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Amiodarone Producing Insidious Optic Neuropathy
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Amiodarone is one of the most frequently prescribed antiar-
rhythmic medications. Used in tachycardia and fibrillation
management, its efficacy is tempered by clinically significant drug
toxicities in 20% of patients.1 Systemic sequelae include pulmonary
fibrosis, thyroid dysfunction, hepatotoxicity, and gastrointestinal

upset. The most common ocular side effect is corneal verticillata,
whereby crystalline deposits accumulate in the cornea. A rare and
less well-known but important side effect of amiodarone is optic
neuropathy. Occurring in less than 2% of users,2 vision loss from
amiodarone-associated optic neuropathy (AAON) has been the

Figure 1: Photographs of the right and left
optic disk: (a) at presentation demonstrating
mild nasal disk edema, disk hyperemia, and
peripapillary hemorrhages being more subtle
in the right than left eye (black arrows); and (b)
at 6-week follow-up after discontinuation of
amiodarone demonstrating resolution of disk
edema and hemorrhages and development of
temporal disk pallor.
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subject of multi-million-dollar settlements against pharmaceutical
companies.3 Here, we present an illustrative case of AAON.

A 77-year-old woman noticed blurry vision in both eyes for several
months. She had a history of paroxysmal atrial fibrillation diagnosed
6 months earlier, for which she required amiodarone 200mg daily,
metoprolol, and apixaban. Her visual acuity was 20/30 in each eye,
there was no relative afferent pupillary defect, and anterior segment
exam of each eye was normal. Ophthalmoscopy demonstrated small
optic disks withmild nasal swelling and fewperipapillary hemorrhages
(Fig. 1a). Peripapillary optical coherence tomography (OCT) identified
mild retinal nerve fiber layer elevation in each eye at 95 μm right and
78 μm left. Ganglion cell analysis of the macular complex and
automated visual fields were normal. Amiodaronewas discontinued in
consultation with her cardiologist. In follow-up 6 weeks later, her disk
edema and peripapillary hemorrhages had fully resolved (Fig. 1b).
There was minimal residual temporal pallor of each optic disk, more
pronounced on the left, a left relative afferent pupillary defect, andmild
loss of retinal nerve fiber layer thickness on OCT with average
thickness of 81 μm right and 75 μm left.

Few entities present with disk edema and peripapillary
hemorrhages in the context of normal or near-normal vision
function. Diabetic papillitis is once such entity and represents a
poorly understood raremanifestation of diabeticmicroangiopathy.
AAON is another uncommon entity that often presents with
unilateral or bilateral optic disk swelling and normal or near-
normal visual function. If untreated, however, it can sometimes
lead to visual loss. Since patients taking amiodarone are often older
with cardiovascular comorbidities, one should differentiate AAON
from non-arteritic anterior ischemic optic neuropathy (NAION).
In contrast to NAION, AAON is typically insidious in onset,
typically bilateral, has normal or near-normal visual function, lacks
a “disk-at risk” in the unaffected eye (cup-to-disk ratio of < 0.3),
and has a longer duration of disk edema owing to the half-life of
amiodarone being up to 100 days.4 Our patient’s presentation was
thus classic for AAON.

Amiodarone and its metabolites disseminate widely and
accumulate as lysosome-like inclusion bodies. Histopathologic
and animal studies suggest that intraneuronal or glial cell inclusion
bodies within the optic nerve may obstruct axoplasmic flow and
result in disk edema and optic neuropathy, although a direct causal

relationship remains speculative.5,6 AAON typically occurs within
1 year of drug initiation.7 It is unclear if patients taking amiodarone
need regular ophthalmic screening, but a detailed ocular assess-
ment should occur if visual symptoms arise. When deciding if
amiodarone should be discontinued in the setting of AAON,
cardiology consultation is required to evaluate the risk of
potentially fatal arrhythmia and alternative treatment options.
Following discontinuation, patients may have improvement in
visual acuity over several months.

This case reminds neurologists about the ability of amiodarone
to produce optic neuropathy with typically bilateral optic disk
edema and normal or near-normal visual function. When AAON
is correctly diagnosed, it obviates the need for further expensive
and anxiety-provoking investigations.
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