L ettersto the Editor

Unrecognized seropositive RA
and SSin a patient with
associated familial hypercholes-
terolemiatype lla and osseous
xanthoma of the proximal femur

Sirs,

The clinical manifestations of hyperlipi-
demias may be varied: pancrestitis, prema-
ture arteriosclerosis, eruptive, tendon or
osseous xanthomas, arthralgias, arthritis
etc. (1, 2). In the literature, we have not
found any data that some of the connective
tissue disorders, such as: rheumatoid arthri-
tis (RA),Sjogren’ s syndrome (SS),etc. may
be associated with primary hyperlipi-
demias. There is only data that in systemic
lupus erythematosus (SLE), hyperlipopro-
teinemia type | may be one of secondary
clinical manifestations (1).

A patient, Caucasian, 51 years old, was
admitted to the Institute of Rheumatology
in Belgrade for hospital treatment. He was
in pain, had swellings, and was limited in
movement at: both shoulders, elbows,
hands, knees and feet and he also had pain
and stiffness in the hips. Besides that the
patient complained of morning stiffness in
the mentioned joints and xerophthalmia and
xerostomia syndrome. The patient had these
problems for about 5 previous months. Dur-
ing clinical examination, problems with
joints were verified and xanthelasmas on
eyelids, conjuctival hyperemia and dry
tongue were noted. Significant laboratory
results were: erythrocyte sedimentation rate
(1st hour) 130 mm/h, leukocyte count 8.1 x
10°|,platelet count 441 x 10° | total choles-
terol 9.28 mmol/l (norma vaues (nv) <
5.20 mmol/l), low-density lipoprotein 7.40
mmol/l (nv<3.36 mmol/l),triglyceride 1.05
mmol/l (nv<1.8mmol/l), latex rheumatoid
factor 100 1.U/ml (nv <25 I.U/ml), Schir-
mer’stest 4 mm in 5 minutes (nv 10 mm in
5 minutes). X-rays of the hands reveaed
several not completely differentiated sub-
chondra cysts at the level of some of the
MCP and PIP joints. X-rays of the hips
showed boneinfiltrate in the proximal part
of theright femur (Fig. 1a). A curretage and
abone grafting of the femur lesion was per-
formed. The microscopic appearance of the
lesion (Fig. 1b) was thought to be compati-
ble with an osseous xanthoma. We also per-
formed skeletal scintigraphy to check for
pathological infiltrates in the rest of the
skeleton, but found none. Based on the
patient’ s report of xerophthalmia and xeros
tomia syndrome and the positive Schirmer
test we also performed minor salivary gland
biopsy and found several foci, i.e. agglom-
erations of mononuclear cells of glandular
tissue. We concluded that the patient ful-
filled all of the criteriafor diagnoses of RA
and SS (3, 4). In addition typical hypercho-

(b)

Fig. 1. (a) Digital radiography showing bone infiltrate (osseous xanthoma) in proximal portion of the
right femur. (b) Trabecular bones around which are the xanthomatous cells (top right corner, bottom
left corner). Opening blood vesels surround by fibrous cells (center middle). (H& E stain, 20x).

lesterolemiatype l1a signs and xanthomain
the proximal part of the right femur were
detected (1).

We have described a patient who was treat-
ed some 5 months with a diagnosis of
hypercholesterolemic arthropathy although
he had chronic, symmetrical, destructive
polyarthritis of the peripheral joints associ-
ated with long-term morning stiffness,
xerophthalmia and xerostomia syndrome.
In addition to medicaments to lower the
blood cholesterol level he was only taking
NSAIDs.

One of possible reasons for not recognizing
RA with associated SS in our patient was
the similar clinical picture that might be
present between early stage RA and some
forms of hyperlipidemic arthropathies,
because according to Mathon (5) there are
some hyperlipidemic arthropathies that
involve larger numbers of joints, have a
symmetrical distribution, and are followed
by strong pain. Otherwise, as Mason points
out (2), patients with hyperlipidemias suffer
from arthropathies more freguently than
healthy persons and the occurrence of
arthropathy is mostly episodic. Rheumatoid
factor was not found in these patients and
their arthropathies do not involve bone
destruction.

We want to underline that we accidentally
found osseous xanthoma in the proximal
part of the right femur in our patient. Thisis
rare clinical manifestation of hyperlipi-
demia, and has not often been described in
the literature (6).

The question of a possible connection
between hyperlipidemia and systemic dis-
eases as RA and SS remains to be
answered. Even though such an association
has never been described in the literature, it
is our opinion that the association seen in
our patient was not accidental. We find
strong support for this assertion in the work
of Manzi et al. (7) and his associates. They
attribute an important role in the develop-
ment of arteriosclerosis of the blood vessels
to cellular and humoral components of the
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immune system, i.e. a vasculities similar to
the one that exists in systematic connective
tissue disorders like RA and SLE. Given
this and the fact that our patient had hyper-
lipidemia for a long time before he devel-
oped RA and SS, we would hypothesize
that hyperlipidemia could be one of therisk
factors for developing many systematic
connective tissue disorders. If this assump-
tion is correct,then it would not be unrealis-
tic to expect similar cases in the future. For
this reason we would recommend that rheu-
matologists carefully monitor any patients
with hyperlipidemias, especially those with
long-lasting arthropathies involving a large
number of joints,because they are at risk of
systemic conective tissue disorders. This
question deserves further study.
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Occurrence of pulmonary
thromboembolism during
infliximab therapy

Sirs,

Infliximab therapy is an effective treatment
for rheumatoid arthritis and ankylosing
spondylitis. The occurence of positive anti-
nuclear-antibodies (ANA) during inflix-
imab is relatively common but devel opment
of systemic lupus erythematosus (SLE) is
very rare. Patients are commonly screened
for the presence of ANA before anti-TNF
therapy but their presence in the absence of
clinical symptoms is not considered to be a
contraindication for the therapy (1).

The described patient is a 55-year old
woman with a psoriasis arthritis since 1992.
SLE had been previously suspected based
on the occasional spontaneous leukopenia
and positive ANA (titer > 5000). DNA anti-
bodies had been negative and she had no
clinical features of SLE. Since 1995, she
has been treated with methotrexate.

Her arthritis was more active during 2001
and infliximab therapy was begunin thefall
of 2001. Six months earlier her ANA-titer
was negative, but just before institution of
the infliximab therapy the titer of ANA was
>5000 with a homogenous pattern. Anti-
DNA antibodies were not tested immediate-
ly prior the therapy. She also had mild
leukopenia (2.5x10%1) and because of that
her methotrexate dose was only 7.5 mg per
week. She received two infliximab infu-
sions of 3 mg/kg each at two weeks apart,
without complications. The arthritis respon-
ded well to the therapy.

However, one week after the second infu-
sion she developed inspiratory pain on right
side of the chest with dight shortness of
breath and she had pain in the left leg for a
few days. Chest x-ray and blood tests were
checked and excluding moderately in-
creased CRP (61 mg/l), other laboratory tests
were non-diagnostic and a diagnosis of res-

piratory infection was made. Symptoms
gradually disappeared, control x-ray was
normal and she received the third inflix-
imab infusion 4 weeks later. Six days after
the third infusion pain reappeared in the
right side, with marked shortness of breath
and pain now in her right leg. She was
admitted to the emergency unit. Spiral TT
disclosed afilling defect in theright lung in
accordance with pulmonary em-bolism.
Ultrasound disclosed a thrombus in both
fibular veins and also superficia veins in
the left leg. The ultrasound of abdomen was
normal. After admission to the hospital a
spiking fever (ad 39.8°C) appeared and also
an urticarial rash over the entire body. A
SL E-type reaction was suspected or alterna-
tively a rash due to antibiotic treatment
(clindamycin) which had been begun 4-5
days before admission to the hospital for
prophylaxis after a tooth root dental proce-
dure. Blood cultures, repeated chest x-rays,
ultrasound of the abdomen and orthopanto-
mography were non-diagnostic. The results
of the relevant laboratory tests are shown in
Table |. Decreased C4, clearly increased
anti-DNA antibodies and slightly increased
cardiolipin antibodies could be observed
but no other predisposing factors for throm-
bosis. Anticoagulation with warfarin was
started and prednisone was increased to 20
mg/day. Fever and rash gradualy disappear-
ed and she was discharged from hospital.

The present case is the first to associate
anti-TNF-therapy with pulmonary embo-
lism. Positive anti-DNA-antibodies and
borderline increased anticardiolipin anti-
bodies were also detected. However, the
antibodies were not screened prior to thera-
py and even though they disappeared after
discontinuation of infliximab their relation-
ship with infliximab remains unclear. Drug-
related pulmonary thromboembolism has
been described in association with pro-

cainamide-induced SLE and positive anti-
cardiolipin antibodies (2). Development of
a hypercoagulable state and circulating
anticardiolipin antibodies has been describ-
ed during infliximab therapy (3). Appear-
ance of anticardiolipin antibodies has been
described also during etanercept therapy
but their appearance was associated with
concomitant infections (4). In conclusion,
although the role of the anticardiolipin anti-
bodies in the development of thromboem-
bolism isin this case uncertain,screening of
anti-DNA and anti-phospholipid antibodies
before and during anti-TNF-therapy should
perhaps be warranted.
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Tablel. Clinica parameters before and during infliximab therapy. Cardiolipin-Ab (IgG) were
measured using an ELISA assay and lupus anticoagulant using phospholipid sensitive APTT and

Russel viper venom test methods.

Normal range Baseline During the therapy

WBC (3.6-10.1 x E9/N) 23 2.7
B-Tromb (150-400 E9fl) 173 98
P-D-Dimeer (< 0.5mg/l) ND 7.1
B-FII-D (pos/neg) ND neg
FVIiI (47-146 %) ND 187
P-ATIII (84-10 %) ND 74
P-APCres (2-6) ND 22
C3 (0.71-1.41 9/l) ND 0.77
C4 (0.12-0.34 g/l ND 0.04
Antinuclear-Ab (< 320, titer) > 5000 > 5000
Anti DNA-Ab (< 10, titer) ND 50
Anti-cardiolipinAb (<11 EV) ND 16

L upus anticoagulant (pos/neg) ND positive*

*Sampl e taken during warfarin treatment. P-APCres. activated protein C resistence, B-FlI-D: prothrombin 1

gene mutation analysis, P-ATII: antithrombin 1.
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