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Sarcoidosis: diagnosis
from the renal function
and hypercalcaemia
study

Nefrologia 2011;31(3):371-2
doi:10.3265/Nefrologia.pre2011.Mar.10832

To the Editor,

Sarcoidosis is a multi-systemic granu-
lomatous disease of unknown aetiology,
which is characterised by the presence

Nefrologia 2011;31(3):358-78

of non-caseating epithelioid granulo-
mas. Renal involvement is uncommon
in sarcoidosis and, in cases where it
does occur, it is associated with hyper-
calcaemia, hypercalciuria, increased
levels of calcitriol and parathyroid hor-
mone (iPTH) suppression.’

We present the case of a 64-year-old male
patient with a family history (patient’s fa-
ther) of emphysema. Incidents of note in
his medical history include various
episodes of macrohaematuria when the
patient was 15, pleuritis at the age of 30,
rhinitis at the age of 60 and glaucoma. He
was admitted to the nephrology depart-
ment with suspected renal failure. The pa-
tient presented toxic syndrome and had
been vomiting and suffering from diar-
rhoea for two months. The only notable
findings during the physical examination
were a painful, enlarged spleen and high
blood pressure (162/90mm Hg). The fol-
lowing analytical findings were of note:
haemoglobin: ~ 11.7mg/dl,  calcium:
12.0mg/dl, phosphorus: 3.0mg/dl, iPTH:
0.3pg/ml (normal values 10-65pg/ml),
alanine aminotransferase (ALT): 22U/,
aspartate aminotransferase (AST): 69U/1,
gamma glutamyl transpeptidase (GGT):
69U/1, ferritin: 495ng/ml, uric acid:
70mg/dl, urea: 56mg/dl, -creatinine:
2.13mg/dl, estimated glomerular filtration
rate (eGFR): 33ml/min, proteinuria:
0.334g/24 hours and in the sediment there
were only 10-20 erythrocytes per field.
Calciuria was 896mg/24h. Angiotensin
converting enzyme (ACE) levels: 167U/1
(normal range 8-55), 25-(OH)-vitamin
D3: 69pg/ml (normal range 9-52), 1,25-
(OH)2-vitamin D3: 89pg/ml (normal
range 15-60pg/ml). The other biochemical
parameters, and the immunological and
tumour marker results were normal. The
chest X-ray revealed an interstitial pattern
at the base of the right lung. In the thora-
co-abdominal computed tomography
(CT) scan, the lung parenchyma analysis
showed diffuse, non-specific interstitial
reinforcement in both lungs. The abdomi-
nal exploration revealed small inflamma-
tory/reactive retroperitoneal adenopathies,
homogenous spleen enlargement and bi-
lateral renal microlithiasis. A renal ultra-
sound scan confirmed the morphology,
position and size of the kidneys to be nor-
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mal. Gammagraphy with gallium revealed
moderately severe inflammation of the
parotid glands and the base of the right
lung. The renal histology tests detected 13
diagnostically useful glomeruli. Three of
them were completely sclerotic, and the
rest had preserved their structure and mor-
phology. Focal ischaemic ondulations and
minimal mesangial segmental increases
were identified. Glomerular cell prolifera-
tion was not observed. No granulomas
were observed, and patches of interstitial
fibrosis and tubular atrophy, which togeth-
er accounted for 10% of the cylinder, were
identified. Two interlobular arteries with-
out morphological changes were identi-
fied. Immunofluorescence assays using
anti-IgG, IgA, IgM and Clq, C3, kappa
and lambda sera were negative. Pul-
monary histology samples obtained by fi-
brobronchoscopy and transbronchial
biopsy showed the presence of a non-
caseating granuloma.

Sarcoidosis was diagnosed and pred-
nisone was administered, starting with a
dose of Img/kg body weight and progres-
sively reducing the dose from the first
month onwards. After three months, the
constitutional syndrome disappeared, pro-
gressive weight gain was achieved and re-
nal function improved significantly (crea-
tinine 1.3mg/dl and eGFR 58.8ml/m). The
patient’s calcaemia (calcium 8.9mg/dl)
and anaemia (Hb 13.0mg/dl) were cor-
rected and his iPTH (32pg/ml) and ACE
(13U/1) levels were normal.

Sarcoidosis is a multi-systemic disease
of unknown aetiology and the pul-
monary and lymphatic systems are the
most commonly affected (30%-60% of
cases). Hypercalcaemia (2%-10%) and
hypercalciuria (6%-30%) can cause
nephrocalcinosis, lithiasis and renal in-
sufficiency. The prevalence of tubulo-
interstitial nephritis ranges from 7% to
27%, although chronic renal failure de-
velops in less than 1% of cases, accord-
ing to a number of retrospective stud-
ies.? Sarcoidosis patients often have
high levels of vitamin D and ACE,
which are synthesised by the epithelioid
cells of the granuloma.**In the case that
we present the clinico-radiological in-
volvement was minimal and the diagno-
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sis was confirmed by transbronchial
biopsy. The analytical profile was indica-
tive of sarcoidosis (hypercalcaemia, hy-
percalciuria, high levels of vitamin D and
ACE and substantial iPTH suppression).

Renal function impairment in sarcoidosis
is generally due to hypercalcaemia, hyper-
calciuria and nephrocalcinosis, although
nephrolithiasis, glomerulopathies and in-
terstitial nephritis (with or without sarcoid
granuloma) form part of the spectrum of
renal pathologies in sarcoidosis.!

Corticosteroids’ are the treatment of
choice and in the case presented here a
good response was obtained. Renal in-
volvement without the lungs being af-
fected is very rare’ and in this case it was
not possible to establish that this was the
case until the lung biopsy was per-
formed. When we are faced with a case
of renal failure associated with hypercal-
caemia, sarcoidosis should be suspected,
even though there is no clinical manifes-
tation of lung pathology.
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Membranous
glomerulonephritis

in a patient with syphilis
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To the Editor,

La glomerulonefritis membranosa Mem-
branous glomerulonephritis (MGN)' is
the second most prevalent renal patho-
logy to be identified in biopsies. One of
the most common causes of nephrotic
syndrome in the adult population, it is
characterised by the formation of immu-
ne complexes, predominantly IgG and
complement, on the subepithelial side of
the glomerular capillaries, and this is as-
sociated with increased proteinuria.?

In general, its aetiology is idiopathic or
primary and, less frequently, secondary
(immunological, infectious, drug and
medication-related, or neoplastic).

Unfortunately, it is difficult to distinguish
primary from secondary forms by histo-
logical means,? so explicit clinical infor-
mation, including the age of the patient,
history of exposure to medicines or toxic
substances, serological tests and suspect-
ed neoplasias which are linked to the
pathology, is required.

The importance of serological tests lies in
their ability to confirm the diagnosis. In the
case of syphilis screening, non-treponemal
tests are performed: the VDRL (Venereal
Disease Research Laboratory) and RPR (rap-
id plasma reagin) tests. If the results are pos-
itive, the more specific treponemal tests are
performed to confirm the diagnosis: FTA-
ABS (absorption of fluorescent antibodies by
Treponema) and MHA-TP (Treponema pal-
lidum microhaemagglutination). They must
be repeated three and six months later to en-
sure the response to treatment.

The case which concerns us is relevant,
owing to the small number of publica-
tions on the association between
syphilis and MGN.

The patient was a 27-year-old, white,
Caucasian male with a history of cryp-

torchidism, adenoidectomy and amyg-
dalectomy in childhood. He was an ac-
tive smoker, a social drinker and a ho-
mosexual. Two months before being
assessed by our department and, coin-
ciding with a slight pharyngodynia, an
induration had appeared in the patient’s
right groin, as well as ulcerated serpigi-
nous lesions on the penis and a whitish
urethral discharge, which was initially
treated with azithromycin. While wait-
ing for the serological results, maculo-
papular lesions were observed in the
surrounding area on the thighs and
trunk. They spread to the patient’s feet
and hands, progressing through differ-
ent phases with no signs of fever, and
accompanied by oedema of the lower
limbs and genitals, with a slight increase
in the abdominal perimeter and a de-
crease in diuresis, which is why the case
was reported to us. The patient’s urine
was normal in colour, with no evidence
of dysuria or blood in the urine. Blood
pressure (BP) was within normal limits.

The analytical findings of note were
as follows: urea: 61mg/dl; creatinine:
1.73mg/dl; normal ions; total protein:
4 .4g/dl; albumin: 1.8g/dl; total cho-
lesterol: 295mg/dl, HDL: 61mg/dl,
LDL: 206mg/dl,  triglycerides:
140mg/dl and normal hepatic enzyme
levels. Significant findings in the
urine analysis included proteinuria:
13.4g at 24h, 250 red blood cells per
microlitre and a negative leukocyte
count. The haemogram and coagula-
tion were normal, except for an FTP
of 762g/1. Autoimmunity assays: anti-
nuclear antibodies (ANA) and anti-
neutrophil cytoplasmic antibodies
(ANCA) negative; complement and
protein tests were normal. Serology
tests for hepatitis B (HBV), hepatitis
C (HCV) and human immunodefi-
ciency (HIV) viruses were negative.
Positive 1/32 titre RPR (rapid plasma
reagin) and FTA (anti-Treponema an-
tibody) results.

Renal ultrasound showed the kidneys to
be normal in size. The echocardiogram
was within normal limits and no lung
parenchyma changes were detected in the
chest X-ray.
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