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cases that have been formally published, and this would be
the fifth case [1,2].

A 46-year-old Caucasian woman presented to the emer-
gency department with acute respiratory failure, petechiae,
pulmonary hemorrhage, azotemia, proteinuria, and hema-
turia for 10 days. A ventilation/perfusion lung scan was read
as low probability for a pulmonary embolism. Additional
serologic examinations included negative ANA, anti-
GBM, pANCA, cANCA, hepatitis B and HIV antibody.
SPEP (serum protein electrophoresis) was also unremark-
able. Hepatitis C antibody was positive, and quantitative
testing for CG revealed type II (mixed CG, 0.2 g/dL). C3
and C4 complement levels were low. Renal biopsy revealed
MPGN. Bronchoscopy did not demonstrate any endobron-
chial abnormality. The patient was treated with intravenous
methylprednisolone, and both hemoptysis and renal func-
tion improved. She did not return for follow-up care.

CG associated with HCV has been recognized to cause
pulmonary complications which are usually mild and
without any significant signs or symptoms. Alveolar
hemorrhage in CG is rare; there have been only 10 case
reports in English medical literature [1]. Patients with
the cryoglobulinemic pulmonary hemorrhage have an ex-
tremely poor prognosis and high mortality at presentation
and even a poorer prognosis in survivors having further
hemorrhagic episodes [1]. Diagnosis of pulmonary
hemorrhage associated with HCV-associated CG requires
a high index of suspicion; in this case, the patient pre-
sented to the emergency services with severe respiratory
insufficiency and bilateral alveolar infiltrates on chest
radiograph. Her acute respiratory decompensation with
diffuse alveolar infiltrates and hemoptysis is indicative
of alveolar hemorrhage syndrome [3]. The diagnosis can
also be confirmed with the demonstration of hemosidero-
phages in alveolar lavage obtained by bronchoscopy. It has
been established that patients with CG with chronic infec-
tion by HCV are sometimes linked to membranoprolifera-
tive glomerulonephritis with a survival rate of 33-49%
after a mean follow-up of 10 years.

Managing an autoimmune manifestation of an infectious
disease is complex. Although immunosuppressive agents
may be needed to control potentially life-threatening auto-
immune complications, there is a risk that the infection
might get worse. A reasonable approach is first to control
the acute autoimmune manifestations of disease with im-
munosuppressive therapy and then to deal with the under-
lying infection to prevent relapse [3].

We conclude that both alveolar hemorrhage and renal
involvement associated with HCV-related type CG are ex-
ceptional entities. This poses problems regarding treatment
as each patient may need a tailored treatment [1].
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Proteinuria-associated nutcracker syndrome: an
amyloid-negative familial Mediterranean fever patient

Sir,

Familial Mediterranean fever (FMF) is an autosomal
recessive disease, and the most important complication is
amyloidosis which leads to end-stage renal disease [1]. Nut-
cracker syndrome (NCS) is a rare clinical condition mani-
fested by haematuria, proteinuria, gonadal varicose veins
and side pain, all due to compression of the left renal vein
and renal congestion [2]. Not all the cases of proteinuria in
familial Mediterranean fever are due to amyloidosis, and the
‘nutcracker syndrome’ can be one of the confounding
causes.

Case

A 22-year-old female with an 11-year history of FMF was
referred to our clinic for sustained proteinuria. The patient
had undergone multiple kidney biopsies with no specific
pathology and negative amyloid tests. Physical examin-
ation was unremarkable. Laboratory results revealed the
following: white blood cells 6000/mm?>, haemoglobin
10 g/dL, erythrocyte sedimentation rate 78 mm/h, creatin-
ine 0.46 mg/dL, urea 12 mg/dL and albumin 3.2 g/dL.
Urine sediment was normal, and 24-h urinary protein
was 1.1 g/day. The immunological markers were negative.
Renal Doppler ultrasound revealed a narrowing in diam-
eter of the left renal vein at the aortomesenteric level and
also mild dilation 2 cm distal to that level. The findings of
the CT angiography study confirmed anterior NCS and
compression of the anteroposterior and craniocaudal diam-
eter of the left renal vein at the anterior aspect of the aorta
as well as dilation of the left renal vein in the mid-section
(Figure 1). Due to the lack of pathology in all three renal
biopsies, it was found that the patient’s proteinuria was due
to NCS. Because of the mild symptoms, no invasive treat-
ment was given, and treatment with an ACE inhibitor was
initiated.

Discussion

The association between FMF and non-amyloid glomeru-
lopathy is unusual. Previously, IgA and IgM nephropathies
and polyarteritis nodosa (PAN) have been reported [3,4].
NCS, characterized by the compression of the left renal
vein between the superior mesenteric artery and the ab-
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Fig. 1. CT angiography revealed a dilated left renal vein after passing
between the aorta and superior mesenteric artery.

dominal aorta, was first named in 1972 by De Schepper
[2]. Renal Doppler ultrasound, CT angiography, magnetic
resonance angiography or venography can be used for the
documentation of the degree of left renal vein compression
[5]. NCS presented with FMF was first reported in 2009
by Ozcan et al., which was similar to our case [6]. Here,
we presume that actually, from the beginning, our patient’s
proteinuria was due to NCS. For mild haematuria or pro-
teinuria, conservative treatment is proposed, whereas for
recurrent severe haematuria or flank pain, endovascular
stent surgical treatment is proposed for NCS [2]. Here,
we proposed the conservative treatment. Mild proteinuria
is a benign condition, but it can be persistent, and therefore,
conservative treatment should be continued for several
years. Although amyloidosis should be considered first in
clarifying the aetiology of proteinuria in FMF, NCS, another
rare entity, should be kept in mind and should also be
excluded by non-invasive techniques when possible or
by invasive techniques if necessary in FMF patients.
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Blue toe syndrome as a clue to the underlying cause of
acute renal failure

To the Editor,

We present here a scenario of acute renal failure in the set-
ting of blue toe syndrome. A 62-year-old male with a past
medical history of hyperlipidaemia, hypertension and
stroke presented with a 2-week history of severe diarrhoea,
generalized weakness and myalgias. His home medications
included Lipitor, Coumadin, Lopressor, Aspirin and lisino-
pril. During his prior hospitalization, one and a half
months ago, he had undergone coronary artery bypass
graft which was complicated by an ascending and descend-
ing aortic dissection post-operatively. The ascending dis-
section was surgically repaired. The origin of the celiac
axis, superior mesenteric artery and renal arteries was from
the true lumen, and thus, the blood flow was not compro-
mised from the descending aortic dissection (Figure la).
On examination, the patient’s blood pressure was 157/
91 mmHg and pulse 85 beats/minute of equal strength in
both upper and lower extremities. His systemic examin-
ation was significant for painful bluish discoloration of
the toes bilaterally (Figure 1b). Initial laboratory results re-
vealed blood urea nitrogen 111 mg/dL, serum creatinine
10.8 mg/dL, potassium 5.8 mEq/L, bicarbonate 15 mEq/L
and creatinine phosphokinase 12 8§93 IU/L. Complement
C3 level was decreased. Urine analysis did not reveal
muddy brown casts. The remainder of the laboratory
panel was also unremarkable. Lipitor was discontinued.
Despite adequate hydration, the patient remained oliguric
with no improvement in his renal function. In the setting
of surgical history and blue toe syndrome, an atheroem-
bolic phenomenon as the cause of renal failure was consid-
ered. Direct ophthalmoscopy and slit lamp examination of
the eye revealed cholesterol crystal emboli in the retinal
arterioles (Hollenhorst plaques, Figure 1c) and thus con-
firmed the diagnosis of atheroembolic disease. The patient
was started on haemodialysis.

Atheroembolic disease may present with general symp-
toms of fever, myalgias, headache, weight loss and diar-
rhea [1]. Though sometimes subtle, the pathological
process of dislodging multitude of cholesterol crystals
from atherosclerotic plaques in the arteries (often post-
operatively) can manifest symptomatically diversely. The





