Interesting case (Niemann Pick type C)

A 3 years old boy presented with hepatosplenomegaly
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Un@d 1aifi 14 laidy mansasraneiol §iiAns CBC: Het 37%, WBC 11,600, Platelet 440,000
x10%/cumm, LFT: AST 260, ALT 46, ALP 419 U/L, TB 8.5, DB 5.1 mg/dL, INR 0.95
WanN139379 congenital infection (CMV, Toxoplasmosis, Herpes, Rubella): unremarkable
Anti HBc IgM : negative, Anti HAV IgM : negative, EBV IgM : negative, NH; 90 umol/L
AFP >100,000 ng/mL, ultrasound abdomen: hepatosplenomegaly
DISIDA scan: normal bile excretion into duodenum
019 3 10U é’ﬂaﬂgﬂdaﬁammamﬁmﬁuﬁ IN. IWTUA AFIITWNMEN abdomen: liver 7 cm

BRCM, spleen 7 cm BLCM, left axillary lymph nodes enlargement 1.5 cm x 2nodes
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CBC: Hb 11.6 g/dL, Het 36%, WBC 10,900, platelet 388,000 x10*/cumm, INR 0.97

LFT: AST 263, ALT 73, ALP 369, GGT 575 U/L, TB 4.6, DB 2.3 mg/dL albumin 38.7 g/L
AFP 46,088 ng/mL, TSH 7.9, T4 12.5 ng/dL

Urine reducing substance: negative

Urine succinyl acetone: negative

Urine organic acid: normal profile, plasma amino acid: normal profile

Nﬁ@i’)fﬂé) m‘f@ @1 (liver biopsy) W1 neonatal hepatitis with focal giant cell transformation
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$AY1A18 UDCA 15 mg/kg/day, fat soluble vitamin wagly 1soniazid, rifampicin, ethambutol
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A3I9T1IMEL:

BW 16.5 kg (P90), height 95 cm (P75)

Vital sign: BT 36.9° ¢ PR 90 bpm RR 20 /min BP 85/50 mmHg

GA: active, no dysmorphic feature

HEENT: anicteric sclerae, no pale conjunctivae, no palpable lymph nodes

CVS & RS: within normal limit

Abdomen: soft, liver 4 cm BCM, liver span 11 cm, spleen 4 cm BCM, no ascites

Neuro: mild hypotonia, equal movement all extremities




Initial investigations:
CBC: Hb 12.3 g/dL, Het 35.3%, WBC 7,000 (N 28%, L 62 %), Platelet 373,000 x10°/cumm
PT 12 sec, INR 1.02
Liver function test: AST 101, ALT 36, ALP 193, GGT 19 U/L, TB 0.3, DB 0.1 mg/dL,

albumin 42 g/L

Problem lists:

- Hepatosplenomegaly since age 2 months
- History of neonatal cholestasis

- Hypotonia with global developmental delay (delayed speech and motor function)

Differential diagnoses:
1. Storage disorders : Lysosomal storage disease
(Niemann-Pick disease, Gaucher disease, cholesteryl ester storage disease)
2. Hemophagocytic lymphohistiocytosis
3. Portal hypertension (congenital hepatic fibrosis, other liver disease)

4. Chronic infection ex. HIV, TB

Further investigations:

- Ultrasound abdomen: hepatosplenomegaly without space occupying lesion
- NH; 28 umol/L
- Lactate 1.6 mmol/L
- Uricacid 5.4 mg/dL
- Eye examination: normal, no cherry red spot
- Enzyme activity
O Beta — Glucosidase: 7.52 (> 1.8 uM/hr)
O Sphingomyelinase: 1.98 (> 0.5 uM/hr)

O Chitriosidase: 124.30 (< 109.9 nmol/ml)




Liver histology:

(H&E, 400x) Inconspicuous and easily overlooked

vacuolated hypertrophied Kupffer cells

(PAS, 400x) The pale vacuolated hypertrophied Kupffer
cells (circle) stand out in sharp contrast to the glycogen-

containing hepatocytes

(PAS with diastase, 400x) The secondary lysosomes

and lipid in the Kupffer cells are highlighted by PAS-D

(EM) Whorled lysosomal inclusion containing
sphingomyelin. The inclusions are formed by concentrically

or lamellar membranous structure alternate with clear zone




Exome sequencing for NPC1: Compatible with Niemann-Pick type C (compound heterozygous)




Discussion:
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Diagnosis: Infantile onset Niemann-Pick disease type C (compound heterozygous)
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Niemann-Pick type C
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