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Dear Editor,

More than 58 monogenic variants have been associated 
with steroid-resistant nephrotic syndrome (SRNS).1 This is 
a novel case of SRNS linked to PKHD1 and ARSA variations.

A 2-year-old male presented with persistent generalized 
swelling for 3 months and regression of developmental 
milestones at one year of age. The child was born to non-
consanguineous parents and had severe acute malnutrition 
along with nephrotic-range proteinuria. Six weeks of 
daily steroids showed no remission. Sanger sequencing 
confirmed heterozygous variants on exons 66 and 2 of 
PKHD1 and ARSA genes, respectively [Figure 1]. It is 
difficult to attribute causality between our findings and 
the clinical presentation. No abnormalities were found in 
auditory, ophthalmologic, or family screening. The child 
was prescribed tacrolimus and ACE inhibitor and is in 

Metachromatic Leukodystrophy and Infantile Onset Nephrotic Syndrome: A Rare 
Confluence

complete remission with height and weight gain after 4 
months.

Metachromatic leukodystrophy (MLD) caused by ARSA 
mutations, is a lysosomal storage disorder characterized by 
sulfatide accumulation. Although rare, sulfatide deposition 
in glomerular podocytes can disrupt filtration and protein 
homeostasis.2 Podocytes, highly sensitive to lysosomal 
dysfunction, may exhibit structural and functional impairments 
in SRNS. Data on renal involvement in MLD remains limited 
with previous reports including two MLD cases with renal 
tubular acidosis (proximal in 1978, distal in 2024).3,4

This case expands MLD's phenotypic spectrum, linking 
it to SRNS and highlighting the role of advanced genetic 
diagnostics in rare etiologies. It underscores the need for 
further research into the pathophysiological mechanisms 
linking MLD and renal dysfunction.

Figure 1: Sanger sequencing data (electropherogram) showing nucleotide change at chr22: c.257G>A, (p.Arg86GIn) in the ARSA gene. Red, 
green, black, and blue color peaks show thymine, adenine, guanine, and cytosine bases, respectively. The red box highlights the specific 
nucleotide change at chromosome 22: c.257G>A, which results in the amino acid substitution p.Arg86Gln in the ARSA gene.
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Dear Editor,

A 68-year-old diabetic male with 8-year dialysis vintage 
reported to the emergency room in March 2023, with 4 
days of pain in the left hypochondrium, radiating to the left 
shoulder (Kehr’s sign). He was anxious, had a BP of 100/70 
mm Hg and a pulse of 96 beats/min. Examination showed 
tenderness and guarding in the left hypochondrium. His 
hemoglobin was 9.6 g/dL, and total leucocyte and platelet 
counts were 13900/mm3 and 234000/mm3, respectively. 
Ultrasound suggested and CT confirmed class 3 tear 
(moderate-severe) with hematoma in the spleen [Figure 
1]. Other investigative work-up was negative. In view of 
hemodynamic stability, he was managed conservatively 
with bed rest, avoidance of anticoagulants (during 
hemodialysis), and anti-platelet drugs. Ambulation began 
after a week, and heparin was reintroduced. The patient 
made an uneventful recovery.

Conservatively Managed Spontaneous Splenic Rupture in a Hemodialysis Patient

Splenic tears usually occur due to road traffic accidents or 
trauma. Spontaneous splenic rupture (SSR) is rarely reported. 
Liu et al. found 8 SSR cases (3.2%) in a series of 251 cases 
of spleen rupture.1 While analyzing 848 SSR cases over 28 
years, Renzulli et al.2 found underlying neoplasm (30.3%), 
infections (27.3%), non-infectious causes (20.0%), and drug/
treatment-related (6.8%) causes as possible risk factors. 
Management included splenectomy in 84.1% of cases. As 
per the American Association for Surgery of Trauma (AAST) 
classification, our patient had moderate- severe injury.3

There are < 15 SSR reports in dialysis patients; all 
underwent splenectomy.4,5 There are no management 
guidelines for SSR. Our patient is the first case to be 
successfully managed conservatively. Uremic coagulopathy, 
anti-platelet drugs, and anticoagulants are possible 
risk factors in such patients.  This report conveys two 
messages. First, the SSR presentation in patients on dialysis 
can be subacute, and second, in hemodynamically stable 
patients, conservative management can be considered 
even in severe injury.
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Figure 1: Computed tomography scan showing a class 3 splenic tear with a 
hematoma.
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