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Refractory diffuse podocytopathy
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Implication for health policy/practice/research/medical education:

This case illustrates the clinical course, diagnostic challenge and management difficulties associated
with adult-onset severe nephrotic syndrome secondary to diffuse podocytopathy, with needs for
bilateral nephrectomy as a last resource of therapeutic measure.
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e present the case of a 25-year-old Caucasian

male evaluated for nephrotic syndrome

(NS). Three-years ago he was diagnosed with
antiphospholipid syndrome (APS) after an unprovoked
deep-vein  thrombosis. Immunologic-markers  were
compatible with APS and systemic lupus erythematosus
[ANA 1/1280 homogeneous-pattern, anti-dsDNA (Feia);
25Ul/mL, anti-C1q;23.6 Ul/mLand normal complement
levels]. At the time he presented with microscopic
hematuria (2-5 RBC/HPF) with no proteinuria; while
renal function was normal. Since then, he has been on
warfarin and had no new thrombotic event. The patient
has no known family history of autoimmune nor renal
disease. He presented with one-month progressive facial
and peripheral edema and fatigue. He denied respiratory
or urinary complaints, arthralgia or rash. Urine output
was preserved. The patient had intermittent use of non-
steroidal anti-inflammatory drugs (NSAIDs) for recurring
headaches and denied drugs or alcohol consumption.
At presentation he weighed 78 kg (significant increase
during three months), had decreasing murmur at lung-
bases and evidence of anasarca with laboratory evidence
of NS (albumin 2.0 g/dL, total-cholesterol 405 mg/
dL and triglycerides 317 mg/dL) and severe proteinuria
(24-hour urine = 40 g/d). His urine showed microscopic
hematuria, granular and lipid-casts with oval-fat bodies.
Renal-ultrasound  showed symmetric normal-sized
heterogeneous kidneys with loss of cortico-medullary
transition with no evidence of hydronephrosis. Abdominal-
CT angiogram showed no evidence of thrombosis.

Repeat immunology showed positive ANA 1/320 with
a fine- speckled pattern, normal C3 and C4, negative
anti-dsDNA and Clq, and positive anti-Sm (62 U/mL).
He was started on low-sodium diet, angiotensin-converting
enzyme inhibitor and high-dose corticosteroids with
the presumptive diagnosis of NSAID’s related minimal-
change disease. After a month of refractory therapy with
associated worsening renal function, he was submitted to
percutaneous renal biopsy. Biopsy was representative with
fourteenglomeruliwith tenuous mesangial hypercellularity.
Interstitium showed no inflammatory infiltrate nor fibrosis
and vascular structures were preserved. Renal tubules
had changes compatible with acute tubular necrosis.
Immunofluorescence (albumin, C3, C4, Clq, IgA, IgG
and IgM) revealed granular deposits at the mesangium
and tubular cytoplasm exclusive for C3. Electron
microscopy showed diffuse foot process effacement
and occasional mesangial deposits. Reticular aggregates
were observed. Complement and podocytopathies
genetic study did not identify any alteration.
The patient presented a protracted course refractory
to multiple immunosuppressive therapies consisting of
two months of high-dose corticotherapy, one month
mycophenolate mofetil (1 g twice daily), rituximab (1000
mg, 2 doses) and cyclosporine for approximately 20 days.
Then hemofiltration was conducted with the intent of
reducing residual diuresis, which was accompanied by
a significant improvement of weight and edemas (from
a maximum of 90 kg to 67 kg), however proteinuria
continued (>30 g/d). He also incurred in a cycle of
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gentamicin with the same purpose, suspended after fifteen
days due to vestibular-syndrome. As a last solution he was
submitted to bilateral laparoscopic-nephrectomy and
integrated on a regular hemodialysis program. The renal
biopsy (Figure 1) of the nephrectomy showed a pattern
consistent with diffuse and segmental glomerulosclerosis,
mainly in the corticomedullary junction.

Up to 10% of adults with minimal-change disease
appear to be glucocorticoid-resistant. This is most
often due to insufficient glucocorticoid therapy (less
than 16 weeks) or incorrect diagnosis (focal segmental
glomerulosclerosis that is missed by sampling-error, or
one of the variants of idiopathic NS other than focal
segmental glomerulosclerosis) (1-6). We classified this
case as a refractory diffuse podocytopathy. Nephrectomy
is a last resort. There are multiple options such as chemical
(NSAIDs, gentamicin), embolization and surgery. The
prothrombotic-risk associated with post-embolization
inflammatory reaction in a patient with APS made us
opt for a surgical approach (7,8). He is a candidate for
transplantation, taking into account the risk associated

with primary FSGS relapse (9).
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