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ABSTRACT
Objective. Regular colchicine treat-
ment cannot control the typical febrile
attacks of FMF in about 5-10% of the
compliant patients. Here we report the
effect of thalidomide and etanercept in
5 colchicine-resistant cases. 
Methods. Five (4M/ 1F) FMF patients
between April 2005 and March 2006,
who were experiencing at least 2 at-
tacks per month, despite regular col-
chicine were included to the study.
Four male patients were given thalido-
mide 100 mg/d initially. Two of these
patients unresponsive to thalidomide
were prescribed subcutaneous injec-
tions of etanercept 25 mg, twice a
week. The female patient received eta-
nercept as the first choice due to poten-
tial side effects. She then had to be con-
verted to thalidomide due to a severe
injection site reaction. 
Results. The median follow up period
with thalidomide and etanercept was 8
months. Both thalidomide and etaner-
cept lowered the number of the abdom-
inal attacks.
Conclusion. Thalidomide and etaner-
cept might be effective as additional
treatment in colchicine-resistant cases
of FMF.

Introduction
Familial Mediterranean fever (FMF) is
characterized by recurrent attacks of
fever and serositis (1). Colchicine is
effective in controlling the attacks and
preventing the development of amyloi-
dosis (1-3). About 65% of patients
respond to colchicine with complete
remission, 20-30% experience signifi-
cant improvement and 5-10% do not
respond (1). Interferon (IFN) alpha,
thalidomide, infliximab and intra-
venous colchicine were previously
used to suppress or prevent the attacks
in refractory cases (4-9). Infliximab
was reported to be effective in two
FMF patients with co-existing ankylos-

ing spondylitis and chronic arthritis (7-
8). In these patients the joint problems
rather than the serosal attacks seemed
preferentially respond to infliximab. 
We had previously reported that tha-
lidomide was effective in controlling
colchicine resistant attacks in a FMF
patient (6). We assessed prospectively,
the efficacy of thalidomide and etaner-
cept in colchicine resistant abdominal
attacks in 4 further FMF patients who
have no chronic joint involvement. We
also give here a follow-up of the patient
we had previously reported on (6) who
had received thalidomide at the 200
mg/day dose.

Patients and methods
We studied 5 (4M/1F) FMF patients
between April 2005 and March 2006,
who were experiencing at least 2
attacks per month, despite using colchi-
cine regularly. Patients were attending
the rheumatology outpatient clinic of
Cerrahpasa Medical School and all ful-
filled the proposed criteria for FMF
(10). None had concomitant amyloido-
sis, spondylitis, chronic arthritis or vas-
culitis. The demographic and clinical
characteristics are shown in Table I.
These patients were unresponsive to
colchicine 2 mg/day that they had used
for a median of 5 years. The actual com-
pliance and the non-responsiveness to
colchicine had been observed at least for
one year before adding other agents.
All patients experienced full-blown ab-
dominal attacks lasting 2-3 days. Pa-
tient no 5 had non-periodic leg pain,
which was provoked after standing or
walking for long periods. Three of the
patients (no 2, 3 and 5) had acute phase
responses between attacks (Table I). 
All except the female patient were first
given thalidomide 100 mg/day. This
rather low dose was chosen because of
potential side effects. In case of side
effects or unresponsiveness, the thera-
py was converted to etanercept (twice a
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Table I.Patient characteristics, the frequency of attacks before and after adjunctive treatment.

noAge (years)Disease Colch. Adjunctive drug,Frequency and duration of attacksAcute phase reactants in between attacksSide effectsComment
/ Sexduration durationdurationBefore AfterBeforeAfter

(years)(years)(n/month)Total durationLast 3
(n/month)months (n)

129 y /M227Thalidomide2 / month0.18 / month0CRP*: NCRP: NNo complaintEffective
11 month3 days2-3 daysESR: 4 mm/hrESR: 7 mm/hrEMG: mild axonal 

polyneuropathy

227 y/ M219Thalidomide3 / month0.38 / month0CRP: 25 mg/LCRP: 21 mg/LNo complaintEffective
8 month2 days2 daysESR: 26 mm/hESR: 21 mm/hEMG normal 

Fibrinogen†: Fibrinogen: 
455 mg/dL665 mg/dL

335 y/ F 308Etanercept 2-3/ month1 / week-CRP: 7 mg/LNot assessedInjection site reaction Caused 
2 weeks2 days2- 3 daysESR: 25 mm/hr(3rd injection)side effects

Fibrinogen:  
Thalidomide0.70 / month1525 mg/dLCRP: 9 mg/LDrowsiness Moderately 
8.5 month2 daysESR: 28 mm/hEMG normal effective 

Fibrinogen:
700 mg/dL

442 y/ M4018Thalidomide2-3/ month4 / month -CRP: NCRP: NDrowsinessIneffective 
2 months3 days2 daysESR: 10 mm/hESR: 42 mm/hEMG: normal

Fibrinogen: NFibrinogen: N

Etanercept 0.75 / month0CRP: NNoneEffective
8 month2 daysESR: 5 mm/h

Fibrinogen: N

549 y/ M3720Thalidomide 2-3/ month2-3 / month6CRP: 22 mg/LNot availablePain and numbness Ineffective  
7 months3 days3 daysESR: 40in the legsand caused 

Fibrinogen: EMG: normalside effects
711 mg/dL

Etanercept 1.25 / month2CRP: 18 mg/LNoneEffective
8 month1-2 daysESR: 27 mm/ h

Fibrinogen:  
560 mg/dL

Colch: colchicine; *the range for CRP: 0 - 5 mg/L; N: normal †: the range for fibrinogen: 180-350 mg/dL.
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