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Amiodarone and thyroid
autoimmunity in the United
Kingdom
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Amiodarone has a high iodine content, which affects
the biochemistry of the thyroid.! Autoimmunity is
a second possible mechanism for thyroid disease
induced by drugs as intake of iodine modulates thyroid
autoreactivity.? In particular, six out of 11 Portuguese
patients developed microsomal antibodies 30 days after
taking amiodarone.* As there is sufficient iodine in the
United Kingdom, unlike in Portugal, we assessed
whether amiodarone has similar effects in British
patients.

Patients, methods, and results

Twenty patients (seven women), mean age 56 (range
27-90), were followed up prospectively from the start
of taking amiodarone and a further 42 patients
(15 women), mean age 51 (range 22-90), were reviewed
retrospectively. Titres of thyroglobulin and micro-
somal antibodies were measured by enzyme linked
immunosorbent assay (ELISA),* thyroid stimulating
antibodies by estimating production of cyclic
adenosine monophosphate by the rat thryoid cell
line FRTLs, and thyroid stimulating hormone
concentration by an enzyme amplified immunometric
assay (IQ Bio, Cambridge).

In the group studied prospectively half the patients
had thyroid antibodies before treatment; in another
patient these appeared after 19 months. This high
prevalence of antibodies may reflect the patients’ age
and the sensitivity of the assay. In three patients with
antibodies thyroid stimulating hormone concentration
was also raised but no consistent change occurred after
treatment with amiodarone. Only one patient (case 7)
became clinically hypothyroid and antibodies rose
in parallel with thyroid stimulating hormone con-
centration (figure). By contrast, the figure shows that
in one patient (case 2) thyroid stimulating hormone
concentrations rose when antibody titres were falling.
Two patients had transient hyperthyroidism; in
one (case 8) this was associated with a rise in titres
of microsomal antibodies, but neither had thyroid
stimulating antibodies.

In the group studied retrospectively, 13 (31%)
patients had antibodies at some stage of follow up; this
was transient in six, occurring at 11-83 months after
they started to take amiodarone. Thyroid stimulating
hormone concentration was raised in four patients with
antibodies; this was subclinical in three but the other
became clinically hypothyroid 62 months after starting
to take amiodarone and coincidently developed auto-
antibodies. Transient hyperthyroidism (without
thyroid stimulating antibodies) occurred in two
patients; their return to normal was associated in both
with a rise in autoantibody titres.

Comment

Our results do not confirm those showing a high
incidence of thyroid autoantibodies after taking
amiodarone’ and indicate that hyperthyroidism
induced by amiodarone is not due to thyroid stimulat-
ing antibodies. The time from taking amiodarone to
the appearance of autoantibodies in a few patients
makes this unlikely to be a direct effect of the drug.
The results do, however, suggest that amiodarone can
modulate pre-existing thyroid autoantibody titres as
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noticeable fluctuations were seen within months after
patients started to take the drug and we have not seen
similar changes in eight untreated patients with
antibodies. The effects of amiodarone on thyroid
stimulating hormone concentrations may reflect both a
biochemical (case 2) and an immunological action
(cases 7 and 8), but, clearly, the presence of thyroid
autoantibodies before treatment is not strongly
associated with subsequent hypothyroidism in the
United Kingdom.
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Changes in titres of thyroglobulin (O—O) and microsomal (@—@)
antibodies and thyroid stimulating hormone concentration (A—A ) in
three patients treated with amiodarone. One patient (case 8) was
negative for thyroglobulin antibodies throughout

The difference in response to amiodarone among
patients and countries may reflect immunogenetic
predisposition and dietary intake of iodine. Amio-
darone may cause autoantigen release,’ increasing or
decreasing the autoimmune response according to the
amount released; in our patients continuing thyroid
autoimmunity was required for this to occur. In
conclusion, amiodarone does not initiate thyroid
autoimmunity in the United Kingdom, although in
some patients pre-existing disease may be exacerbated,
and screening for autoantibodies before treatment
has little value in predicting subsequent thyroid
dysfunction.
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