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Introduction: Neonatal jaundice is one of the most common conditions in the neonatal period
and is primarily caused by elevated levels of unconjugated bilirubin. Although usually benign,
prolonged unconjugated hyperbilirubinemia may increase parental anxiety, healthcare costs,
and the risk of neurotoxic complications, highlighting the need for effective and safe
therapeutic interventions. This study aimed to evaluate the therapeutic effect of clofibrate on
prolonged unconjugated jaundice in term neonates.

Materials & Methods: This randomized clinical trial was conducted on 152 term neonates
diagnosed with prolonged unconjugated hyperbilirubinemia who were referred to the pediatric
outpatient clinic of Imam Khomeini Hospital, llam, Iran, between October 2024 and
September 2025. Participants were randomly assigned to intervention and control groups. The
intervention group received a single oral dose of clofibrate (50 mg/kg) in addition to standard
care, while the control group received standard treatment alone. Total serum bilirubin levels
were measured on days 1, 3, and 7. Data were analyzed using SPSS version 27. Independent
t-test and repeated measures analysis of variance were applied, and a p-value < 0.05 was
considered statistically significant.

Results: The mean serum bilirubin level on day 1 was 11.4 +2.1 mg/dL in the intervention
group and 13.6 +2.5 mg/dL in the control group. Following treatment, mean bilirubin levels
decreased to 7.5 +1.8 mg/dL and 10.7 £2.1 mg/dL on day 3, and to 4.0 +1.6 mg/dL and 9.0
+1.8 mg/dL on day 7 in the intervention and control groups, respectively. The reduction in
serum bilirubin levels was significantly greater in the clofibrate group compared with the
control group (p < 0.001). No adverse effects were observed in either group.

Conclusion: A single oral dose of clofibrate at 50 mg/kg appears to be a safe and effective
adjunctive therapy for reducing serum bilirubin levels and accelerating recovery in term
neonates with prolonged unconjugated jaundice.
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Introduction

problems, bilirubin levels remain high an
extended period, leading to prolong jaundice,

Jaundice is one of the most common
clinical manifestations in newborns, affecting
about two-thirds of term infants and nearly all
preterm infants in the early days of life (1).
Jaundice is caused by the depaosition of bilirubin
in body tissues, particularly the skin and the
whites of the eyes, and is usually the result of
increased production or decreased excretion of
non-conjugated bilirubin (2). In some newborns
due to liver enzyme deficiency or nutritional

which is primarily associated with breastfeeding
(3). Phototherapy is standard treatment for
prolonged jaundice, as it converts bilirubin into
water-soluble isomers, facilitating its excretion
from the and preventing severe complications
(4). Nevertheless, the need for prolonged
hospitalization high costs, and parental concern
made the use of adjunctive, including blood
exchange, an option (4). Clofibrate is a fibrate
drug typically used to treat hyperlipidemia in
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adults (5). However, studies have shown that it
can the activity of glucuronyltransferase
enzyme in the liver by stimulating nuclear
PPAR-a, thereby the conjugation of non-
bilirubin (4). Clofibrate effectively reduces total
serum bilirubin in short-term use and can even
have a promising effect in infants at a dose of 25
ma/kg (5). Given its suitable half-life, a single
dose of clofibrate is sufficient, and there is no
need for treatment or prolonged hospitalization
(3-5). This study aimed to evaluate the
therapeutic effect of clofibrate on prolonged
unconjugated jaundice in term neonates.

Methods

This randomized clinical trial was
conducted on 152 term neonates diagnosed with
prolonged unconjugated hyperbilirubinemia
who were referred to the pediatric outpatient
clinic of Imam Khomeini Hospital, llam, Iran,
between October 2024 and September 2025.
Participants were randomly assigned to
intervention and control groups. The
intervention group received a single oral dose of
clofibrate (50 mg/kg) in addition to standard
care, while the control group received standard
treatment alone. Total serum bilirubin levels
were measured on days 1, 3, and 7. Data were
analyzed using SPSS version 27. Independent t-
test and repeated measures analysis of variance
were applied, and a p-value < 0.05 was
considered statistically significant.

Results

The mean serum bilirubin level on day 1
was 11.4 £2.1 mg/dL in the intervention group
and 13.6 +2.5 mg/dL in the control group.
Following treatment, mean bilirubin levels
decreased to 7.5 +1.8 mg/dL and 10.7 2.1
mg/dL on day 3, and to 4.0 £1.6 mg/dL and 9.0
+1.8 mg/dL on day 7 in the intervention and
control groups, respectively. The reduction in
serum bilirubin levels was significantly greater
in the clofibrate group compared with the
control group (p < 0.001). No adverse effects
were observed in either group.

Conclusion

A single oral dose of clofibrate at 50
mg/kg appears to be a safe and effective
adjunctive therapy for reducing serum bilirubin
levels and accelerating recovery in term
neonates with  prolonged unconjugated
jaundice.
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