
For antinucleosome testing, at the 10 IU threshold

suggested by the manufacturer, 109/270 (40%) sera were posi-

tive, including 51/114 (45%) rheumatoid arthritis (RA) and

20/34 (59%) spondyloarthropathy (SpA). However at the 20 IU

threshold only 4% were still positive, including 2/33 (6%)

unclassified arthritis, 5/105 (5%) RA, 2/52 (4%) SpA, 1/5 (20%)

sicca syndrome, and only 1/5 (20%) patients later diagnosed as

having SLE. Moreover for this single patient, the diagnosis was

already firmly established, especially as the antinuclear

antibody titre was 1/1000 and anti-dsDNA were positive.

Hence the positive predictive value for SLE of antinucleosome

testing was 1/11, and the sensitivity 1/5.

These low sensitivities do not support the working hypoth-

esis that systematic screening for IIF-ANCA and antinucleo-

some antibodies is useful for the diagnosis of vasculitides in

early arthritis and of SLE in patients with “naked” arthritis.

Such results were somewhat expected, given that systemic

vasculitis or SLE with arthritis as precursor are quite uncom-

mon events. However, they confirm that determination of

ANCA and antinucleosome antibodies should not be carried

out in the absence of clinical extra-articular manifestations,

especially as low ANCA titres have already been demonstrated

in a large percentage of more benign conditions like early RA

and early SpA.6–9 We would therefore quite agree with the con-

clusion of Merkel et al, that instead of systematic screening for

ANCA by IIF, only those patients with features atypical for RA,

SpA, or undifferentiated arthritis should be tested for ANCA,

using an ELISA for anti-PR3 and anti-MPO together with

IIF-ANCA.9

Likewise in our cohort, antinucleosome antibodies were

positive at low values at baseline in several conditions other

than SLE and in only 1/5 patients with SLE. There are few

reports on antinucleosome antibodies and SLE, and thus defi-

nite conclusions cannot be reached about the overall

additional value of this test to support the diagnosis of SLE.10

However, our results strongly suggest that systematic testing

for antinucleosome antibodies should not be a substitute for a

careful search for all visceral signs suggestive of lupus in a

patient presenting with seemingly “naked” arthritis.
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Cogan’s syndrome is a rare disease characterised by non-

syphilitic interstitial keratitis with vestibuloauditory

dysfunction, including loss of hearing, tinnitus, and

vertigo.1 We report here a case of Cogan’s syndrome positive

for antineutrophil cytoplasmic antibody (ANCA). This case is

interesting in consideration of the pathogenesis of this

syndrome.

CASE REPORT
In May 1999 a 61 year old man was admitted to our hospital

with fever and myalgia localised to the lower part of both legs.

He had a history of lung tuberculosis at 22 years old, chronic

sinusitis at 30, and bilateral otitis media at 53. On admission,

laboratory tests showed a white blood cell count of 11.2×109/l

and a CRP level of 63 mg/l. Serum levels of creatine kinase,

alanine aminotransferase, and aspartate aminotransferase,

and a urinary examination were normal. A serological test was

positive for perinuclear ANCA (pANCA) and myeloperoxidase

ANCA (MPO-ANCA; 105 EU/ml (normal <10 EU/ml)), but

negative for syphilis and cytoplasmic ANCA (cANCA).

Electromyographic findings were normal. Although the

pathological change of vasculitis was not detected in the biop-

sied muscle, the presence of microscopic polyangiitis was
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highly suspected based on the high titre of MPO-ANCA.

Prednisolone (30 mg/day) was given at once, and after one

month the levels of C reactive protein (CRP) and MPO-ANCA

decreased to 5 mg/l and 12 EU/ml, respectively, with clinical

improvement.

While receiving continuous prednisolone treatment, in

August 2000, the patient suddenly developed severe fronto-

temporal headache and vertigo. The CRP level increased to 43

mg/l. Two weeks later, complete hearing loss of his left ear

developed. Immediate administration of betamethasone (10

mg/day) for three days did not improve his hearing.

In January 2001 myalgia and weight loss developed and

continued, and the levels of CRP and MPO-ANCA were raised

at 68 mg/l and 46 EU/ml, respectively. In February 2001

redness of both eyes due to keratouveitis suddenly occurred,

which improved after treatment with corticosteroid eye drops.

Cyclophosphamide (50 mg/day) was also given together with

betamethasone (1.5 mg/day), and complete clinical and sero-

logical remission was obtained (CRP 5 mg/l, MPO-ANCA 10

EU/ml). A diagnosis of Cogan’s syndrome was made based

upon the clinical constellation of keratouveitis, sensorineural

hearing loss, and suspected systemic vasculitis.

DISCUSSION
Previously, Cheson et al reviewed 53 cases of Cogan’s

syndrome2; 10/18 vessel or muscle biopsy specimens showed

inflammatory vascular changes, of which four were consid-

ered to be diagnostic of polyarteritis in large and medium

sized arteries. ANCA is widely used as a useful diagnostic

marker for small vessel vasculitis, including Wegener’s granu-

lomatosis, microscopic polyangiitis, pauci-immune necrotis-

ing crescentic glomerulonephritis, and Churg-Strauss syn-

drome, although this test is occasionally positive in various

other conditions. Recently, it has been reported that the com-

bination of immunoassays for anti-MPO and indirect

immunofluorescence for pANCA is highly specific for the

diagnosis of systemic vasculitis.3 Until now, five cases of

Cogan’s syndrome associated with ANCA have been reported,

including ours,4–7 and two of them also showed ANCA related

glomerulonephritis. In our case, pANCA and MPO-ANCA

were positive, and audiovestibular abnormalities and kerato-

uveitis were present, but other manifestations of systemic

vasculitis were not noted. We speculate, therefore, that all sizes

of arteries may be affected in Cogan’s syndrome.

The cause of Cogan’s syndrome is still unknown. Interest-

ingly, upper respiratory tract infections have been reported to

precede the onset of Cogan’s syndrome in 40% of cases,8 sug-

gesting that one of the triggering factors may be upper respi-

ratory infection. Our patient also had a history of upper respi-

ratory infections. The research group in the National Institute

of Health found that patients with Cogan’s syndrome had sig-

nificantly high titres of antibodies to Chlamydia trachomatis.9

Ljungstrom et al reported a patient with Cogan’s syndrome

who had a fourfold increase in serum IgG antibody titre to

Chlamydia pneumoniae.10 Furthermore, it has been reported that

Chlamydia infections are related to vascular injury, such as

arteriosclerosis and vasculitis. A relationship between

previous Chlamydia infection and coronary artery disease is

supported by seroepidemiological studies. It is suggested that

the bacteria adhere to endothelial cells, because Chlamydia
pneumoniae is detected in atherosclerotic plaques by both

polymerase chain reaction and culture. In our case, the IgG

titre to Chlamydia pneumoniae was negative, but the IgA titre

was positive (2.23, cut off point 0.9). We suggest that the IgG

titre might have been negative in our case because the titre

was measured several months after treatment with cortico-

steroid and cyclophosphamide.

This case suggests a possibility that antinuclear antibodies

are related to the pathogenesis of Cogan’s syndrome, although

further studies are required to confirm this hypothesis.
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