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ABSTRACT

Wereport the effect of infliximab, amo -
noclonal anti-TNFo. antibody, in two

patients with refractory cutaneous and

articular multicentric reticulohistiocy -
tosis (MRH).

One 37-year-old woman and one 53-

year-old woman with polyarthritis, faci -
al rash and nodular lesions on the

hands related to MRH were refractory

to multiple agents: cariolysine, cortico -
steroids, hydroxychloroquine and cyto -
toxic agents. Infliximab at 3 mg/kg which

was then increased to 5 mg/kg in com -
bination with methotrexate or azathio -
prine was effective on cutaneous mani -
festations of the disease but not on po -
lyarthritis. A switch to etanercept did

not improve polyarthritisin the second

patient.

Some data suggest that TNFa is in -
volved in MRH, but based on our cases
anti-TNFa therapy needs further eval -
uation in patients with refractory MRH.

Introduction

Multicentric reticulohistiocytosis (MRH)
is arare systemic disorder of unknown
etiology characterized by destructive
polyarthritis and skin nodules. Multiple
therapies have been proposed. Com-
plete or partial remission have been
described with dexamethasone pulse
(1), alkylating agents (2), methotrexate
associated with hydroxychloroquine
(3), prednisone (4-6), cyclosporine (7),
corticosteroids, cyclophosphamide (8),
and recently etanercept (9) and alen-
dronate (10). We report two patients
with  MRH refractory to multiple
agents whom we treated with inflix-
imab.

Casereports

Casel

A 37-year-old woman with diabetes
mellitus since 1999 and Hashimoto’s
thyroiditis presented in March 2000 a
polyarthritis involving the proximal
interphalangeal (PIP) joints, metacar-
pophalangeal (MCP) joints, elbows,
knees, ankles and hips. Simultaneously
she developed a red maculopapuplar
rash on the perinasal zone and brown-
reddish nodules on the hands (Fig. 1).
Laboratory studies showed a normal
erythrocyte sedimentation rate (ESR)
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(2 mm/1st hr) and C-reactive protein
level (CRP), positive rheumatoid factor
(100 Ul, normal < 20) and antinuclear
antibodies (ANA) (1/320). Joint radi-
ographs showed no erosions. A skin
biopsy revealed the dermis to be filled
with multinucleated histiocytes with
abundant, dense, pink cytoplasm, con-
sistent with the diagnosis of MRH.
Topical corticosteroids were started;
topical cariolysine and oral hydroxy-
chloroquine (400 mg/day) were added
because of skin flares. Worsening and
extension of skin lesions led us to
switch hydroxychloroquine to metho-
trexate (15 mg weekly) in November
2000, with transient efficacy. In Febru-
ary 2002 the nodules had extended and
polyarthritis was still active (28 tender
and 9 swollen joints) despite adminis-
tration of an intravenous (iv) methyl-
prednisolone pulse (500 mg). Synovial
knee biopsy revealed a typical pattern
of MRH (Fig. 2). On hands radiograph
several erosions appeared.

Infliximab, a monoclonal antibody
against tumour necrosis factor-a (TNF-
a) at a3 mg/kg dosage was started on
March 2002 with methotrexate (10
mg/week), and given at 0, 2 and 6
weeks and then at 8-week intervals.
After the third infusion, skin lesions
improved but not polyarthritis (17 ten-
der, 8 swollen joints). In May 2002,
methotrexate was changed to azathio-

Fig. 1. Typica diffuse brown-reddish nodules
involving both hands, localised on the lateral and
dorsal sides of al the fingers.
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Fig. 2. Synovia membrane cellular infiltrate
mainly composed of histiocytes with multi-
nucleated giant cells exhibiting eosinophilic
cytoplasm (hematoxylin and eosin stained).

prine (100 mg/day) because of cytope-
nia. After increasing the dosage of in-
fliximab to 5 mg/kg then 8 mg/kg and
administering 8 infusions, the macular
rash and nodules decreased in size and
number but polyarthritis was unchang-
ed (24 tender and swollen joints). In-
fliximab was stopped; she received on-
ly azathioprine and NSAIDs. Eight
months later, cutaneous disease was
still in remission with active polyarthri-
tis (15 tender and swollen joints). Dur-
ing the next 6 months, skin lesions did
not relapse and arthritis improved with
only 6 tender and swollen joints at the
last control.

Case?2

In April 1999 a 53-year-old woman
with essential hypertension presented a
polyarthritis with 40 tender joints
(wrists, knees, elbows, shoulders, PIP,
distal interphalangeal and MCP jaints),
4 swollen joints (wrists and knees) and
a pruritic papular rash with nodules on
her face, scalp, upper limbs and hands.
ESR was increased (28 mm/1st hr)
with normal CRP, positive ANA (1/
640) and positive anti-SSA antibodies.
Hands radiographs reveadled bilatera
erosions on the third and fourth DIP
joints. A skin biopsy revealed a a typi-
cal pattern of MRH.
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Oral prednisone (0.5 mg/kg/day), intra
muscular methotrexate (20 mg/week),
hydroxychloroquine (400 mg/day) and
topical corticosteroids were instituted
but no improvement was seen after 4
months. Methotrexate and hydroxy-
chlorogquine were then substituted for
iv cyclophosphamide (1000 mg/ month).
The rash and nodules decreased but a
flare occurred after 6 infusions and the
arthritis remained unchanged. After 10
infusions, cyclophosphamide was re-
placed by chlorambucil (0.1 mg/kg/
day) with topical caryolysine. Chloram-
bucil was stopped because of a seizure.
Cyclosporine (300 mg/day) was begun,
but quickly stopped because of ineffi-
cacy and arisein serum levels of crea
tinine. Leflunomide (20 mg/day) was
stopped after 3 months because of inef-
ficacy and alopecia. With azathioprine
(100 mg/day) cutaneouslesions and the
joint disease worsened.

Infliximab at a dosage of 3 mg/kg and
then 5 mg/kg after the second infusion,
was added to azathioprine in October
2002. After 5 infliximab infusions
(weeks 0, 2, 6, 14 and 22), cutaneous
lesions improved, pruritus disapeared
and the number of nodules dramatical-
ly decreased. However, the effect on
the joint disease was mild: 4 swollen
and 21 tender joints. A switch to etarn-
ercept (25 mg twice weekly) was tried,
but 6 months later the clinical symp-
toms were unchanged (stable cuta
neous lesions, active polyarthritis).

Discussion

Case reports and open-label studies
have reveal ed promising results of anti-
TNF therapy in rare inflammatory dis-
orders (11); moreover therole of TNFa
in the pathogenesis of MRH has been
suggested in severa studies. Gorman et
al. (12) reported positive staining for
TNFa in macrophages of the synovial
lining layer and around the blood ves-
sels in a synovial biopsy of a patient
with MRH, and suggested that this cy-
tokine could be involved in the disease
process. Nakamura et al. (13) have
reported that TNFa was detected im-
munochistochemically in hip synovium
in apatient with MRH, TNFa was pre-
sent in culture supernatant of the syn-
ovia cells. Based on these results, it
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could be hypothesized that anti-TNFa
therapy might be effective in MRH.
One MRH patient with refractory artic-
ular and cutaneous involvement was
treated by etanercept, and a dramatic
improvement in both manifestations
was seen (9), but no cases of infliximab
treatment have been reported.

In our first case, steroid treatment was
interrupted because of diabetes and
poor efficacy, but methotrexate alone
failed to obtain a long-term improve-
ment. Infliximab resulted in an im-
provement of the cutaneous manifesta-
tions of the disease, but only atransient
stabilization of joint disease with a
flare-up of polyarthritis after 54 weeks
of follow-up. In the second case, ineffi-
cacy or side effects of the drugs were
observed and, as in the first patient,
infliximab led only to an improvement
in cutaneous manifestations.

In conclusion, our two cases did not
confirm the results observed with etan-
ercept in a single patient (9). Anti-
TNFa therapy in MRH needs con-
trolled studies. At the present time,
based on our experience, we feel that
infliximab could be used in cutaneous
MRH and included in the therapeutic
tree of Liang et al. after the failure of
methotrexate, prednisone and akylat-
ing agents (8).
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