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Lesson of the week

Syncope and falls due to timolol eye drops

Marije E Miller, Nathalie van der Velde, Jaap W M Krulder, Tischa | M van der Cammen

The prevalence of glaucoma increases with age!
Timaolol, a non-selective [ blocker, is the first line reat-
ment. We present three cases from our falls clinic, in
which we show that even a low dose of timolol eye
drops may cause severe systemic adverse effects.

Case reports

Case 1

A 73 year old man was teferred by his general
practitioner because he had been unconscious for half
an hour the previous day. His medical history consisted
of a myocardial infarction, glaucoma, and insulin
dependent diabetes mellitus, During the past few years,
he had experienced four spells of dizziness with severe
perspiration. These spells had been ascribed to
hypoglycaemia, although low blood glucose values had
never been detected. His medication consisted of insu-
lin, acenocoumarol, alfuzosing and dmolol eye drops
(0.5%, twice daily in both eyes). During his last dizzy
spell, his blood glucose concentration had been 8
mmol/l. According to his wife, the patient had not
experienced a convulsion, tongue biting, or urinary
incontnence,

At referral to our clinic, the patient was alert and
feeling well. Blood pressure was 142/00 mum Hg, with a
regular pulse rale of 48 beats/min. There was no
evidence of orthostatic hypotension. Further physical
examination, ncuding neurological examination,
showed no  abnormalites. Glycated  haemoglobin
(HbA ) was slightly increased—=8.2% (reference range
4-60); the glucose day curve showed values of
46-174 (35-11) mmold, with no hypoglycaemia
Electrocardiography  showed sinus bradycardia of
41 beats/min, and 24 hour Holter monitoring showed
a sinus rhythm of 6% beats/min and frequent episodes
of bradycardia, with a minimum frequency of 43
bears/min, during which the patient experienced
presymeopal symptoms, which he recognised as the
dizzy spells mentioned before. His syncopal episodes
were diagnosed as resulting from  symptomatic
bradycardia induced by timolol eye drops. After
consultation with the ophthalmaologist, the imolol eve
drops were changed to latanoprost eye drops, a
prostaglandin F2 analogue, Since then (a follow-up
period of one and a half years), the patient has had no
recurrence of syncope. A few weeks after the change in
eye drops, a repeat Holter test showed a sinus thythm
of 80 beats/min, without bradycardia.

Case 2

A 73 year old woman complained of unexpected falls
during the previous five years. Furthermore, she
regularly had a feeling of lightheadedness and weakness
in both arms. She had a five year history of glaucoma, for
which she used latanoprost and timelol eve drops ((L5%,
omee daily in both eyes), Besides orthostatic hypoten-
sion, no other abnormalities were found at physical
examination, Her supine blood pressure was 139/68
mm Hg, with a regular pulse rate of 58 beats/min;

lowest blood pressure during three minutes of standing
was 117/64 mm Hg, with a regular pulse rate of 606
beats/min. Electrocardiography showed sinus bradyear-
dia of 53 beats/min. On tilt table testing, orthostatic
hypotension was confirmed; supine blood pressure was
160/85 mm Hg, with a regular pulse rate of 53
heats/min, and lowest blood pressure during five
minutes of standing 15475 mm Hg, with a regular
pulse rate of 62 bears/min. There was no vasovagal col-
lapse or carotid smus hypersensitivity. Her falls were
diagnosed as resulting from orthostatic hypotension,
induced by dmolol eye drops, Because of this, and
because of an insufficient reaction of the glaucoma to
the eye drops, her ophthalmologist decided to perform
eyve surgery, after which her eve drops were stopped.
Since then (a follow-up period of one year) she has not
experienced any more falls, nor has she experienced any
more episodes of lightheadedness or weakness in the
arms. On repeat dlt table testing, orthostatic hypoten-
sion did not eceur,

Case 3

A 74 year old man with a metastasised prostate
carcinoma, essential hypertension, and  glaucoma
presented, having had weekly falls with loss of
consciousness for two years. He also often felt
lightheaded on standing up. His medication consisted
of losartan, aspirin, latanoprost eye drops, and timolol
eve drops ((L5%, twice daily in both eyes).

On examination, his blood pressure decreased
from 145/05 mm Hg supine to 135/87 mm Hg on
standing, at which point he recognised the prodromal
symptoms of the syncope, Electrocardiography showed
a sinus bradycardia of 43 beats/min. A tlt table test was
performed; after three minutes there was a decrease in
blood pressure from 1677103 mm Hg to 117/81 mm
Hg, with a regular pulse rate of 68 beats/min and
fi2 beats/min tespectively, and recognition of the
prodromal symptoms, After 13 minutes of dlt table test-
ing, blood pressure decreased to 89/74 mm Hg, with a
regular pulse rate of 40/min, at which he fainted. The
patient was diagnosed with systolic and diastolic orthos-
tatic hypotension and vasovagal syncope induced by
timolol eye drops. The sinus bradycardia seen in the
electrocardiogram was not associated with the prodro-
mal symptoms. In consultation with the ophthalmaolo-
gist, the timolol eye drops were discontinued. At repeat
tilt table testing, no abnormalities were found. During
follow-up for one year the patient had no complaints
and no further falls or lightheadedness.

Discussion

Timolol is a non-selective [ adrenergic antagonist
without intrinsic sympathicomimetic activity, which
was first marketed in 1978, At least 0% of the admin-
istered drop drains through the nasolacrimal canal,
where it is absorbed by the nasal mucosa Thus 1t
spreads systemically, and as there is no hepatic first
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