
were identified. These findings were consistent with a fun-
gal thyroiditis caused by Aspergillus. Blood vessels were in-
vaded by the hyphae of the fungus (Figure 1). A culture of
the aspirated fluid showed no growth. The results of re-
peated tests with an Aspergillus antigen (galactomannan)
enzyme-linked immunosorbent assay (ELISA) were nega-
tive. There was no evidence of aspergillosis in the other or-
gans. Blood and sputum cultures were negative. Intravenous
liposomal amphotericin B (5 mg/kg daily) was initiated, and
later switched to oral voriconazole (200 mg twice a day for
2 days, and then 100 mg twice a day) on the day of dis-
charge, 2 weeks after the initiation of amphotericin B, and
was continued for the following 12 weeks. Because tests
showed a decreasing thyroid function, hormone replace-
ment was begun 10 days after surgery.

Discussion

Isolated fungal infections of the thyroid are uncommon
because of its rich vascular and lymphatic supply, well-de-
veloped capsule, and high iodine content [1]. Although in-
volvement of the thyroid gland has been detected at autopsy
in 9–15% of patients with disseminated fungal disease,
there are few reports of isolated infections of the gland with-
out signs of disseminated disease in a living patient [1]. Bi-
opsy, direct microscopy and culture of fine-needle aspirate
are still essential for obtaining a diagnosis because systemic
antigenaemia (as measured by galactomannan screening)
may not develop in patients with localized cases [2].

It is clear that the introduction of the serum Aspergillus
galactomannan antigen detection test has made earlier diag-
nosis possible in high-risk patients. Nonetheless, a major
problem with the galactomannan test is that its sensitivity
varies greatly, reportedly ranging from 30% to 100%, and
its specificity 38% to 98% [3]. Such wide variation in the
levels of circulating galactomannan may be attributable to
the administration of antifungal drugs, a low frequency of
sampling, or a low fungal burden [3,4]. One clinical study
suggests that the lesser sensitivity of galactomannan in
some patients, especially patients with airway-invasive as-

pergillosis, might be a result of the minor intravascular fun-
gal burden in these patients [4]. Hence, the cut-off value in
the galactomannan assay may need to be set differently for
different risk populations [5]. Another possibility is that As-
pergillus could be secreting a galactomannan antigen with
only one galactofuranose epitope not detected by some ELI-
SA methods. Finally, already formed antibody to Aspergil-
lusmight influence the result of the galactomannan test [6].

In conclusion, we report a rare case describing the suc-
cessful treatment of serum galactomannan-negative iso-
lated Aspergillus thyroiditis in a haemodialysis patient
with end-stage renal disease due to lupus nephritis.
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A rare presentation of pulmonary hemorrhage with
hepatitis C-associated cryoglobulinemia and
membranoproliferative glomerulonephritis

Cryoglobulinemia (CG)-associated pulmonary hemorrhage
is an unusual entity. An even rarer occurrence is that of
membranoproliferative glomerulonephritis (MPGN) in a
patient with CG and alveolar hemorrhage. As far as we
can tell, there has been no more than a total of four such

Fig. 1. Periodic acid–Schiff stain demonstrates numerous fungal profiles
(arrows) in the thyroid stromawith angio-invasion (original magnification,
×200).
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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. Aventilation/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/mm3, 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-drkhuramabbass@gmail.com
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