
Background: Flupentixol and melitracen are being investigated for their potential effectiveness 
in managing persistent idiopathic facial pain (PIFP), based on their mechanisms of action as 
dopamine receptor antagonists and noradrenaline/serotonin reuptake inhibitors, respectively. The 
efficacy and safety of flupentixol and melitracen (FM) tablets in treating PIFP were retrospectively 
analyzed at our hospital.

Objectives: The aim of this study is to determine the effectiveness and safety of FM tablets in 
treating PIFP.

Study Design: Retrospective unicentric cohort design.

Setting: An academic university hospital.

Methods: A retrospective analysis was conducted on a cohort comprising 128 patients with a 
definite diagnoses of PIFP who were treated with FM tablets (flupentixol 0.5 mg and melitracen 10 
mg tablet, ≤ 4 tablets/d) from January 2022 through May 2023 at an academic university hospital. 
Baseline conditions were statistically described, and Numeric Rating Scale (NRS-11) scores of pain 
levels before and during treatment were collected. Pain relief rates were calculated. Differences 
in baseline characteristics between responsive and unresponsive patients were evaluated using 
statistical tests. Additionally, the side effects experienced during treatment were summarized. 

Results: Among the included 128 patients, 105 (82.0%) patients achieved pain relief (pain NRS-
11 score reduction rate ≥ 50%). The median treatment onset time was 3 (1-7) days. NRS-11 scores 
of responsive patients at week 2, week 4, week 8, and week 12 were significantly lower than the 
baseline NRS-11 scores (P < 0.001), regardless of their Hamilton Depression Rating Scale score. Pain 
duration was the only factor that related to responsiveness (Wilcoxon rank sum test, P < 0.001; 
logistic regression, P = 0.001). No serious side effects that could affect patients’ lives were observed 
during the first week of treatments. 

Limitations: Due to its retrospective nature, this study is limited by its lack of a randomized 
control. The lack of data on nonresponders who did not achieve significant pain relief hinders 
assessing overall change and the placebo effects’. Patients previously treated with antidepressants 
were excluded, making it hard to determine if FM tablets were a better treatment for PIFP. 
Additionally, the small sample size in a single center may be influenced by chance variation in pain 
relief.

Conclusions: FM tablets showed its potential in the management of PIFP with considerable 
efficacy and safety. Early administration of FM tablets after a PIFP diagnosis may result in a high 
possibility of pain relief.

Key words: Flupentixol and melitracen, persistent idiopathic facial pain (PIFP), effectiveness, 
serotonin and norepinephrine reuptake inhibition (SNRIs)

Editor’s Note: Flupentixol is not approved for use in the United States, either alone or in 
combination with melitracen. 
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PPersistent idiopathic facial pain (PIFP), previously 
termed atypical facial pain, is a persistent facial 
and/or oral pain that presents with highly 

variable symptoms, occurring daily for more than 2 
hours per day over a period of more than 3 months. 
According to a primary care study conducted in the 
Netherlands, the incidence of PIFP is 4.4 (95% CI,3.2 
– 5.9)/100,000 person-years. It predominantly affects 
women (75%) with an average age of 45.5 years (SD, 
19.6) (1). 

These patients experience a dull, burning, or pulling 
pain without precise localization that can be either deep 
or superficial. It primarily affects the distribution area of 
the trigeminal nerve in the face, and is commonly felt 
in the cheeks and maxilla region. In some cases, it may 
also radiate to other areas such as the jaw, occiput, ears, 
shoulders or arms over time. (2-5). Furthermore, the pain 
persists for prolonged durations and occurs throughout 
most of the day on a daily basis. Some patients with PIFP 
concurrently complain of other unexplained symptoms, 
such as other chronic pain, irritable bowel syndrome, etc., 
which may be related to health anxiety or other adverse 
psychological events (6). There are studies reporting that 
factors such as fatigue and anxiety can exacerbate pain, 
making it sharp (7,8). 

In the third edition of the International Classifica-
tion of Headache Disorders (ICHD-3), 2 disorders are 
treated as one entity: PIFP, with atypical odontalgia 
as a possible subtype. International Classification of 
Orofacial Pain, first edition (ICOP) criteria distinguish 
and define 2 entities: PIFP and persistent idiopathic 
dentoalveolar pain (9). 

Since the etiology of PIFP has not been fully and 
scientifically validated, as well as the absence of ran-
domized controlled trials for its treatment, a clear 
treatment plan is currently unavailable. Some  thera-
pies, such as cognitive behavioral therapy, active hyp-
nosis, orthotic devices to maintain mandibular resting 
position, acupuncture, pulsed radiofrequency  of the 
sphenopalatine ganglion, botulinum toxin A injection, 
implanted peripheral nerve field stimulators,  and 
multimodal pain therapy have all been reported as po-
tentially effective and safe treatments for PIFP (10-12). 

Tricyclic antidepressants (TCAs) are most commonly 
prescribed for  treating PIFP (11,13). Additionally, 
combining TCAs like amitriptyline with nonselective 
β-blockers, such as pindolol, has resulted in a reduction 
in pain days (14,15). Selective serotonin reuptake inhib-
itors (SSRIs), and serotonin-norepinephrine reuptake 
inhibitions (SNRIs), such as duloxetine and venlafaxine, 

have also demonstrated effectiveness in small scale tri-
als (15-18). Anticonvulsant drugs, including carbamaze-
pine and phenytoin, and opioids not only have limited 
evidence for reducing chronic pain, but they may also 
cause adverse effects (19). In a recent meta-analysis 
by Do, et al (20), little evidence was found supporting 
using other pharmacologic agents for PIFP treatment. 
Therefore, there is an urgent need for clinical studies 
to enhance drug treatments for PIFP. 

Flupentixol and melitracen (FM) tablets are a com-
bination of flupentixol hydrochloride and melitracen hy-
drochloride. It is primarily utilized for treating depression 
and anxiety disorders. Flupentixol, acting as an antagonist 
on dopamine receptor 1 (D1) and particularly dopamine 
receptor 2 (D2), exhibits anxiolytic and antidepressant ef-
fects at low doses. A positron emission tomography study 
demonstrated increased D2 receptor density in the puta-
men, suggesting that dopaminergic neurotransmission 
may contribute to pain modulation in PIFP (21). 

Based on this premise, we hypothesized that 
flupentixol could potentially play a role in managing 
PIFP. Melitracen is a tricyclic bipolar antidepressant, 
which blocks the reuptake of norepinephrine (NE) and 
5-hydroxytryptamine (5-HT) by NE and 5-HT-ergic nerve 
terminals, thereby increasing monoamine transmitter 
concentrations within the synaptic cleft. Considering 
the potential efficacy of NE and 5-HT reuptake in-
hibitors in treating PIFP symptoms, it is plausible that 
melitracen might ameliorate PIFP manifestations. Ac-
cordingly, we hypothesized that FM tablets might be 
effective against PIFP. However, FM tablets have not 
been previously reported as a  PIFP treatment. There-
fore, we retrospectively analyzed its efficacy and safety 
in our hospital.

Methods

Our study was conducted in accordance with the 
World Medical Association Declaration of Helsinki, a 
set of ethical principles for human medical research. It 
was approved by the Institutional Review Board of our 
hospital, and was granted an informed consent waiver 
due to its retrospective nature. 

In this retrospective study, patients were at minimal 
risk, and all data analyzed were de-identified. Waiver 
of consent did not have an adverse effect on the wel-
fare and rights of the patients. We retrospectively re-
viewed the clinical database of patients with PIFP who 
were prescribed FM tablets at the Pain Management 
Department of an academic university hospital during 
the period from January 2022 through April 2023. 
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Inclusion and Exclusion Criteria 
Inclusion criteria were: a PIFP diagnosis (22,23); 18 

years or older; being fully involved in the FM tablets 
treatment process, taking medications as prescribed, 
and at least 3 months of follow-up data were available, 
unless the patient stopped taking the tablets because 
of side effects or poor efficacy. 

Exclusion criteria were: a history of antidepressant 
drug use or current use of other medication or therapy; 
a history of mental illness, or those who have had psy-
choactive substance abuse; diabetic neuropathic pain.  

Treatment
All patients adhered to a standardized medication 

regimen. FM tablets (flupentixol 0.5 mg and melitracen 
10 mg per tablet, Chongqing Shenghuaxi Pharmaceuti-
cal Co., Ltd.) were administered at a dosage of 2 tablets 
daily: one in the morning and one at noon for ap-
proximately one week. If pain relief was not good and 
there were no adverse effects, the morning dose was 
increased to 2 tablets for approximately another week. 
If pain relief still remained insufficient, the midday 
dose was also escalated up to a maximum of 2 tablets. 

Sedation was recommended during the acute 
phase for patients experiencing insomnia or severe rest-
lessness. Symptom changes and adverse effects were 
closely monitored throughout the treatment period. 
Once complete pain relief was achieved, the dose of 
FM tablets was not increased but continued. However, 
if side effects related to the FM tablets occurred upon 
dose escalation, the dosage was promptly titrated back 
to the last tolerated level.

Data Acquisition 
All data were available in a patient database 

which also included baseline characteristics and fol-
low-up data. The baseline data were patients’ age, 
gender, disease durations, affected side, comorbidi-
ties, history of dental operation before pain onset, 
and prior medication use after pain onset. The Nu-
meric Rating Scale (NRS-11) was used to assess pain 
levels, while the Hamilton Depression Rating Scale 
(HDRS) was used to evaluate depression symptoms at 
baseline. 

Additionally, the outpatient medical record system 
recorded the effect of medication based on patients’ 
pain diaries or reports during their visit 2 weeks after 
the initial consultation. Typically, patients were re-
quested to return to the clinic 2 weeks after the initial 
prescription of FM tablets; patients made additional vis-

its to the outpatient clinic at 4 weeks, 8 weeks, and 12 
weeks after taking the medication in order to monitor 
the therapeutic effect and continue their prescription. 
Efficacy and safety data were extracted from medical 
records documenting outpatient visits during FM tab-
let treatment which included variables such as visiting 
time, NRS-11 and HDRS scores at each visitation point, 
current FM tablet dosage administered; any observed 
side effects or complications encountered by patients 
along with other concurrent or subsequent treatments 
were also recorded. 

The NRS-11 consists of a series of numbers with 
verbal anchors representing the entire range of pain 
intensity, where zero represents “no pain” and 10 
represents the most intense level possible. Treatment 
onset time was defined as the time from treatment 
initiation to achieving a 30% reduction in the NRS-11 
score. Based on treatment effect, patients were divided 
into responsive and nonresponsive groups. Signifi-
cantly effective was an NRS-11 score reduction rate ≥ 
75%; effective, a 75% – 50%reduction; ineffective, a < 
50% reduction. The total effective rate = (significantly 
effective + effective)/total cases × 100%. 

The HDRS is commonly used for assessing depres-
sion. Scores ranging from 0 to 4 are assigned based on 
symptom absence, mildness, moderation, or severity; 
these scores are then summed up to obtain the total 
score for each item. The total score range for the 17-
item variant is from 0 to 54: scores from 0 – 7 indicate 
no depression; scores from 8 – 13 denote mild depres-
sion; scores from 14 – 18 represent moderate depres-
sion; scores from 19 – 22 signify severe depression; and 
any score equal to or greater than 23 indicates very 
severe depression (24). 

Safety assessments included monitoring adverse 
events, which were documented by physicians through 
direct observation and spontaneous reports from pa-
tients throughout the trial. Adverse events included 
headache, dizziness, drowsiness, dry mouth, nausea, 
gastrointestinal discomfort, insomnia, somnolence, 
constipation, diaphoresis, nervousness, and fatigue. 
The incidence of these events was recorded during 
visits and throughout the treatment period. Addi-
tionally, the reasons for patient withdrawal and final 
medication dosage in discontinuation cases were also 
recorded.

Statistical Analysis 
Data were entered and analyzed using IBM SPSS 

Statistics 25.0 (IBM Corporation). Descriptive statistics 
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tools were applied for the analysis. Each collected 
variable underwent analysis, with mean and SD cal-
culated for normally distributed measurements, while 
nonnormally distributed data are represented by 
median and interquartile range. Disaggregated data 
are presented as a number or percentage indicating 
the proportion of patients who responded or did not 
respond to treatment. It should be noted that no 
normal distribution was observed in this study. The 
Mann-Whitney U test was used to compare nonnor-
mally distributed continuous variables between the 
responsive group and the nonresponsive group, while 
categorical variables were assessed using either the χ2 
test or Fisher’s exact test when expected values were 
less than 5. 

For patients who responded, NRS-11 scores at 2 
weeks, 4 weeks, 8 weeks, and 12 weeks posttreatment 
were compared with baseline NRS-11 scores using the 
paired Friedman test. A significance level of < 0.05 was 
considered statistically significant. Univariate and mul-
tivariate binary logistic regression analyses were con-
ducted to identify predictors of the degree of response; 
adjusted odds ratios were calculated along with their 
corresponding 95% CIs. All continuous variables un-
derwent linear testing using the Box-Tidwell method 
before being included in the model as linear variables. 
Additionally, information regarding side effects was 
also provided. 

Results

Demographic Data
From January 2022 through April 2023, we identi-

fied a total of 140 patients with PIFP who were admin-
istered FM tablets for pain management at our hospi-
tal’s pain clinic. Among these patients, 6 also received 
other analgesics, 4 had incomplete follow-up data, and 
2 discontinued the medication due to concerns about 
potential side effects despite experiencing pain relief, 
but not side effects. Consequently, our study included a 
total of 128 patients who met the inclusion criteria (Fig. 
1). All participants had received analgesic drugs such as 
nonsteroidal anti-inflammatory drugs (NSAIDs), oxyco-
done/acetaminophen, gabapentin or pregabalin, and 
others before taking FM tablets, but these drugs were 
unsuccessful in controlling their pain. Additionally, 
dental misdiagnosis led to dental treatment including 
tooth extraction in 78 patients (74.3%) after the onset 
of pain. Demographic and baseline data related to pain 
are presented in Table 1.

Efficacy of FM Tablets
Among the 128 patients included in our study, pain 

relief was achieved in 105 patients (82.0%), while 23 
patients (18.0%) withdrew from treatment due to their 
being nonresponders to treatment with FM tablets. No 
patient discontinued treatment because of side effects. 
Table 2 shows univariate comparisons of demographic 
and pain-related baseline data between responders (n 
= 105) and nonresponders (n = 23). 

These results reveal that there was only a sig-
nificant difference in pain duration between these 2 
patient subgroups (P = 0.000; P < 0.001, respectively), 
indicating that the mean NRS-11 scores at each time 
point were not equivalent. Contrast analysis shows 
that NRS-11 scores at weeks 2, 4, 8 and 12, while taking 
FM tablets were all significantly lower than baseline 
values. The median onset time for effective treatment 
response was 3 (SD, 1-7) days.

In order to investigate the effect of baseline de-
pressive symptoms on the pain-improving effect of the 
study treatment, we compared changes in the NRS-11 
score over time between the 2 subgroups of patients 
based on their HDRS scores at initial examination; those 
with an HDRS score of 7 or lower (patients without de-
pression, n = 28) and those with a score of 8 or higher 
(patients with depression, n = 77). The results showed 
a significant difference (df = 4, F = 2187.920, P < 0.001), 
indicating that the mean NRS-11 scores at each time 
point were not equivalent. A contrast analysis showed 
that NRS-11 scores at weeks 2, 4, 8 and 12 while taking 
FM tablets were all significantly lower than baseline 
values. There was no significant mood (nondepressed 
or depressed) × time interaction between the 2 groups 
(df = 4; F= 0.210; P = 0.864; Fig. 2).

When analyzing the responsive group consisting 
of only patients with depression with complete data 
for a follow-up period of 12 weeks (n = 77), the Fried-
man nonparametric repeated measures analysis of 
variance (ANOVA) test yielded a significant result (df 
=4; F = 306.022; P < 0.001), suggesting that the mean 
HDRS scores at each time point were not equivalent. 
A contrast analysis demonstrated that NRS-11 scores at 
weeks 2, 4, 8, and12 while taking FM tablets were all 
significantly lower than baseline values (Fig. 3).

Side Effects 
A total of 25 patients (19.5%) had side effects 

from taking FM tablets. Most patients had mild side 
effects, including headache/dizziness/drowsiness in 10 
cases (7.8%), dry mouth in 8 cases (6.25%), nausea in 
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5 cases (3.90%), and gastrointestinal discomfort in 2 
cases (1.56%). All of the above adverse reactions were 
transient, which were quickly relieved by rest and 
were tolerated. All patients were able to complete the 
course of treatment.

discussion

This retrospective observational study included a 
population of 128 patients diagnosed with PIFP, mainly 
affecting middle-aged and elderly women with a mean 
age of 48 years. These findings align with previous lit-
erature indicating that PIFP is a chronic pain condition 
primarily affecting this demographic group (25-29).  

In this retrospective observational study, our first 
main finding was that 105 (82.0%) out of 128 patients 
continued to take FM tablets for at least 12 weeks and 
obtained some degree of pain relief, which is compa-
rable to previous studies using SNRI drugs such as du-
loxetine and venlafaxine. These 2 studies reported pain 
relief rates of 77.0% and 80.6%, respectively (17,18). 
In our study, by the end of the 12 weeks of treatment, 
there was a remarkable reduction of 84.97% in the 
mean NRS-11 score compared to baseline values. 

These promising results suggest that FM tablets 
could effectively alleviate pain in patients with PIFP. 
To the best of our knowledge, this is the first observa-

Fig. 1. Study enrollment flow chart.

Variables Values

Age (IQR) 48 (41 – 57)

Gender (Women/Men) 80/48 (62.5%/37.5%)

Pain Duration (months, IQR) 24.0 (15.0 – 36.0)

NRS-11 (IQR) 6.3 (6 – 7){range? IQR?}

Affected Side
Unilateral

Left Side 53 (41.4%)

Right Side 68 (53.1%)

Bilateral 7 (5.5%)

HDRS 12.24; (IQR, 7– 16)

Low score group (≤ 7) n = 33 (25.8%); 5.73 (IQR, 5 – 7)

High score group (≥ 8) n = 95 (74.2%);  14.51 (IQR, 13–17)

Analgesic use before FM 128 (100%)

NSAIDs 125 (97.7%)

Antiepileptics 62 (48.4%)

Oxycodone/Acetaminophen 23(18.0%)

Tramadol 18 (14.1%)

Previous dental procedure(s) 88(68.8%)

Table 1.  Baseline data summary of  included patients (n = 
128).

Abbreviations: IQR = interquartile range; NRS-11 = Numeric Rating 
Scale; HDRS = Hamilton Depression Rating Scale; FM = flupentixol 
and melitracen;  NSAIDs = nonsteroidal anti-inflammatory drugs
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tional study evaluating the effects of FM tablets on pa-
tients with PIFP. These results will help address existing 

literature regarding the treatment of these patients, 
and may provide new ideas for their treatment and 

management. 
In this study, all enrolled 

patients exhibited no analgesic 
response to previous treatments 
with multiple analgesics includ-
ing NSAIDs, oxycodone/acet-
aminophen, gabapentin, prega-
balin, and others. No analgesics 
were used during the study pe-
riod in order to prevent interfer-
ence with the results. After initi-
ating FM tablet treatment, pain 
relief was achieved within an av-
erage of 3 (interquartile range 
[IQR], 1-7) days after beginning 
treatment, which was faster 
than 5 (IQR, 1-14) days after 
duloxetine reported by Jia, et al 
(17), and 9 (IQR, 8-11) days after 
venlafaxine reported by Xiao, et 
al (18), thus avoiding the rush 
of hasty medication changes. 
Furthermore, the NRS-11 core 
continued to decline over time 
after FM tablet treatment.

There is a strong link be-
tween depression and chronic 
pain, which has been shown to 
be interrelated by Foerster, et al 
(11). Among our patients, nearly 

Fig. 2. NRS-11 scores during the 12 weeks 
of  treatment in the 2 subgroups of  patients 
with a baseline HDRS score of  7 or lower 
(patients without depression) and 8 or more 
(patients with depression).  **Compared 
with the baseline value, P < 0.01. 
Abbreviations: NRS-11 = Numeric Rating Scale; 
HDRS=Hamilton Depression Rating Scale.

Description Comparison

Responsive
(n = 105)

Unresponsive
(n = 23)

P

Age (IQR) 49.0 (41.5 – 57.0) 44.0 (39.0 – 55.5) 0.114

Gender (Women/Men) 65/40 (61.9%/38.1%) 15/8 (65.2%/34.8%) 0.766

Pain Duration 24 (12,30) 38 (30,42) 0.000**

Affected Side 1.000

Unilateral 99 (94.3%) 22 (95.7%)

Left 42 (40%) 11 (47.8%)

Right 57 (54.3%) 11 (47.8%)

Bilateral 6 (5.7%) 1 (4.3%)

Baseline NRS-11 6 (6, 7) 6 (6, 7) 0.970

Baseline HDRS 13 (7,16) 15 (9,16) 0.447

HDRS 0.794

Low score group (≤ 7) 28 (26.7%) 5 (21.7%)

High score group (≥ 8) 77 (73.3%) 18 (78.3%)

Analgesic use before FM 105 (100.0%) 23 (100%)

NSAIDs 103 (98.1%) 22 (95.7%) 0.451

Antiepileptics 52 (49.5%) 10 (43.5%) 0.650

Oxycodone/Acetaminophen 20 (19.0%) 3 (13.0%) 0.764

Tramadol 15 (14.3%) 3 (13.0%) 1.000

Previous dental procedure(s) 73(69.5%) 15 (65.2%) 0.687

Table 2. Statistical tests and logistic regression to identify risk 
factors for responsiveness.

Abbreviations: NRS-11 = Numeric Rating Scale; HDRS = Hamilton Depression Rating Scale; FM = 
flupentixol and melitracen tablets; NSAIDs = nonsteroidal anti-inflammatory drugs
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three-quarters (95/128, 74.2 %) showed signs of depres-
sion preceding the onset of their orofacial pain. This 
finding is in line with earlier reports indicating a high 
prevalence of depressive disorders before orofacial 
pain onset (30). 

In this study, age, gender and depression were not 
observed to be related to the efficacy of FM tablets. 
We found that the pain duration is a risk factor for un-
responsiveness to FM tablets. Similar findings were re-
ported by Jia, et al (17) and Xiao, et al (18), suggesting 
that patients with persistent idiopathic dentoalveolar 
pain with a shorter disease duration had more benefit 
from duloxetine and venlafaxine. 

In the last decade, studies have highlighted the 
significance of dopaminergic pathways in PIFP and 
related clinical pain conditions. Specifically, it is the 
hypofunction of dopaminergic pathways in the basal 
ganglia that may contribute to PIFP (10). It is proposed 
that the high psychiatric morbidity in chronic idiopathic 
orofacial pain can be best understood in terms of 
shared vulnerability to both chronic pain and specific 
psychiatric disorders, most likely mediated by abnormal 
brain dopamine function (30). It is widely recognized 
that pain sensation input to the brain is controlled by 
the descending pain inhibitory system, which courses 
from the central nervous system to the spinal cord. This 
system is modulated by the function of both the seroto-
nergic and noradrenergic nervous systems (31).

A mixture of melitracen (10 mg) and flupentixol 
(0.5 mg), of which agents are accordingly a kind of 
tricyclic antidepressant and classic antipsychotic com-
ponent, has been proven to have a rapid onset with 
both anxiolytic and antidepressant properties in low 
doses (32).

Melitracen, similar to imipramine and amitripty-
line, is a bipolar thymoleptic with activating properties 
that can act on both depression and anxiety. It acts on 
the presynaptic membrane to increase the concentra-
tion of norepinephrine and 5-HT related receptors in 
the synaptic space (33). Flupentixol specifically antago-
nizes D1 and D2 receptors, along with various dopa-
mine, serotonin, adrenaline, and histamine receptors, 
resulting in an important antipsychotic effect without 
affecting muscarinic acetylcholine receptors, and di-
rectly stimulates dopamine secretion in the synaptic 
space by acting on the related postsynaptic membrane 
receptors (34-36). Additionally, it significantly improves 
the symptoms of patients with mild-to-moderate de-
pression and has comparable effects at low doses to 
amitriptyline, but with a more rapid onset of action 
(34,37). 

Melitracen and flupentixol can promote the im-
provement of depression and take effect quickly, thus 
avoiding drug dependence addiction with a certain 
biosafety (38,39).

In our study the responsive group patients were 
classified into 2 subgroups: one with depression at the 
start of the study treatment, and the other without it. 
Their NRS-11 scores were monitored over time during 
the study treatment, and both groups showed essential-
ly the same score decline tendency.  The results suggest 
that patients with PIFP respond to FM tablet therapy 
with a comparable pain-relieving effect regardless of 
whether any depressive symptoms are present. 

By the end of the second week of treatment, 92.2% 
of the patients’ NRS-11 scores decreased by ≥ 50%; all 
patients had a lower score by the end of the fourth 
week of treatment. However, at the end of the second 

Fig. 3. HDRS scores during the 12 weeks 
of  treatment in 77 patients with a baseline 
HDRS score of  8 or more (patients with 
depression).  **Compared with the baseline 
value, P < 0.01. 
Abbreviations: HDRS = Hamilton Depression 
Rating Scale; NRS = Numeric Rating Scale.
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week, their HDRS scores only decreased by more than 
25% in 75.3% of patients; all patients had a lower score 
by the end of the fourth week. These results show that 
the analgesic effect occurred significantly earlier than 
the antidepressant effect. This suggests that the anal-
gesic effect of FM tablets on patients with PIFP might 
be independent from their antidepressant effects. The 
exact mechanism of action of FM tablets in treating 
PIFP is still unclear, particularly given the fact that some 
of our study patients did not suffer from anxiety or 
depression as evidenced by their HDRS scores. 

In our study, patients reported few side effects, 
which were comparable to the proportion of patients 
experiencing side effects in Jia, et al’s (17) investiga-
tion on the efficacy of duloxetine in patients with PIFP 
(17.7%), and significantly lower than Xiao, et al’s (18) 
research on the effectiveness of venlafaxine in patients 
with PIFP (49.6%). However, these side effects were 
only observed during the initial stages of drug use. 
Unlike the 13 individuals in Jia et al’s (17) study who 
discontinued the medication due to side effects, our 
patients found these side effects tolerable and did not 
withdrew from treatment. This is consistent with previ-
ous reports suggesting that the combination drug has 
rare and well-tolerated side effects in the treatment of 
diarrhea-type irritable bowel syndrome (40). Addition-
ally, a previous clinical trial of short-term treatment 
for functional dyspepsia also showed a positive clinical 
response and good tolerance among patients receiving 
FM tablets. Therefore, we believe that the treatment of 
PIFP with FM tablets is safe. 

Limitations
Our study has a few limitations due to its retro-

spective and observational nature. In terms of effi-
cacy, there was limited information on nonresponsive 
patients who had no significant pain relief, making 
it difficult to assess the overall change from baseline 
and the influence of placebo effects on the results. 
Additionally, since patients who had previously taken 
antidepressants were excluded from this study and 
TCAs are commonly used for PIFP, we were unable 
to demonstrate that FM tablets are superior to con-
ventional TCAs. Moreover, due to the small number 
of patients involved in this single-center study, it 

should be noted that changes in NRS-11 scores and 
FM tablet doses may have occurred by chance due to 
low statistical power. Despite these limitations, we 
believe that FM tablets show promise as an effective 
and safe treatment option for patients with PIFP. The 
real-world data obtained in this study provide valu-
able insights into its potential efficacy.

conclusions

Our short-term outcomes demonstrate that in a 
12-week follow-up period, FM tablets showed poten-
tial for managing PIFP with considerable efficacy and 
safety. Patients with a shorter disease duration ben-
efited more from FM tablets administration.
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