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this clinic by his family doctor for a diagnosis
to be made he was receiving 7-5 mg pred-
nisolone and except for the arthralgias and
the Raynaud's phenomenon he had no
complaints. When the prednisolone was dis-
continued, however, he had sweats at night.

Physical examination disclosed pitting scars
on the second and third fingers of both hands
and Raynaud's phenomenon could be pro-
voked. Westergren sedimentation rate was 105
mm/h, his platelet count was 648 x I09/i,
and an antinuclear antibody titre of 1/640 on
HEp-2 cells with a speckled pattern was
found. Anticentromere antibodies were
negative. A bone scintigram and radiographs
of hands and feet were normal. Routine chest
radiography showed a 4 cm mass in the
lingula region of his left lung. Histological
evaluation of material obtained by fibreoptic
bronchoscopy showed cells of squamous cell
carcinoma. Perihilar and mediastinal lymph
node metastases were present. Radiatidn
therapy was carried out, but the patient died
nine months later. Raynaud's phenomenon
and arthralgia were present until the end. No
rheumatological diagnosis could be established.
The rheumatological symptoms of the patient
and the positive antinuclear antibodies were
considered as a paraneoplastic syndrome.

CASE 2
A 69 year old woman was referred to rheuma-
tology with an antinuclear antibody titre of
1/5120 with a centromere pattern and a
complex unexplained combination of symp-
toms and findings. Two months earlier she
had received bypass surgery on her left
femoropopliteal artery because of chronic
artery occlusion disease stage II-IlIb.
One month later she was admitted to

hospital again because of phlebothrombosis in
both legs and pulmonary embolism in her
right lung. Local lysis therapy using urokinase
was performed, a filter was implanted in her
vena cava, and she received warfarin. Diag-
nostic tests were performed to find out the
cause of the thrombosis. Alkaline phosphatase
was slightly raised at 283 U/l and tumour
marker CA 19-9 at 24 000 U/l was greatly
increased. Radiology of the stomach was
normal. An abdominal computed tomography
scan showed small irregular areas of the liver
and a slight irregular pattern in the head of the
pancreas, which were interpreted as cysts.
The patient was discharged.
Ten days later she presented in the out-

patient clinic again. She complained of thoracic
and low back pain. Because of the positive
antinuclear antibodies a connective tissue
disorder was suspected. She had had Raynaud's
phenomenon since childhood, but did not
consider it a disturbing problem. The com-
puted tomography scan of the abdomen was
repeated, and the suspected lesion of the
pancreas was biopsied. Histological tests
showed adenocarcinoma. Radiation treat-
ment was started and her condition improved
slightly. Five months later she had a fracture
of her right femoral head and required an
operation. Two days later her general condition
deteriorated rapidly and she died.

An increased antinuclear antibody titre in a
patient with a carcinoma can occur with a
coexisting connective tissue disease. In the
second case it is possible that the anticentro-
mere antibodies belonged to the longstanding
primary Raynaud's phenomenon, which can
be associated with anticentromere antibodies
not only in CREST (calcinosis, Raynaud's
phenomenon, oesophageal dysmotility, sclero-
dactyly, telangiectasia) syndrome but in

Raynaud'sphenomenon alone. Anticentromere
antibodies had not been determined pre-
viously, however, because the patient had not
considered her Raynaud's phenomenon
disturbing or painful.

In case 1 the antinuclear antibodies were
negative eight months before presentation.
Raynaud's phenomenon and raised antinuclear
antibody titre developed together with the
lung cancer and have to be considered as
paraneoplastic phenomena.

Although antinuclear antibodies are con-
sidered a hallmark of systemic rheumatic
diseases,2 and are a diagnostic criterion for
systemic lupus erythematosus,3 they can occur
in other conditions. In a recent survey4 it was
reported that of all patients with positive
antinuclear antibodies and no established
diagnosis referred to a rheumatologist for
evaluation, 514% had connective tissue
diseases, 15 9% had organ specific autoimmune
diseases, 8-3% had infections, 2-9% had
neoplasia, 10-9% had miscellaneous other
diseases, and 13-4% remained without a diag-
nosis. Another study,5 in which patients with
different malignancies were examined for the
presence of antinuclear antibodies without an
underlying connective tissue disease, showed
that many patients with tumours have low
antinuclear antibody titres of about 1/40 in
immunofluorescence. Titres above 1/640,
however, do occur occasionally, especially in
patients with cancer of lung, breast, or colon.
However, none of the patients with high titre
antinuclear antibodies in immunofluorescence
on HEp-2 cells had the specific antibodies to
DNA, Sm, SSA, SSB, RNP or Scl-70, which
are markers for autoimmune diseases. There
are only two reports in which antinuclear
antibodies of patients with malignancies were
analysed on a protein level to determine the
autoantigens. Freundlich et al describe a
patient with adenocarcinoma of ovarian origin
whose serum reacted in immunoblot with
several hitherto unknown protein bands.6
Bonfa et al 7 analysed antinuclear antibodies
from patients with melanoma by western blot
and reported several groups of antigenic
protein bands.
The molecular level of these antigens is not

yet known and we do not understand the
meaning of these antinuclear antibodies in
malignancies. The antigens might be tumour
specific and the production of antibodies an
attempt to neutralise them. The occurrence of
antinuclear antibodies might also represent a
loss of self/non-self discrimination. Another
view is that patients with cancer develop lots
of autoantibodies resulting from the tissue
damage and necrosis that occurs in cancer,
which allows proteins which are not normally
seen by the immune system to be presented.
These examples teach us that in patients

with a significant antinuclear antibody titre,
especially in the absence of specific antibodies
to DNA and extractable nuclear antigens, the
possibility of an underlying carcinoma should
be considered. In younger patients there is
still the likelihood of a manifestation of a
connective tissue disease later in life. In older
patients an unexplained high antinuclear anti-
body titre should direct our diagnostic tests
not only towards finding a connective tissue
disease but also towards searching for a
malignancy.
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Conjunctival ulceration in Behqet's
syndrome

Sir: Previously, we reported in the Annals the
case of a 45 year old woman with coexistent
Behqet's syndrome and ankylosing spondy-
litis.' Recently, this patient developed an
unusual manifestation of Behqet's syndrome
deserving publication-namely, conjunctival
ulceration.

In June 1990 she presented with pain in her
left eye. An ophthalmological examination
showed no sign of uveal or retinal involvement
but only an ulceration, similar to oral aphthae,
on the lower palpebral conjunctiva (figure).
The patient indicated, however, that the
ocular pain was similar to the oral pain caused
by buccal aphthae.
Mucous ulcers are important features of

Behqet's syndrome. Recurrent oral aphthous
ulcerations are so common that according to
the recently proposed diagnostic criteria their
presence is an indispensable condition for
diagnosing Behqet's syndrome.2 Mucous
ulcers, often showing aspects similar to oral
aphthae, have also been seen on the epiglottis,

'Aphthous-like' conjunctival ukeration on the
lower palpebral conjunctiva (arrow).
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larynx, pharynx,3 and oesophagus, and in
every part of the gastrointestinal tract.4 '

Genital ulcers may develop on genital skin as
well as on the mucosa of the vulva, vagina, and
cervix.6 Conjunctival ulcers have, on the
contrary, only rarely been reported. In 1986
Pazarli et al reported that five patients among
540 examined for ocular involvement had
conjunctival ulcers.7 No details of the kind of
ulceration were given. Corneal ulceration was

reported by Mason and Barnes in 1969.' After
seeing the 'aphthous-like' conjunctival ulcera-
tion in our patient we interviewed the other 35
patients meeting the criteria for Behqet's
syndrome2 attending our outpatient clinic.
Another patient, a 60 year old woman with
recurrent oral aphthous ulceration, genital
ulcers, and papulopustular skin lesions, had a

history of conjunctival ulceration similar to
oral aphthae.
Our report confirms the observation by

Pazarli et al that conjunctival ulcers may

represent another clinical manifestation of
Behqet's syndrome,7 and suggests that these
may present aspects similar to oral apthae.
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