j.maturitas.2011.
11.004

. Towe M, Peta A, Saltzman RG, Balaji N, Chu K, Ramasamy R. The use of

combination regenerative therapies for erectile dysfunction: rationale
and current status. Int J Impot Res. 2021;34(8):735-738. doi:10.1038/
s41443-021-00456- 1. Published online.

. Sansone A, Aversa A, Corona G, et al. Management of premature ejac-

ulation: a clinical guideline from the Italian Society of Andrology and
Sexual Medicine (SIAMS). J Endocrinol Invest. 2021;44(5):1103-1118.
doi:10.1007/540618-020-01458-4

. Jannini EA, Ciocca G, Limoncin E, et al. Premature ejaculation: old

story, new insights. Fertil Steril. 2015;104(5):1061-1073. doi:10.1016/
j.fertnstert.2015.08.035

. Althof SE, McMahon CG, Waldinger MD, et al. An update of the Inter-

national Society of Sexual Medicine’s guidelines for the diagnosis and
treatment of premature ejaculation (PE). Sex Med. 2014;2(2):60-90.
doi:10.1002/sm2.28

R, Ghanem H. Erectile dysfunction. The Lancet.
2013;381(9861):153-165.doi:10.1016/5S0140-6736(12)60520-0
Colonnello E, Sansone A, Zhang H, Zhang Y, Jannini EA. Towards a uni-
versal definition of premature ejaculation. J Sex Med. 2022;19:1717-
1720. doi:10.1016/j.jsxm.2022.05.003. Published online June 22.
Giuliano F, Clément P. Serotonin and premature ejaculation: from
physiology to patient management. Eur Urol. 2006;50(3):454-466.
doi:10.1016/j.eururo.2006.05.055

Jannini EA, Lenzi A, Isidori A, Fabbri A. Subclinical erectile dysfunction:
proposal for a novel taxonomic category in sexual medicine. J Sex Med.
2006;3(5):787-794.d0i:10.1111/j.1743-6109.2006.00287 .x
Colonnello E, Ciocca G, Limoncin E, Sansone A, Jannini EA. Redefin-
ing a sexual medicine paradigm: subclinical premature ejaculation as a
new taxonomic entity. Nat Rev Urol. 2021;18(2):115-127.doi:10.1038/
s41585-020-00417-1

Burgio G, Giammusso B, Calogero AE, et al. Evaluation of the mistakes
in self-diagnosis of sexual dysfunctions in 11,000 male outpatients:
a real-life study in an andrology clinic. J Clin Med. 2019;8(10):1679.
doi:10.3390/jcm8101679

Jannini EA, McCabe MP, Salonia A, Montorsi F, Sachs BD. Contro-
versies in sexual medicine: organic vs. psychogenic? The manichean
diagnosis in sexual medicine. J Sex Med. 2010;7(5):1726-1733. doi: 10.
1111/j.1743-6109.2010.01824.x

Waldinger MD, Hengeveld MW, Zwinderman AH. Paroxetine treat-
ment of premature ejaculation: a double-blind, randomized, placebo-
controlled study. Am J Psychiatry. 1994;151(9):1377-1379. doi:10.
1176/ajp.151.9.1377

Hui J, Wang L, Liu R, et al. A bibliometric analysis of international pub-
lication trends in premature ejaculation research (2008-2018). Int J
Impot Res. 2021;33(1):86-95. d0i:10.1038/541443-019-0224-x
Jannini EA, Burri A, Jern P, Novelli G. Genetics of human sexual behav-
ior: where we are, where we are going. Sex Med Rev. 2015;3(2):65-77.
doi:10.1002/smrj.46

Gao M, Geng B, Jannini TB, et al. Thalamocortical dysconnectiv-
ity in lifelong premature ejaculation: a functional MRI study. Urol.
2022;159:133-138.d0i:10.1016/j.urology.2021.10.010

SANSONE ET AL.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Jannini EA, DeRogatis LR, Chung E, Brock GB. How to evaluate
the efficacy of the phosphodiesterase type 5 inhibitors. J Sex Med.
2012;9(1):26-33.d0i:10.1111/j.1743-6109.2011.02611.x

Carani C, Isidori AM, Granata A, et al. Multicenter study on the preva-
lence of sexual symptoms in male hypo- and hyperthyroid patients. J
Clin Endocrinol Metab. 2005;90(12):6472-6479. doi:10.1210/jc.2005-
1135

Corona G, Petrone L, Mannucci E, et al. Psycho-biological correlates
of rapid ejaculation in patients attending an andrologic unit for sex-
ual dysfunctions. Eur Urol. 2004;46(5):615-622. doi:10.1016/j.eururo.
2004.07.001

McMahon CG, Jannini EA, Serefoglu EC, Hellstrom WIJG. The patho-
physiology of acquired premature ejaculation. Transl Androl Urol.
2016;5(4):434-449.d0i:10.21037/tau.2016.07.06

Screponi E, Carosa E, Di Stasi SM, Pepe M, Carruba G, Jannini EA.
Prevalence of chronic prostatitis in men with premature ejaculation.
Urology. 2001;58(2):198-202. doi:10.1016/s0090-4295(01)01151-
7

El-Nashaar A, Shamloul R. ORIGINAL RESEARCH—EJACULATORY
DISORDERS: antibiotic treatment can delay ejaculation in patients
with premature ejaculation and chronic bacterial prostatitis. J Sex Med.
2007;4(2):491-496.d0i:10.1111/j.1743-6109.2006.00243.x

Gao J, Gao R, Liu X, et al. Correlations between personality traits,
patient-reported outcome, and chronic prostatitis symptoms in men
with different premature ejaculation syndromes. BioMed Res Int.
2022;2022:8049976.d0i:10.1155/2022/8049976

Jannini EA, Isidori AM, Aversa A, Lenzi A, Althof SE. Which is first?
The controversial issue of precedence in the treatment of male sex-
ual dysfunctions. J Sex Med. 2013;10(10):2359-2369.d0i:10.1111/jsm.
12315

Laumann EO, Nicolosi A, Glasser DB, et al. Sexual problems among
women and men aged 40-80 y: prevalence and correlates identified
in the global study of sexual attitudes and behaviors. Int J Impot Res.
2005;17(1):39-57.doi:10.1038/s].ijir.3901250

Xia Y, Li J, Shan G, et al. Relationship between premature ejac-
ulation and depression: a PRISMA-compliant systematic review
and meta-analysis. Medicine. 2016;95(35):e4620. doi:10.1097/MD.
0000000000004620

Dunn KM, Croft PR, Hackett Gl. Association of sexual problems
with social, psychological, and physical problems in men and women:
a cross sectional population survey. J Epidemiol Community Health.
1999;53(3):144-148.d0i:10.1136/jech.53.3.144

Ciocca G, Limoncin E, Mollaioli D, et al. Integrating psychotherapy and
pharmacotherapy in the treatment of premature ejaculation. Arab J
Urol. 2013;11(3):305-312. d0i:10.1016/j.2ju.2013.04.011

Corona G. Erectile dysfunction and premature ejaculation: a contin-
uum movens supporting couple sexual dysfunction. J Endocrinol Invest.
2022;45(11):2029-2041. doi:10.1007/s40618-022-01793-8
Hamilton CL, Cornpropst JD. Determination of dapoxetine, an inves-
tigational agent with the potential for treating depression, and its
mono- and di-desmethyl metabolites in human plasma using column-
switching high-performance liquid chromatography. J Chromatogr B:
Biomed Sci Appl. 1993;612(2):253-261. doi:10.1016/0378-4347(93)
80171-Y

Dresser MJ, Desai D, Gidwani S, Seftel AD, Modi NB. Dapoxetine, a
novel treatment for premature ejaculation, does not have pharmacoki-
netic interactions with phosphodiesterase-5 inhibitors. Int J Impot Res.
2006;18(1):104-110. doi:10.1038/s].ijir.3901420

Andersson KE, Mulhall JP, Wyllie MG. Pharmacokinetic and phar-
macodynamic features of dapoxetine, a novel drug for “on-demand”
treatment of premature ejaculation. BJU Int. 2006;97(2):311-315.
doi:10.1111/.1464-410X.2006.05911.x

Porst H, McMahon CG, Althof SE, et al. Baseline characteristics and
treatment outcomes for men with acquired or lifelong premature ejac-
ulation with mild or no erectile dysfunction: integrated analyses of

5U80| 7 SUOWWIOD 3AIIa.D 3ol jdde au Aq pausenob ae sajolie YO ‘@SN JO Sa|n. Joj A%Iq1T 8UIIUO AB]IM UO (SUORIPUOD-PUR-SLLBI WD A3 | 1M Afe.q) U1 |uUO//:SARU) SUOIPUOD PUe swid | 8Y1 88S *[£202/2T/T0] Uo A%eiqiauljuo AB|iIM ‘B!l eueIY00D Aq E0VET IPUR/TTTT OT/I0p/L00 A8 | M AeIq1jeul uoy/Sdny woj pepeo|umoq ‘0 ‘2262102


https://doi.org/10.1016/j.jsxm.2018.06.005
https://doi.org/10.1016/j.jsxm.2018.05.021
https://doi.org/10.1016/j.eururo.2021.06.007
https://doi.org/10.1016/j.eururo.2021.06.007
https://doi.org/10.1016/j.maturitas.2011.11.004
https://doi.org/10.1016/j.maturitas.2011.11.004
https://doi.org/10.1038/s41443-021-00456-1
https://doi.org/10.1038/s41443-021-00456-1
https://doi.org/10.1007/s40618-020-01458-4
https://doi.org/10.1016/j.fertnstert.2015.08.035
https://doi.org/10.1016/j.fertnstert.2015.08.035
https://doi.org/10.1002/sm2.28
https://doi.org/10.1016/S0140-6736(12)60520-0
https://doi.org/10.1016/j.jsxm.2022.05.003
https://doi.org/10.1016/j.eururo.2006.05.055
https://doi.org/10.1111/j.1743-6109.2006.00287.x
https://doi.org/10.1038/s41585-020-00417-1
https://doi.org/10.1038/s41585-020-00417-1
https://doi.org/10.3390/jcm8101679
https://doi.org/10.1111/j.1743-6109.2010.01824.x
https://doi.org/10.1111/j.1743-6109.2010.01824.x
https://doi.org/10.1176/ajp.151.9.1377
https://doi.org/10.1176/ajp.151.9.1377
https://doi.org/10.1038/s41443-019-0224-x
https://doi.org/10.1002/smrj.46
https://doi.org/10.1016/j.urology.2021.10.010
https://doi.org/10.1111/j.1743-6109.2011.02611.x
https://doi.org/10.1210/jc.2005-1135
https://doi.org/10.1210/jc.2005-1135
https://doi.org/10.1016/j.eururo.2004.07.001
https://doi.org/10.1016/j.eururo.2004.07.001
https://doi.org/10.21037/tau.2016.07.06
https://doi.org/10.1016/s0090-4295(01)01151-7
https://doi.org/10.1016/s0090-4295(01)01151-7
https://doi.org/10.1111/j.1743-6109.2006.00243.x
https://doi.org/10.1155/2022/8049976
https://doi.org/10.1111/jsm.12315
https://doi.org/10.1111/jsm.12315
https://doi.org/10.1038/sj.ijir.3901250
https://doi.org/10.1097/MD.0000000000004620
https://doi.org/10.1097/MD.0000000000004620
https://doi.org/10.1136/jech.53.3.144
https://doi.org/10.1016/j.aju.2013.04.011
https://doi.org/10.1007/s40618-022-01793-8
https://doi.org/10.1016/0378-4347(93)80171-Y
https://doi.org/10.1016/0378-4347(93)80171-Y
https://doi.org/10.1038/sj.ijir.3901420
https://doi.org/10.1111/j.1464-410X.2006.05911.x

SANSONE ET AL.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51

52.

two phase 3 dapoxetine trials. J Sex Med. 2010;7(6):2231-2242.doi:10.
1111/j.1743-6109.2010.01820.x

Carson C, Wyllie M. Improved ejaculatory latency, control and sexual
satisfaction when PSD502 is applied topically in men with prema-
ture ejaculation: results of a phase 11, double-blind, placebo-controlled
study. J Sex Med. 2010;7(9):3179-3189. doi:10.1111/j.1743-6109.
2010.01913.x

Porst H, Burri A. Fortacin™ spray for the treatment of premature
ejaculation. Urology. 2017;84(2 suppl):1-10. doi: 10.5301/uj.5000275
Zhong C, Li C, Geng Q, et al. Reasons and treatment strategy for
discontinuation of dapoxetine treatment in premature ejaculation
patients in China: a retrospective observational study. Andrologia.
2022;54(7):1598-1604.d0i:10.1111/and.14425

Park HJ, Park NC, Kim TN, Baek SR, Lee KM, Choe S. Discontinuation
of dapoxetine treatment in patients with premature ejaculation: a 2-
year prospective observational study. Sex Med. 2017;5(2):e99-e105.
doi:10.1016/j.esxm.2017.02.003

Pryor JL, Althof SE, Steidle C, et al. Efficacy and tolerability of
dapoxetine in treatment of premature ejaculation: an integrated anal-
ysis of two double-blind, randomised controlled trials. The Lancet.
2006;368(9539):929-937.doi:10.1016/50140-6736(06)69373-2
Mirone V, Arcaniolo D, Rivas D, Bull S, Aquilina JW, Verze P. Results
from a prospective observational study of men with premature ejac-
ulation treated with dapoxetine or alternative care: the PAUSE study.
Eur Urol. 2014;65(4):733-739.doi:10.1016/j.eururo.2013.08.018
Mondaini N, Fusco F, Cai T, Benemei S, Mirone V, Bartoletti R. Dapox-
etine treatment in patients with lifelong premature ejaculation: the
reasons of a “Waterloo”. Urol. 2013;82(3):620-624. doi:10.1016/j.
urology.2013.05.018

Waldinger MD, Schweitzer DH, Olivier B. Dapoxetine treatment
of premature ejaculation. The Lancet. 2006;368(9550):1869. doi:10.
1016/50140-6736(06)69773-0

Waldinger MD. Premature ejaculation: definition and drug treatment.
Drugs. 2007;67(4):547-568. doi:10.2165/00003495-200767040-
00005

Peng J, Yang L, Liu L, et al. Safety and effectiveness of dapoxe-
tine on demand in chinese men with premature ejaculation: results
of a multicenter, prospective, open-label phase IV study. Sex Med.
2021;9(2):100296. doi:10.1016/j.esxm.2020.100296

Hou G, Gao M, Zhang L, et al. An internally validated nomogram for
predicting the likelihood of improvement of clinical global impression
in patients with lifelong premature ejaculation treated with dapoxe-
tine. J Sex Med. 2020;17(12):2341-2350. doi:10.1016/j.jsxm.2020.09.
005

McMahon C, Lee SW, Kim SW, Moon DG, Kongkanand A, Tantiwongse
K. The Asia-Pacific flexible dose study of dapoxetine and patient satis-
faction in premature ejaculation therapy: the PASSION study. Sex Med.
2016;4(1):e18-e27.d0i:10.1016/j.esxm.2015.12.006

McMahon CG, Giuliano F, Dean J, et al. Efficacy and safety of dapoxe-
tine in men with premature ejaculation and concomitant erectile dys-
function treated with a phosphodiesterase type 5 inhibitor: random-
ized, placebo-controlled, phase 11l study. J Sex Med. 2013;10(9):2312-
2325.d0i:10.1111/jsm.12236

Jannini TB, Lorenzo GD, Bianciardi E, et al. Off-label uses of
selective serotonin reuptake inhibitors (SSRIs). Curr Neuropharmacol.
2022;20(4):693-712.d0i:10.2174/1570159X19666210517150418
Waldinger MD, Zwinderman AH, Olivier B, Schweitzer DH. The major-
ity of men with lifelong premature ejaculation prefer daily drug treat-
ment: an observation study in a consecutive group of Dutch men. J Sex
Med. 2007;4(4):1028-1037. doi:10.1111/j.1743-6109.2007.00528.x
Healy D, Bahrick A, Bak M, et al. Diagnostic criteria for enduring sex-
ual dysfunction after treatment with antidepressants, finasteride and
isotretinoin. Int J Risk Saf Med. 2022;33(1):65-76. doi:10.3233/JRS-
210023

ANDROLOGY

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

€0
WILEY--*

Reisman Y. Post-SSRI sexual dysfunction. BMJ. 2020;368:m754.
doi:10.1136/bmj.m754. Published online February 27, 2020:m754.
Reisman Y, Jannini TB, Jannini EA. Post-selective serotonin reup-
take inhibitor sexual dysfunctions (PSSD): clinical experience with a
multimodal approach. J Mens Health. 2022;18(8):165. doi:10.31083/j.
jomh1808165

Rhoden EL, Teloken C, Sogari PR, Vargas Souto CA. The use of the sim-
plified International Index of Erectile Function (IIEF-5) as a diagnostic
tool to study the prevalence of erectile dysfunction. Int J Impot Res.
2002;14(4):245-250. doi:10.1038/s].ijir.3900859

Jannini EA, Lenzi A. Epidemiology of premature ejaculation. Curr Opin
Urol. 2005;15(6):399-403. doi:10.1097/01.mou.0000182327.79572.
fd

Jannini EA, Lenzi A. Ejaculatory disorders: epidemiology and current
approaches to definition, classification and subtyping. World J Urol.
2005;23(2):68-75.doi:10.1007/s00345-004-0486-9

Laumann EO, Paik A, Rosen RC. Sexual dysfunction in the United
States: prevalence and predictors. JAMA. 1999;281(6):537-544.
doi:10.1001/jama.281.6.537

Nolazco C, Bellora O, Lépez M, et al. Prevalence of sexual dysfunc-
tions in Argentina. Int J Impot Res. 2004;16(1):69-72. doi:10.1038/sj.
ijir.3901140

Tang WS, Khoo EM. Prevalence and correlates of premature ejacula-
tionin a primary care setting: a preliminary cross-sectional study. J Sex
Med. 2011;8(7):2071-2078.doi:10.1111/j.1743-6109.2011.02280.x
Patrick DL, Althof SE, Pryor JL, et al. Premature ejaculation: an obser-
vational study of men and their partners. J Sex Med. 2005;2(3):358-
367.d0i:10.1111/j.1743-6109.2005.20353.x

Porst H, Montorsi F, Rosen RC, Gaynor L, Grupe S, Alexander J.
The Premature Ejaculation Prevalence and Attitudes (PEPA) sur-
vey: prevalence, comorbidities, and professional help-seeking. Eur
Urol. 2007;51(3):816-823. doi:10.1016/j.eururo.2006.07.004. discus-
sion 824.

Basile Fasolo C, Mirone V, Gentile V, Parazzini F, Ricci E. Prema-
ture ejaculation: prevalence and associated conditions in a sample of
12,558 men attending the andrology prevention week 2001 - a study
of the Italian Society of Andrology (SIA). J Sex Med. 2005;2(3):376-382.
doi:10.1111/j.1743-6109.2005.20350.x

Giuliano F, Patrick DL, Porst H, et al. Premature ejaculation:
results from a five-country European observational study. Eur Urol.
2008;53(5):1048-1057.d0i:10.1016/j.eururo.2007.10.015

Serefoglu EC, Yaman O, Cayan S, et al. Prevalence of the com-
plaint of ejaculating prematurely and the four premature ejaculation
syndromes: results from the Turkish Society of Andrology Sexual
Health Survey. J Sex Med. 2011;8(2):540-548. doi:10.1111/}.1743-
6109.2010.02095.x

Zucker |, Nackeeran S, Kulkarni N, Carto C, Madhusoodanan V,
Ramasamy R. Majority of men with premature ejaculation do not
receive pharmacotherapy. Int J Impot Res. 2022:1-4. doi:10.1038/
s41443-022-00599-9. Published online July 15.

Salonia A, Rocchini L, Sacca’ A, et al. Acceptance of and discontinuation
rate from paroxetine treatment in patients with lifelong premature
ejaculation. J Sex Med. 2009;6(10):2868-2877. doi:10.1111/j.1743-
6109.2009.01404.x

Hou G, Gao M, Zhang L, et al. An internally validated nomogram for
predicting the likelihood of improvement of clinical global impression
in patients with lifelong premature ejaculation treated with dapoxe-
tine. J Sex Med. 2020;17(12):2341-2350. doi:10.1016/j.jsxm.2020.09.
005

Althof S, Rosen R, Harty B, Osterloh IH, Muirhead GJ, McMahon
C. Objective and subjective measures of premature ejaculation: how
closely do they correspond and how well are the subjective measures
recalled? J Sex Med. 2020;17(4):634-644. doi:10.1016/j.jsxm.2020.01.
002

5U80| 7 SUOWWIOD 3AIIa.D 3ol jdde au Aq pausenob ae sajolie YO ‘@SN JO Sa|n. Joj A%Iq1T 8UIIUO AB]IM UO (SUORIPUOD-PUR-SLLBI WD A3 | 1M Afe.q) U1 |uUO//:SARU) SUOIPUOD PUe swid | 8Y1 88S *[£202/2T/T0] Uo A%eiqiauljuo AB|iIM ‘B!l eueIY00D Aq E0VET IPUR/TTTT OT/I0p/L00 A8 | M AeIq1jeul uoy/Sdny woj pepeo|umoq ‘0 ‘2262102


https://doi.org/10.1111/j.1743-6109.2010.01820.x
https://doi.org/10.1111/j.1743-6109.2010.01820.x
https://doi.org/10.1111/j.1743-6109.2010.01913.x
https://doi.org/10.1111/j.1743-6109.2010.01913.x
https://doi.org/10.5301/uj.5000275
https://doi.org/10.1111/and.14425
https://doi.org/10.1016/j.esxm.2017.02.003
https://doi.org/10.1016/S0140-6736(06)69373-2
https://doi.org/10.1016/j.eururo.2013.08.018
https://doi.org/10.1016/j.urology.2013.05.018
https://doi.org/10.1016/j.urology.2013.05.018
https://doi.org/10.1016/S0140-6736(06)69773-0
https://doi.org/10.1016/S0140-6736(06)69773-0
https://doi.org/10.2165/00003495-200767040-00005
https://doi.org/10.2165/00003495-200767040-00005
https://doi.org/10.1016/j.esxm.2020.100296
https://doi.org/10.1016/j.jsxm.2020.09.005
https://doi.org/10.1016/j.jsxm.2020.09.005
https://doi.org/10.1016/j.esxm.2015.12.006
https://doi.org/10.1111/jsm.12236
https://doi.org/10.2174/1570159X19666210517150418
https://doi.org/10.1111/j.1743-6109.2007.00528.x
https://doi.org/10.3233/JRS-210023
https://doi.org/10.3233/JRS-210023
https://doi.org/10.1136/bmj.m754
https://doi.org/10.31083/j.jomh1808165
https://doi.org/10.31083/j.jomh1808165
https://doi.org/10.1038/sj.ijir.3900859
https://doi.org/10.1097/01.mou.0000182327.79572.fd
https://doi.org/10.1097/01.mou.0000182327.79572.fd
https://doi.org/10.1007/s00345-004-0486-9
https://doi.org/10.1001/jama.281.6.537
https://doi.org/10.1038/sj.ijir.3901140
https://doi.org/10.1038/sj.ijir.3901140
https://doi.org/10.1111/j.1743-6109.2011.02280.x
https://doi.org/10.1111/j.1743-6109.2005.20353.x
https://doi.org/10.1016/j.eururo.2006.07.004
https://doi.org/10.1111/j.1743-6109.2005.20350.x
https://doi.org/10.1016/j.eururo.2007.10.015
https://doi.org/10.1111/j.1743-6109.2010.02095.x
https://doi.org/10.1111/j.1743-6109.2010.02095.x
https://doi.org/10.1038/s41443-022-00599-9
https://doi.org/10.1038/s41443-022-00599-9
https://doi.org/10.1111/j.1743-6109.2009.01404.x
https://doi.org/10.1111/j.1743-6109.2009.01404.x
https://doi.org/10.1016/j.jsxm.2020.09.005
https://doi.org/10.1016/j.jsxm.2020.09.005
https://doi.org/10.1016/j.jsxm.2020.01.002
https://doi.org/10.1016/j.jsxm.2020.01.002

2 | WILEY

70.

71

72.
73.
74.
75.

76.
77.

78.
79.

80.

81

82.

ANDROLOG

NDROLOGY

Jern P, Johansson A, Piha J, Westberg L, Santtila P. Antidepres-
sant treatment of premature ejaculation: discontinuation rates and
prevalence of side effects for dapoxetine and paroxetine in a nat-
uralistic setting. Int J Impot Res. 2015;27(2):75-80. doi:10.1038/
ijir.2014.37

Mostafaei H, Jilch S, Carlin GL, et al. The placebo and nocebo effects
in functional urology. Nat Rev Urol. 2022;19(3):171-189. doi:10.1038/
s41585-021-00545-2

Penson PE, Mancini GBJ, Toth PP, et al. Introducing the ‘Drucebo’
effect in statin therapy: a systematic review of studies comparing
reported rates of statin-associated muscle symptoms, under blinded
and open-label conditions: drucebo effect in statin therapy. J Cachexia
Sarcopenia Muscle. 2018;9(6):1023-1033. doi:10.1002/jcsm.12344
Stavropoulou C. Non-adherence to medication and doctor-patient
relationship: evidence from a European survey. Patient Educ Couns.
2011;83(1):7-13.doi:10.1016/j.pec.2010.04.039

Lu X, Zhang R, Wu W, Shang X, Liu M. Relationship between internet
health information and patient compliance based on trust: empirical
study. J Med Internet Res [Electron Resour]. 2018;20(8):€253. doi:10.
2196/jmir.9364

Sansone A, Cuzin B, Jannini EA. Facing counterfeit medications in sex-
ual medicine. a systematic scoping review on social strategies and
technological solutions. Sex Med. 2021;9(6):100437. doi:10.1016/j.
esxm.2021.100437

Sansone A, Romanelli F, Gianfrilli D, Lenzi A. Endocrine evaluation
of erectile dysfunction. Endocrine. 2014;46(3):423-430. doi:10.1007/
s12020-014-0254-6

Sansone A, Romanelli F, Jannini EA, Lenzi A. Hormonal correlations of
premature ejaculation. Endocrine. 2015;49(2):333-338. doi:10.1007/
$s12020-014-0520-7

Jannini EA. SM = SM: the interface of systems medicine and sex-
ual medicine for facing non-communicable diseases in a gender-
dependent manner. Sex Med Rev. 2017;5(3):349-364. doi:10.1016/j.
sxmr.2017.04.002

Meldrum DR, Gambone JC, Morris MA, Meldrum DAN, Esposito K,
Ignarro LJ. The link between erectile and cardiovascular health: the
canary in the coal mine. Am J Cardiol. 2011;108(4):599-606. doi:10.
1016/j.amjcard.2011.03.093

Hanson M. The birth and future health of DOHaD. J Dev Orig Health
Dis. 2015;6(5):434-437.

Haugen AC, Schug TT, Collman G, Heindel JJ. Evolution of DOHaD:
the impact of environmental health sciences. J Dev Orig Health Dis.
2015;6(2):55-64.

Penkler M, Hanson M, Biesma R, Miller R. DOHaD in science and
society: emergent opportunities and novel responsibilities. J Dev Orig
Health Dis. 2019;10(3):268-273.

SANSONE ET AL.

83.

84.

85.

86.

87.

88.

89.

90.

World Health Organizaion. One Health. Accessed December 27,2022.
https://www.who.int/news-room/questions-and-answers/item/one-
health

Colonnello E, Wang F, Guo J, Jannini E. Effects and prospects of the
integration of traditional Chinese medicine with western biomedi-
cal approach for premature ejaculation. Integr Med Nephrol Androl.
2022;9(1):7.

Gao J, Zhang X, Su P, et al. Prevalence and impact of premature ejac-
ulation in outpatients complaining of ejaculating prematurely: using
the instruments of intravaginal ejaculatory latency time and patient-
reported outcome measures. Int J Impot Res. 2014;26(3):94-99.doi:10.
1038/ijir.2013.42

Colonnello E, Jannini EA. Impact of Chinese Traditional Culture and
Related Social Norms on Current Chinese Sexuality and on the Future
of Chinese Sexual Medicine. In: Rowland D., Jannini E. (eds). Cultural
Differences and the Practice of Sexual Medicine. Trends in Andrology and
Sexual Medicine. Springer, Cham. 2010. 10.1007/978-3-030-36222-
56

Ruan FF. Sex in China: Studies in Sexology in Chinese Culture. Springer
Science & Business Media; 2013.

Rocha LA. The question of sex and modernity in China, part 1: From
xing to sexual cultivation. In: Routledge Handbook of Chinese Medicine.
Routledge; 2022.

Guo J,WangF, Zhou Q, et al. Safety and efficacy of traditional Chinese
medicine, Qiaoshao formula, combined with dapoxetine in the treat-
ment of premature ejaculation: An open-label, real-life, retrospective
multicentre study in Chinese men. Andrologia. 2021;53(1):e13915.
doi:10.1111/and.13915

Ma WG, Jia JM. The effects and prospects of the integration of tradi-
tional Chinese medicine and Western medicine on andrology in China.
Asian J Androl. 2011;13(4):592-595. d0i:10.1038/2ja.2010.127

SUPPORTING INFORMATION
Additional supporting information can be found online in the Support-

ing

Information section at the end of this article.

How to cite this article: Sansone A, Yuan J, Hou G, et al. From
Waterloo to the Great Wall: A retrospective, multicenter study
on the clinical practice and cultural attitudes in the
management of premature ejaculation, in China. Andrology.
2023;1-12. https://doi.org/10.1111/andr.13403

5U80| 7 SUOWWIOD 3AIIa.D 3ol jdde au Aq pausenob ae sajolie YO ‘@SN JO Sa|n. Joj A%Iq1T 8UIIUO AB]IM UO (SUORIPUOD-PUR-SLLBI WD A3 | 1M Afe.q) U1 |uUO//:SARU) SUOIPUOD PUe swid | 8Y1 88S *[£202/2T/T0] Uo A%eiqiauljuo AB|iIM ‘B!l eueIY00D Aq E0VET IPUR/TTTT OT/I0p/L00 A8 | M AeIq1jeul uoy/Sdny woj pepeo|umoq ‘0 ‘2262102


https://doi.org/10.1038/ijir.2014.37
https://doi.org/10.1038/ijir.2014.37
https://doi.org/10.1038/s41585-021-00545-2
https://doi.org/10.1038/s41585-021-00545-2
https://doi.org/10.1002/jcsm.12344
https://doi.org/10.1016/j.pec.2010.04.039
https://doi.org/10.2196/jmir.9364
https://doi.org/10.2196/jmir.9364
https://doi.org/10.1016/j.esxm.2021.100437
https://doi.org/10.1016/j.esxm.2021.100437
https://doi.org/10.1007/s12020-014-0254-6
https://doi.org/10.1007/s12020-014-0254-6
https://doi.org/10.1007/s12020-014-0520-7
https://doi.org/10.1007/s12020-014-0520-7
https://doi.org/10.1016/j.sxmr.2017.04.002
https://doi.org/10.1016/j.sxmr.2017.04.002
https://doi.org/10.1016/j.amjcard.2011.03.093
https://doi.org/10.1016/j.amjcard.2011.03.093
https://www.who.int/news-room/questions-and-answers/item/one-health
https://www.who.int/news-room/questions-and-answers/item/one-health
https://doi.org/10.1038/ijir.2013.42
https://doi.org/10.1038/ijir.2013.42
https://doi.org/10.1007/978-3-030-36222-5_6
https://doi.org/10.1007/978-3-030-36222-5_6
https://doi.org/10.1111/and.13915
https://doi.org/10.1038/aja.2010.127
https://doi.org/10.1111/andr.13403

	From Waterloo to the Great Wall: A retrospective, multicenter study on the clinical practice and cultural attitudes in the management of premature ejaculation, in China
	1 | INTRODUCTION
	2 | MATERIALS AND METHODS
	2.1 | Survey design
	2.2 | Statistical analysis

	3 | RESULTS
	4 | DISCUSSION
	5 | CONCLUSIONS
	ACKNOWLEDGMENTS
	CONFLICTS OF INTEREST STATEMENT
	FUNDING INFORMATION
	ORCID
	REFERENCES
	SUPPORTING INFORMATION


