
letters to the editor

745Nefrologia 2013;33(5):732-50

and high blood pressure. Haematuria is

the most common complication10 and

may cause obstructive renal dysfunc-

tion.

It is generally accepted that an AVF can

be reliably diagnosed by Doppler ultra-

sound.4 In our case, renal angiography

confirmed the AVF and pseudoa-

neurysm.

Treatment options for symptomatic

AVF range from total or partial

nephrectomy to selective embolisation

of the affected vessels. Nephrectomy

may be the only option in a case of se-

vere and uncontrollable acute haemor-

rhage. Arterial embolisation by catheter

has been carried out successfully in re-

cent years and the success rates are

around 88%.5,6

Selective embolisation is an effective

treatment for post-biopsy AVF.11-13 Its

interference with the renal parenchyma

is limited and it is less aggressive than

open surgery. As such, in our view, it

should be considered as the first choice

of treatment whenever the urgency of

these cases permits.
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To the Editor:

The association between membranous

nephropathy and solid organ tumours

is well known. In the case of

Hodgkin’s lymphoma (HL), the most

common histological type of renal in-

volvement is minimal change

glomerulonephritis followed by focal

segmental glomerulosclerosis.1 We re-

port the case of a patient with mem-

branous glomerulonephritis (MG)

who had been diagnosed five years

earlier with HL and was in complete

remission.

Our patient is a 50-year-old male with

no relevant medical history, who was

diagnosed, by biopsy of retroperi-

toneal adenopathy, with stage IV lym-

phocyte predominance HL with bone

marrow involvement in October 2005.

He was treated with polychemothera-

py, eight ABVD cycles with increased

partial response and consolidation ra-
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ously with HL or its recurrence, but

it may do so even a year before the

latter is detectable.3 In the present

case, HL was inactive at the time of

diagnosis, despite which we as-

sumed the existence of an aetiopath-

ogenic relationship between the

nephrotic syndrome MG and HL.

Cervera et al. and Gomez-Campderá

et al. described similar cases in

which MG appeared 30 to 18

months after HL was in complete re-

mission without evidence of recur-

rence.4

The HL-MG association aetiopatho-

genesis is not well defined, and ab-

normalities in T lymphocytes func-

tion and the overexpression of

proto-oncogenes in HL appear to

play an important role in the forma-

tion of immune complexes. These

abnormalities in the immune system

last for a long time despite HL be-

ing cured,1,5 which may predispose

these patients to diseases mediated

by T lymphocytes abnormalities.

MG treatment, when associated with

active or recurrent HL, is based on

combination chemotherapy of the

underlying disease (ABVD or

ABVD combined with COPP), with

a high cure rate in both processes,

as stated by Lien et al. in their re-

view of paraneoplastic glomeru-

lopathies.1 Since our case involved

HL that was in complete remission,

the patient was treated with conven-

tional therapy used in primary MG,

with a good response and complete

remission of symptoms.

In summary, MG is not only associ-

ated with solid organ tumours, but

also with haematological diseases,

although it is not the most common

form of renal involvement. The im-

munity of patients who have suf-

fered HL continues to be abnormal

for some time after its cure. In all

patients with a history of HL and

nephrotic syndrome, we should rule

out HL recurrence. This situation

will determine the treatment and

progression of the renal pathology.

diotherapy on the retroperitoneal

mass. In October 2006, a complete

response was observed by positron

emission tomography (PET) and

computerised tomography (CT).

The patient remained asymptomatic

until March 2010, when he devel-

oped complete clinical and bio-

chemical nephrotic syndrome with

proteinuria of 12g/day and normal

renal function. His immunological

profile was negative (antinuclear

antibodies [ANA] , anti-DNA, c and

p anti-neutrophil cytoplasmic anti-

bodies [ANCA], anti-GBM Ab, C3-

C4, hepatotropic virus and human

immunodeficiency virus serologies

negative, cryoglobulins negative,

immunoglobulins, blood and urine

electrophoresis). Renal biopsy

showed 13 glomeruli with slight

mesangial matrix expansion, with-

out interstitial or vascular abnor-

malities, with immunofluorescence

positive for IgG with a granular pat-

tern and weakly positive for C3; the

electron microscope study displayed

subepithelial electron dense de-

posits, consistent with stage 1 MG.

Given this diagnosis, secondary

causes of MG and HL recurrence

were ruled out by additional studies

(CT of the chest, abdomen and

pelvis, PET-CT and bone marrow

biopsy). After treatment with oral

chlorambucil and steroids for 18

weeks, there was partial remission

(proteinuria 3.5g/day in November

2010). During the following three

months, the patient was treated with

tacrolimus (4mg/day) and low-dose

prednisone, with complete remis-

sion being achieved in February

2011, which was maintained after

discontinuation of immunosuppres-

sive therapy. The nephrotic syn-

drome currently remains in com-

plete remission with normal renal

function and no evidence of recur-

rence of HL 22 months later.

On reviewing the literature, we

found more than 150 cases of HL as-

sociated glomerulonephritis, while

only 5% of these were MG.2 In most

patients, MG manifests simultane-
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Figure 1. Glomerulus with mesangial
matrix expansion.
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encodes a trans-membrane cellular

adhesion molecule named nephrin which

is a crucial component of the glomerular

slit diaphragm to maintain the size-

selective filtration barrier.1,4

CNF is a progressive kidney disease and

typically leads to end stage renal disease

(ESRD) between 3 to 8 years of age.

Renal transplants have a considerable

risk of recurrence of the glomerular

disease due to anti-nephrin antibodies

observed in most of affected patients.3,4

Herein, an Iranian boy with CNF is

presented who carries a novel mutation

in the NPHS1 gene.

A 45-day-old infant was admitted to the

Children’ Medical Center Hospital, 

the Pediatrics Center of Excellence in

Iran, with chief complaint of generalized

edema. There was a family history of

edema and proteinuria in his sibling who

died in 2nd month of life without a clear

diagnosis. Parents are first cousins

consanguine.

At physical examination, the patient had a

weight of 4,750g, a body length of 52cm,

and his blood pressure was 80/60mmHg.

Laboratory data showed blood urea nitro-

gen (BUN) of 7mg/dL, creatinine (Cr) of

0.39mg/dL, total protein of 5g/dL, and al-

bumin of 2.36g/dL. Other laboratory tests

revealed the following values: cholesterol:

152mg/dL, triglyceridemia: 111 mg/dL, cal-

cium: 7.5mg/dL, P: 5.6mg/dL, alkaline

phosphatase: 2600IU/L, random protein/Cr:

525/44 mg/mg and 3+ protein in urinalysis.

TORCH study was negative and immuno-

logic investigations were normal. Thyroid

tests showed hypothyroidism (TSH: 38

ng/dL, FT4: 0.4 ng/L). By echocardiogra-

phy, valvular pulmonary stenosis was seen.

Kidney biopsy showed mesengial prolifera-

tion in glomeruli and proliferative changes 

in smooth muscle layer in the artery, sugges-

tive for nephrotic syndrome (Figure 1).

Therefore albumin infusions, levothyroxin,

and enalapril (0.1mg/kg/d) and other sup-

portive care were started for the patient.

He developed end-stage renal failure at

the age of 6 years and received a renal

allograft from an unrelated living donor.
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Dear Editor,

Congenital nephrotic syndrome of the

Finnish type (CNF; OMIM#256300) is

a rare autosomal recessive genetic kid-

ney disease that develops in utero and

is usually diagnosed before the age of 3

months of postnatal life.1-3 This disease

is defined by massive proteinuria, con-

secutive hypoproteinemic edema and

dyslipidemia from birth. Renal protein

loss is furthermore accompanied by hy-

pogammaglobulinemia predisposing

these infants to bacterial infections such

as peritonitis and respiratory infections,

as well as thromboembolic complica-

tions that have repeatedly been ob-

served.2,4 Kidney histology in this con-

dition shows progressive mesangial

sclerosis and capillary obliteration, and

tubulointerstitial fibrosis. Many affect-

ed infants are prematurely, have low

birth weight, and show poor statural

growth and nutritional status.4

The gene that is causative for this

condition, NPHS1 (OMIM*602716),

Four years later, he was hospitalized

again with an abdominal mass. Burkitt’s

lymphoma was diagnosed and he was

put on chemotherapy. However,

unfortunately, he died because of cancer

progression 7 months later.

Genetic studies on DNA samples of the

patient and his parents were performed

to analyze the NPHS1 gene for

suspected congenital nephrotic

syndrome, Finnish type. Exons and

flanking intronic regions of the gene

(NPHS1 Exon 1-29, NM_004646) were

amplified by PCR. PCR amplicons were

purified and subjected to direct

sequencing using an automated capillary

sequencer. Sequences were compared to

the reference sequences deposited in the

public database (NCBI). In the patient,

homozygosity for a 1 bp duplication

near the splice acceptor site of exon 17

of the NPHS1 gene was detected (intron

16: c.2213-2dupA homozygous

mutation). In both parents the

heterozygous carrier status for the

Figure 1. Histopathological findings
in renal biopsy. 
A. Mesengial proliferation in immature
(fetal type) glomeruli with crowded
podocytes (Hematoxilin and eosin,
200X). B. Mesengial proliferation in
glomeruli and proliferative changes in
smooth muscle layer in the artery
causing vascular medial hypertrophy
(Hematoxilin and eosin, 200X).
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