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added to his treatment, as with Case 1. 
Case 3 (37/M) referred to us for cutaneous
vasculitis, confirmed by the skin biopsy. He
had a history of recurrent fever, abdominal
and chest pain, and erysipelas-like erythe-
ma since he was 3. He was diagnosed with
FMF at the age of 27 and colchicine was
administered at the dosage of 0.5-1 mg/day.
Since case 3 had a cutaneous vasculitis, I
administered PRD and AZA in the afore-
mentioned dosages in addition to colchicine
(2 mg a day), enalapril maleat (10-20 mg/
day) immediately after the diagnosis of AA
amyloidosis and vasculitis. The dosage of
PRD and AZA was adjusted as in cases 1
and 2. 
Laboratory findings for the patients obtain-
ed during the follow-up period are present-
ed in Table I. 
Three cases with NRP secondary to FMF
amyloidosis responded markedly to AZA
and PRD while still receiving colchicine. It
is possible for FMF patients to suffer from
non-amyloid renal involvements, such as
glomerulonephritis (3), and to respond fa-
vourably to immunosuppressants (3). To be
frank, I could not exclude the possibility of
glomerulonephritis or other glomerulopa-
thies in my cases due to the failure to per-
form a renal biopsy. It is well documented
that FMF patients with glomerulonephritis
do suffer from hematuria and leukocyturia
(3). However, my cases were determined to
have neither of these urinary abnormalities
during the follow-up period. Based on this
result, I think the chances for the presence
of such possibilities, as glomerulonephritis
are low with my cases. 
Although the first two cases showed a mild
stabilization of NRPbefore the start of AZA
and PRD, a noticeable improvement was
determined after the start of AZAand PRD.
This can best be seen in case 3, who showed
the earliest noticeable improvement in NRP
because of receiving the combination of
AZAand PRD and colchicine upon presen-
tation. At this point, it could be argued that
addition of the AZA and PRD was made
fairly early when taking into account that
one year may not be a sufficient period for
the effect of colchicine to begin for cases 1
and 2. However, it should be noted that the
optimum length of time needed for the
effect of the colchicine to begin has not be
determined precisely thus far. The natural
duration between the emergence of protein-
uria and ESRF has been determined to
range from 2 to 13 years (4).It is well known
that long-term proteinuria due to other dis-
eases might lead to tubulointerstitial nephri-
tis (5). Also, histological evidence of tubu-
lointerstitial injury has been found to be a
better predictor of impaired renal function
than glomerular injury (5). Moreover, it has
been reported that tubulointerstitial injury is

also a predictor for the poor outcome of
FMF amyloidosis (6). Based on the data
above, early interventions for reducing
NRP could help renal prognosis in a posi-
tive way. The dramatic decrease in the lev-
els of proteinuria following the commence-
ment of the combination of AZA and PRD
seems to be suggestive of its workability. 
There exist only a few studies into endoge-
nous cortisol levels in FMF patients. Early
blunted cortisol response was reported in
FMF patients without amyloidosis in the
face of stressful situation during attack-free
periods (7).Sub clinical adrenal insufficien-
cy was reported in most FMF patients with
AAamyloidosis (8).Based on these data, it
could be argued that small dosages of ste-
roids may compensate for the possible cor-
tisol deficiency in FMF patients complicat-
ed by amyloidosis. Steroids are also used to
suppress inflammation and prevent intersti-
tial inflammation in the kidney likely to
arise during long-term proteinuria (9).
In conclusion, I suggest that a combination
of AZA and PRD in addition to colchicine
could be useful in regression of NRPin sel-
ected cases with FMF complicated by AA
amyloidosis. I also suggest that further con-
trolled studies be conducted for a better em-
phasis of this aspect. 

C. KORKMAZ, MD

Associate Professor Division of Rheuma-
tology, Department of Internal Medicine,
Osmangazi University Medical Faculty,
Eskisehir, Turkey.

Address correspondence to: Cengiz Korkmaz,
MD, Visnelik M. Alifuat Güven C. Akasya S.
11/11, Eskisehir, Turkey. 
E mail: ckorkmaz@ogu.edu.tr

References
1. ÇAKAR N, YALÇINKAYAF, ÖZKAYAN et al.:

Familial Mediterranean fever (FMF)-asso-
ciated amyloidosis in childhood. Clinical fea-
tures, courses and outcome. Clin Exp Rheu-
matol 2001; 19 (Suppl. 24): S63-7.

2. LIVNEH A, LANGEVITZ P, ZEMER D et al.:
Criteria for the diagnosis of familial Mediter-
ranean fever. A rthritis Rheum 1997; 40:
1879-85.

3. AKPOLAT T, AKPOLAT I, KARAGÖZ F, YIL-
M A Z E, 



Letters to the Editor
ed to a tertiary referral centre where he re-
ceived thalidomide for 6 months with signi-
ficant improvement in clinical features as
well as neutrophil count. However he deve-
loped peripheral neuropathy, which prom-
pted immediate discontinuation of T h a l i-
domide therapy.
His clinical feature of intermittent orogeni-
tal ulcerations continues with Neutropae-
nia. His disease has proven difficult to treat
and currently anti-TNF therapy is being
considered.
We have described an Englishman who was
diagnosed with Behçet’s disease (BD) as-
s o c iated with myelodysplastic syndrome
( M D S ) (1). Our literature search reveals 14
cases of Behçet’s disease (BD) associated
with MDS, mostly reported from Japan. (2-
4). There is no report of such a case in a
Caucasian patient from Great Britain.
A strong association has been shown be-
tween BD and HLA B51 in ethnic groups
extending from Middle East to Japan (5). It
is interesting to note that HLAtyping of our
patient was negative for HLAB51.
In a study of 10 patients with MDS and BD
the production of reactive oxygen species
by neutrophils was investigated by luminal
enhanced chemo-luminescence assay and

the authors concluded that Trisomy 8 pre-
disposes to BD in patients with MDS (2).
Cytogenetic analysis of our patient revealed
Trisomy 8.
Although BD is characterised by a dramatic
response to steroids, our patient had only a
modest response. Thalidomide was tried
with success although it had to be with-
drawn due to peripheral neuropathy. In a
study conducted by the University of Istan-
bul, thalidomide was effective in resistant
cases of BD (6). In 2001 and 2003 two sim-
ilar cases were reported, one associated
with Leishmaniasis and the other was again
in a Japanese patient with elevated cyto-
kines (7, 8).
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