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Abstract: 

Gilbert syndrome is benign, often familial condition characterized by recurrent but asymptomatic mild 

unconjugated hyperbilirubinemia in the absence of hemolysis or underlying liver disease. If, it becomes 

apparent, it is not until adolescence and then usually in association with stress such as intercurrent illness, 

fasting or strenuous exercise. We hereby report a case of 33 year old male presented with history of recurrent 

episodes of mild jaundice, anorexia and abdominal pain. Liver function tests showed raised unconjugated 

hyperbilirunbinemia and normal SGPT, serum alkalinephosphatase, serum albumin and prothrombin time. 

Hemolysis was excluded by normal hemoglobin, peripheral blood film and reticulocyte count and finally he was 

diagnosed to have Gilbert’s syndrome. Patient was reassured about self-resolving nature of this benign 

condition.  
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INTRODUCTION:  

Gilbert’s syndrome (GS) is an autosomal recessive 

inherited disorder of bilirubin glucuronidation 

characterized by unconjugated hyperbilirubinaemia 

in the absence of hepatocellular injury or hemolysis 

[1,2]. GS has a worldwide distribution. Overall GS 

is found in approximately 3–10% of the general 

population [3,4]. GS is present at birth, but may 

remain undiagnosed until the second decade of life 

where subjects develop mild hyperbilirubinaemia 

or may present with fluctuating overt jaundice [4]. 

 

Gilbert syndrome may be precipitated by 

dehydration, fasting menstrual periods or stress, 

such as an intercurrent illness or vigorous exercise 

[5]. Patients may complain of vague abdominal 

discomfort and general fatigue for which no cause 

is found. These episodes resolve spontaneously and 

no treatment is required except for supportive care 

[6].  

 

CASE REPORT:  

A 33 year old man from a small city of Pakistan 

presented with complaint of mild jaundice 

associated with anorexia, malaise, fatigue and 

abdominal discomfort. There were no complaints 

of fever, diarrhea and vomiting. Urine color was 

normal. He reported similar event at age of 12 

years first time and then at age of 18 years and 32 

years that subsides on its own without treatment 

and no labs were done during previous episodes. 

On physical examination, mild jaundice present, no 

other abnormal physical findings were evident. 

Investigations done revealed Liver function tests 

were all within normal limit including HBsAg and 

Anti HCV, SGPT, SGOT, serum 

alkalinephosphatase, serum albumin and 

prothrombin time with the exception of 

unconjugated hyperbilirubinemia. . The total and 

indirect serum bilirubin levels were 3mg/dl and 

2.2mg/dl respectively. There was normal 

hemoglobin (13.5 g/dl), total and differential count 

ESR and adequate platelets. Reticulocyte was 

within normal limit (0.5%). Peripheral blood 

picture showed no abnormality including any 

features of hemolysis. Osmotic fragility done was 

within normal limit. A diagnosis of gilbert 

syndrome was made and patient reassured about 

this benign condition and counseled regarding 

avoiding factors that may cause jaundice and 

symptoms. His condition improved within few days 

after conservative management both clinically and 

biochemically.  

 

DISCUSSION: 

Unconjugated hyperbilirubinemia in Gilbert 

syndrome has long been recognized as due to under 

activity of the conjugating enzyme system Uridine 

diphosphate glucuronosyltransferase 

(UDPGT).Bilirubin UDPGT is responsible for 

conjugating bilirubin into bilirubin 

monoglucuronides  and diglucuronides and is 

located primarily in the endoplasmic reticulum of 

hepatocytes. The UGT1gene locus for Gilbert 

syndrome is located on chromosome 2 and is 

responsible for virtually all bilirubin conjugation 

[7]. Gilbert syndrome is a benign condition with no 

associated morbidity or mortality affecting all races 

occurring predominantly in men with a male to 

female ratio ranging from 2:1-7:1 [4]. It usually is 

diagnosed around puberty, possibly due to 

inhibition of bilirubin glucuronidation by 

endogenous steroid hormones. In older subjects, 

the diagnosis is usually made when unconjugated 

hyperbilirubinemia is noted on routine blood tests 

or unmasked by an intercurrent illness or stress.  

 

Bilirubin levels are most often <3 mg/dl. 

Deepening may follow an intercurrent infection or 

fasting and is associated with malaise, nausea and 

often discomfort over liver[4,5]. There is no other 

abnormal physical sign. 

 

Diagnosis of Gilbert syndrome can be made in the 

presence of (1) unconjugated hyperbilirubinemia 

noted on several occasions; (2) normal results on 

CBC, reticulocyte count, and blood smear; (3) 

normal liver function test results; and absence of 

other disease processes [8]. Additional tests are 

rarely required for a diagnosis as it is 

straightforward.  

 

However, following investigations are performed 

occasionally to confirm a diagnosis of Gilbert 

syndrome.  

• Fasting: This usually results in a 2- to 3- fold rise 

in plasma unconjugated bilirubin within  

48 hours of a fast that returns to normal levels 

within 24 hours of resuming a normal diet.  

Although unconjugated bilirubin levels also rise 

with fasting in patients with haemolysis or liver 

disease, the magnitude of the rise is less than that 

observed with Gilbert syndrome [5,6].  

• Nicotinic acid: Intravenous administration of 50 

mg of nicotinic acid results in a 2-to3- fold rise in 

plasma unconjugated hyperbilirubinemia within 3 

hours.  

• Phenobarbital: Phenobarbital and other enzyme 

inducers of the bilirubin-UDPGT system will 

normalize plasma bilirubin in patients with Gilbert 

syndrome.  

• Rifampicin test: This test is popular because of 

non-invasive in nature. It is as reliable as fasting 

test. Per oral administration of 600-900 mg of 

rifampicin results in rise in plasma unconjugated 

hyperbilirubinemia within 2-4 hours [9].  

• Thin-layer chromatography: This test is 

diagnostic for Gilbert syndrome when it shows a 

significantly higher proportion of unconjugated 

bilirubin when compared to individuals with 
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chronic haemolysis, liver disease or those who are 

healthy. If confirmation of the diagnosis is truly 

essential, chromatographic determination is of 

potential use. This will show an increased ratio of 

bilirubin monoglucuronide to diglucuronide, 

reflecting reduced bilirubin-UDPGT activity.  

• Polymerase chain reaction: The polymerase chain 

reaction (PCR) is a novel and rapid method of 

identifying genetic polymorphisms in the TATA 

box of the UDPGT1 gene using fluorescence 

resonance energy transfer.  

 

Gilbert’s syndrome has an excellent prognosis. 

Patients have a normal life expectancy and 

reassurance is the only necessary treatment [10]. 

Hyperbilirubinaemia is life long and not associated 

with increased morbidity. Serum bilirubin may be 

reduced by phenobarbitone but, as jaundice is 

rarely obvious, few patients will get cosmetic 

benefit from this treatment. Patients should be 

warned that jaundice can follow an intercurrent 

infection, repeated vomiting or missed mea [11,12]. 

 

Gilbert syndrome has long been described is an 

asymptomatic disorder that does not have clinical 

implications and no monitoring is recommended. 

However, some studies showed that the quality of 

life in GS subjects is affected particularly during 

the jaundice episodes [4,13]. Subjects with GS 

need special care in specific conditions such as 

surgery, anesthesia, weight loss plans design, 

prescription of medicines [4,11]. 

 

CONCLUSION: 

In the light of above case, if a patient comes with 

isolated unconjugated hyperbilirubinemia (< 6 

mg/dl) on several occasions in the absence of 

hemolysis or underlying liver disease; Gilbert 

syndrome should be entertained in the differential 

diagnosis of unconjugated hyperbilirubinemia. It 

has no deleterious associations and an excellent 

prognosis, and those who have it can lead a normal 

lifestyle. Subjects with GS need to be well 

informed of the risk factors for exacerbation of 

hyperbilirubinemia and avoid such factors. 

Subjects with GS need special care in specific 

conditions such as surgery, anesthesia, weight loss 

plans design, prescription of medicines. 

CONSENT: 

The consent was taken and signed by the respected 

patient. 
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