
9Matters an'si'ug

Table Vasculitic organ involvement and immunologicalfeatures in patients with primary or
secondary RP

Patient Organ inivolvemtient cANCA pANCA Coll II Ab Disease

1 + RP
2 B, (K), N, E, Ey, H, S + WG + Rp
3 B,E,(K) + WG+RP
4 B, (K), N, Ey, H, S + mPA+ RP
5 B, E, (K) + + mPA+RP
6 B,N,Ey + mPA+RP
7 B,N,H cPAN + RP

Extended ELK-Classification (Nolle et al 1989): B = constitutional symptoms, E = ENT, Ey = eye,
H = heart, (K) = kidney (non dialysis dependant), S = skin, N = nervous system, WG = Wegener's
granulomatosis, mPA = microscopic polvangiitis, cPAN = classic panarteritis nodosa, RP = relapsing
polychondritis
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AUTHORS' REPI Y: In their series of seven

patients with relapsing polychondritis (RP),
Handrock and Gross could detect ANCA in
six patients, two with Wegener's granuloma-
tosis (WG), three with microscopic poly-
angiitis and one with classical polyarteritis
nodosa. They conclude that the presence of
ANCA in RP indicates that polychondritis
occurs as a secondary event of a primary
systemic vasculitis.
Our experience is very different. Among

our eight ANCA-positive RP patients, three
only had vasculitis.' Among these three, WG
could be diagnosed in only one with low titre
(1/20) P-ANCA. The two others, one with
C-ANCA and one with P-ANCA, had minor
cutaneous vasculitis and no visceral involve-
ment. Among our 25 ANCA-negative
patients, nine had vasculitis (cutaneous in
seven, quiescent WG in one, mononeuritis
multiplex in one). These data indicate that
ANCA may be detected in RP without
defined systemic vasculitis, including micro-
scopic polyangiitis. In the Mayo Clinic
experience, eight of 22 patients with RP had
ANCA with perinuclear or nuclear pattern.
Such discrepancies might result from recruit-

ment bias and/or differences in the size of the
studied groups, but also from the major
problem of diagnostic procedures which
requires further discussion.

Obviously, vascular involvement is
frequent in RP and can affect vessels of any

size, from aorta to capillaries. Its frequency
has been said to be as high as 56% in
McAdam's series.3 In RP, microscopic
angiitis has proved to represent the
anatomical basis responsible for dermato-
logical and renal manifestations, and is
suspected to cause neuropathies, audio-
vestibular disturbances and episcleritis.3 4
RP is frequently associated with various

inflammatory or autoimmune disorders,
ranging from ulcerative colitis and rheuma-
toid arthritis, two ANCA-associated
diseases,5 6 to thyroiditis, spondylarthro-
pathies and primary systemic vasculitides,
including Behcet's syndrome.` Some of
these diseases are clearly distinct from RP but
associated with, while others share, many mani-
festations with RP which results in obscure
nosological considerations and difficult
differential diagnosis. The main problem is
trying to distinguish RP from WG,' since
both diseases frequently have striking
similarities, mainly saddle nose deformity and
laryngotracheal involvement (although
resulting from different processes), arthritis,
episcleritis and skin vasculitis. Necrotising
glomerulonephritis, otitis, sinusitis, nasal
septal perforation and proptosis, which are

more suggestive of WG, also occur in a small
percentage of patients with RP.8 1"

Unfortunately, tests for ANCA are not
available in reports for those patients with
'atypical' manifestations of RP. Last but not
least, auricular chondritis, which is supposed
to be the hallmark of RP, has been described
in a few patients with WG." 12 Facing this
critical problem, physicians can get help from
histological data and from some more specific
clinical manifestations such as lung cavitary
infiltrates or peculiar dermatological involve-
ment for WG,'3 and conversely for RP diffuse
tracheobroncheal dynamic collapse, ascen-

ding aorta aneurysm or dysmyeolopoietic
syndrome in the absence of previous immuno-
suppressive treatment.4 '4 These features may
diagnose some intriguing patients as probably
having auricular chondritis in the course of an
otherwise unremarkable WG." 12 In the
absence of clearly discriminating data, an

overlap between RP and WG is the only
conclusion, as described in a case we recently
reported.'5 Such puzzling problems, however,
are restricted to less than 5% of cases in our

experience of 100 RP and 75 WG. Extending
the question to the whole spectrum of
systemic vasculitis encountered in RP
increases the ratio of patients concerned to 11

of 112 in Michet's series,7 which remains far
less frequent than suggested by Handrock and
Gross.

Nevertheless, we agree with these authors
that chondritis can probably occur as an
epiphenomenon in the course of some
definite inflammatory disorders. This is true
not only for primary systemic vasculitides,
but also for systemic lupus erythematosus,'I'
possibly for other rheumatic diseases, and
even for lepromatous leprosy.' Under such
circumstances, cartilage involvement
frequently differs from the typical features of
RP, regarding the usual sparing of the
respiratory tree and the lack of a relapsing/
remitting course which defines RP. Histo-
logical data on auricular chondritis is rare.
A clear-cut categorisation of patients with

vasculitic manifestations and chondritis
seems impossible. Definitions of RP, WG
and other vasculitides are inherited and
remain purely descriptive of clinical
symptoms and pathological data that
sometimes overlap, in the absence of a
comprehensive view of their pathophysiology
and aetiology. Recent studies on ANCA have
provided new and promising insights into the
processes involved, but their application to
diagnosis is mainly restricted to the close
association of WG with ANCA specific for
proteinase 3, which were constantly negative
in our patients with RP.' Computer-derived
criteria for the classification of vasculitides,
such as those developed by the American
College of Rheumatology are important for
large studies but not particularly relevant for
individual patients, especially in the
discussion of overlaps between diseases
sharing many manifestations. For example, a
patient with a typical history of RP
complicated by renal involvement switches
to the diagnosis ofWG in case of epistaxis,II
a symptom only occurring occasionally in
RP.' Conversely, a patient with a history of
WG, including arthritis and episcleritis, can
be classified as RP if auricular chondritis
occurs, according to the empirical criteria
used by Michet.

Finally, some practical conclusions can be
drawn for clinicians. In most cases RP is a
primary disease, even in the presence of
vascular manifestations. It should not be
considered or treated as a vasculitis on the
sole basis of ANCA positivity. However, in
some rare cases patients share manifestations
of RP and WG. Due to the poor response of
WG to steroids alone, first-line regimes used
in such patients with RP/WG overlap should
probably include additional cyclophos-
phamide. ''
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Can arterial
catheterisation induce
autoimmune disease?

Struthers et all reported a case of poly-
artheritis nodosa (PAN) related to angio-
plasty. However, the absence of cholesterol
emboli on muscle biopsy material was not
mentioned in that paper. This could be an

interesting fact as patients with cholesterol
microembolisation, after arterial procedures,
have been described as presenting features of
pAN.2
We admitted a 66 year old man, who

underwent cardiac catheterisation and
presented with malaise, fever, livedo
reticularis, purpura, distal ischaemic lesions
in lower extremities with normal peripheral
pulses, six weeks after the invasive procedure.
On admission, he developed stupor, renal
failure and mesenteric ischaemia, and died of
multiorgan failure. The most remarkable
laboratory findings were: elevated erythrocyte

sedimentation rate, anaemia, mild leuco-
cytosis with eosinophilia, thrombopenia,
increased nitrogen and creatinine, and
positive circulating immune complexes,
rheumatoid latex and antinuclear antibodies.
Antineutrophil citoplasmatic antibodies,
antiglomerular basement membrane anti-
bodies, antiphospholipid antibodies and
cryoglobulins were negative. Serum
complement was normal. Blood cultures and
hepatitis B antigens were negative. Muscle
biopsy disclosed cholesterol microembol-
isation in the small vessels and inflammatory
vascular infiltrate.

In this patient, histological findings were

consistent with multiple embolisation
cholesterol disease (MECD), but clinical and
biological features strongly suggested auto-
immune disease associated with vasculitis of
the small and medium arteries. Although the
precise pathogenesis of MECD remains
uncertain, its close similarity to necrotising
vasculitis point to an immunological
phenomena probably triggered by a

mechanical or ischaemic endothelium
damage during invasive procedures. Similar
case reports' could be involved in the wide
clinical and biological spectrum of the same

underlying disease.
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LETTER TO
THE EDITOR

Alcohol, androgens and
arthritis
As recently discussed by James,I patients with
rheumatoid arthritis (RA) frequently have

depressed androgen synthesis. It is well
established that alcohol, though it may

increase libido, lowers men's testosterone
concentrations.2 Provided that depressed
androgen synthesis in patients with RA is a

predictor rather than a consequence of the
disease, it might be expected that alcohol
consumption would be a risk factor for RA.
To test this hypothesis, we studied alcohol

consumption for its association with the
incidence of seropositive RA in a cohort of
Finnish men. In this cohort, the
questionnaire measure for total alcohol
intake proved to be reliable at an interval of
half a year (intraclass correlation coefficient,
r = 0-73) and closely associated with the
incidence of severe fall injuries.3 RA cases

were identifed on the basis of their
entitlement to free medication under the
sickness insurance covering the entire
population of Finland.4 In the 9777 men who
had neither arthritis nor a previous history of
it at the start of the study, 30 incident cases

of seropositive RA occurred during 134 083
person years.

In men consuming more than 500g per
month of alcohol (table), the age-adjusted
relative risk of seropositive RA seemed to be
slightly elevated (model 1). There are many
factors, however, that correlate closely with
alcohol use and could confound this
association. Drinking and smoking, in
particular, are related habits, and in this
cohort smoking was a strong risk factor for
seropositive RA in males.4 When allowance
was made on potential confounders, the
association between alcohol consumption
and RA incidence even turned to inverse
(model 2).
Thus our study does not provide any

evidence for the role of alcohol as a risk factor
for RA.
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Table Alcohol intake and the risk of seropositive rheumatoid arthritis (RA)

Model I* Model 2t*

Alcohol intake Number Number Relative 95% confidence Relative 95% confidence
(g/month) ofmen ofRA risk interval risk interval

examined cases

0 2470 7 1-0 1-0
1-99 1274 4 1-1 0-3-3-6 0 9 0-3-3-2

100-499 3782 10 0-9 0-3-2-3 0-6 0-2-1-6
500- 2251 9 1-3 0-5-3-6 0-8 0-3-2-2

*Cox's life-table regression adjusting for age.
tAdjusting for age, marital status, level of education, smoking, body mass index and physical activity at
leisure.
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