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Lysosomal acid lipase deficiency (LAL-D) is a rare
lysosomal storage disease. Milder forms in adolescents and
young adults frequently go undiagnosed for prolonged
periods. These patients frequently present with progressive
fatty liver disease, enlarged spleen, atherogenic dyslipidemia
and premature atherosclerosis [1].

We present the case of an 18-year old female investigated
for hepatosplenomegaly for more than 5 years in different
medical centres. She had normal body weight and persistent
high levels of transaminases, associated with high levels of
cholesterol. Viral hepatitis, autoimmune hepatitis, Wilson
disease and juvenile hemochromatosis had been previously
excluded by serological tests. On ultrasound the liver
parenchyma was hyperechoic with small hyperechoic dots,
distributed in both lobes, so called “starry sky liver” (Fig. 1).
The spleen was enlarged and homogeneous. There were no
signs of portal hypertension. Liver biopsy detected hepatocytes
with micro-vesicular steatosis, clusters of foamy histiocytes
with light tan-coloured cytoplasm and pyknotic nuclei (Fig.
2, H&E 400X) within the sinusoids and portal tracts. The
foamy macrophages contained cholesterol and/or cholesterol
esters, depicted by Oil Red staining (Fig. 3, 400x). This aspect
was suggestive of LAL-D, further confirmed by serological
enzymatic test (acid lipase activity less than 0.02 nmol/punch/
hour). The genetic testing for mutations in LIPA gene detected
the presence of a heterozygous pathogenic variant: ¢.894G>A
(p-GIn298GlIn) and another classified as likely pathogenic:
C.309C>A (p.Ser103Arg).

According to all guidelines, even though it is rare, LAL-D
should be considered in lean young adults with non-alcoholic

fatty liver disease with micro-vesicular steatosis on liver biopsy
[2]. For clinicians, before liver biopsy, the ultrasound peculiar
aspect of “starry sky liver” on increased liver echogenicity
should be a “red flag” to consider LAL-D. The “starry sky
appearance” is frequently associated with acute hepatitis,
but with poor sensitivity and specificity [3]. In LAL-D on a
hyperechoic texture of liver parenchyma, the bright dots might
be explained by the clusters of foamy macrophages within the
portal tracts. This is the first Romanian reported case of LAL-D.
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