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Familial Mediterranean fever is mani-

fested by recurrent crises of abdominal

pain and arthralgias. A late complication

of the disease may be renal amyloidosis;
this complication however, is rarely the

presenting symptom of the phenotype II

form of the disease. We report such a

case in a Greek patient who presented

with nephrotic syndrome due to renal

amyloidosis.

Patient Description

A 65 year old woman from Corfu island

(Ionian Sea, northwest Greece) was

referred for investigation of a severe

nephrotic syndrome that appeared sev-

eral weeks earlier. Her ethnic origin was

Greek and her religion Christian Ortho-

dox. There was a generalized edema that

was more evident on both ankles. Urine
testing revealed severe proteinuria (7 g/

dl protein loss). Her past medical history

was unremarkable apart from a moder-

ate depression necessitating anti-de-

pressive drugs (mianserin). There was

no hypertension, diabetes or any indica-

tion of a systemic disease. Abdominal

ultrasonography revealed a symmetric
bilateral renal enlargement. Renal

biopsy and light microscopy did not

reveal any gross amyloid deposition by

Congo stain; however, histochemistry

indicated the presence of AA type

amyloid, thus confirming the diagnosis

of renal amyloidosis (amyloid A compo-

nent MO 759, DAKO, Denmark).

A thorough investigation to detect

any underlying cause leading to amyloi-

dosis was conducted, including whole-

skeleton radiology and bone marrow

examination, but no definite conclusion

was reached. Although there was no

history of recurrent painful crises or
arthralgias, and her family history was

negative, we decided to perform a

molecular test for the detection of the

more common pyrin mutations asso-

ciated with FMF [1]. The patient was

found to be doubly heterozygous for the

M680I/M694V mutation, thus confirming

the diagnosis of FMF. She began a daily
regimen of colchicine prophylaxis (1.5

mg). The patient is currently under a

regular follow-up, and to date, one year

later, there is no further deterioration of

her renal function.

Comment

This case of FMF represents the so-

called phenotype II form of this disease.

This form is totally asymptomatic, renal

amyloidosis being a late presenting

symptom. According to the literature it

does not seem to be common in families
with FMF cases, which raises important

questions [2,3]. In this context, the

patient described here deserves atten-

tion especially in a country that is

believed to be free of this entity. As

colchicine prophylaxis can effectively

prevent disease progression, it is evident

that in FMF phenotype II, a pre-sympto-
matic diagnosis is mandatory for apply-

ing prophylaxis early. Today, molecular

detection enables the identification of

affected individuals prior to the devel-

opment of any symptom. Therefore,

further testing for FMF mutations is

recommended for any atypical presenta-
tion.

Despite a long-standing clinical belief

of the rarity of the disease in Greece,

there is recent evidence that the disease

may not be as uncommon as previously

thought [4]. Geographically and histori-

cally, Greece has been in close and long-
lasting contact with other populations of

the Mediterranean basin that are very

rich in the FMF gene. It would appear

therefore that in any case of renal AA

amyloidosis, FMF should be excluded

even if the patient does not apparently

belong to a high risk group in terms of

race or religion. This is further justified
by the beneficial effects of colchicine

treatment. Testing of other family mem-

bers ± even if not fully justified ± may

permit a better insight into the elusive

topic of phenotype II FMF. Some authors

propose that asymptomatic testing may

allow pre-clinical diagnosis of FMF [5].

Furthermore, molecular testing of family
members may lead to a better under-

standing of the geography of pyrin

mutations and of the role of modifying

gene(s) in FMF expression.
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CT scan with contrast media of liver performed before [A] IVIG treatment, indicating large liver metastases, and

[B] after three courses of IVIG (2 g/kg body weight). No metastases were detected.

A B

Errata

. In our last issue (October), we failed to mention that our
cover picture of the Etrog container comes from the Eretz

Israel Museum, Tel Aviv.

. In the article "Choledochoduodenostomy" by J. Lachter,

D.A. Orron and G.S. Raskinour in the Imaging section of the

July issue (page 548), the picture appears upside down.

. In the case communication "Shrinkage of melanoma
metastases following high dose intravenous immunoglobulin

treatment" by Y. Shoenfeld, Y. Levy and P. Fishman that

appeared in our September issue (page 698±9), the figures A

and B were transposed. The correct figure and legend appear

below.

Capsule

"Sharap," 1914

"Like all British consultants at the time, the Queen Square
physicians lived a Jekyll-and-Hyde life. To obtain eminence

in medicine, the newly qualified doctor had to get into one

of the great London teaching hospitals and there work

unpaid on patients. Because they were working-class, he

treated them without much respect and used them for

research and teaching purposes; they, in turn, were

considered fortunate to be treated for free. However, to

earn a living, the doctor had also to work privately and as
soon as he had any status in the hospital world, he would

set up in Harley Street and see paying patients two or

three days a week. These were of his own class and
towards them he had to behave quite differently than

towards his free patients. He gave them time and listened

sympathetically to their problems because, if they didn't

like him, they'd go to another doctor they did like. This was

particularly true of the Queen Square neurologists: 'they

got their intellectual stimulation from their morbid

anatomy and their income from rich neurotics'."

From: "A War of Nerves," by Ben Shephard, London:

Jonathan Cape Publishers, 2000:8. Submitted by A. Mark Clarfield MD
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