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Infliximab therapy in a patient with
familial Mediterranean fever and chronic
hip arthritis

To the Editor:

Familial Mediterranean fever (FMF) is an autosomal re-
cessive disease in which arthritis attacks occur in about
half of the patients, usually involving the ankle, knee, or
hip (1,2). FMF arthritis is typically acute, episodic, and
self-limited, resolving without sequelae; however, in
~10%, it is protracted, lasting 3 months to 7 years (3,4).
Colchicine might not be effective when started after the
development of arthritis, and, in such cases, therapeutic
alternatives remain unclear and some patients require sy-
novectomy (4). Arthritis in FMF can also be destructive,
most commonly affecting hip joints, and might necessitate
hip replacement (5,6). Here we report a patient with FMF
and protracted hip arthritis who had an early response to
infliximab therapy.

A 21-year-old woman with a history of FMF presented
with severe right hip pain and difficulty walking. FMF was
diagnosed at age 3 years when she began to have attacks of
fever, abdominal pain, and arthritis, usually affecting the
knees and ankles, and was started on colchicine therapy.
At age 14 years, indomethacin was added for arthritis
attacks lasting 4—5 days. Two years ago, colchicine and
indomethacin were discontinued when she had an epi-
sode of bloody diarrhea that was self-limited. Biopsy of the
duodenum was negative for amyloid. One week later, fever
developed, followed by bilateral hip pain. An anteropos-
terior radiograph of the pelvis revealed significant joint
space narrowing of the right hip (Figure 1). On magnetic
resonance imaging (MRI) (Figure 2), coronal short inver-
sion time inversion recovery images showed increased
signal intensity consistent with bone marrow edema at the
acetabulum bilaterally and at the lateral aspects of the left
femoral head and neck. There was no evidence of joint
effusion or synovial hypertrophy. Computerized tomogra-
phy of the sacroiliac joints was normal. She was homozy-
gote for M694V and was HLA-B27 negative. Colchicine
0.5 mg 3 times daily was restarted. Fever, abdominal pain,
or diarrhea did not recur. However, right hip pain per-
sisted, and 2 weeks later her followup erythrocyte sedi-
mentation rate (ESR) was 110 mm/hour and the C-reactive
protein (CRP) level was 96 mg/liter. Hip pain did not
respond to nonsteroidal antiinflammatory drugs. Pred-
nisolone 15 mg/day was started. A daily dose of 40 mg was
required for pain control, which was accompanied by im-
provement in the ESR (13 mm/hour) and the CRP (6 mg/
liter). Tapering off of steroid therapy was unsuccessful.
She was allergic to sulfasalazine. Hydroxychloroquine and
methotrexate (up to 20 mg weekly) were added, but the
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Figure 1. Anteroposterior radiograph of the right hip demon-
strated significant joint space narrowing without osteophytes and
sclerosis.

Figure 2. Coronal short inversion time inversion recovery mag-
netic resonance image of the hips demonstrated increased signal
intensity consistent with bone marrow edema at the acetabulum
bilaterally, and at the lateral aspects of the left femoral head and
neck.

ESR and CRP level remained elevated, and the patient
began to require assistance for ambulation.

At the time of her current admission, she was afebrile.
Her physical examination was unremarkable except for
restricted and painful range of motion of the right hip
joint. She weighed 50 kg. Her ESR was 60 mm/hour and
the CRP level was 61 mg/liter. Results of the leukocyte
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count, fasting blood glucose, and liver and kidney function
tests were within normal ranges. On plain radiographs,
there was progress in the joint space narrowing of the right
hip. Repeat MRI demonstrated minimal effusion but no
synovial hypertrophy, but did reveal irregularities of the
cartilage of the right hip. There was minimal signal inten-
sity change at the right acetabulum and the right femoral
head, consistent with subchondral bone marrow edema.
Due to the lack of efficacy of her current management, a
tumor necrosis factor (TNF)-blocking agent, infliximab
(200 mg) was given intravenously. She had a prompt re-
sponse. In 4-5 days, she was able to ambulate indepen-
dently. Two weeks later, her ESR was 20 mm/hour and the
CRP value was negative (<6 mg/liter), and steroid therapy
was discontinued. She initially received 3 doses of inflix-
imab (at 0, 2, and 6 weeks); however, the effect was not
sustained, and she required subsequent infusions approx-
imately every 8—10 weeks. Thus far she has received 5
doses.

A patient with FMF and severe hip arthritis is described.
The attack began while she was not receiving colchicine,
and she did not respond to colchicine when it was given
later. In this case, a coexistent juvenile idiopathic arthritis
cannot be excluded. However, the nature of the arthritis,
i.e., self-limiting attacks in joints other than the right hip,
argues against it. Rapid loss of joint space width but ab-
sence of significant synovial hypertrophy, effusion, or ero-
sions is also not typical of chronic arthritis. Conversely,
prolonged duration of active disease (>2 years) is unusual
for FMF. The patient did not experience any febrile ab-
dominal attack during this period, but hip pain associated
with elevated markers of inflammation was refractory.
There are studies suggesting a role for TNFa in the patho-
genesis of FMF (7,8), but the efficacy of TNF-blocking
agents has not been previously reported. This patient did
not respond to usual therapy for FMF, as well as medica-
tions used in other forms of chronic inflammatory arthrit-
ides, and she had a dramatic early response to infliximab,
the only available TNF-blocking agent in this country at
that time. The response appeared not to be sustained,
lasting approximately 2 months.
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A new skip area in the diagnosis of
temporal arteritis

To the Editor:

Temporal arteritis is a vasculitis of unknown etiology
that occurs primarily in older individuals. Its clinical man-
ifestations, physical findings, and laboratory abnormalities
have been well defined. Arterial lesions tend to affect
larger arteries of the head, neck, and upper torso in an
irregular, segmental fashion. Hence the term “skip lesion”
has been coined to describe the pathologic distribution of
inflammation. The following case describes a new skip
area in the diagnosis of temporal arteritis that has not been
previously reported.

A 62-year-old woman reported a 4-week history of poly-
myalgia rtheumatica, fatigue, a 7-pound weight loss, and a
new mild frontal headache. Her laboratory data was re-
markable for a hemoglobin of 10.8, an erythrocyte sedi-
mentation rate of 85, and a platelet count of 506,000. Her
physical examination showed a tender, left temporal ar-
tery that was pulsatile and without nodularity. Prednisone
was started at 60 mg/day for a presumptive diagnosis of
temporal arteritis, and a temporal artery biopsy was sched-
uled.

The surgeon performed the biopsy in his freestanding
surgical center, and the specimen was sent to the local
hospital pathology department for interpretation. Because
the patient’s insurance carrier (Blue Cross and Blue Shield
of New Jersey) would not pay the hospital pathology de-
partment for specimen interpretation if the biopsy was
performed at an outside facility, the specimen was “tri-
aged” to the laboratory chosen by the insurance company,
Laboratory Corporation of America (LabCorp). If the bi-
opsy had been performed at the hospital, Blue Cross would
have paid for the pathology interpretation in-house. Lab-
Corp processed the temporal artery biopsy as “routine”
and estimated a turnaround time of anywhere from 3-4
weeks, clearly an unacceptable time frame. Repeated calls
to LabCorp were not able to change this protocol.

The biopsy report indicated no evidence of arteritis in a
tangentially cut specimen. By this time, the patient had
been taking prednisone for 4 weeks and was responding
well. All of her symptoms had resolved, and her previous
laboratory values had returned to normal. However, she
was now diabetic with a fasting glucose of 191, and al-
though clinically, temporal arteritis was still the diagnosis
of choice, it had not been confirmed. The patient began to
question the use of steroids without a definitive diagnosis.
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Multiple attempts to find and communicate with the in-
terpreting pathologist were futile. Blue Cross agreed to pay
for a second opinion on the pathology so the original slides
were sent back to the hospital. The specimen was reexam-
ined and the internal elastic laminae, crucial for interpre-
tation, were found to have been compromised. One small
section was still intact and this was subsequently cut
transversely. The pathology report confirmed the diagno-
sis of arteritis, and the patient was able to accept the need
for steroids.

This case illustrates how insurance companies can dis-
rupt the diagnostic process. By funneling work toward the
“lowest bidder,” valuable time is lost, mistakes are made,
and in many cases, the diagnosing physician is removed

from the loop. Rheumatologists must insist on excellence.
We cannot allow “skip areas” along the way in pursuit of
an accurate diagnosis. We need to be able to direct how
and where temporal artery biopsies are handled and by
whom. We should insist temporal artery biopsies be per-
formed in the hospital where we feel most confident with
the pathologist, where slides can be personally viewed,
and where communication among all involved is easily
accomplished. Accurate and timely pathology is an inte-
gral part of the diagnostic process and cannot be
“skipped.” Our patients deserve no less.

Kenneth B. Wasser, MD
Tinton Falls, NJ
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