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K CBEAEHHUIO ABTOPOB!
[Ipu HampaBIEeHUY CTAaTbH B PEAAKITUIO HEOOXOIUMO COOIONATh CISAYIONINE TIPABHIIIA;

1. CraTps nomkHa OBITH IPEJCTaBICHA B IBYX SK3EMIUIIPAX, HA PYCCKOM HMJIM aHTITUHACKOM SI3bI-
Kax, HaTrleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OIHOI CTOPOHE CTAHIAPTHOIO JIUCTA € INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBII WPUQT U1 TEKCTa Ha PYCCKOM U
aHnuickoM s3bikax - Times New Roman (Kupuiuna), 115 TeKcTa Ha TPy3UHCKOM S3BIKE CIIEAYeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykonrcu, HaneyaTaHHOW Ha KOMITBIOTEPE, JTODKEH
o5ITh IprtoskeH CD co crarbeit.

2. Pa3Mep craTbu TOTKEH OBITH HE MEHEe NeCsTH 1 He OoJiee 1BaALATH CTPAHUI] MAITHOIINCH,
BKJIIOYAsl yKa3areJlb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPYy3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIICHBI AKTyaIbHOCTh JAHHOTO MaTepHalla, METOIBI U PE3YIIbTaThI
UCCIIeIOBaHUs U X 00CYyKACHHE.

[Ipu npencTaBiIeHNHN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJMYECTBO SKCIIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIINECS METOABl 00e300MMBaHUS U
YCBHIJICHHUS (B XOJI€ OCTPBIX OIIBITOB).

4. K crarbe JOIKHBI OBITH MIPUIIOMKEHBI KpaTKoe (Ha MOJICTPAaHUIIBI) Pe3OMe Ha aHIIIUICKOM,
PYCCKOM M IT'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIELYOLINE pa3aesbl: Liedb UCCIeI0BaHNs, MaTepHual U
METOJIBI, PE3YJILTATHI M 3aKIIFOUSHHE) U CIIUCOK KITtoueBBIX cioB (key words).

5. Tabnunp! HEOOXOIUMO NPENCTABIATE B Ie4aTHOH hopme. DoTokonuu He npuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLIEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOJKHBI OBITH 03aryIaBIICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (POTOKOIHHU C PEHTTEHOTPAMM - B IO3UTUBHOM
n300paxeHuH. PUCYyHKH, yepTeXu U IuarpaMmbl clIeoyeT 03ariaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff opmare.

B noanucsix k MukpogotorpadgusaM cieayeT yKa3plBaTh CTEICHb yBEIMUCHUS Yepe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIIPETHALIMH CPE30B.

7. ®aMUIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJAATCS B OPUTHHAIBHON TPAHCKPUIILIUH.

8. I[Ipu opopmnennu u HampaBneHun crared B xypHanm MHI mpocum aBTOpOB cobmronars
NpaBUIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSIX K PYKOMHUCSM, IPEACTABISIEMBIM B OMOMEIUIIMHCKHUE
JKypHAJIbD», TPUHATHIX MeXIyHapOAHBIM KOMHUTETOM PEIAaKTOPOB MEAMLMHCKUX KYpHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIIe Kax 101 OPUTHHATIBHOM CTaThU MPUBOAUTCA OnOIHOrpadguyeckuii cnucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPBbIE UMEIOTCS CCBUIKU B TeKcTe. CIHUCOK COCTaBIAETCs B
andaBUTHOM MOpsAKe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK NPUBOAUTCS Ha sI3bIKE OpUrMHaia. B
CIMCKE JINTEPATyPhl CHavYajia IPUBOIATCS PabOThI, HAMCAHHBIE 3HAKaMU TPY3MHCKOTO andaBuTa, 3aTeM
Kupwuien u naruHuneidl. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTAaTbH JAIOTCS B KBaIpPaTHBIX
CKOOKax B BUJI€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmH-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 3a IMOCTIEAHNUE S5-7 JIET.

9. ns momydeHus MpaBa Ha MyONMKAIMIO CTaThs OJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJCHUS BU3Y U CONPOBOIUTEIHHOE OTHOLLICHNUE, HAIMCAHHBIC WJIM HAlledaTaHHbIE Ha OJIaHKe
Y 3aBEPEHHBIE MOJIHCHIO U NIEYATHIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBHIO MPUBEAEHBI UX
(amMuInM, UIMEHa U OTYECTBA, YKa3aHbl CIIy>KeOHBIN M AOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble koopAuHaThl. KomuuecTBo aBTOPOB (COABTOPOB) HE NOHKHO MPEBBIMIATH IISATH YEJIOBEK.

11. Penakuus ocraBisiet 3a cO00i MpaBo COKpaIaTh ¥ HCIPaBIATh cTarhi. Koppekrypa aBropam
HE BBICBUIAETCS, BCS paboTa U CBEpKa IPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HemomycTuMoO HampaBiieHHE B pelaklMIo padoT, MpeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeNbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX U3JAHUSX.

Hpﬂ HApYHNIEHUH YKa3aHHBIX IPABUJI CTATbU HE PAaCCMAaTPUBAIOTCH.
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Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:
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9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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Abstract.

Background/Aim: Gilbert syndrome (GS) is a common
inherited disorder of bilirubin metabolism characterized by
unconjugated hyperbilirubinemia due to reduced UGTIA1
activity. Despite the availability of several pharmacological
agents capable of modulating bilirubin levels, no controlled
comparative studies have systematically evaluated their relative
efficacy and tolerability in adult patients with GS. The aim of this
study was to compare the efficacy and safety of phenobarbital,
flumecinol, and ursodeoxycholic acid (UDCA) in reducing
serum bilirubin levels in patients with Gilbert syndrome.

Methods: A prospective, randomized, open-label, parallel-
group study was conducted. Sixty patients with confirmed GS
and baseline total bilirubin >34 umol/L were randomized 1:1:1
to receive phenobarbital 50 mg/day (Group A, n=20), flumecinol
200 mg/day (Group B, n=20), or UDCA 10 mg/kg/day (Group
C, n=20) for 14 days. The primary endpoint was the change in
total serum bilirubin (A total bilirubin) from baseline to Day 14.
Secondary endpoints included changes in unconjugated bilirubin,
proportion of patients achieving >30% bilirubin reduction, and
tolerability parameters. Intergroup comparisons were performed
using one-way ANOVA with post hoc Tukey’s test.

Results: All three groups demonstrated significant bilirubin
reduction after 14 days. Phenobarbital produced the greatest
decrease in total bilirubin (—26.9 = 7.4 pumol/L), followed
by flumecinol (—20.7 = 6.9 umol/L) and UDCA (—12.1 + 6.3
pmol/L; p < 0.001, ANOVA). Post hoc analysis confirmed
significant differences between all pairwise comparisons:
phenobarbital vs. flumecinol (p = 0.02), phenobarbital vs.
UDCA (p < 0.001), and flumecinol vs. UDCA (p = 0.01). The
proportion of patients achieving >30% bilirubin reduction was
85%, 65%, and 30% in Groups A, B, and C, respectively. Similar
trends were observed for unconjugated bilirubin. Somnolence
was reported in 30% of phenobarbital-treated patients compared
with 10% for flumecinol and 5% for UDCA. No clinically
significant hepatotoxicity was observed.

Conclusions: Phenobarbital demonstrated the highest efficacy
in reducing unconjugated hyperbilirubinemia in patients with
Gilbert syndrome but was associated with a higher incidence
of somnolence. Flumecinol offers a clinically meaningful
bilirubin-lowering effect with a more favorable tolerability
profile and may serve as a rational alternative. UDCA showed
limited efficacy as a primary strategy for bilirubin reduction in
GS and appears more appropriate for patients with concomitant
biliary pathology.

Key words. Gilbert syndrome, unconjugated hyperbilirubi-
nemia, UGT1A1, phenobarbital, flumecinol, ursodeoxycholic
acid, comparative study, standard deviation (SD).
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Introduction.

Gilbert syndrome (GS) is a common benign disorder
characterized by unconjugated hyperbilirubinemia resulting
fromreduced activity of the hepatic enzyme uridine diphosphate—
glucuronosyltransferase 1A1 (UGT1ALl). Clinically significant
elevations in serum bilirubin may adversely affect quality of
life and frequently lead to excessive diagnostic evaluation and
unwarranted therapeutic interventions.

According to international epidemiological data, the
prevalence of GS ranges from approximately 2% to 20% across
different ethnic populations, with higher rates reported in South
Asia and the Middle East and lower rates in East Asia. In
European populations, GS is estimated to affect approximately
5-10% of individuals. The prevalence of genetic variants
in UGT1ALl associated with the syndrome may reach up to
40%, underscoring the broad genetic basis of unconjugated
hyperbilirubinemia [1,2].

In patients with GS, unconjugated bilirubin concentrations
may be substantially elevated compared with the general
population, particularly in the presence of known triggers such
as fasting, physical exertion, or psychological stress. Persistent
or recurrent fluctuations in bilirubin levels can negatively
influence quality of life. Reported subjective symptoms include
fatigue, generalized weakness, and intermittent jaundice, which
often prompt specialist consultations and additional diagnostic
investigations [3-5].

Despite its high prevalence, diagnostic criteria remain variable,
and GS is frequently misinterpreted as underlying liver disease
or hemolysis. Such misclassification may result in unnecessary
testing and increased patient anxiety. Current clinical guidelines
generally recommend conservative management without
pharmacological treatment, as GS is considered a benign
condition [2, 3].

Nevertheless, several publications have  proposed
pharmacological correction of hyperbilirubinemia in cases of
markedly elevated bilirubin levels or significant impairment of
quality of life. Suggested approaches have included phenobarbital
therapy, phototherapy, and pharmacologic enzyme induction. In
the present study, pharmacological intervention was considered
clinically justified for all enrolled patients, given that total serum
bilirubin levels consistently exceeded 34 umol/L at screening
and were accompanied by subjectively significant symptoms—
including fatigue, generalized weakness, and recurrent
jaundice—that substantially impaired daily functioning and
quality of life. These features collectively constituted a clinical
indication for a therapeutic trial, notwithstanding the generally
conservative nature of current guideline recommendations [2,3].
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Figure 1. Intergroup analysis of changes in total serum bilirubin (A total bilirubin) using one-way analysis of variance (ANOVA) demonstrated
statistically significant differences among the three treatment modalities (p < 0.001).

Table 1. Changes in Total Serum Bilirubin (umol/L, Mean + SD).

Parameter Phenobarbital (n=20) Flumecinol (n=20) Ursodeoxycholic Acid (n=20)
Day 0 482+7.1 47,6 £6,8 46,9 +17,5
Day 14 21,3+54 26,9 £6,2 34,8£7,0

A (Reduction) -26,9 +7,4 -20,7+6,9 -12,1+6,3
Proportion of Patients with >30% Reduction 85% (17/20) 65% (13/20) 30% (6/20)
Table 2. Baseline Demographic and Clinical Characteristics of Study Participants.

Parameter Phenobarbital (n=20) Flumecinol (n=20) UDCA (n=20)
Age, years (Mean + SD) 274+6.2 26.8+5.9 28.1+£6.5
Sex, male / female (n) 14/6 13/7 13/7
Baseline total bilirubin, pmol/L (Mean + SD) 48.2+ 7.1 47.6 £6.8 469+7.5
p-value (between groups) p > 0.2 for all parameters (ANOVA)

To date, no large-scale controlled trials have systematically
compared different pharmacological strategies for reducing
serum bilirubin levels in adult patients with GS interms of efficacy
and tolerability. This represents a substantial methodological
gap in evidence-based therapeutic decision-making. Moreover,
available data regarding such interventions—including
comparisons between phenobarbital and alternative agents
such as flumecinol or ursodeoxycholic acid—remain limited,
fragmented, and largely derived from small, open-label, or non-
randomized observational studies.

Materials and Methods.

This study was conducted using a prospective, randomized,
comparative, open-label, parallel-group design with a 1:1:1
allocation ratio. The open-label design was adopted for practical
and pharmacological reasons; however, it may have introduced
reporting bias in the assessment of subjective outcomes,
particularly somnolence, given the known sedative properties
of phenobarbital. This limitation is discussed in the Limitations
section. The duration of follow-up and pharmacological
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intervention was 14 days. A total of 60 patients with clinically
and laboratory-confirmed Gilbert syndrome were enrolled and
assigned by simple randomization to three equal groups (n =20
per group).

The study was approved by the Local Ethics Committee of
NWSMU named after I.I. Mechnikov (Protocol No. 9, dated
February 5, 2026). All participants provided written informed
consent prior to enrollment in accordance with the Declaration
of Helsinki and applicable national regulatory requirements.

Inclusion criteria were as follows: age 1845 years; persistent
unconjugated hyperbilirubinemia with a total serum bilirubin
level >34 pmol/L at screening; and exclusion of alternative
causes of hyperbilirubinemia, including hemolytic disorders
and viral hepatitis.

To ensure sample homogeneity, patients were excluded if they
had aminotransferase levels exceeding twice the upper limit of
normal, or had used medications known to induce or inhibit
hepatic microsomal enzymes within 4 weeks prior to enrollment.
An additional exclusion criterion was the presence of factors



capable of acutely influencing bilirubin levels, particularly
fasting episodes within 72 hours before baseline assessment.

Interventions:

Patients received one of the following pharmacological
regimens:

* Group A: phenobarbital 50 mg once daily at bedtime;

* Group B: flumecinol 200 mg daily;

* Group C: ursodeoxycholic acid 10 mg/kg/day.

All medications were administered for 14 consecutive days
without dose adjustment. The selected dosages were based
on previously published data: phenobarbital at 50 mg/day is
the standard low-dose enzyme-inducing regimen reported in
the literature for reduction of unconjugated bilirubin in adults
[4,6]; flumecinol at 200 mg/day corresponds to the dose used in
prior small-scale open-label investigations of hepatic enzyme
induction; ursodeoxycholic acid at 10 mg/kg/day represents
the standard hepatoprotective dose established in guidelines for
biliary disorders [3]. The 14-day treatment period was selected
as sufficient to achieve measurable induction of UGTI1Al
activity while minimizing cumulative adverse effects, consistent
with pharmacokinetic data from previous studies.

Endpoints:

The primary endpoint was the change in total serum bilirubin
(A total bilirubin) from baseline (Day 0) to the end of therapy
(Day 14).

Secondary endpoints included:

+ change in unconjugated bilirubin concentration;

* proportion of patients achieving >30% reduction in total
bilirubin from baseline;

+ tolerability and safety parameters, including subjective
somnolence assessment, recording of adverse events, and
changes in alanine aminotransferase (ALT) and aspartate
aminotransferase (AST) levels.

Statistical Analysis:

Statistical analysis was performed using one-way analysis
of variance (ANOVA) to assess intergroup differences in A
total bilirubin. When statistically significant differences were
identified, post hoc comparisons were conducted using Tukey’s
test.

A two-sided p value <0.05 was considered statistically
significant. Results are presented as mean + standard deviation
(M £ SD).

Baseline Characteristics and Treatment Outcomes:

At enrollment, the study groups did not differ significantly with
respect to key demographic or clinical-laboratory parameters.
Mean age, sex distribution, and baseline total bilirubin levels
were comparable across the three groups, with no statistically
significant intergroup differences (p > 0.2 for all comparisons).
These findings support the adequacy of the randomization
process and permit attribution of observed differences to the
administered interventions rather than to baseline imbalances.

After completion of the 14-day treatment course, all groups
demonstrated a statistically significant reduction in total
serum bilirubin compared with baseline values. However, the
magnitude of the effect varied substantially according to the
pharmacological regimen.
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The most pronounced decrease in total bilirubin was observed
in the phenobarbital group (—26.9 + 7.4 pumol/L). In the
flumecinol group, the reduction was moderate (—20.7 = 6.9
pmol/L), whereas the smallest decrease was recorded in the
ursodeoxycholic acid group (—12.1 + 6.3 umol/L). Intergroup
comparison using one-way ANOVA revealed statistically
significant differences among the three treatment strategies (p <
0.001). Post hoc analysis (Tukey test) demonstrated that bilirubin
reduction in the phenobarbital group was significantly greater
than in the flumecinol group (p = 0.02) and the ursodeoxycholic
acid group (p < 0.001). In turn, flumecinol was significantly
more effective than ursodeoxycholic acid (p = 0.01).

Similar trends were observed in the analysis of unconjugated
bilirubin, supporting a pathogenetically targeted effect of
bilirubin glucuronidation inducers. The proportion of patients
achieving a clinically meaningful reduction in total bilirubin
(=30% from baseline) was 85% in the phenobarbital group, 65%
in the flumecinol group, and 30% in the ursodeoxycholic acid
group.

Regarding tolerability, the most frequent adverse event in the
phenobarbital group was somnolence (30% of patients). This
effect was reported in 10% of patients receiving flumecinol and
5% of those treated with ursodeoxycholic acid. No clinically
significant changes in aminotransferase activity were detected
during the study period.

Overall, the findings indicate a statistically significant
superiority of phenobarbital in reducing hyperbilirubinemia
in patients with Gilbert syndrome. Flumecinol demonstrated
a more favorable tolerability profile with moderately lower
efficacy, whereas ursodeoxycholic acid exerted the least
pronounced effect on unconjugated bilirubin levels within the
context of short-term therapy.

Intergroup Comparisons and Additional Results:
Intergroup analysis of changes in total serum bilirubin (A
total bilirubin) using one-way analysis of variance (ANOVA)
demonstrated statistically significant differences among the
three treatment modalities (p < 0.001). Post hoc analysis with
Tukey’s test revealed that phenobarbital therapy resulted in a
significantly greater reduction in bilirubin levels compared with
flumecinol (p = 0.02) and ursodeoxycholic acid (p < 0.001).
In turn, flumecinol showed significantly higher efficacy than
ursodeoxycholic acid (p = 0.01).

Analysis of unconjugated bilirubin dynamics confirmed
these findings. The most pronounced decrease in unconjugated
bilirubin concentration was observed in the phenobarbital group
(—23.1 £ 6.5 umol/L), followed by the flumecinol group (—17.4
+ 6.1 pumol/L), whereas the smallest reduction was recorded in
the ursodeoxycholic acid group (9.2 + 5.8 pmol/L). Intergroup
differences for this parameter were also statistically significant
(p <0.001).

Tolerability and Safety: Assessment of tolerability revealed
differences in the frequency of subjective adverse events among
treatment groups. Somnolence, an expected pharmacodynamic
effect of phenobarbital, was reported in 30% of patients (6/20)
receiving this agent. In comparison, somnolence occurred in
10% of patients (2/20) in the flumecinol group and 5% (1/20)
in the ursodeoxycholic acid group. No severe adverse events
requiring treatment discontinuation were recorded.



Serial biochemical monitoring demonstrated no clinically
significant increases in aminotransferase activity (ALT, AST)
in any group during the study period, indicating an acceptable
short-term safety profile for the investigated regimens [7-9].

Discussion.

The present findings support the pathogenetic rationale for
pharmacological induction of bilirubin glucuronidation in
patients with Gilbert syndrome. Phenobarbital achieved the
most substantial reduction in both total and unconjugated
bilirubin levels, consistent with its known enzyme-inducing
effects on hepatic microsomal systems, including UGT1A1
[6,8,10-12]. However, the higher incidence of somnolence in
the phenobarbital group may limit its clinical applicability,
particularly in patients for whom sedative effects or reduced
psychomotor performance are undesirable.

Flumecinol demonstrated intermediate efficacy with a more
favourable tolerability profile. These results suggest that
flumecinol may represent a rational alternative to barbiturates
in patients with contraindications to phenobarbital or poor
tolerance to sedative effects [7]. The data indicate potential
clinical utility of flumecinol as a compromise between efficacy
and safety.

Ursodeoxycholic acid exhibited the least pronounced effect
on unconjugated bilirubin levels, which is consistent with
the absence of a direct pathogenetic mechanism influencing
bilirubin glucuronidation. Accordingly, its use appears more
appropriate in the context of concomitant biliary pathology (e.g.,
biliary sludge or cholestasis) rather than as a primary therapeutic
strategy for correction of unconjugated hyperbilirubinemia in
Gilbert syndrome [11].

Key limitations of this model study include the short duration of
follow-up, absence of a placebo-controlled arm, and incomplete
control of dietary and behavioural factors potentially affecting
bilirubin levels (e.g., caloric intake, physical overexertion,
psychological stress). Additionally, the open-label design of the
study represents an important methodological limitation: given
that phenobarbital is well known for its sedative properties,
patients who were aware of their assigned treatment may have
differentially over-reported or under-reported somnolence
compared with those receiving other agents. This represents
a potential source of reporting bias in the assessment of this
subjective secondary endpoint. Future studies should consider
blinded or double-dummy designs to mitigate this risk. These
factors should be considered when interpreting the findings and
in the design of future, larger-scale, methodologically rigorous
clinical trials.

Conclusion.

Phenobarbital therapy in patients with Gilbert syndrome
is associated with the most pronounced reduction in total
and unconjugated bilirubin compared with alternative
pharmacological strategies, reflecting the greatest effect size.
However, its use is accompanied by a higher frequency of
sedative adverse events, particularly somnolence, which may
limit clinical applicability in certain patient populations.
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Flumecinol provides clinically meaningful reduction of
hyperbilirubinemia with a more favourable tolerability profile
relative to phenobarbital. Considering the balance between
efficacy and safety, flumecinol may be regarded as a rational
alternative to barbiturates in patients with contraindications or
intolerance to sedative effects.

Ursodeoxycholic acid exerts only a modest influence on
unconjugated hyperbilirubinemia and does not represent an
optimal pathogenetically targeted therapy for Gilbert syndrome.
Its clinical use appears more justified in the presence of
concomitant biliary dysfunction or cholestatic components
rather than as a primary strategy for bilirubin reduction in this
population.
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