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- accumulation. Substrate Reduction Therapy (SRT) refers to Inhibition of
Introduction substrate synthesis to decrease substrate accumulation. Hematopoietic Stem
Cell Transplantation (HSCT) is for allogeneic transplantation of hematopoietic
Hepatomegaly and splenomegaly are common clinical manifestations stem cells to restore enzyme activity and halt disease progression. Gene
encountered in medical practice. However, when these findings present in ~ Therapy emerging therapeutic approach involving the transfer of functional
combination, they can often be indicative of underlying Lysosomal Storage ~ genes to correct underlying genetic defects. Symptomatic management of
Diseases (LSDs). LSDs are a group of inherited metabolic disorders complications such as organ dysfunction, skeletal deformities and neurological
characterized by the accumulation of undegraded substrates within impairment [4].
lysosomes, leading to multi-organ dysfunction. This article aims to provide an
approach to the diagnosis of LSDs in patients presenting with hepatomegaly
and splenomegaly, highlighting key clinical features, diagnostic modalities, and
management strategies. Lysosomal Storage Diseases (LSDs) are a diverse
group of genetic disorders characterized by defects in lysosomal function,
resulting in the accumulation of ungraded substrates within lysosomes.
Hepatomegaly (enlargement of the liver) and splenomegaly (enlargement of
the spleen) are common clinical findings in many LSDs due to the involvement
of these organs in the storage and metabolism of macromolecules. Early
recognition and diagnosis of LSDs are essential for implementing appropriate
management strategies and improving patient outcomes [1].

Imaging modalities such as ultrasonography, Computed Tomography
(CT), or magnetic resonance imaging (MRI) of the abdomen can aid in the
visualization and assessment of hepatosplenomegaly. These imaging studies
can help determine the extent of organ enlargement and identify associated
complications such as hepatic or splenic nodules. Radiographic evaluation of
skeletal abnormalities may also be warranted to identify characteristic bone
lesions associated with certain LSDs. Confirmatory diagnosis of LSDs often
relies on genetic testing to identify specific mutations associated with the
disorder. Next-generation sequencing techniques allow for the simultaneous
analysis of multiple genes, facilitating the identification of causative mutations
in patients with suspected LSDs. Genetic testing can confirm the diagnosis,
guide genetic counseling, and inform treatment decisions, particularly in cases
Descri ption where enzyme replacement therapy or substrate reduction therapy is available [5].

. Pgtients with LSDs often present with awide range of clinical manifestations, Conc|usi0n
including hepatomegaly, splenomegaly, developmental delay, skeletal
abnormalities, neurological symptoms,_and organ dysfunction._Hepatome_galy In summary, hepatomegaly and splenomegaly are common clinical
and splenomegaly may be present at birth or develop progressively over time.  apiestations of lysosomal storage diseases. A systematic approach to
Other features such as growth retardation, facial dysmorphism, coarse facial  giggnosis, including a detailed clinical history, physical examination, laboratory
features, and joint stiffness may also be observed depending on the specific  jnyestigations, imaging studies, and genetic testing, is essential for accurate
LSD. Detailed medical history, including family history of consanguinity o igentification of these disorders. Early diagnosis is critical as it can lead to
affected siblings [2]. timely initiation of appropriate management strategies, including enzyme
Physical examination focusing on hepatosplenomegaly, dimorphic replacement the';rapy,'substrate”redl'Jctioq therapy, or hgmatopoigtic stgm
features, skeletal abnormalities and neurological deficits. Serum enzyme  Cell transplantation, aimed at mitigating disease progression and improving
assays: Measurement of lysosomal enzyme activity in leukocytes, fibroblasts, ~ Patient outcomes. Collaboration among multidisciplinary healthcare teams,
or serum. Urinary Glycosaminoglycan (GAG) levels, plasma amino acids, mcludmg pediatricians, genehmsts, hepelltologlst.s, and hematologlsts, '|s
and specific biomarkers for individual LSDs. Ultrasonography is useful for vital for the comprehensive care of patients with LSDs presenting with
assessing hepatosplenomegaly and detecting structural abnormalities. hepatosplenomegaly.
Magnetic Resonance Imaging (MRI) or Computed Tomography (CT)
provides detailed visualization of organ involvement and evaluation of CNS Acknowledgement
manifestations. Biopsy of affected tissues (e.g., liver, spleen) for histological
analysis and demonstration of substrate accumulation within lysosomes [3]. None.
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