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Hepatic glucUJ'onization of insoluble bilirubin is catalyzed by isoenzyme lAI o f 
UDP-glucuronosyhransferase (UGTIAl). which is essential for efficient biliary 
excretion of bilirubin. Genetic polymo rphisms that include a TA duplicati on ((fA)7 
allele ] in the repetitive TATA-box sequence of the UGTIAl promoter. which 
no nnally consists of six TA repeats. is the main cause of Gilbert syndrome (GS) . 
However, tltis geneti c polymorphism is not suffi cient for the clinical phenotype o f 
GS. By this reason. some s tudies have been perfonned to provide infomution about 
additional factors that could contribute to the pathogenesis of lhis disease. Recently. it 
was described. that increased red cell mass probably plays a role in the pathogenesis 
of GS. In order to compare which factors contribute for tile hiperbilirubinemia that 
characterize patie nts with GS. we firs t determine the effect of some of these fac tors in 
Ihe nomlal Portuguese population. 
This work is focus in the establishment the putative role of increased red ce ll mass 
and the (TA)7 allele in bilirubin serum levels. in the healthy Portuguese population. 
This study was performed in 109 voluntee r healthy young adults (20.3 ± 1.9 years) 
wi thout liver andlor haemarologica1 disorders. chronic infecti on. recent inflammation. 
malignancy. haemorrhage and medication. Blood samples were collected and 
processed in order to detemline bilirubin serwn levels. complete blood cells count, 
and DNA extraction. The TATA-box region was analyzed by PCR amplifica tio n 
followed by subsequent analysis by automated capillary electrophoresis . 
Among our populatio n. 6 were homozygous fo r the (fA)7 allele. 55 were 
heterozygous and 48 were homozygous for the normal all ele. One of the s ubjects was 
a compound heterozygous for the (TA)5 and (fA)7 alleles. Comparing the blood 
cells counts and the bilirubin serum levels according to the UGT IA I genotype . we 
found statistically differences only in bilirubin levels ((f A)6/ (I'A)6: 0,49 ± 0.20 
mgldL: (TA) 61 (TA)7: 0.70 ± 0 .32 mgldL: (TA)71(TA)7: 1.l0 ± 0.74 ms/dL. p<0.051. 
A positive statistically significant correlation (p<O.OS) was found between bilirubin 
serum levels and haemalocrit and mean cel.l volume. 
In o ur population. Ihis work showed thai higher bilirubin serum levels are correlated 
wi th an increase of red blood mass and also with the presence of abno mlal number o f 
TA repeats in the UGTIA l gene. Moreover. increased values of haematocrit and cell 
vo lume average may also contribute for this phenotype. Based on these resuits, 
further studies involving a larger group of GS patients. homozygous for tIle (TA)7 
allele , will be performed to clarify how red blood mass can contribute to the 
hiperbilirubinemia. 


