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Abstract

Background: Premature Ejaculation (PE) is one of the
common sexual dysfunction. At present, there is a lack of
high-quality evidence for Traditional Chinese Medicine
(TCM) to treat PE. The trial aims to study the efficacy and
safety of Compound Jinji Granules (CJG), a TCM prescrip-
tion, in treating primary PE, providing evidence-based medi-
cal support for PE treatment.

Objective: To assess the efficacy and safety of CIG in
treating primary premature ejaculation, pre-intervention
and post-intervention evaluations will be compared.

Methods/Design: This study is a multicenter, random-
ized, double-blind, double-placebo trial. 92 eligible partici-
pants who meet the primary PE and diagnostic criteria will
be randomly divided into experimental group and control
group according to the ratio of 1:1. The experimental group
will be given CJG + dapoxetine placebo, and the control
group will be given dapoxetine + CJG placebo. Each patient
will take the medications for 4 weeks and will be followed-
up for additional 4 weeks after withdrawal. The primary
efficacy outcome will be the stopwatch-measured average
Intravaginal Ejaculatory Latency Time (IELT), while the sec-
ondaryoutcomes will include the Premature Ejaculation
Profile (PEP), clinical global impression of change (CGI-C),
and TCM syndrome score. Safety outcomes will encompass
routine tests for hematuria, electrocardiogram readings,
and assessments of liver and kidney function.

Results: This study offers a conclusive evaluation of the
efficacy of CJG, in halting the progression of primary PE, pro-
viding a customizable and cost-effective treatment option.
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Conclusion: This is the first multicenter, randomized,
double-blind, double-placebo, parallel-controlled clinical
trial to assess the safety and efficacy of CJG in the treatment
of PE. The findings of this study will provide objective clini-
cal evidence for the future use of CJG in treating PE and may
also offer an alternative approach for PE treatment. Regard-
less of whether the results are neutral, negative, or positive,
this trial will have a clinical impact on patients with PE.

Introduction

Premature Ejaculation (PE) is the most common male sexual
dysfunction, characterized by a brief Intravaginal Ejaculatory La-
tency Time (IELT), inability to delay or control ejaculation, and
negative consequences [1]. The adverse effects of PE extend
beyond sexual dysfunction and may also impact confidence and
relationships with partners, sometimes leading to psychological
distress, anxiety, embarrassment, and depression [2-4]. Based
on clinical presentations and characteristics, PE can be classi-
fied into two main types: Primary PE and Secondary PE. Primary
PE refers to males who have experienced persistent and recur-
rent ejaculation with minimal sexual stimulation before, on, or
shortly after penetration and before the person wishes it, over
a period of at least 6 months. Key features include the inability
to delay ejaculation, negative personal consequences such as
distress, worry, frustration, and/or avoidance of sexual intimacy

(5].

Dapoxetine is an orally administered short-acting Selective
Serotonin Reuptake Inhibitor (SSRI), which acts by modulating
serotonin levels in the brain and is currently used as a first-line
treatment for PE on an as-needed (prn) basis. This feature dis-
tinguishes dapoxetine from other SSRIs, which typically require
daily dosing for the effective treatment of conditions such as
depression or anxiety. Extensive clinical development programs
for dapoxetine’s on-demand treatment of PE have confirmed its
safety and efficacy, leading to approvals for the treatment of
PE in men aged 18-64 by multiple countries. The recommend-
ed starting dose of dapoxetine for treating PE is 30 milligrams,
with the option to increase the dose to 60 milligrams prn if the
desired treatment effect is not achieved and the 30-milligram
dose is well-tolerated. Dapoxetine’s short-acting nature makes
it particularly suitable for on-demand use, allowing it to be tak-
en shortly before anticipated sexual activity.

With its rich historical legacy spanning centuries in China and
other Asian nations, TCM presents a compelling array of options
for the management of PE [6,7]. In China, a great number of PE
patients seek help from TCM, in addition to conventional treat-
ments [8,9]. Besides, clinical trials have shown that TCM and
ingredients derived from Chinese herbs are good for patients
with PE [10-12]. However, the quality of the studies is low, and
high-quality evidence-based evidence cannot be provided [13].
There is a lack of advanced evidence-based medical evidence to
confirm its validity and safety.

CJG is an empirical formula for PPE in the andrology depart-
ment of Xiyuan Hospital. CJG is composed of Radix Astragali
seu Hedysari, Rhizoma Acori Graminei, Radix Bupleuri, Radix
Paeoniae Alba, Hypericum Perforatum L, Dioscoreae Rhizoma,
Morinda officinalis How, Glycyrrhizae Radix et Rhizoma. Our re-
search team had previously conducted small randomized con-
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trolled trials, which found that Chinese medicine was safe and
effective for PPE [11,12]. However, due to insufficient evidence
of its safety and efficacy compared with dapoxetine, CIG have
not been widely adopted in clinical practice. Therefore, we pro-
pose a multicenter, double-blind, double-placebo, RCT to fur-
ther compare the efficacy of s with that of dapoxetine hydro-
chloride in the treatment of PE and to provide high-level clinical
evidence for the use of CIG in PPE.

Material and methods
Study design and setting

This study is a double-blind, double-placebo, Randomized
Controlled Trial (RCT) conducted across multiple centers, with
participants randomized into two parallel groups. Together, we
followed the Consolidated Standards of Reporting Trials guide-
lines Extension for Chinese Herbal Medicine Formulas 2017
(CONSORT CHM Formula) and the Standardized Protocol Items:
Recommendations for Interventional Trials (SPIRIT) statement
in designing the study protocol [14,15]. The research protocol
obtained approval from the Ethics Committee of Xiyuan Hos-
pital on February 17, 2022 (Approval No. 2021XLA127-4). All
researchers are conducting this study in accordance with the
Declaration of Helsinki. Informed consent will be obtained
from all participants. The study has been registered with the
Chinese Clinical Trial Registry in 2022 (Registration No. ChiC-
TR2200057359).

Our objective is to recruit 92 participants from five research
centers in China using a block randomization design, with the al-
location ratio set at 1:1. The participating centers include Xiyuan
Hospital of China Academy of Chinese Medical Sciences, Jiangsu
Provincial Hospital of Chinese Medicine, Affiliated Hospital of
Shandong University of Traditional Chinese Medicine, Beijing
Hospital of Traditional Chinese Medicine affiliated to Capital
Medical University, and Jining Hospital of Integrated Traditional
Chinese and Western Medicine. The participant and their sex-
ual partner will undergo an initial screening visit (Visit 1). A re-
search assistant will assist the participant in signing the written
informed consent form. Subjects who pass the initial screening
evaluation will undergo a 2-week baseline evaluation period,
during which subjects must have at least 2 sexual encounters,
each separated by a minimum of 24 hours, and record the Intra-
vaginal Ejaculation Latency Time (IELT) for each encounter on a
provided diary card. Subjects with an IELT of <1 minute for all
sexual exposures during the screening period will be eligible to
continue in the study, with the average IELT as baseline data. If
the subject is eligible for the study, the subject will be randomly
assigned to either the treatment or control group in a 1:1 ratio,
provided with a new diary card and enough study medication to
last until the next clinic visit, and instructed on how to take the
medication, with at least 24 hours between sexual encounters
during the treatment period. Throughout the trial, subjects will
undergo a 4-week treatment period (weekly assessments) and
a 4-week follow-up period (every 2 weeks) and will be asked to
keep a detailed record of IELT duration and medication in the
given diary card. The study’s flowchart is depicted in Figure 1,
and the schedule for enrollment, intervention, and assessments
is outlined in Table 1.
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Table 1: Schedule of enrolment, interventions, assessments,
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and data collection.

Stage Screening | Enrollment and allocation Post-allocation Follow-up
Time point Visit 1 Baseline Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7
-2w od lw+2d  2w+2d  3w+2d  4wz+2d 6w+3d 8wt2d
Information collection
Demographic information x
Clinical examination x
Past medical history x
Combined medication x x x x x x x
Informed consent x
Enrollment
Inclusion / exclusion criteria X
Allocation x
Intervention
CJG + dapoxetine placebo X x x x
Dapoxetine + CJG placebo x x x x
Efficacy index
IELT X x x x x x x
TCM syndrome score x x x x x x x
PEP X x X X X X X
PEDT X x
CGI-C X x x x x x x
Safety index
Complete Blood Count x x
Urinalysis x x
Kidney function x x
Liver function x x
Electrocardiogram x x
Adverse event record
Other content
Drug distribution x x
Drug recycling and count x x
Distribution of diary cards x x
Collecting Diary Cards x x
Cause analysis of drop-outs x x x x x x x
2w ( Patient with primary PE j
[ 2 weeks screening and consent )
1 —_— Excluded if ineligible
|
OW  mmmmmmemeen [ Randomization(N=92) j

1

Treatament group: CJG +
Dapoxetine placebo(N=46)

Control group: CJG placebo +
Dapoxetine(N=46)

1

J

........... 4 weeks treatment;
‘Weekly assessments

)

[ A 4 weeks follow-up;
Biweekly assessments
[ Outcome analysis

J

Figure 1: Flow chart of the clinical trial.
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Sample calculation

The sample size estimation is based on the average differ-
ence in IELT and baseline changes. Previous studies have shown
that the efficacy of dapoxetine hydrochloride in treating PE is
approximately 2.3+1.3 (minutes) [16]. CJG’s efficacy is expected
to be similar to dapoxetine. The two-sided significance level is
set at 0.025, with a power of 0.8, and the non-inferiority margin
is established at 0.8. The trial and control groups are allocated
in a 1:1 ratio. Based on these assumptions, the minimum esti-
mated sample size is 84 participants (42 per group). To account
for a strict control of study quality and to accommodate a drop-
out rate of less than 10%, the estimated sample size is increased
to 92 participants (46 per group) during the experimental pro-
cess. This sample size calculation ensures adequate statistical
power to detect potential differences in IELT between the trial
and control groups while maintaining a reasonable level of con-
fidence in the results. Stringent quality control measures and
considerations for potential participant dropout have been tak-
en into account in the sample size estimation.

Randomization and allocation concealment

The allocation sequence will be generated using a block
randomization method, stratified by center. Each center will
produce corresponding random assignment results, with eli-
gible participants being randomly allocated to the experimental
and control groups in a 1:1 ratio. The randomization sequence
will be created at Xiyuan Hospital by an independent statisti-
cian using SAS 9.4 software. This individual is not involved in
participant enrollment, treatment, outcome assessment, data
collection, or data analysis. To ensure repeatability, a specific
random number seed will be determined. Following stratifica-
tion based on research center, the resulting random sequence
list containing grouping information will be maintained by the
Drug Clinical Trial Unit Administrator at Xiyuan Hospital. Details
of the randomization process, such as computer-generated ran-
dom numbers and factors for stratification, will be documented
in a separate file to reduce predictability. This document will
be inaccessible to those involved in participant enrollment or
intervention assignment. In accordance with a random assign-
ment of drug codes, each center will receive drugs with corre-
sponding identification numbers. If the selected cases meet the
inclusion criteria, research assistants will sequentially distribute
drugs with the respective identification numbers in the order of
case inclusion, promptly completing the Drug Dispensing/Recy-
cling Registration Form. The research drugs will be dispensed
during medication visits and collected during follow-up visits (or
upon returning empty containers). To establish a management
system for research drugs, a dedicated counter is designated
to store research drugs. These drugs are kept in a well-venti-
lated, dry, and temperature-appropriate environment, under
the unified management of the research drug administrator.
Upon completion of the study, the research drug administrator
is responsible for centralizing the remaining drugs and return-
ing them to the main research unit or following the prescribed
procedures for disposal.

Blinding

During the study, subjects, clinical researchers, and statisti-
cians were blinded to the treatment allocation information. To
minimize trial bias, CJG stimulation and Dapoxetine stimulation
should comply with relevant pharmaceutical or food standards,
exhibit no apparent adverse reactions, and demonstrate no evi-
dent therapeutic effects. They should closely resemble the ex-
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perimental drugs in color, scent, taste, appearance, and texture.
Specifications, appearance, packaging, labeling, and identifica-
tion should be consistent with the experimental drugs. Blind-
ing codes were applied to the investigational drugs (study drug
and control drug). Blinded drug kits were prepared by packag-
ing the investigational drugs with an outer covering bearing the
blind code number. Emergency letters were prepared for each
test code, sealed with disposable, destructible labels to indi-
cate whether they had been opened. An emergency letter has
been prepared for each test number, which is sealed and has,
among other things, disposable perishable labels to indicate
whether or not it has been opened, and is shipped to each clini-
cal research center with the corresponding coded clinical study
medication, which is kept in the center’s possession, not to be
opened except as necessary, and only to be opened to clarify
subgrouping information in the event of a medical emergency.
If opened, the person responsible, principal investigator, rele-
vant personnel from the drug clinical research institution, open-
ing date, reasons, and other details were documented, and this
information was recorded in the Case Report Forms (CRFs). All
emergency letters, including those that had been opened, were
returned to the Xiyuan Hospital Drug Clinical Trial Institution af-
ter the study concluded the leaders of the clinical research unit
and the statistician jointly unsealed the emergency letters to
perform statistical analysis and processing of the data.

Diagnostic criteria for primary PE

We adopt the definition of primary PE that is developed
by the International Society for Sexual Medicine as the first
evidence-based definition [17]: (1) The IELT is always less than
1min at the beginning of the first sexual life; (2) The penis always
or almost always fails to delay ejaculation after being inserted
into the vagina; (3) Rapid ejaculation has negative effects on
individuals, such as distress, depression, and fear of sexual life.

Eligibility criteria

Inclusion criteria: (1) Conform to the diagnostic criteria of
western medicine for PE; (2) Conform to the TCM syndrome dif-
ferentiation standard of liver depression and kidney deficiency
syndrome; (3) The course of disease exceeds 6 months; (4) 23
<50 years old; (5) The frequency of sexual life is 21 time/week,
and at least 6 times per month; (6) At least in the last three
months and in the course of this study, the subject has a stable
husband and wife relationship or has a stable adult female sexu-
al partner; (7) Erectile function is normal, International Index of
Erectile Function-5 (IIEF-5) score >21; (8) The subject agrees not
to use any other premature ejaculation drugs, including SSRIs),
Chinese Herbal Medicines (CHMs), or devices used to treat PE
during the study period; (9) Subjects (including partners) guar-
antee that they have no birth plan and voluntarily take appro-
priate contraceptive measures between the study period and 3
months after the last administration; (10) Subjects voluntarily
signed the informed consent form.

Exclusion criteria: (1) Patients with urinary and reproductive
tract infections, such as urethritis and prostatitis; (2) Patients
with diabetes and nervous system diseases; (3) Patients with
cardiovascular disease; (4) Patients with liver and kidney dys-
function; (5) Abuse of psychotropic drugs; (6) Patients with oth-
er sexual dysfunction; (7) Patients who are being treated with
other drugs.

Discontinuation criteria: Serious Adverse Events (SAEs)
caused by the trial drug; poor or even complete ineffectiveness
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of the trial drug; discovery of errors in the protocol or significant
deviations between the protocol and actual practice; decision
to terminate the study for any reason by the drug regulatory
authority or the sponsor; concomitant treatments and prohib-
ited drugs.

Comorbidities, prohibited medications, and emergency
medications allowed during the trial

Participants will be allowed to receive concurrent treatment
for comorbid conditions such as chronic bronchitis, asthma,
skin diseases, etc., which will not impact the final results of the
trial. However, during the trial, participants are prohibited from
using any other medications for the treatment of PE, including
but not limited to SSRIs, local anesthetics, and other CHMs that
may interact with CJG and dapoxetine or affect their efficacy.
Each concurrent treatment should be strictly documented in
the CRFs, and if a participant is found to be taking prohibited
medications, they will be withdrawn from the study. In clinical
trials, investigators should closely observe or follow up with
participants for various reactions after medication to promptly
detect adverse events or SAEs and provide symptomatic treat-
ment. During the trial, in the event of adverse events or other
health risks, the research team has the authority, based on
medical judgment, to provide necessary treatment, including
discontinuation of the investigational drugs. In emergency med-
ical situations, participants may receive necessary emergency
medical interventions, regardless of their association with the
investigational drugs.

Recruitment and informed consent

From March 2022 to September 2024, recruitment of PE
patients will be conducted through media releases from five
hospitals, including promotion on WeChat public accounts and
postings on hospital bulletin boards. Prior to randomization, a
2-week baseline assessment will be performed. During the as-
sessment period, recruitment staff will introduce the purpose
of the study to eligible and willing participants, obtain informed
consent, and initiate the first visit. A research assistant will con-
duct a preliminary assessment of patient information, and a se-
nior urologis will conduct a final review to identify and invite
eligible patients to participate in the study. No further biological
samples will be collected for storage or utilization in this study.

Intervention

The CJG used in the treatment group (herbal granules, 13.33
g/packet) and the CJG placebo used in the control group were
provided and quality-controlled by Beijing Kangrentang Phar-
maceutical Co., Ltd. (Beijing, China). The packaging and labeling
of the two medicines were kept consistent. The CJG placebo is
composed of 5% original herbs and 95% starch, with the same
dosage form, color, appearance, weight, and usage as CJG. The
treatment duration is 4 weeks, with a dosage of 1 packet twice
daily, taken 30 minutes after breakfast and dinner with warm
water. Dapoxetine and dapoxetine placebo are produced by Si-
chuan Kelun Pharmaceutical Co., Ltd., with consistent packag-
ing and labeling. The placebo is made of starch and is identi-
cal to dapoxetine in terms of dosage form, color, appearance,
smell, weight, and usage. The treatment duration is 4 weeks,
with dapoxetine taken orally 3 hours before sexual activity, at
a dose of 30 mg each time. Participants are instructed to en-
gage in sexual activity at least once per week, totaling at least
six times per month.
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If patients experience any severe illness or SAEs related to
the study, the trial will be immediately halted, and appropri-
ate interventions will be administered. Compensation will be
provided based on the nature and severity of the harm suf-
fered by the trial participants. Following the completion of the
study, clinical practitioners will continue to offer complimentary
health advisory services, and they are obligated to propose fur-
ther treatment options for patients as deemed necessary.

Outcome measurements

The investigators will follow up with the subjects at weeks
1, 2, 3, and 4 of dosing and at weeks 2 and 4 after the end of
dosing to assess the therapeutic efficacy and recurrence of PE.

Primary outcome

The primary outcome measure is change in average IELT
from baseline to 4 weeks of double-blind treatment. Partici-
pants are instructed to have their sexual partners measure IELT
using a stopwatch and promptly record the duration in a diary
card after each sexual activity. We will document the changes in
IELT from baseline levels throughout the 4 weeks after discon-
tinuation.

Secondary outcomes

(1) the degree of improvement in mean IELT from baseline
to 4 weeks of double-blind treatment (proportion of subjects
with mean [ELT >1 minute and proportion of subjects with
mean IELT >3 minutes); (2) changes in the dimensions of con-
trol of ejaculation, satisfaction with sexual intercourse, person-
al distress, and interpersonal difficulties at weeks 1, 2, 3, and
4 of the PEP; (3) changes in the dimensions of symptoms on
the TCM Symptom Scale at weeks 1, 2, 3 and 4; (4) changes
in PEDT scores after 4 weeks of double-blind treatment com-
pared to baseline; (5) evaluation of the treatment effect in the
CGI-C during the 4-week double-blind treatment period from
baseline (proportion of subjects reporting at least one “bet-
ter” response and proportion of subjects reporting at least one
“slightly better” response). The PEDT is a self-assessment scale
used to evaluate the severity of PE, including issues related to
ejaculation control ability and penile sensitivity. The total score
ranges from 0 to 30, with higher scores indicating more severe
PE symptoms. PEDT is typically classified according to the fol-
lowing criteria: 0-7 points suggest the absence of PE or rela-
tively mild symptoms, 8-14 points indicate mild to moderate PE,
and 15 points or above suggest potentially severe PE.The PEP is
a self-assessment scale used to evaluate PE. It is more concise
than the PEDT scale, focusing on assessing patient satisfaction
with sexual life. PEP covers four aspects: control of ejaculation,
sexual satisfaction, distress caused by PE, and the quality of
the partner’s relationship. The total score ranges from 0 to 16,
with higher scores indicating less severe PE.CGI-C refers to the
overall clinical impression of change, tracking patients’ overall
improvement or deterioration during treatment. It assesses
seven levels, including very much improved, much improved,
minimally improved, no change, minimally worse, much worse,
and very much worse.The TCM syndrome scale is a question-
naire used to assess symptoms. It consists of six items, and the
total score ranges from 0 to 24. A higher score indicates a more
severe manifestation of symptoms. All on-site assessments are
conducted in a separate room at the research center’s androl-
ogy clinic, and all assessors receive training on how to conduct
interviews and measurements before the study.
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Assessment of safety

Throughout the entire course of the study, while closely ob-
serving therapeutic efficacy, particular attention will be paid to
monitoring adverse reactions or unforeseen toxic side effects.
This includes symptoms, signs, laboratory examinations (com-
plete blood count, urinalysis, liver function tests including ala-
nine transaminase and aspartate transaminase, and renal func-
tion tests including blood urea nitrogen and creatinine, as well
as electrocardiograms). For any adverse reactions occurring
during the study, the symptoms, severity, onset time, duration,
interventions, outcomes, etc., should be documented for each
study case. Physicians should refrain from leading questions, as-
sess the relevance to the investigational drug, and record the
details, signature, and date. Researchers may decide to discon-
tinue the trial based on the patient’s condition. In the event of
any SAEs, immediate medical assistance will be sought. The inci-
dence of adverse reactions will be statistically recorded.

Data collection and management

The randomization data will be provided by dedicated stat-
isticians from Xiyuan Hospital. A well-defined data collection
plan, including participant intervention data and data on inter-
ruptions or deviations, will be implemented and collected by
specialized research assistants. Statistical analysis result data
will be provided by independent statisticians. The primary and
secondary outcomes of this trial will be assessed at baseline and
during the 1%, 2", 3, 4™ and follow-up periods of treatment.
Data for each visit must be collected within 2 days before or
after the scheduled time, with safety checks conducted at base-
line and the 4" week through self-reports and laboratory exami-
nations. To ensure comprehensive data collection, throughout
the trial, we will use social media to remind participants of
regular medication, encourage them to maintain diligent dia-
ries, and provide free examinations and treatments with flex-
ible appointment times based on participants’ schedules. All
study personnel will undergo uniform training before the study
commences, providing detailed training and explanation of the
trial protocol, Standard Operating Procedures (SOPs) for study
operations, and the content of CRFs, ensuring adherence to a
common protocol by all study personnel. Each research center
will designate a well-trained research assistant for data collec-
tion, who will record detailed information, including participant
compliance, concomitant medication, and primary and second-
ary outcomes, in the CRFs. Supervisors will regularly check the
completeness of CRFs entries. For participants who discontin-
ue, the reasons, timing, and any relevant information will be
collected. Researchers will appropriately handle interruptions
or deviations as required and assess their potential impact on
outcomes. All study-related documents and records, as well as
other relevant information, will be used solely for the purpose
of the project’s research, securely stored in locked file cabinets
with limited access, and visible only to the principal investigator.
The principal investigator will oversee all procedures, including
data collection and analysis, during the study and will have the
authority to access the cleaned dataset for further analysis and
research.

Statistical analysis

At the conclusion of all measurement data collection, statis-
tical analysis will be conducted by a statistician unaware of the
group assignments using SAS software version 9.4. In terms of
demographic and baseline characteristics, continuous variables
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such as age and disease duration will be expressed as mean +
standard deviation (SD) and analyzed using independent sam-
ple t-tests, while categorical variables such as education level
and marital status will be analyzed using analysis of variance
(ANOVA) or Kruskal-Wallis tests. Regarding the primary effica-
cy endpoint, the changes in the average IELT over each week
during the 4-week double-blind treatment period will be de-
scribed. Between-group comparisons of IELT change values will
be analyzed using covariance analysis considering center and
baseline as covariates, and the between-group differences will
be calculated using the least squares method along with 95%
confidence intervals. In terms of secondary efficacy endpoints,
the study will describe the changes in weekly scores of PEP,
PEDT, and TCM symptom scale scorein each dimension during
the 4-week double-blind treatment period. Between-group
comparisons of changes in PEP, PEDT, and TCM symptom scale
score dimensions will be analyzed using covariance analysis
considering center and baseline as covariates. The least squares
method will be employed to calculate between-group differ-
ences along with 95% confidence intervals. Additionally, the
study will summarize the proportion of subjects with average
IELT greater than 1 minute and greater than 2 minutes during
the 4-week double-blind treatment period. Between-group
comparisons of the distribution proportions of average IELT du-
rations will be conducted using the Cochran-Mantel-Haenszel
(CMH) chi-square test, considering center factors. For repeat-
ed measurements of efficacy endpoints, a repeated measures
mixed-effects model analysis will be conducted. Safety analysis
will include the description of the number and incidence of ad-
verse events and reactions, as well as clinically significant ab-
normal laboratory test results. In the double-blind phase, the
mean IELT of subjects who dropped out was primarily analyzed
based on available measurements, whereas the mean IELT of
subjects who did not provide IELT measurements was set as
the mean baseline IELT. For the PEP, PEDT, and TCM symptom
scale scoredimensions, the primary analyses were conducted
using the end-observations carryover to replace missing data.
The statistical analysis sets include the Intention-to-Treat (ITT)
population, consisting of randomized subjects who received the
study drug, for baseline characteristic and efficacy analyses. Ad-
ditionally, the Per-Protocol Set (PPS) population will be used for
the primary efficacy endpoint analysis. Safety analysis will be
conducted using the Safety Set (SS). We did not plan to conduct
a midterm analysis due to the low risk of both interventions and
the short duration of the interventions.

Monitoring compliance

The following committees were established for this experi-
ment. Principal Investigator, Advisory Committee, Methodology
Center Staff, Data Monitoring Committee and On-site Auditors.
In addition, an independent supervisory committee, with su-
pervisors selected by the GCP Center at Xiyuan Hospital, will be
established to examine the data every 1 month and determine
whether the trial should be modified or stopped. The moni-
tors are qualified to oversee the progress of clinical research to
ensure the protection of subjects’ rights, the authenticity, ac-
curacy, and completeness of research records and reports, and
adherence to approved protocols and relevant regulations. A
formal interim analysis is not planned for this study.

Biological specimens

Blood samples for clinical laboratory testing in this study will
be destroyed upon completion of testing.
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Protocol amendment

Any modifications to the protocol that may affect the con-
duct of the study, the potential benefit to patients, or may af-
fect patient safety will require re-review by the Xiyuan Hospital
Ethics Committee, and timely updating of the trial registry and
protocol after approval.

Quality management

The protocol has undergone multiple reviews by experts in
TCM and methodology. Prior to the commencement of the trial,
all study personnel will be required to undergo standard operat-
ing procedure training to ensure that each member is familiar
with the trial protocol. Throughout the trial, the research team
will conduct monthly seminars to assess trial progress, clinical
feasibility, adverse effects, etc., enabling appropriate adjust-
ments to be made.

Discussion

The aetiology of PE is unknown, with few data to support
suggested biological and psychological hypotheses. There is
still little consensus about the definition and classification of PE
[18]. Although it has been suggested as an objective diagnostic
criterion and treatment outcome measure [19,20], the use of
IELT alone is not sufficient to define PE, as there is significant
overlap between men with and without PE [21].

This is a randomized, double-blind, double-placebo, multi-
center trial for PE patients. The classic definition of PE includes
the following three aspects: (1) the latent time of vaginal ejacu-
lation is short; (2) Lack of ejaculation control ability; (3) Influ-
ence on patients’ quality of life. According to this requirement,
ISSM’s definition of PE quantifies IELT, which is more suitable for
clinical and research applications. In this study, IELT is used as
the primary efficacy indicator. But IELT anomaly range remains
controversial, because there are individual differences. In fact,
it is difficult to accurately define exactly how long IELT does not
belong to the PE, studies have shown that only on the basis
of IELT cannot effectively distinguish between presence of PE,
must also be considered clinically patients to control the ejacu-
lation of sexual intercourse ability and whether the two sides
can achieve sexual satisfaction [22,23]. This is also the reason
why PEP and CGl are used as secondary outcomes in this study.

Dapoxetine is used as a control drug in this study. Dapox-
etine, a short-acting SSRIs, is an oral medication indicated for
the on-demand (prn) treatment of PE. An extensive clinical de-
velopment program of the on-demand treatment of PE with
dapoxetine has substantiated its safety and efficacy [24,25].
The recommended starting dose is 30 mg prn, with an option
in most countries to escalate the dose to 60 mg prn if the treat-
ment effect is insufficient and the 30 mg dose is well tolerated.
Dapoxetine has been approved for the treatment of PE in China,
however the discontinuation rates of dapoxetine is high, and
the main reasons are overexpectation of efficacy and high cost,
which means patients need to be fully informed and communi-
cated in the trial [26].

Regardless, several potential limitations of this study should
be considered, the design is lacking a CJG + Dapoxetine group,
which can be conduct in next studies. Another limitation is that
we did not perform a long-term follow-up in terms of observa-
tion and surveys at the end of the study period.

In conclusion, this trial will provide high-quality evidence for
CJG for PE as a conjunctive therapy. Whether the results are
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neutral, negative, or positive, this trial will have clinical implica-
tions for patients with PE.

Pilot status

The current trial protocol version is 1.0, officially registered
on March 9, 2022. Patient recruitment for this study com-
menced on June 24, 2023, and as of the manuscript submission,
the study is actively enrolling participants.
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