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Sir,
Uveitis and the menstrual cycle

We read with interest the article ‘Uveitis and the
menstrual cycle’ by Sanghvi et al.' In their study, the
authors reported the relation between menstrual cycle
and patient-reported onset of acute anterior uveitis
(AAU), in 76 regularly menstruating women. They
concluded that the onset of AAU was partially
dependent on the levels of either oestrogen or
progesterone, or both. They summarized that they have
demonstrated a significant increase in the incidence of
AAU arising late in the menstrual period. While we
applaud the authors’ efforts on this important issue, we
felt that the authors have to clarify a few points before
arriving at their conclusion.

First, the authors admitted that they have not
performed any serum assay of hormones to demonstrate
the relation between the onset of AAU and blood levels
of oestrogen or progesterone. What they have shown in
fact was a possible increase in incidence of AAU in late
menstrual cycle. The authors considered that the
incidence was significantly increased. However, as they
have pointed out, in fact that was ‘just approaching
statistical significance but not yet achieving it". What is
more, while the recall bias for the date of commencement
of last menstrual period (LMP) was probably not great,
that for the date of commencement of onset of uveitis
was yet unknown. It is not unusual for mild anterior
uveitis to be relatively silent and asymptomatic in the
early phase of the disease. The relationship between
menstrual cycle and onset of AAU that the authors
presented was thus better described as a possible one.

Second, anterior uveitis is a heterogeneous group of
diseases. It would be of value to know the aetiologies of
anterior uveitis in this group of patients, and especially in
those recurrent cases. Anterior uveitis is known to be
much more subclinical when associated with certain
aetiologies, such as juvenile rheumatoid arthritis* and
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inflammatory bowel disease.® That again has bearing as to
the accuracy of self-reported onset of AAU. It would also
be interesting to see whether there are specific aetiologies
that are particularly dependent on menstrual cycle.

Third, 65 out of 76 patients were having a second or
subsequent attack. It would be imperative to know
whether they were “acute on chronic’ cases in which they
might still be put on low tailing down dose of steroid
before the attack, which might modify their self-
perceived onset of recurrent AAU.

We suggest that the authors may also try to see
whether the acute uveitic attacks were particularly severe
with respect to, for example, intraocular pressure rise,
frequency and dosage of steroid required to abort the
attack, etc., during a particular phase of menstrual cycle.
We believe that reliance on objective signs may be a
better measure than self-reported onset of disease.
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Sir,
Female sex hormones and uveitis

I read with interest the paper by Sanghvi et al' “Uveitis
and the Menstrual Cycle’. The authors studied a group of
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patients that presented with new or recurrent episodes
of acute anterior uveitis to determine the relationship
between their incidences and the menstrual cycle.
They found an increased incidence of these episodes
during the postovulatory phase of the menstrual

cycle. I have to commend the authors for their

effort and their valuable and genuinely interesting
findings. I have, however, a query and some comments
to make.

The authors included patients on combined oral
contraceptives and excluded those with irregular
menstrual cycles and those who are postmenopausal,
pregnant, or lactating. It was not mentioned,
however, whether any of their patients were on
immunomodulatory medications such as corticosteroids
or other immunosuppressive or cytotoxic drugs for
coexistent autoimmune diseases or if these patients were
also excluded. Those on intermittent or on-demand
therapy such as asthma sufferers were particularly
important group to exclude since they tend to have their
episodes in the premenstrual period, as quoted in the
paper, and the administration of steroids around that
period could certainly have affected the distribution of
the incidence of their uveitis episodes.

The results, however, were extremely interesting. The
authors found a significant increase in the incidence of
acute anterior uveitis during the postovulatory phase
and premenstrual period of the menstrual cycle. They
postulated that this is mainly related to the rapid
withdrawal of the protective anti-inflammatory effect of
either oestrogen or progesterone or both in the late luteal
phase. Although I agree with the authors that it is
difficult to decide which hormone might be responsible,
I would like to suggest that this anti-inflammatory effect
is most probably related to the influence of oestrogen
rather than progesterone, especially as the majority of the
study patients experienced the inflammatory episodes
during the late postovulatory phase of the cycle when
normally oestrogen drops and progesterone peaks. Also,
Salem” recently reviewed the role of oestrogen in
immune response and demonstrated that several studies
have provided evidence to the modulatory effect of
oestrogen on the CD4-T cells subpopulation designated
TH1 and TH2. Oestrogen was found to inhibit the
production of TH1 proinflammatory cytokines such as
IL-12, TNF-o, and IFN-y but to stimulate the production
of TH2 anti-inflammatory cytokines such as IL-10, IL-4,
and TGF-p. Both increased aqueous IL-12° and decreased
IL-10* have been linked to the development and severity
of anterior uveitis and increased serum IFN-y has been
associated with serious visual loss.

The interesting findings of the study are relevant to a
great number of female patients suffering from uveitis
and point forward to several potential areas of research.
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One can hypothesise that some of these patients who
suffer incessant recurrences might have relatively lower
oestrogen or progesterone levels that, perhaps, render
them more vulnerable to recurrent inflammation. A
possible beneficial effect would then be achieved in these
patients by prescribing them, unless contraindicated,
some form of hormonal supplement. Also, although the
study excluded postmenopausal patients, it can be
extrapolated that hormonal replacement therapy may
be a useful therapeutic addition in these patients,
especially in cases with recalcitrant and potentially
sight-threatening recurrences. These hormones have
been suggested to have anti-inflammatory effect through
reducing E-selectin,® a proinflammatory mediator
involved in some types of uveitis.”® I am sure many
would agree that some patients would be better off
taking these hormones, if at all possible, instead

of immunosuppressive or cytotoxic drugs.

Only future studies can prove or refute these
hypotheses.
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Sir,
Reply to MA Elgohary, DYL Leung and DSC Lam

We would like to thank Dr Elgohary for the interest in
and comments on our paper.' The evidence for the
relative importance of the immunomodulatory effects of
oestrogen and progesterone remains inconclusive. In
specifying the exact date of onset of acute uveitis, we
were sensitive to the problem that there may be a short
delay between immune ‘trigger” and onset of symptoms.
In view of this, it would be difficult to draw firm
conclusions about the hormonal influence on particular
days within the late phase of the menstrual cycle, at
which time hormonal levels change precipitately. We can
confirm that no patient was using concurrent oral steroid
or immunosuppression at presentation.

We are also grateful for the comments on our paper' by
Leung and Lam. While we understand and appreciate
the points made, we disagree with most. Almost all
regularly menstruating women have excellent recall of
the date of last menstrual period (LMP). Where there was
doubt, the patient was not included in our study; there
was therefore no recall bias on this parameter. We
commented that it may be interesting to measure
oestrogen and progesterone levels in such patients;
however, the absence of these data does not affect
the validity of our comments. Our proposition is
not that uveitis commences at a particular hormone
level, but that it may be precipitated by hormone
withdrawal in the predisposed. It is not necessary
to measure hormone levels to prove that a woman
is in the late phase of the menstrual cycle, if the LMP
date is known.

We strongly disagree that it is ‘not unusual’ for
anterior uveitis to be relatively silent in the early phase of
disease; all our patients had acute-onset anterior uveitis
with clear memory of the date of onset of symptoms, and
rapid attendance at our ophthalmic emergency
department, usually within 24 h. No patient had acute-
on-chronic disease and no patient had recently
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discontinued topical steroid. Where there was doubt, the
patient was excluded. We disagree that the aetiology of
uveitis could affect presentation; while uveitis such as
that related to juvenile idiopathic arthritis (JIA) can
indeed be asymptomatic, that is not relevant to acute-
onset symptomatic uveitis presenting in adulthood. We
can confirm that no patient had JIA-related uveitis.

We disagree that measurement of objective signs of
severity might be a more reliable indicator of onset
than reported symptoms; there is a wide variation

in the severity of inflammation in those presenting
with acute anterior uveitis; there is no evidence that
this has a bearing on the duration of inflammation
before presentation. On the contrary, it is not

unknown for patients with recurrent anterior uveitis

to be aware of recurrence (and to present with
symptoms) before cells are detected in the anterior
chamber. Finally, although the incidence of uveitis

in the premenstrual phase did not quite reach
statistical significance, the incidence in the whole
postovulatory phase did; having carefully stated
potential sources of error, we believe that our
conclusions remain valid.
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Sir,
Eyelash poliosis in association with sarcoidosis

Sarcoidosis is a multisystem granulomatous disease.
It frequently affects young adults, with a female
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