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1. Introduction
Crigler-Najjar Syndrome (CNS) is a rare, autosomal recessive disorder of bilirubin metabolism caused by a deficiency in the Uridine Diphosphate Glucuronosyltransferase 1A1 (UGT1A1) enzyme.This leads to unconjugated hyperbilirubinemia.Type II (Arias Syndrome) is the less severe form, characterized by partial UGT1A1 activity, moderate hyperbilirubinemia, and a significant therapeutic response to phenobarbital. We present a rare case of CNS Type II diagnosed in a young adult with persistently high unconjugated bilirubin, co-existing with Non- Alcoholic Fatty Liver Disease (NAFLD).
2. Case Presentation
A 28-year-old male, a marble polish worker, presented with yellowish discoloration of the eyes for one year and epigastric pain for one week.
· Jaundice History: Gradual in onset, progressively worsening, and uncomplicated (no associated fatigue, fever, itching, or weight loss). Stool was pale yellow, and urine was dark yellow.
· Pain History: Epigastric pain was colicky, non-radiating, aggravated by food intake, and relieved by analgesics.
· Past/Family History: Multiple prior OPD visits for the same complaint of jaundice. Family history noted a second-degree relative (cousin) with jaundice and a consanguineous marriage.
· Physical Exam: Jaundice was positive. Vitals were stable. No pallor, lymphadenopathy, or stigmata of Chronic Liver Disease (CLD) were noted.
3. Initial Investigations
The initial workup focused on ruling out common causes of jaundice (hemolysis, viral hepatitis, and obstruction).
	Parameter
	Intial labs
(24/12/2024)
	Normal Range
	Finding

	Total Bilirubin
	16.2 mg/dL
	0.1 – 1.0 mg/dL
	Markedly Elevated

	Indirect Bilirubin
	15.5 mg/dL
	0.2 – 0.8 mg/dL
	Isolated Unconjugated
Hyperbilirubinemia

	SGPT (ALT)
	56 IU/L
	 up to 41 IU/L
	Mildly Elevated




	SGOT (AST)
	60 IU/L
	 up to 34 IU/L
	Mildly Elevated

	ALP / GGT
	Normal
	Normal
	Normal

	PT / INR
	Normal
	Normal
	Normal Synthetic Function

	Reticulocyte Count
	1.4%
	0.5 – 2.5%
	No Hemolysis

	Viral Markers
	HBsAg, HCV Ab, HAV/HEV IgM: Non-
Reactive
	Non-Reactive
	No Acute Viral Hepatitis

	Imaging (US/MRCP)
	Cholelithiasis
(gallstones), CBD Not Dilated
	Normal
	No Obstructive Jaundice


4. Differential Diagnosis & Phenobarbital Challenge
The diagnosis was narrowed to a congenital unconjugated hyperbilirubinemia syndrome (Gilbert's vs. CNS Type II).
Phenobarbital Challenge Test
The patient was administered Phenobarbital 90 mg/day for two weeks.
	Bilirubin Levels
	Before Phenobarbital
	After Phenobarbital (2 weeks)

	Total Bilirubin
	19.2 mg/dL
	10.90 mg/dL

	Indirect Bilirubin
	18.70 mg/dL
	10.50 mg/dL

	Reduction
	-
	 43%


· The 43%reduction confirms the diagnosis of Criglar-Najjar Syndrome type II
Liver Biopsy Findings
Liver biopsy was performed to investigate the cause of the mild elevation in transaminases (ALT/AST) and suggested features of Non-Alcoholic Steatohepatitis (NASH) with an activity score of 4/8.
5. Conclusion
· Diagnostic Confirmation: This case highlights the critical importance of the
Phenobarbital Challenge Test in definitively distinguishing CNS Type II (significant response) from Gilbert's Syndrome (minimal/no response).
· Clinical Co-existence: The presentation represents a rare instance of a chronic genetic metabolic disorder (CNS Type II) co-existing with the common liver pathology of NAFLD, complicating the initial interpretation of liver enzyme results.
· Prognosis: Early and confirmed diagnosis allows for effective management with lifelong Phenobarbital therapy, leading to a favorable long-term prognosis for CNS Type II.
