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pathology, altogether with finding the efficient treatment for 
these patients. 
To our knowledge, this is the first case reporting this syndrome 
in the literature.

Case report
The 73-year-old patient from the rural environment, retired, with 
a history of hypertension, with Type 2 Diabetes Mellitus (con-
trolled by diet and antidiabetic drugs since 2006), antral erythe-
matous gastritis, irritable bowel syndrome, second grade inter-
nal hemorrhoids, who underwent cholecystectomy and subtotal 
hysterectomy for uterine fibroids in 1973, presented for diffuse 
abdominal pain, more pronounced in the umbilical region, the 
left hypochondrium and the bilateral flanks. She also accused 
associated appetite loss, asthenia and fatigue. Symptoms had an 
insidious onset about 40 years ago, characterized by abdominal 
pain experienced “all over the abdomen” that sometimes irradi-
ates in the lumbar region, with a nonspecific character, mani-
fested by ‘permanent’ stinging, stabbing or pressure of varying 
intensity for about 40 years, with very short calm periods. The 
associated general symptoms are characterized by ‘weakness’, 
‘malaise’, ‘irritation’, the patient describing the situation as 
‘unbearable, nobody can diagnose it.”
Between 1973 and 2016, the patient had multiple admissions 
and medical consultations, resulting in various diagnoses such 
as antral erythematous gastritis, internal hemorrhoids, irritable 

Introduction
Centrally mediated abdominal pain syndrome, formerly known as 
functional abdominal pain syndrome, is characterized by chronic, 
recurrent or continuous abdominal pain that does not occur as a 
consequence of organ or systemic disease. Centrally mediated 
pain is not influenced by common physiological stimuli such as 
diet, defecation, exercise, or menstruation, and lasts at least 6 
months before the diagnosis is established (Keefer et al 2016).
The unexplained chronic visceral pain occurs in the absence of 
organ damage, proven by biological, imagistic and endoscopic 
tests. Patients often describe the pain in emotional terms, be-
ing located in major anatomical areas of the abdomen, usually 
associated with psychiatric comorbidities (anxiety, depression, 
somatization disorder), but there is no specific profile for diagno-
sis; these details can guide physicians for the diagnosis of cen-
tral abdominal pain. (Clouse et al 2006, Drossman et al 1982).
The prevalence of this pathology varies from 0.5% to 2.1% and 
women are twice as likely to experience it. Approximately 80% 
of patients with centrally mediated abdominal pain presented 
themselves to a doctor at least three times a year and have re-
quested various endoscopic imaging techniques, and besides 
that, 2.7% of them have undergone surgery, mainly hysterectomy 
and laparoscopic exploration (Drossman et al 1993, Thompson 
et al 2002, Koloski et al 2002).
The purpose of presenting this clinical case is to emphasize 
the difficulty of implementing the diagnostic workup for this 
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bowel syndrome, cholelithiasis. She had undergone therapy with 
antiseptic, anti-inflammatory agents, regulators of gut motili-
ty, gastric antisecretory drugs. Each time she experienced poor 
response to treatment, no drug being found useful in those 40 
years, with the observation that intravenous preparations were 
more effective than those administered intramuscularly.
During admission, the patient showed slightly altered general 
condition, suffering face expression, grade I obesity, sensitivity 
to deep palpation of the umbilical region and bilateral flanks, and 
positive Carnett’s test for visceral pain. No other pathological 
changes were identified during general examination.
Biologically, the following were detected: hyperglycemia, 
mixed dyslipidemia, elevated levels of HbA1c and anti-TPO 
antibodies, blood in urine, normal parameters for coproparasi-
tological examination.
During the last 6 months, prior to the current hospitalization, 
the patient performed numerous complementary examinations, 
namely upper GI endoscopy, lower GI endoscopy, abdominal 
ultrasound, thyroid ultrasound, MRI of the abdomen and pel-
vis, and MRI of the lumbar and thoracic spine, which did not 
bring arguments of organ impairment to justify the presence of 
abdominal pain and its persistence for 40 years.
Investigations were followed by the determination of anti-glia-
din and anti-endomysium antibodies to exclude gluten-sensitive 
enteropathy, delta-amino levulinic acid and urinary porhyrins 
for the exclusion of porphyria, and plumbemia for the exclu-
sion of lead poisoning. All these suspicions were invalidated 
by the normal values of the parameters.
 Differential diagnosis was also performed with adherence syn-
drome following surgery characterized by chronic abdominal 
pain resembling cramps and associated with abdominal disten-
tion; with diabetic autonomic neuropathy that clinically mani-
fests itself as chronic abdominal pain resembling cramps, but 
with nocturnal occurrence. In the case of irritable bowel syn-
drome, according to Rome IV criteria (2016), abdominal pain 
occurs together with transit changes and improves with def-
ecation (Drossman et al 2016, Schmulson et al 2017). In the 
present case, abdominal pain is chronic, but it does not occur 
concurrently with transit changes, it does not disappear after 
defecation, it does not appear nocturnally and it is not associ-
ated with abdominal distension. The pain described by the pa-
tient is persistent, and its onset was prior to surgery for subto-
tal hysterectomy.
In this context, describing pain in emotional terms and not be-
ing able to identify common physiological stimuli (nutrition, 
defecation, exercise) that influence the appearance of pain, has 
led us to think of a functional component of this type of pain. 
Centrally mediated abdominal pain syndrome may be differenti-
ated from other functional gastrointestinal disorders by its strong 
central component, by its independence from motility disorders 
and by signs that target the visceral component of pain. In order 
to differentiate between parietal and visceral pain, we consid-
ered Carnett’s sign useful on clinical examination. Palpation of 
the abdominal wall was performed in dorsal decubitus so that 
the abdominal wall would be relaxed. Then, as the abdominal 
muscles contracted and the sensitivity to palpation of the cen-
tral abdominal region was objectified, the patient was asked 
to lift her torso slowly without resting her arms. Sensitivity to 
palpation has decreased and we considered this test as positive 
for visceral pain (Ballantyne et al 2013).

Due to the presence of chronic visceral pain, of undetermined 
etiology, and in the absence of organ damage (as stated by bi-
ological, imagistic and endoscopic tests), according to Rome 
IV criteria published in 2016, we established the diagnosis of 
functional abdominal pain (Drossman et al 2016).
Once diagnosed, it was recommended to initiate treatment with 
low dosage tricyclic antidepressants, namely 25 mg Amitriptyline, 
as recommended by IASP (International Association for the 
Study of Pain, Ballantyne et al 2013) and to re-evaluate the case 
after 8 weeks. At the same time, the treatment of comorbidi-
ties associated with oral antidiabetic drugs for diabetes melli-
tus (Metformin 1000 mg 1-0-1, Glyclazide 60 mg 1-0-1), anti-
hypertensive agents and hypolipidemic agents was continued.
 The patient returned to admission 8 weeks after the initiation 
of tricyclic antidepressant therapy and reported the remission 
of abdominal pain after about one month of treatment, but af-
ter approximately 6 weeks from treatment onset, she stopped 
medication on her own initiative, even though abdominal pain 
had disappeared. She explained her decision as determined by 
the occurrence of anticholinergic side effects such as constipa-
tion (1 stool every 3 days, of firm consistency, no pathological 
products), and due to the stigmatization of “psychiatric drugs”. 
It was decided to continue treatment with Amitriptyline, with 
regulators of intestinal transit and probiotics.
According to the International Association for Study of Pain, 
the first treatment option for functional abdominal pain is 
Amitriptyline. If there is no improvement after 6 to 8 weeks 
of treatment, the next class of drugs is represented by selective 
serotonin reuptake inhibitors (Duloxetine); in case of therapeutic 
failure after another 6-8 weeks of therapy, with patients present-
ing the persistence of painful physical symptoms, it is recom-
mended to introduce psychotherapy in addition to the above-
mentioned drug classes (Ballantyne et al 2013). Though in our 
case the therapy was successful after approx. 6 weeks following 
initiation of treatment, we recommended psychological support 
to increase confidence in the recommendations received and to 
find effective strategies to treat social stigma in a positive way, 
avoiding related treatment discontinuation in the future, the case 
being reassessed following continuous treatment with tricyclic 
antidepressants after 8 weeks.
Informed consent was obtained from the patient prior in pre-
paring the present manuscript. The full history and summary 
of our patients` symptoms and diagnostic workup is detailed 
in Figure 1. 

Discussion
Abdominal pain is a common symptom for which most patients 
seek medical examination. Patient history and clinical examina-
tion are essential in establishing a diagnosis, while paraclinical 
examinations (biological tests, imaging and endoscopic tech-
niques) help confirm the diagnosis.
However, in some cases, there is no organ damage to explain 
this type of pain. Functional abdominal pain is characterized on 
one hand by the absence of organ damage to justify pain and on 
the other hand by the fact that patients are not able to describe 
the localization of pain in certain abdominal regions, rather re-
ferring to it as experienced throughout the abdomen (Ryu et al 
2018). In our case, persistent pain has been present for about 
40 years, and felt “all over the abdomen”.
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Figure 1. Diagnostic workup in our patient`s case
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To date, irritable bowel syndrome has been the most commonly 
diagnosed functional digestive disorder. However, a new type 
of pathology has been identified, a new disease entity, that is 
functional abdominal pain, whose characteristics cannot be ful-
ly integrated into irritable bowel syndrome (Lacy et al 2017).
According to Rome IV criteria, functional abdominal pain was 
renamed centrally mediated abdominal pain syndrome and it is 
to be distinguished from irritable bowel syndrome by the nature 
of pain that is persistent, recurrent, the onset of pain occurring 
6 months before diagnosis, not being influenced by physiologi-
cal events, interfering with daily activities, not simulated, and 
described in emotional terms (Drossman et al 2016).
According to the patient’s description, pain is non-specific, felt 
as stinging, stabbing or pressure. Generally associated symp-
toms such as malaise, weakness, irritation - “it is unbearable, 
nobody can establish a diagnosis” and poor treatment response 
- “no efficient drug in 40 years”, intravenous formulations be-
ing more effective than those administered intramuscularly 
enhance the emotional description of pain. At the same time, 
patients with painful abdominal syndrome report the chronol-
ogy of painful events in detail, especially with regard to sur-
gical interventions (Farmer et al 2014). Similarly, in our case, 
the patient also reported the chronology of painful episodes in 
detail for each year when she had undergone surgery for hys-
terectomy and cholecystectomy, as well as for biological, im-
agistic and endoscopic examinations.
There is currently no clear diagnostic algorithm or absolute 
consensus on the type of therapy to be used in patients with 
functional pathologies. A rigorous anamnesis of clinical his-
tory of persistent or recurrent abdominal pain lasting at least 6 
months, the lack of association with physiological events, the 
absence of warning signs during clinical examination, and the 
belief that the patient does not mimic pain should direct us to-
wards this diagnosis (Thompson et al 1999). 
In order to manage such a case successfully, it is very impor-
tant to take into account the doctor-patient relationship. Most 
of these patients have been examined by various doctors, who 
established different diagnoses, even accusing them of mimick-
ing their pain, or underestimating their symptoms. Thus, patients 
feel disappointed, and this leads to the search for another clini-
cian to conduct more investigations, involving other costs, and 
so the cycle resumes (Lacy et al 2017). In the case presented 
here, we noticed that over the past 40 years various diagnoses 
have been established, unable to explain the persistence of ab-
dominal pain, fuelling the patient’s disappointment and increas-
ing her impatience in finding the right clinician. The most chal-
lenging aspect in managing the functional patient is to establish 
a doctor-patient relationship based on trust, empathy and disease 
validation, so treatment compliance will increase significantly.
Antidepressants are generally accepted as the first line of pain 
management in functional abdominal pain, although, to date, 
there is a lack of robust data in the centrally mediated abdomi-
nal pain syndrome`s management. In the treatment of functional 
pathologies, two broad classes of antidepressants are used: tri-
cyclic antidepressants and serotonin-norepinephrine reuptake 
inhibitors (Farmer et al 2014). The latter have anxiolytic effects, 
low side effects, but the therapeutic efficacy is inferior to that 
of tricyclic antidepressants.

In the present case we have chosen Amitriptyline as thera-
peutic agent, which is the preferred first-line treatment (IASP, 
2013) (Ballantyne et al 2013). The antinociceptive mechanism 
of the action of tricyclic antidepressants such as Amitriptyline 
is not clearly defined in functional diseases, but three mecha-
nisms of action have been described. First, the modulation of 
descending inhibitory pathways; second, through binding at 
the NMDA receptor on spinal dorsal horn and finally via direct 
inhibition of Na+/K+ channels on spinal afferents (Farmer et 
al 2014). Virtually, it increases the amount of neurotransmit-
ters that block the transmission of gastrointestinal pain at the 
central level. It has analgesic effect when administered in low 
doses and antidepressant effect when administered in high doses 
(Schumlson et al 2017).
After a discussion with the patient and after establishing real-
istic therapeutic goals, we decided for low-dose Amitriptyline 
(25 mg) administered in the evening to avoid side effects such 
as somnolence. Clinical evolution was favourable, with the dis-
appearance of pain after about 6 weeks of treatment. However, 
the patient stopped the treatment due to the occurrence of an-
ticholinergic side effects such as constipation and dry mucous 
membranes, which could have been tolerated, but mainly be-
cause of the stigmatization of “psychiatric drugs”.
Analyzing the patient’s detailed clinical history and the fact 
that one of the reasons for treatment discontinuation on her 
own initiative was due to the social stigma of a user of “psy-
chiatric drugs”, we concluded that the psychological exam and 
psychotherapy were not part of the diagnostic and therapeutic 
algorithm of this patient. Referring to our search in the litera-
ture, we have not found a case-report to serve as a guide in the 
management of such a case, from our point of view a multidis-
ciplinary approach would have been necessary to achieve real-
istic goals, combining the psychological and pharmacological 
characteristics in order to achieve and strengthen the therapeu-
tic success in this case (Farmer et al 2014). 

Conclusion
Centrally mediated abdominal pain is a type of abdominal pain 
that interferes with daily activities and has been present for at 
least 6 months prior to diagnosis. Pain can be persistent, almost 
constant or recurring. Positive diagnosis is based on Rome IV 
criteria, in the absence of warning symptoms and based on the 
long duration of symptoms. The management of this functional 
condition is based on the doctor-patient relationship and the use 
of controversial drug classes such as tricyclic antidepressants.
In our case, there is a long history of abdominal pain, with 
multiple clinical and paraclinical examinations performed over 
many years. The lack of organ damage or a systemic condition 
to explain the persistence of pain, as well as the patient’s emo-
tional description of pain, have guided us towards the diagnosis 
of functional abdominal pain.
There is a need for a clear algorithm regarding the diagnostic 
workup and the treatment for the centrally mediated abdomi-
nal pain syndrome.
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