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Sarcoidosis and inflammatory eye disease

Two papers in the recent issues ofBJO raise different aspects
of the relationship between sarcoidosis and inflammatory eye
disease. Rothova et al,' in a prospective study of the
frequency ofpositive diagnosis ofsystemic disease association
with various forms of uveitis, show that sarcoidosis was the
commonest disease association albeit a small one 7%. Karma
et al2 address the problem of the pathogenesis of sarcoidosis
by studying the cellular infiltrate in conjunctival biopsies of
patients with sarcoidosis. Their studies have shown that the
infiltrate in the conjunctiva is predominantly of the T cell
phenotype with considerably more CD4+ T helper cells
compared with CD8+ T suppressor cells than in normal
control tissue. These results agree with similar studies of
sarcoidosis in other tissues and point to the predominant role
for the CD4+ T cell in the pathogenesis of the disease. The
cellular composition of the epithelioid granuloma in
sarcoidosis however, also contains a large number of
monocyte/macrophages in addition to CD4+ T cells.3
The association of sarcoidosis with inflammatory eye

disease has been a difficult one for clinicians. On the one
hand sarcoid involvement of the ocular tissue can be wide-
spread from the lids and lacrimal apparatus to the optic nerve
and the chiasm. On the other hand when a specific tissue is
involved, such as in retinal vasculitis or optic neuritis, the
condition mimics closely the disease as it occurs in the
absence of sarcoidosis and the only evidence for the link is
guilt by association. Since we know little about the nature of
the immunological dysfunction in sarcoidosis there is almost
a case for ignoring the association and treating the eye
condition for what it represents.

Pathologically the granulomatous lesions which are
produced in the ocular and non-ocular tissues are remarkably
similar particularly with regard to the nature of the cellular
infiltrate. CD4+ T cells are a significant component of the
granulomata and occur usually as a rim of surrounding cells
with epithelioid giant cells, macrophages, and other MHC
Class II positive cells forming the core of these non-caseating
lesions. In the lung it has been shown that antigen presentation
by macrophages to T cells is significantly enhanced4 and it is
possible that the granulomatous lesions represent mini-
'antigen-presentation factories' in which antigen-presenting
cells such as dendritic cells and macrophages constantly
present antigen to CD4+ T cells. The avid adherence of
several T cells to single macrophages has been a repeated
observation in bronchiolar lavage specimens from patients
with sarcoidosis but the significance of this has not been

elucidated. I Interestingly steroid treatment ofsarcoid patients
reduces the number of these macrophage-lymphocyte
aggregates and converts the adherent lymphocytes from
CD4+ activated T cells to CD8+ suppressor cells.6
CD4+ T cells are the primary cell mediators of immune

responses and there is a high turnover of T cells as well as
other cells in the microgranuloma. It is thus simple to
visualise perpetuation of the disease by release of antigen-
specific T cell from these cell 'factories' into the surrounding
tissues. The similarity in the pathomorphology of sarcoid
lesions to other granulomatous lesions such as the Dalen-
Fuch's nodule of sympathetic ophthalmia7 and many other
ocular and non-ocular diseases is such that a general
mechanism for the pathogenesis of these diseases can be
envisaged, based on the local presentation of tissue and/or
foreign antigen within these macrophage-lymphocyte clusters
in the granulomata. In most cases the nature of the antigen is
unknown; in theory at least, however, it should be possible to
close in on the hunt for the antigen(s) by isolating and/or
cloning antigen-specific cells from these lesions.
Thus we can see the value of studies such as those

described in these two papers.'2 Apart from documenting the
nature and types of cells present in the tissues, they point the
way towards strategies for investigating elusive diseases such
as sarcoidosis. If it is correct that up to 70% of patients with
sarcoidosis have cellular infiltrates and/or granulomatous
lesions8 in the conjunctiva, irrespective of the presence of eye
disease, it should be a simple matter to obtain material for
study and cell culture.

Apart from the value of such studies in furthering our
understanding of disease processes, they help to remind us of
their use diagnostically. The diagnosis of sarcoidosis often
rests on some rather indirect tests such as serum angiotensin
converting enzyme or lysozyme.9 In some instances it can be
very difficult to attach a clear diagnosis of sarcoidosis to a
particular case, such as one in which there is evidence of
endogenous uveitis with some hilar lymphadenopathy and
little else of diagnostic aid. In such circumstances even a
quadriceps muscle biopsy has been performed, itself a simple
procedure. A conjunctival biopsy is an even simpler test
and, with frozen-section immunostaining, might help
significantly in establishing the diagnosis. The corollary,
however, is that a negative biopsy does not exclude the
diagnosis.
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Announcement
Professor John V Forrester takes over as
Editor of the Britishjournal ofOphthalmology
from the beginning of April 1992. Mr
Redmond Smith is retiring. Papers submitted
to the journal for publication should now be
sent to Professor Forrester at the Department
ofOphthalmology, Medical School, Forester-
hill, Aberdeen AB9 2ZD, Scotland.
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