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odic update.” It would be desirable to establish specific
STOPP/START criteria for patients with chronic kidney disease
and/or dialysis.
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Immunotherapy in cancer: Great expectations in the world
of oncology, but a reason for renal concern™

Inmunoterapia en el cancer: grandes expectativas en el mundo de la
oncologia, pero un motivo de preocupacion renal

Director,

In recent years, the field of therapy in oncological has
expanded significantly with the introduction of new
immunomodulatory therapies that have resulted in an
important change in patient survival; in addition there is an
increase in the spectrum of adverse effects which are the
consequence of its own mechanism of action.

We present the case of a 55-year-old woman with a his-
tory of active smoking who came to the emergency room for
right frontoparietal headache, a non quantified weight loss
and progressive focal neurological deterioration in the form
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of behavioral changes, paraphasia-dysphasias, gait instabil-
ity and urinary incontinence. A cranial scan was performed,
which revealed lesions suggestive of malignancy at the right
temporal and left frontal levels with displacement of the mid-
line and subfalcine herniation. These lesions, together with
the presence of a pulmonary nodule in the left upper lobe
seen in chest radiography, established a diagnosis of sus-
pected intracranial metastasis due to a possible primary lung
tumor. Several days later resection surgery of the right tempo-
rallesion was performed. The histological study of the surgical
specimen showed the presence of a pulmonary adenocarci-
noma with non-mutated EGFR, and negative ALK and ROS1.
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Fig. 1 - Microphotograph of one of the 8 glomeruli in which
no relevant lesions were observed (H & E, x 40).

The extension study was completed with a complete scan that
confirmed the presence of a mass of 7 cm in the posterior seg-
ment of the left upper pulmonary lobe that encompassed the
left pulmonary artery and an ipsilateral mediastinal adenopa-
thy of 12mm. Due to the fact that it was a stage IV pulmonary
adenocarcinoma, a combined treatment with radiotherapy
was decided on the left unresected left lesion and the
administration of chemotherapy within an experimental pro-
tocol with nivolumab and ipilimumab achieving a maintained
partial response according to morphological criteria by control
image tests.

Six months after initiation of the immunomodulatory ther-
apy, the patient developed nephrotic syndrome by biochemical
data and no edema. The renal function remained normal. The
oncology service decided to discontinue the drugs temporarily
because of the possible causal relationship with the nephrotic
syndrome. However, in view of the persistence of proteinuria,
it was decided together with the nephrology service, to per-
form a renal biopsy to establish a histological diagnosis and
the possibility of subsequent treatment.

The renal biopsy showed the presence of a renal
parenchyma with 8 glomeruli, one of which was sclerotic,
with no relevant lesions in the remaining glomeruli(Fig. 1).
The renal interstitium presented moderate fibrosis and areas
of tubular atrophy with a discrete nonspecific inflamma-
tory infiltrate. The arteries showed a 25% reduction of their
inner diameter due to an atherosclerotic process, together
with occasional hyalinosis in arterioles and without dam-
age in the tubular capillaries. The immunohistochemical
study did not demonstrate the presence of deposits, but
the ultrastructural study (Fig. 2) identified a 60% fusion of
foot processes of the capillary surface with rearrangement
of the actin filaments. Combining the clinical and anato-
mopathological data, it was assumed the diagnosis of a
disease due to minimal changes secondary to immunomodu-
latory treatment, so treatment with prednisone was started
at a dose of 1mg/kg/day in a 10-mg regimen every 15
days, reaching a complete remission in the first 4 weeks of
treatment.

Fig. 2 - Ultrastructural image of a glomerular capillary wall
in which irregular pedicle fusion is observed.

The drugs inhibiting the “checkpoint”, such as nivolumab
and ipilimumab, are monoclonal antibodies that act by
inhibiting the receptors expressed on the surface of T lym-
phocytes (CTLA-4 and PD-1/PD-L1), responsible for inhibiting
the stimulation that prevents the attack and the lysis of own
cells. Overexpression of these receptors is frequent to evade
immune control over tumor proliferation. By blocking these
two receptors, there is an increase in the response of the
immune system with loss of tolerance to tumor cells with a
demonstrated beneficial effect against solid and hematologi-
cal tumors.! Previous studies have described the presence of
acute renal failure (together with involvement of other organs,
mainly glandular in the form of hypophysitis, adrenalitis and
sialadenitis) with non-nephrotic proteinuria and predomi-
nantly interstitial damage in the renal histological study.’
However, glomerular involvement in this context is scarcely
described in the literature. Some cases similar to our patient
have been described, highlighting as common elements: the
latency time from the beginning of the treatment, the excel-
lent renal response to the administration of steroids and
the suspension of the drug, the recurrence of the clinical
picture after the reintroduction of the drug. treatment and
extensive fusion of foot processes as a histological finding in
the ultrastructural study.>> As already described in cases of
idiopathic nephrotic syndrome,® the proposed etiopathogenic
mechanism of this entity is a direct damage of podocyte
induced by self-reactive T lymphocytes through the expres-
sion and function of the podocyte CD80 (B7-1) receptor. The
increase in the use of these therapies in oncology, should
increase the incidence of cases similar the one presented
here. Finally, we believe that it is necessary to monitor
renal function and proteinuria in this group of patients in
order to make an early diagnosis and establish an effective
treatment.
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A case report of cyanotic nephropathy™

Nefropatia por cianosis. A propésito de un caso

Dear Editor,

Cyanosis nephropathy is an infrequent and not well known
condition, so the description of a case should be of interest.
A 49-year-old man attended outpatient clinic for protein-
uria. He was diagnosed with tricuspid atresia in his early
childhood, treated surgically with classic Glenn intervention
(anastomosis of the superior vena cava to the right pulmonary
artery) at 20 months of age, and in a second intervention
by means of Blalock-Taussig pulmonary systemic fistula left
(GORE-TEX® graft prosthesis from the subclavian artery to
the homolateral pulmonary artery), which subsequently had
to be repaired with an endovascular stent due to stenosis.
He had moderate left ventricular dysfunction with chronic
cyanosis, with habitual Hb values of 17 g/dl and Hct of 60%.
Moderate thrombocytopenia and transient ischemic attack
10 years earlier, after which antiaggregation with ASA was
replaced by clopidogrel. Regular treatment included clopido-
grel, allopurinol and bosentan. In addition, he had periodic
phlebotomies until 2 years ago when they were suspended
at the discretion of their cardiologists. The patient consulted
for a proteinuria of unknown time of evolution. Normal
blood pressure with a BMI of 23kg/m?. In the analytic, Cr
0.78 mg/dl with estimated glomerular filtration rate by CKD-
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EPI greater than 90 ml/min/1.73m?, Hb 23.8 g/dl; Hct of 80.8%;
platelets 89,000/ml; uric acid 7.9 mg/dl; cholesterol 257 mg/dl;
systematic urine with minimal microhematuria; MAu/Cru
3371.4mg/g and proteinuria of 6.21 g/24 h of mixed type. Neg-
ative viral serology. Negative immunology tests including
complement, ANA, ANCA, anti-DN, anti-phospholipase and
anti-PLA2R antibodies. Immunoglobulins and proteinogram
were normal. Abdominal ultrasound with kidneys of con-
served size and bilateral diffuse hyper echogenicity as the only
finding that that was noteworthy.

Since 1960,! it has been known that between 30 and 50%
of cyanotic heart diseases can be the cause of a secondary
glomerulopathy known as cyanosis nephropathy.? It is a cor-
relate of cardiorenal syndrome type 2. It is produced trough
to different mechanisms (Fig. 1)>~ initiated by hyperviscosity
syndrome secondary to extreme polycythemia and cyanosis,
which cause an increase in shear stress by passing a high
number of red blood cells through the capillary unit in the
glomerulus. The subsequent decrease in renal blood flow
and filtration fraction induce hypoxia, with an angiogenic
response mediated by the release of nitric oxide, selective
vasodilatation of the afferent arteriole and increased capillary
pressure, which determines glomerular hyperfiltration. The
decrease in peritubular capillary blood flow also contributes
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