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A case of Denys-Drash syndrome with prophylactic bilateral nephrectomy
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Denys-Drash syndrome is a rare disorder consisting of pseudohermaphrodism, Wilms’ tumor and
nephropathy. We describe here a boy with severe hypospadias and undescended testes, who presented with
end-stage renal failure at the age of | year and 8§ months when he was referred to our hospital. Emergency
hemodialysis was performed because of oliguria, edema and severe hypertension, and then peritoneal
dialysis was started. The findings of the renal biopsy showed diffuse mesangial sclerosis, consistent with
the characteristic change in Denys-Drash syndrome. The analysis of WT1 gene revealed a G-to-A point
mutation at 1,186 resulting in a change from Asp to Asn at 396 in exon 9. Since he had no urine output
and his kidneys were not functional and in addition, patients with this mutation have been reported to
have a high risk of Wilms’ tumor, bilateral nephrectomy was performed. The removed kidneys showed no
malignancies. Since Denys-Drash syndrome is frequently associated with Wilms’ tumor, renal biopsy and
gene analysis should be performed on male patients with gonadal anomaly, such as hypospadias and/or

undescended testes, and proteinuria.
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Table 1. Laboratory findings

Peripheral blood Blood chemistries

WBC 19,200/mm? Na 139 mEq//
RBC 374X 10 4/mm? K 5.9 mEq/!
Hb 8.4.g/dl Cl 100 mEq//
Ht 26.3% BUN 103. 1 mg/dl
Plt 19.4X10¢/mm? Cr 9.07 mg/d!/
Urinalysis GOT 311U/
pH 6.0 GPT 161U/1
SG |.021 ALP 596 1U/1
prot (+3) TP 5.0g/d/
glu (+3) Alb 2.7g/dl
£MG 26,390 ug/! Ca 8.3 mg/d/
urine volume 22 m//day P 8.9 mg/d/
MG 35.18 mg/!

T. Chol 385 mg/d/

Severe hypospadias is shown.

Fig.1. Gonadal anomaly of the case
Severe hypospadias is shown.
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Fig.2. Histopathological findings of renal biopsy
(PAS, X 100)
Almost all glomeruli show mesangial sclerosis. Some glomeruli
show segmental sclerosis. Some tubules are collapsed, some
are dilated with PAS-positive materials.
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Fig. 3. Histopathological findings of the righ
(PAS, X 200)

All glomeruli show global sclerosis. There is severe interstitial

infiltration.
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Fig. 4. Histopathological findings of the left kidney
(PAS, X 400)

All glomeruli are collapsed. There is severe interstitial infiltra-

tion. There is no tubular formation.
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Table 2. List of WT-1 mutations of Denys-Drash
syndrome associated with Wilms’ tumor

Wilms’

Exon Mutation Event tumor References
3 C663G Y221X bilat. 7
6 821insG FR-Stop bilat. 8
6 827delA FR-Stop unilat. 7
int. 6 897+ Ilg—c splicing & unilat. Il
FR-Stop
8 G1064A C355Y unilat. 12, 13
8 T1078G C360G unilat. 14
8 C1084T R362X bilat. 14, 15
8 GI097A R366H unilat. 8
8 Al130G H377R unilat. 16
9 CI180T R394W bilat. 4, 6,8, 13,
unilat. 14, 15, 16, 17)
9 GlI8IC R394P unilat. 17
9 GIl186A D396N bilat. 4,8, 14, 16
unilat.
9 T1993C L398P unilat. 5
9 Cl201T H401Y unilat. 18

FR : frame shift, bilat. :
unilat. : unilateral

bilateral,
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