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Abstract

Progressive familial intrahepatic cholestasis (PFIC) is a group of liver disorders that manifest in early childhood with cholestasis and
pruritus resulting progressively in liver failure. We present a case of a 3-year-old boy with advanced PFIC from refractory pruritus. In
order to offer an effective treatment of pruritus, our patient underwent ileal bypass and after a 2-month period free of symptoms, unex-
pectedly relapsed after a Rota viral infection. Finally, the child underwent orthotopic liver transplantation. Patients with advanced PFIC

do not seem to benefit from nontransplant invasive interventions regarding the relief of pruritus.
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INTRODUCTION

PFIC is a group of liver disorders inherited in an autoso-
mal dominant pattern which become manifest in early
childhood with cholestasis, pruritus, increased serum bile
acids, and usually normal gamma-glutamyl transpepti-
dase, resulting progressively in liver fibrosis, cirrhosis and
failure.!!! The current management of PFIC includes med-
ical treatment with ursodeoxycholic acid and multiple an-
ti-pruritic drugs and endoscopic or surgical interventions,
such as NBD, partial external biliary diversion (PEBD) and
ileal bypass (IB).*”7] In cases when medical and surgical
treatment fails, the patients undergo liver transplantation.

CASE REPORT

A 15-month-old previously healthy boy presented with
jaundice, pruritus, passage of pale-colored feces, and dark
urine. The physical examination revealed yellowish pig-
mentation of the skin and sclera of eye, multiple scratches
on his face and trunk and hepatomegaly. Blood biochemis-
try tests revealed direct hyperbilirubinemia with serum bili-
rubin 4.53 mg/dl, aspartate transaminase 114 IU/L, alanine
aminotransferase 123 IU/L, alkaline phosphatase 521 U/L,
while gamma-glutamyl transpeptidase was normal. The ab-
dominal ultrasound examination showed no pathological
findings.
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Furthermore, he underwent extensive laboratory met-
abolic, serological, and immunological tests, which were
within normal limits. Moreover, alfa 1 antitrypsin levels and
phenotype were normal. The concentration of bile acids was
very high (326.5 umol/L). The boy underwent a liver elas-
tography, which revealed severe fibrosis (F2-3 METAVIR),
and liver biopsy, which demonstrated intrahepatic cholesta-
sis and minimal portal and peri-centrivenular fibrosis. Liver
molecular genetics test detected MYO5B variants associated
with autosomal microvillus inclusion disease and cholestasis.
Finally, the biopsy of small intestine did not reveal any ab-
normal findings.

Subsequent to appropriate medical evaluation of the
patient’s clinical presentation and the results of the laborato-
ry, radiological, pathological, and genetic tests the child was
considered to have progressive familial intrahepatic cholesta-
sis (PFIC).

The initial treatment included administration of ursode-
oxycholic acid, phenobarbital, medium-chain triglycer-
ide-enriched formula, and fat-soluble vitamins. During a fol-
low-up period of 1 year, the patient recovered gradually from
the jaundice, liver function tests became normal and the con-
centration of bile acids fell significantly (23.86 umol/L). On
the other hand, pruritus did not improve and the addition-
al prescription of rifampicin, ondasentron, naltrexone, and
prednilozone was ineffective. As a result, the patient suffered
from severe itching that interfered with daytime and night-
time activities with abrasions.

As the medical therapy was unsuccessful regarding the
pruritus relief, endoscopic nasobiliary drainage (NBD) was
attempted and a 6-F nasobiliary drain was placed in the
common bile duct after sphincterotomy. Unfortunately, after
18 hours the catheter was pulled out accidentally and this
method was rejected because of low compliance of the parents
with the medical instructions about the care of catheter. After
2 months, the child underwent ileal bypass (IB). More spe-
cifically, 45 cm of the terminal ileum were excluded and an
ileo-colic anastomosis in a distance of 5 cm from the ileocecal
valve was created. There were no post-operative complica-
tions and the pruritus improved rapidly.

The child was free of symptoms, but after 2 months, when
he was re-admitted to the hospital because of a Rota viral
infection, pruritus relapsed and the serum bile concentration
began to rise again. After two years, the boy underwent ot-
thotopic liver transplantation; his symptoms resolved, and he
is now being closely followed up by the team at the transplan-
tation center.

DISCUSSION

For patients with persistent pruritus despite medical thera-
py, invasive treatment options have been suggested, aiming
to the reduction of the hepatic and systemic concentration
of bile acids. NBD has been proven effective, but in our case
it failed, as the child was too young and the parents were
not careful regarding the care of catheter.*®! PEBD is an-

other treatment option, which improves pruritus by inter-
rupting the enterohepatic circulation and reducing the bile
acid pool, but it has carries the disadvantage of a permanent
stoma and its care.[>®%1% In our case, we rejected this meth-
od to avoid causing damage in the liver anatomic region be-
cause of the high possibility of future transplantation.

In order to offer an effective treatment of pruritus, our
patient underwent IB, as it is safe, with low post-operative
complication rate, encouraging results and inhibits the in-
testinal re-absorption of bile acids, without the creation of
external biliary fistula.l”1%] After the procedure, our patient
was asymptomatic, but then unexpectedly relapsed after a
Rota viral infection. As result, pruritus recurred, indicating
IB procedure failed to eliminate bile acids, probably be-
cause of the gradual adaptation of the remaining ileum or
the advanced disease of the child, but it is remarkable the
sudden and unexplained onset of pruritus after the treat-
ment of gastroenteritis.

Patients with mild PFIC seem to benefit from nontrans-
plant invasive interventions regarding the relief of pruri-
tus.[112) In our case, the child with advanced PFIC did not
respond to surgical treatment with IB and was transplant-
ed. Perhaps, earlier in the course of the disease, a bypass of
a different length of intestine could lead to a better outcome
and prevent or delay the liver transplantation.
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Pe3tome

ITporpeccupyromuimit ceMeliHblil BHy TpunedéHounblil xonecras (IICBX) npexncrasiaer co6oii rpymiy 3aboneBaHmil Ie4yeHy, KOTOpbIe
IIPOAB/IAIOTCA B PpaHHEM [ETCTBE XOECTA30M I 3YIOM, NPUBOAAINMMUI K Hporpeccmpylomeﬂ TIeYEHOYHOM HEIOCTATOYHOCTH. Mpr
IIpeCTaB/IsIeM CTydail 3-IeTHeTo MambunKa ¢ mporpeccupyomum [ICBX 13-3a pedpaxreproro syga. Yro6sr npenmoxuts 3¢ dekTns-
HOE€ JIeYeHe 3y/a, HallleMy MalMeHTy 6b1710 [IPOBE/IEHO UIYHTUPOBAHME MOAB3IOIIHON KMIIKH, ¥ IIOC/IE 2-MeCAIHOTO 6€eCCUMIITOMHO-
IO IIepMOfia Y HEro HeO>KUJJAHHO Pa3BUICA pelyanB poTaBupycHoii nndexiym. Hakonel, pe6€HKy Obla BLIIIOTHEHA OPTOTOIMYECKAs
TPpaHCIUVIAHTalVA IIE€YEHIL. HaLU/[eHTI)I C IIPOrpeCcCcnpyrommnm HCBX, IIO-BUAVMOMY, HE IIOTY4aIOT IT0/Ib3bI OT HETPAHCIVIAHTALIMIOHHDBIX
VHBA3MBHBIX BMEHUIATEIbCTB B OTHOIICHUN 06TI€I“‘I€HI/IH 3ypa.
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