Editorials
not result in a referral to hospital. These approaches, if
extended to other disciplines, may prove to be better
for assessing the quality of 90% of patient contacts in
the NHS.
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Radioiodine and thyroid eye disease
Use with caution

O

phthalmopathy is a characteristic feature of
Graves’ disease, although it is usually mild or
subclinical. Enlargement of the extraocular
muscle can be shown by computed tomography or
magnetic resonance scanning in most patients with
autoimmune hyperthyroidism, but only in 10-25% of
cases does this result in clinically important problems
such as proptosis, conjunctival oedema, or
ophthalmoplegia—and the dreaded complication of
optic nerve compression is mercifully rare.1 When it
does occur, however, severe thyroid eye disease is difficult to treat and may result in disfigurement, diplopia,
or visual loss. Radioactive iodine (I-131) is widely used
to treat the thyrotoxicosis of Graves’ disease, but,
despite its demonstrable efficacy and safety,2 there have
long been concerns about its possible adverse effect on
thyroid eye disease. Recently definitive evidence for
this link has been presented.3 As a result, all doctors
should now be aware that radioiodine should be used
with caution in patients with ophthalmopathy.
In their large, well designed study Bartalena et al
treated 443 patients with Graves’ hyperthyroidism and
mild or no ophthalmopathy with methimazole until
euthyroid, then randomly allocated them to continued
methimazole treatment, radioiodine, or radioiodine
with adjuvant corticosteroid therapy.3 The groups were
well matched at baseline, and hypothyroidism or
persistent hyperthyroidism after radioiodine treatment
was corrected promptly. The results of the study were
clear cut. After radioiodine treatment 15% of patients
developed new or worsened ophthalmopathy, whereas
this occurred in only 3% of patients treated with
methimazole and in none treated with radioiodine plus
prednisone. In the radioiodine group 24% of those
with pre-existing ophthalmopathy suffered an exacerbation, whereas only 8% of patients without eye disease
at baseline developed it.
In most cases the adverse effect was transient, lasting two to three months, but eight patients, seven of
whom had ophthalmopathy at baseline, required
orbital radiotherapy and high dose corticosteroids.
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The trial excluded patients with pre-existing moderate
or severe eye disease, in whom such an exacerbation
could have been disastrous. The study conclusively
shows an adverse effect of radioiodine on thyroid eye
disease compared to methimazole. It confirms the
results of a previous randomised trial,4 which was criticised on methodological grounds.5
The mechanism by which radioiodine exacerbates
ophthalmopathy is poorly understood, as is the
pathogenesis of thyroid eye disease in general. Two
plausible theories have been advanced.1 The first is
that radiation induced thyroid damage releases one or
more antigens which are shared by thyroid and retroorbital tissues, resulting in immune mediated ophthalmopathy. Putative antigens include a 64 kDa protein
which has been isolated from eye muscle and thyroid1 6
and the receptor for thyroid stimulating hormone,
which is expressed in retro-orbital tissues as well as in
thyrocytes.7 Recently an animal model for thyroid eye
disease has been developed in mice treated with
syngeneic lymphocytes sensitised to the human
thyroid stimulating hormone receptor.7 This strengthens the role of the receptor in thyroid eye disease and
should lead to further productive research. The
second mechanism by which radioiodine may exacerbate ophthalmopathy is by the rapid induction of
hypothyroidism, causing increased secretion of thyroid stimulating hormone.1 This in turn may stimulate
antigen production by thyrocytes or induce proliferation or differentiation in retro-orbital preadipocytes
which express the receptor for thyroid stimulating
hormone.
We believe that the study by Bartalena et al3 has
important implications for clinical practice. Firstly,
since radioiodine treatment carries a substantial risk of
exacerbating pre-existing thyroid eye disease it should
be avoided as far as possible in patients with active or
severe ophthalmopathy, in whom medical therapy with
a thionamide drug such as carbimazole is preferable.
Radioiodine may be used in patients with mild eye disease but adjuvant corticosteroids should be prescribed.
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Oral prednisone at a dose of 0.4-0.5 mg/kg daily for
one month, tapered over the following two months,
was effective in this study; lower doses may also be
effective but have not been tested.
Secondly, patients without clinical evidence of thyroid eye disease have a small risk (8% in this study) of
developing ophthalmopathy and a very low risk
( < 1%) of developing severe eye disease. It may be prudent to warn all patients of this possible complication,
but the risks do not justify denying most patients the
benefits of definitive treatment with radioiodine when
indicated. In addition, the risks do not justify the
routine use of corticosteroids in patients without
ophthalmopathy.
Finally, it is known from previous research that
smoking, a raised serum tri-iodothyronine concentra-

tion, and uncorrected hypothyroidism are also risk
factors for thyroid eye disease after radioiodine.1 4 To
minimise the risk of thyroid ophthalmopathy as far as
possible, patients should therefore be advised not to
smoke, be rendered euthyroid with a thionamide
before radioiodine, and be followed closely to detect
and correct early hypothyroidism or persistent
thyrotoxicosis.
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Reasons for not seeing drug representatives
Lightening workload, cutting costs, and improving quality
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any doctors—both hospital doctors1 and general practitioners2—feel that their workloads
are increasing. There is a sense that we are
being overwhelmed by a multitude of calls on our time,
fitting in management and administration, continuing
medical education, teaching, audit, and appraisals over
and above our basic clinical work. Why then do so
many doctors still find time to see drug company
representatives?
Most doctors still see them regularly and a few
(perhaps about 10%) see them quite often (M
Butterfield, personal communication: unpublished
data from BMJ readers). Lexchin noted that representatives have traditionally been seen as the most
important source of information about new drugs.3 4
There may have been a time when representatives were
the easiest source for finding out about pharmaceutical
developments, but now there is ready access to a
plethora of non-promotional, evidence based information in simple and digestible form on all the major
therapeutic advances. Drug information departments
additionally supply detailed advice on such matters as
new formulations and interactions. There seems little
or no need to see representatives in order to keep
abreast of drug developments.
Indeed, strong reasons exist for not seeing
representatives. Their job is primarily to sell their company’s product. They are an important part of the
pharmaceutical industry’s promotion methods, and
they are highly successful in altering doctors’ prescribing habits. Work in Northern Ireland showed an
increase in prescribing of various drugs that appeared
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to be greater than could be accounted for by an
increase in patients with specific indications for these
drugs.5 The authors suggested that the profession may
not have instituted effective checks to ensure that the
promotion of new products did not lead to
inappropriate or wasteful use. Not surprisingly, there is
also evidence that the more reliant doctors are on
commercial sources of information the less rational
they are as prescribers.3 This may mirror the
circumstance, recently discussed in the BMJ, of conflict
of interest in relation to review articles written by
people with drug company links.6 Such people are
more likely to be sympathetic to the drug in question.
Similarly, doctors are more likely to be supportive
of—and prescribe—a drug promoted to them by a
representative.
Drug companies might point out that their
representatives provide information to clinicians faster
and at an earlier stage than other sources. This may be
true sometimes but does not of itself lead to good
practice. Indeed it may have the opposite effect. At the
time that new drugs are licensed there are often no
published comparisons with existing standard treatments and rarely any economic evaluations. Thus the
really useful information is often unavailable at this
stage, and by the time it is, the sales force has moved on
to talk about other, newer products. Rather than rushing to know the latest on every new drug, we should
perhaps be more concerned about why some proved
worthwhile treatments are so slow to be taken up, even
when the evidence has been widely publicised.
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