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A 16-year old male was admitted with complaints on sore throat, unilateral knee joint pain and general
weakness. Pre-operation lab check revealed normal values of all liver tests except of hyperbilirubinemia due
to elevated unconjugated bilirubin. Due to persistently normal liver tests, except of unconjugated hyperbilirubi-
nemia, and repetitive episodes of jaundice in a young male with no signs of alcoholic, metabolic and viral liver
disease, diagnosis of Gilbert syndrome was made, which was later confirmed by UGT1A1 gene mutations test.
Gilbert syndrome is the most prevalent inherited disorder of bilirubin metabolism, affecting 10% of the popula-
tion. Nonhemolytic unconjugated hyperbilirubinemia, without any effect on prognosis and life expectancy of the
patient is the distinctive feature of Gilbert syndrome. Gilbert syndrome is usually diagnosed by exclusion of other
more prevalent liver diseases, in difficult diagnostic situations use of UGT1A1 gene mutation is advised.
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16-KacTarbl XKIriT TaMarblHbIH, Ti3e¢ OYBIHAAPBIHBIH AybIPCHIHYBI MEH JKAJIIBl QJICI3IK MIAFBIMAAPBIMEH KOCIIAPJIbl TOH3MIUIIKTOMUS Kacay YIIiH
aypyxaHara Tycti. JKocmapibl 0Ta jkacay allAbIHAAFbI JJAOOPATOPHSIIBIK 3€PTTEYIIEp KAIIIbI XKIHE TiKe eMec OMIMPYOHHHIH JKOFaphlIaybliH jkoHe Oacka
OaybIp TECTTEPiHIH KaFbIHAH ©3IePIiC )KOFbIH KopceTTi. Tike emec OuaupyOrHHEH Oacka Oayblp aHAIU3/AEPIHJIET] ©3TePICTIH XKIHE BUPYC, TOKCHUH jKOHE
AJIKOTOJIb CaJIIapbIHAH TeMaTUT OeJTiIepiHiH )KOKTBIFbI HETI31H e, aHaMHe3/Ier] OipKaTap capraro JKaFAaiiapblH ecenKe ajia oThIphin XKuabpoep cCuHIpOMBbI
JMarto3sl Koubuiasl. byt auarno3 keiiin UGT1A1 reHiHiH MyTaluuschl aHANU3IH TaNChIpy apKbUIbl AasenaeHai. Kuiapoep CHHAPOMBI MOMYISIUSIHBIH
10%-n1a xe3zecin, OMIMpyOUH alfHAIBIMBIHBIH Tya OITKEH eH KUl aypybl OOJIBIN caHanaabl. bunupyOuHHIH Tek Tike eMec (pakuus eceOiHeH KoFapbLIal,
OHBIH JKaJIlbl HayKac JICHCAYJIbIFbIHA XKAHE OMIp CYPYy Y3aKThIFbIHA acep erneyi KunbOep CHHAPOMBIHBIH aiKbIH CUMAThl 00JbIN TadbIa bl JKuisdep
CUHJIPOMBIHBIH JMAarHo3bl 0acka Oayblp aypylapblH JKOKKA IIbIFApy HETi3iHJe, HeMece KUbIH JUAarHOCTHKAJBIK jkaFaail Tysinaail kanranga UGT1A1
TCHIHIH MYTAIMSCHIH aHBIKTAy apPKbUIbI KOHbLIAIBI.

Manpbi31bl co3aep: XKuibOep cuHAPOMBIL, TUIIEpOHINpyOHHEMHS, XonecTtas, Kub0ep cunapoMbiHbIH quarnoctiukacsl, UGT1 A1 ren noaumopdusmi
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IOHomia 16 net nocTynui B KIMHUKY € jkajgo0aMu Ha OONH B ropiie, 60JIM B KOJICHHBIX CyCTaBaxX U OOLIyIO CIabOCTh JUlsl BBITIOJIHEHHS [UIAHOBOM
TOH3MWIIIKTOMHH. JlabopaTopHoe 00cie/10BaHNe Ha TIPe0NePAHOHHOM 3Talle M0Ka3aI0 THIepOnIMpyOMHEMHUIO TPEUMYIIECTBCHHO 33 CUET HEIPSIMON
(bpakuuM mpH OTCYTCTBUM H3MEHEHMH CO CTOPOHBI JPYIMX IEYEHOYHbIX TecToB. Ha OCHOBaHMHM CTOMKO HOPMAJbHBIX IEUCHOYHBIX TECTOB, 3a
HCKIIIOUYCHHEM HETIPSIMOi THIIepOMIMpyOHHEMHUH, y FOHOIIM C OTCYTCTBHEM JIAHHBIX 33 TOKCHYECKOE, METab0INYEeCKOe U BUPYCHOE TTOPaKEHUE TICYCHU
¥ HEOIHOKPATHBIMH 3MU301aMH KEJITYXH B aHaMHe3e, ObUT JIMarHOCTHpoBaH cuHApoM JKiibOepa, KoTopblii ObUI MO3/IHEE TTOATBEPHK/CH Pe3yibTaTaMu
tecta Ha mytauun resa UGT1A1. Cunapom XKunsOepa siBisieTcs: caMbIM YaCThIM TEHETHYECKH 00YCIIOBICHHBIM 3a00IeBaHUEM, aCCOLMUPOBAHHBIM C
HapylLIeHneM oOMeHa OunnpyouHa, Betpevasich B cpenHeM y 10% momyssiiun. OTIHYuTeIbHOH 0CO0EHHOCTEIO cuHapoMa JKuipOepa siBisietcs: HenpsimMast
TUIepOMINPYOUHEMHS, JOCTOBEPHO HE BIIMAIOIIAs HA MPOTHO3 U MPOJOKUTEIBHOCTD KM3HU NanueHToB. J(narnos cunapoma JKunbdepa MoxkeT ObITh
BBICTABJIEH METOIOM MCKJIIOUEHHUS], B TPYIHBIX JMarHOCTUYECKUX CIIydasX BO3MOXKHO ITpUMeHeHue Tecta Ha MyTtauuu reHa UGT1ATL.

KimioueBsie ciioBa: cunapom XKuisbepa, runepOonnupyornHeMus, auarnoctika cuuapoma XKunsoepa, nonmumopdusm rera UGT1AL

INTRODUCTION

Gilbert syndrome is the most prevalent
inherited disorder of bilirubin metabolism in
humans, affecting up to 10% of the population[1].
Nonhemolyticunconjugated hyperbilirubinemia,
without any effect on prognosis and life expectancy
of the patient is the distinctive feature of Gilbert

CASE REPORT

A 16-year old Caucasian male was admitted with
complaints on sore throat, unilateral knee joint pain and general
weakness. His medical history was unremarkable.There were
no risk factors of viral hepatitis, except tonsillectomy at the
age of 4. The patient did not report taking any medicationson
a regular basis, including over the counter ones.

syndrome. Gilbert syndrome is usually diagnosed by
exclusion of other more prevalent liver diseases, in
difficult diagnostic situations use of UGT1A1l gene
mutation is advised.We hereby report a case of Gilbert
syndrome, discovered by chance in a young male, prior
to undergoing an operation.

At the initial examinataion the patient appeared to be
astenicperson with BMI 18. Physical examination revealed
intraoral hyperemy and stage 2 tonsils enlargement and was
unremarkable with no chronic liver disease stigmata. The
decision was made to proceed with tonsillectomy and the
patient was evaluated for pre-operation lab check(table 1).

Table 1. Relevant laboratory findings on pre-operation lab check at day 1

Analysis Lab values Normal values range
White cell count (WBC) 6.7 4.8-8.8%10%/1
Haemoglobin (Hb) 140 120-150 g/
Platelets (PLT) 223 180-320%10%/1
Erytrhocyte sedimentation rate |5 0-10 mm/h
(ESR)

Total bilirubin 48 0-22.2 umol/l
Unconjugated bilirubin 40 0-17.1 pmol/l
Alanine transaminase (ALT) 11 7-40 U/
Aspartate transaminase (AST) 18 7-33 U/
y-glutamyltransferase (GGT) 38 15-85 U/
Alkaline phosphatase (ALP) 49 0-117 U/
Total protein (TP) 68 60-80 g/1
Creatinine 67 53-115 pmol/l
Glucose 5.1 3.5-5.5 mmol/l
HBsAg Negative Negative
HCV Ab Negative Negative

HIV Ab Negative Negative

Pre-operation lab check revealed normal values of
all liver tests except of hyperbilirubinemia due to elevated
unconjugated bilirubin. Young age of patient and slim body
composition excluded diagnosis of alcoholic liver disease
and nonalcoholic fatty liver disease. Thorough anamnesis
check involving interview with the parents revealed
repetitive episodes of yellowing of the whites of the eyes
in the patient starting from the early childhood, lasting
for several days and recovering spontaneously. Due to

unremarkable abdominal ultrasound with no apparent signs
of liver/biliary disease and portal hypertensionand negative
results of viral hepatitis serology, preliminary diagnosis of
Gilbert syndrome was made.

Due to noabsolute contraindications for the
tonsillectomy, the operation was performed on the 2™ day of
admission. Subsequent laboratory evaluation on days three
and six of admission revealed no change in liver tests other
than mild improvement in bilirubin values (table 2).

HAYYHO-TTPAKTUYECKUA MEOVNLIMHCKUN JKYPHAIT



Table 2. Laboratory findings on the 3and 6t"day of admission

Analysis 3dday |6"™day |Normal values range
Total bilirubin 65 36 0-22.2 umol/l
Unconjugated bilirubin 55 30 0-17.1umol/l
Alanine transaminase (ALT) 14 18 7-40 U/1

Aspartate transaminase (AST) 16 17 7-33 U/
y-glutamyltransferase (GGT) 41 39 15-85 U/l

Alkaline phosphatase (ALP) 46 51 0-117 UN

The patient was discharged and normal values of
total and unconjugated bilirubin on outpatient follow-
up a month later were demonstrated.Upon discharge the

DISCUSSION

Gilbert syndrome is the most prevalent inherited
disorder of bilirubin metabolism.The condition was first
described by Gilbert Augustin and Lereboullet Pierremore
than 100 years ago[2] and some half a century later
glucuronyltransferase deficiency was proved as a cause of
the disease [3]. Information on prevalence of this condition
in Kazakhstan is lacking, it is known to affect upto 10% of the
US population with male to female ratio of 2-7:1[1]. Being a
benign genetic condition, it presents with almost exclusive
elevation of unconjugated fraction of serum bilirubin, which
resolves spontaneously and need no special treatment, apart
from supportive care.Patients may occasionally report vague
abdominal discomfort and general fatigue, which may lead
to number of unnecessary investigations.

Several diagnostic tests have been proposed to identify
patients with Gilbert syndrome, including caloric restriction,
phenobarbital test[4], nicotinic acid and rifampicin test[5],
drug clearance and thin-layer chromatography test. Fasting
is the simplest of all tests, demonstrating 2- to 3-fold increase
of serum unconjugated bilirubin within 48 hours of caloric
restriction (usually up to 400 kcal/day) and return to normal
values in 24 hours of normal diet resumption. Similar rise in
serum unconjugated bilirubin, but much faster (usually within
3 hours), may be achieved by intravenous administration of 50
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test for UGT1A1 gene mutation was performed, which
revealed changes, consistent with the diagnosis of Gilbert
syndrome.

mg of nicotinic acid. Due to such a rise in plasma unconjugated
bilirubin may be also seen in patients with hemolysis or liver
disease, these tests cannot be considered truly diagnostically
accurate. Phenobarbital administration leads to normalization
of bilirubin levels in paients with Gilbert syndrome due to
accelerated bilirubin clearance and it’s reduced turnover,
same can be achieved by steroids. Thin-layer chromatography
was one of the most accurate tests for Gilbert syndrome in
pre-genetic testing era, showing reduced uridinediphosp
hateglucuronyltransferase activity. Since the discovery of
genetic polymorphisms in the UGT1A1 gene, responsible for
Gilbert syndrome, diagnostic confusion chances are almost
eliminated. Most of the cases are related with seven instead
of six repeats in bilirubin uridinediphosphateglucuronyltransf
erase gene (UGT1A1*28) (Bosma 1995). T to G substitution
in the UGTIA1 gene (UGT1A1*60) may co-occur with the
UGT1A1*28 polymorhism, being the second most prevalent
finding in genetic testing for Gilbert syndrome ]6].

The presented case may well be an usual example in the
clinical practice of virtually any medical specialist. The one
should be aware of the existence of this inherited genetic
condition and of the available diagnostic approaches, which
may prevent unnecessary investigations and help to diagnose
Gilbert syndrome even in difficult clinical situations.
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