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Sub-acute renal failure
in patient with fever
of unknown origin
Nefrologia 2012;32(2):260-2
doi:10.3265/Nefrologia.pre2011.Dec.11264

To the Editor,

In a typical case of sarcoidosis, the
patient will present with pulmonary
lesions, be diagnosed, and later develop
renal disorder. Nevertheless, in rare
cases, renal symptoms may precede
pulmonary symptoms.'?

In this article, we present the case of a
male patient aged 18 years, employed as
an animal caregiver. He was admitted to
the emergency department of his referral
hospital due to a long-term fever, and
while hospitalised, he developed sub-
acute renal failure. He was subsequently
referred to our department for
evaluation; with plasma creatinine (PCr)
values of 6mg/dl.
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He had experienced a high fever during 2
months, which began a week after a
suspicious tick bite. Fever was present
daily following no particular schedule, and
he also had night sweating. The local
hospital had provided him with different
empirical antibiotic treatments for a
suspected case of boutonneuse fever or
other infectious diseases. Upon admission,
antibiotic treatment had been discontinued
for 20 days and fever persisted. Results
from the analysis upon admission are
shown in Table 1. Other relevant data:
circulating immune complexes, 54 9y g/ml;
1.25(0H)2D, 8.6pg/ml; 25(0H)D,
8.1pg/ml; ACE, 23IU/1. All results were
negative for a wide-range of infections.
Thoracic x-ray: normal upon admission; 1
month later, signs of small bibasilar
pulmonary infiltrates with halo sign. Axial
computed tomography was normal. Renal
ultrasound was normal. The lung
scintigraphy image is shown in Figure 1.

The decrease in renal function initially
suggested a pre-renal +/- post-infectious
origin, possibly in association with acute
tubular necrosis. During the first days,
renal function improved progressively
before worsening once again, with
values returning to those measured upon
admission (Figure 2). Proteinuria, which
was initially in the non-nephrotic range
(1-2g/24h), later reached the nephrotic
range (Figure 2). In light of the above
data, doctors decided to perform a renal
biopsy (26 August 2011). After receiving
the results from the biopsy and the lung
scintigraphy, treatment was initiated
with prednisone 1mg/kg/day; the fever

resolved, PCr improved (1.5mg/dl) and
proteinuria also improved.

Our final diagnosis was stage II chronic
kidney disease secondary to sarcoidosis
with  mild hypercalcaemia  and
granulomatous interstitial nephritis +/-
associated with glomerular process,
secondary hypoparathyroidism and
distal tubular acidosis secondary to
interstitial nephritis.

DISCUSSION

Hypercalcaemia is the most frequently
detected abnormality in sarcoidosis, and
is present in between 10% and 15% of
cases. The mechanism leading to
hypercalcaemia works due to activated
macrophages in the lungs and lymph
nodes being capable of increasing
calcitriol production. In our patient,
1,25(0OH) and 25(OH) vitamin D levels
were low, possibly due to the long period
of hospitalisation without exposure to
sunlight. In addition, we detected severe
suppression of parathyroid hormone
(PTH) despite the fact that PTH levels
should have been higher according to the
patient’s stage of chronic kidney disease.
We concluded that the decrease in PTH
levels was caused by hypercalcaemia,
despite the fact that vitamin D values
were not elevated *”

Approximately 20% of patients with
sarcoidosis have a granulomatous renal
disease. Granulomatous interstitial
nephritis is common in sarcoidosis®’;
however, development of manifest clinical
symptoms of renal failure is unusual. In

Table 1. Evolution of analysisresults

Admission At At At Renal Start of After After
19/7/2011 6days 16days 29days biopsy treatment 20 days 51 days
29/8/2011 9/9/2011

Haemoglobin (g/dl) 10 1.4 9.9 101 8 9.3 12 14.6
Diuresis (cc) 4000 5300 4500 3500 2200 2200 2200 4000
Urea (mg/dl) 70 44 70 54 41 58 49 47
Creatinine (mg/dl) 4.7 2.8 4.4. 4 3.5 2.3 15 1.6
Proteinuria (g/24h) 45 1.9 5.4 1.8 0.7
P-type calcium (mg/dl) 10.6 10.3 10.2 10.7 9.9 10 9.5 11.1
O-type calcium (mg/dl) 8 10 1.3
Parathyroid hormone (pg/ml) 10 25
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Figure 1. Lung scintigraphy of sarcoid lesions

the case in question, however, the patient
did present evident kidney disease, and
made good progress when treated with
steroids. The decrease in renal function in
such cases is mild to moderate, and on
other occasions, glycosuria, renal tubular
acidosis and abnormal values due to
tubular damage have been observed. This

was probably also true for our patient,
who suffered from metabolic acidosis
throughout the hospital stay, with
polyuria, no aminoaciduria, and requiring
oral bicarbonate even when renal function
was at its best levels. For this reason we
suspected distal tubular acidosis, and the
condition resolved with treatment.?

—#- Proteinuria (g/24 h)

Kidney biopsy and onset of steroid treatment

-#- Serum creatinine (mg/dl)

0 5 15

Evolution (days)

38 70

Figure 2. Table showing evolution of proteinuria and renal function.
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Lastly, glomerular damage in sarcoidosis
is the third and least frequent form of
renal  involvement. = Membranous
glomerulonephritis is the most widely-
documented histological form, and
nephropathy with minimal changes
(which we suspected of in our patient) is
rarely observed. It progresses clinically
with varying levels of proteinuria, and it
is frequently accompanied by nephrotic
syndrome with active sediment. In our
case we did not detect complete nephrotic
syndrome, but proteinuria within the
nephrotic range was found in some
samples, and this cannot be attributed to
the tubular disease alone. For this reason,
and given the absence of glomerular
disease according to the simple
microscope image and the absence of
immune deposits, we believe that an
additional glomerular process was
involved. We think that minimal lesions
were present, but cannot confirm this
hypothesis since no electron microscope
examination was made that would
confirm presence of such lesions.”"

Our case stands out because our patient
presented all 3 basic kidney abnormalities
that can be caused by sarcoidosis (and
response to treatment was excellent). It
was also interesting that he would
experience hypoparathyroidism and distal
tubular acidosis, both secondary to
sarcoid infiltration.
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Rhabdomyolysis with
acute renal failure
secondary to taking
methadone

Nefrologia 2012;32(2):262-3
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To the Editor,

Rhabdomyolysis is a disorder caused
when damaged muscle releases toxic
substances such as creatine kinase (CK)

262

and myoglobin into the bloodstream.
The main associated risk factors are al-
coholism, lesions caused by compres-
sion, overexertion, heat intolerance,
sunstroke, low phosphate levels, con-
vulsions and drug use or overdose.
Drugs commonly involved are cocaine,
amphetamines, statins and heroin.

We present the case of a male patient
aged 41 years who was transported to
the emergency department due to re-
duced consciousness after falling at
home. His medical history included
hepatitis C, paranoid schizophrenia and
habitual use of heroin. In the 72 hours
prior to admission, he began to experi-
ence muscle weakness and widespread
myalgia, which coincided with starting
a methadone rehabilitation programme.
In the 24 hours before admission, he
also experienced headache, nausea,
vomiting and a fever of 39.5°C.

Physical examination showed drowsi-
ness, lack of awareness of surround-
ings, hypotension (70/30mm Hg), 72%
baseline oxygen saturation and signs of
mucocutaneous dehydration. The ex-
amination revealed no other significant
abnormalities. The blood count and bio-
chemical test results were as follows:
pH 7.10; PCO, 23mm Hg; HCO,
16mEq/l; haemoglobin 15.5mg/dl;
leukocytes 23x10°/uL  (88% neu-
trophils); C-reactive protein (CRP)
10mg/dl; creatinine 2.88mg/dl; potassi-
um 6.6mEq/l; alanine aminotransferase
160IU/1; aspartate aminotransferase
5231U/1; phosphorus 7.0mg/dl; CPK 86
000IU/1. Neurological disorders were
ruled out by a cranial CT and lumbar
puncture. In subsequent hours, renal
function deteriorated until serum crea-
tinine reached 11.4mg/dl. Volume re-
placement therapy was initiated, which
resulted in significant positive balances
and urine production; renal function
improved continuously over the follow-
ing days. Haemodialysis was not re-
quired. Upon discharge, the patient’s
creatinine level was 2.1mg/dl, but he
was lost to follow-up.

Acute renal failure is the most severe
complication of  rhabdomyolysis,

whose prognosis depends on the degree
to which renal function is compro-
mised. It often presents with high CPK
levels, hypercalcaemia, hyperphos-
phataemia and high anion gap metabol-
ic acidosis. Our patient experienced all
of these disorders. “Hard” drugs such as
heroin and cocaine are classically asso-
ciated with rhabdomyolysis. It is wide-
ly demonstrated that narcotics lead to
rhabdomyolysis, which causes acute re-
nal failure due to tubular obstruction
arising when myoglobin leaks into the
kidney.'

Mechanisms associated with the devel-
opment of rhabdomyolysis in cases of
drug abuse are decreased level of con-
sciousness, coma or prolonged immo-
bilisation being the main cause. Pro-
longed compression of muscles leads to
ischaemia, which in turn triggers rhab-
domyolysis. On the other hand, the di-
rect manner in which methadone leads
to rhabdomyolysis seems to arise from
an increase in the muscle’s demand for
oxygen, which augments the state of
muscle ischaemia.'?

Most of the cases described are associ-
ated with abuse of multiple substances,
such as heroin, cocaine, benzodi-
azepines or alcohol.** However, our
case is an interesting one, since few ar-
ticles describe rhabdomyolysis and
acute renal failure caused by
methadone abuse.!”
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