more patients with ACS' at risk of
recurrent myocardial infarction (MI)
or death would be identified, but the
diagnosis of MI would increase by
47% .

Moreover, it is important to know that
any cardiac damage may cause the
release of troponins from myocytes
as complexes or as free troponin
in circulation and there are many
causes of increased troponins that
are not related to ACS, among which
are: 1) cardiac causes (congestive
heart failure, tachycardia, left
ventricular hypertrophy, myocardial
contusion, myocarditis, pericarditis,
cardiac amyloidosis, heart surgery,
cardioversion, percutaneous coronary
intervention, coronary vasospasm,
radiofrequency ablation, other), 2)
non-cardiac causes (chronic renal
failure, sepsis, stroke, pulmonary
embolism, primary pulmonary
hypertension, critically ill patients,
chemotherapy, sympathomimetic
agents, intense resistance exercise,
other) and 3) methodological causes

(fibrin, haemolysis, heterophile
antibodies, rheumatoid factor,
other).>*

In patients with CRF, the mechanisms
that may explain the nonspecific

increases in cTnl are mainly further
heart damage and decreased kidney
function.®> In our study, the main
causes of increased cTnl in the Other
Cardiac Pathologies (OCP) group
were congestive heart failure, atrial
fibrillation and tachycardia, while in
the Other Non-cardiac Pathologies
(ONCP) group they were high blood
pressure, stroke and pneumonia, but
we believe that all the causes described
should be taken into consideration
as potential confounding factors
whenever high c¢Tnl concentrations
are found in patients with CRF and an
absence of ACS.
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B) BRIEF PAPERS ON RESEARCH AND CLINICAL EXPERIMENTS

Immunoglobulin A
nephropathy could
be a clue for the
recurrence of gastric
adenocarcinoma

Nefrologia 2013;33(6):853-5
doi:10.3265/Nefrologia.pre2013.Sep.12266
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To the Editor:

The association of nephrotic syndrome
that was presented with IgA nephropa-
thy (IgA-N) and malignancy has been
previously reported.

IgA —N was first described by Berger
and Hinglais in 1968. It is now gene-
rally known to be the most common

cause of primary glomerulonephritis
worldwide and is characterized by
mesangial proliferation and deposi-
tion of IgA.' Malignancies that have
been reported to be associated with
IgA-N include Hodgkin’s disease,’
and non-Hodgkin lymphoma® renal
cell carcinoma,* cancers of the lung,’
larynx and esophagus.®
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We report a case of IgA-N presented
with the recurrence of gastric adenocar-
cinoma in a 58 year-old patient.

CASE REPORT

A 58 year-old man admitted to our
hospital in September 2010 with
distension of the abdomen and in-
voluntary loss of his %10 weight in
the last three months. There were no
abnormalities in urine examination
on the first evaluation. Upper gastro-
intestinal endoscopy showed gastric
mass and endoscopic biopsy revea-
led gastric adenocarcinoma. Since
diagnosed with stage 3B gastric ade-
nocarcinoma, the chemoradiotherapy
(4 cycles of 5-fluorouracil and folinic
acid with 50 Gy radiotherapy) was
administered after the surgery. Com-
plete remission was achieved and he
has been considered for follow-up
with three months interval without
chemotherapy. He was admitted to
our hospital with dyspnea and edema
in January 2012. Hypoalbuminemia
and 4 gram proteinuria was revelaed
in laboratory examination. PET-CT
scan was showed pleural effusion,
bone metastasis and recurrence in me-
diastinal and abdominal lymph nodes.
Then he was considered recurrence of
the disease and reevaluated as stage
4 gastric adenocarcinoma. According
to his performance status, chemothe-
rapy was not considered and he was
referred to our nephrology department
for nephrotic syndrome. His blood
pressure, temperature and pulse rate
were normal. Physical examination
revealed decreased breath sound over
the right and left lower lung areas and
severe edema in both lower extremi-
ties. Routine laboratory tests showed
the following: serum levels of sodium
137mmol/L, potassium: 5.8mmol/L,
calcium: 7.6mg/dL and phosphate:
2.9mg/dL. Blood urea nitrogen (BUN)
22mg/dL, serum creatinine 1.5mg/dL,
serum albumin 1.4g/dL and hemo-
globin 11.8g/dL. Liver function pa-
rameters were within their normal
limits. Urinalysis showed urine red
blood cells (RBC) counts were >100/
high power field, and urinary protein
excretion was 3.5g/day. Antinuclear
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antibody, anti-DNA, anti-streptoly-
sin O, anti-neutrophil cytoplasmic
antibody, anti-glomerular basement
membrane antibody, anti-HBs, and
anti-HCV were all negative. Comple-
ment factors C3 and C4 were within
normal ranges. Serum and urine pro-
tein electrophoresis were negative for
monoclonal gammopathy. The peri-
pheral blood smear was normal with
no schistocytes.

Renal biopsy was performed and in
total 14 glomeruli were obtained and
evaluated. Light microscopy showed
that one of the glomeruli had global
sclerosis and other glomeruli had me-
sangial proliferation. Immunohisto-
chemically, focal segmental mesan-
gial IgA deposition was seen in three
glomeruli (Figure 1). Steroid therapy
with 1mg/kg/day metilprednisolone
and losartan 50mg/daily were started
and steroid dose was reduced gradua-
Ily. After six months later, edema was

completely regressed and serum al-
bumin level was 3.0dL. Additionally,
urinalysis showed only 1-2 RBC and
proteinuria was 0.2g/day (Table 1).

DISCUSSION

Malignancy associated nephrotic
syndrome has been described in the
literature by Lee et al. reported that
nephrotic syndrome occurring simul-
taneously with malignancy was 10
times higher than in the general po-
pulation.”

Paraneoplastic syndrome may be
suspected in the presence of the fo-
llowing criteria: (a) no evident etio-
logy for the associated syndrome; (b)
the diagnosis of the syndrome and
cancer simultaneously; (c) clinical
(and histological) remission after full
remission achieved by chemothera-
py or complete surgical removal of
the tumor; (d) increases of associated
symptoms with tumor recurrence.'

Figure 1. Focal segmental mensagial IgA depositiona in three glomeruli.

Table 1. Change in serum albumin, creatinine and proteinuria levels after

treatment at different times

15t month 2" month 3" month 6t month
Serum albumin (g/dl) 1.8 2.5 29 3.0
Proteinuria (g/day) 2.7 1.5 0.8 0.2
Creatinine (mg/dl) 1.3 1.1 1.1 1.0
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Different types of glomerulopathies,
generally membranous glomerulone-
phritis have been associated with so-
lid tumors.® However paraneoplastic
IgA-N has been reported rarely.

Primarily, IgA-N associations with
cancer of the buccal cavity, the na-
sopharynx and the respiratory tract
have been described. Mesangial IgA
deposits have been found at autopsy
in patients who died of a gastro-intes-
tinal neoplasia without prior clinical
evidence of nephropathy.® Despite in-
tensive investigation, the mechanism
underlying glomerular IgA deposition
in IgA nephropathy has not been cla-
rified.” There are two isotype subclas-
ses of IgA: IgA1l and IgA2. Gastroin-
testinal and respiratory tracts plasma
cells produce both IgAl and IgA2;
however plasma cells in the spleen,
lymph nodes and bone marrow pro-
duce predominantly IgAl. Invasion
of the intestinal mucosa by malignan-
cy increases the circulating IgA level
and therefore leads to the formation of
mesangial deposits.'”

In conclusion, paraneoplastic IgA
nephropathy with nephrotic syndro-
me could be a clinical problem in
patients with malignancies, besides
the treatment chart has not been well-
decumented yet. To the best of our
knowledge, we report the first case of
paraneoplastic IgA-N associated with
recurrence of gastric adenocarcinoma.
IgA-N should take into account in pa-
tients with malignancy and nephrotic
syndrome even if primary disease was
on remission and it could be a harbin-
ger for the relapse of disease.
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The E23K polymorphism
of the KCNJ11 gene

is associated with
lower insulin release

in patients with
Autosomal Dominant
Polycystic Kidney
Disease

Nefrologia 2013;33(6):855-8
doi:10.3265/Nefrologia.pre2013.May. 12111

Dear Editor,

Results of large-scale studies and meta-
analyses'* strongly indicate that K23
allele is associated with higher preva-
lence and incidence of type 2 diabetes
in adult Caucasians. Some studies'?
have shown that the K allele may have a
diabetogenic effect by impairing gluco-
se-induced insulin release.

The aim of our study was to investigate
an association between E23K KCNJII
gene polymorphism with anthropo-
metric, biochemical, beta-cell secre-
tion and insulin sensitivity parameters
among adult ADPKD patients with nor-
mal kidney function and no diagnosis
of diabetes. The comparison of geno-
type-phenotype associations between
ADPKD and non-ADPKD subjects
could reveal a hypothetical mechanism
of genetic determination of diabetes
specific for ADPKD patients.

METHODS

The study group included 49 adult in-
dividuals with diagnosed ADPKD (19
males, 30 females) while the control
group comprised 50 gender- and age-
matched healthy individuals (22 males,
28 females).

The oral glucose tolerance test (OGTT)
was performed according to WHO gui-
delines (with 75 g of glucose).® Venous
blood was collected to measure fasting
glucose, insulin, total cholesterol, LDL,
HDL and triglyceride levels. Glucose
concentration was measured by an en-
zymatic-amperometric method (Super
GL; Dr Miiller Geriatebau GmbH, Frei-
tal, Germany). Insulin concentration
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