
table 1. Laboratory results performed 3 years after the first re-
ported episode 

Parameter Value reference range

serum

Sodium 140 mmol/L 134-146 mmol/L

Potassium 3.8 mmol/L 3.4-4.4 mmol/L

Creatinine 86 umol/L 69-113 umol/L

Albumin 43 g/L 37-48 g/L

Bilirubin 28 umol/L 4-21 umol/L

CRP <5mg/L <10 mg/L

TSH 2.55 μIU/ml 0.35-5.5 μIU/ml

FT4 1.27 ng/dl 0.9-1.8 ng/dl

FT3 2.99 pg/ml 2.3-4.2 pg/ml

E2 (follicular phase) 412 pg/ml 150-500 pg/ml

FSH (follicular phase) 4.45 IU/l 2.5-10.2 IU/l

LH (follicular phase) 5.95 IU/l 1.9-12.5 IU/l

Calcitonin 2.27 pg/ml <17 pg/ml

Serotonin 1200 nmol/l 500-900 nmol/l

Plasma

Haemoglobin 125 g/L 115-151 g/L

Noradrenaline 385 pg/ml 100-550 pg/ml

Chromogranin A 6 nmol/l <4 nmol/l

24h urine

Metanephrines 335 μg/24h 100-800 μg/24h

Normetanephrines 253 μg/24h 88-444 μg/24h

Serotonin mg/24h 19 mg/24h <2.5 mg/24h

5-HIAA mg/24h 10 mg/24h 0-6 mg/24h

Hyperserotoninaemia in Gilbert’s syndrome responsive to octreotide 105

with nonspecific complaints, such as gastrointestinal 
discomfort, fatigue, malaise and vasomotor or psychi-
atric manifestations, which can resolve spontaneously 
and are, paradoxically, not related to high bilirubin 
levels.5,6

At the molecular level, recently emerging data have 
established the increased frequency of dual genetic 
polymorphisms in UDP glucuronosyl-transferases 
1A1 and 1A6 in approximately 87% of patients with 
Gilbert’s syndrome, leading to defective glucuronida-
tion not only of bilirubin but of several other endog-
enous and exogenous substrates, such as serotonin, 
coumarin and dopamine derivatives.7,8

Increased serotonin levels have been reported 
in patients with Gilbert’s syndrome, suggesting a 
possible explanation for the nonspecific symptoms 
described in these patients that are commonly at-
tributed to anxiety.9,10

We present a case of Gilbert’s syndrome and severe 
persistent hyperserotoninaemia, mimicking carcinoid 
syndrome, originally treated with the somatostatin 
analogue octreotide and finally attributed to dual 
polymorphism in UDP-glucuronosyl-transferases 
1A1 and 1A6.

case presentatIon

A 38-year old white female was referred to the 
Endocrinology Division complaining of recurrent 
episodes of gastrointestinal discomfort, including 
diarrhea and floating, palpitations and night sweats 
over the last 3 years. The duration and the severity 
of the episodes were aggravated during the last year. 
The first episode was reported a few months after 
pregnancy and lactation. At that time the patient 
was admitted to the hospital for tachycardia (150-170 
b.p.m), abdominal pain, diarrhea, myoclonus, tremor 
and increased night sweats.

Clinical examination had revealed diffuse ab-
dominal sensitivity with sinus rhythm in ECG and 
increased blood pressure (180/110 mmHg) without 
postural variation. Propanolol was successfully used 
to control the symptoms. According to her medical 
record, Gilbert’s syndrome had been diagnosed in 
adolescence based on mild hyperbilirubinemia and 
jaundice during fasting. No genetic analysis was per-

formed at that time to confirm the diagnosis.

Biochemical and hormonal evaluation excluded 
any common endocrine or metabolic disorder as 
the underlying cause of her symptoms. Increased 
serum levels of serotonin and slightly elevated urine 
5 indolohydroxylacetic acid (5HIAA) were revealed 
in repeated blood testing during episodes (Table 1).

Imaging studies

The patient was extensively examined via com-
puted tomography (CT) of the chest, mediastinum, 
abdomen and pelvis, octreoscan and endo-arterial 
angiography all of which failed to detect a carcinoid 
tumor. Due to persistence of the gastrointestinal 
symptoms related to increased levels of serotonin, 
we also performed a positron emission tomography 




