Case Reports & Case Series

Kroll C, Tadros S, Nguyen L, Wilkinson B. Acute Angle Closure from Excessive
Rizatriptan Use in the Setting of a Topiramate Restart: A Case Report. JACP.
2025;1(1):30-34. doi:10.67122/001¢.144882

Acute Angle Closure from Excessive Rizatriptan Use in the Setting
of a Topiramate Restart: A Case Report

Christian Kroll, Pharm.D.'®, Samuel Tadros, M.D.?, Laura Nguyen, Pharm.D.", Benjamin Wilkinson, M.D.?

T Pharmacy, University of lowa Health Care, 2 Ophthalmology and Visual Sciences, University of lowa Health Care, 3 Emergency Medicine, University of

lowa Health Care
Keywords: Glaucoma, Migraine, Topiramate, Rizatriptan, Overuse

h ://doi.org/10.67122/001c.144882

Journal of Acute Care Pharmacotherapy
Vol. 1, Issue 1, 2025

Objectives

To report the successful identification and treatment of a 47-year-old male that
experienced acute angle closure likely from the combination of multiple days of repeated
doses of rizatriptan and the reinitiation of topiramate for migraine prophylaxis.

Case Summary

In this case report, we present a case of medication-induced acute angle closure
involving topiramate and rizatriptan. A 47-year-old male with a history of migraines was
prescribed topiramate and rizatriptan. He initially took topiramate for a year for
presumed occipital neuralgia with minimal relief. The patient then stopped the
topiramate due to a presumed lack of efficacy. After a year off of the topiramate, he
reinitated therapy along with rizatriptan following discussion with his primary care
provider. He used rizatriptan intermettiently for one week and stopped after
improvement in his headache symptoms. He felt his headache return after a week of
self-discontinuation, so he restarted his rizatriptan but now was administering two doses
daily for the next six consecutive days. He then experienced blurred vision, brow ache,
and emesis on the seventh day following his higher dose of rizatriptan reinitiation.
Evaluation in the emergency department revealed elevated intraocular pressure and
bilateral angle closure. Treatment with acetazolamide, methylprednisolone, ocular drops,
and the cessation of rizatriptan and topiramate resolved his symptoms.

Conclusion

The extended and high utilization of rizatriptan and simultaneous use of topiramate
most likely precipitated acute angle closure in this patient case. Prescribers and
pharmacists should consider this potential complication in the differential diagnosis for
patients presenting with similar symptoms as there is growing evidence suggesting an
interaction between topiramate and triptan agents.

CASE SUMMARY

The patient is a 47-year-old male with a history of spinal
cord stimulator implantation and chronic pain following a
left distal biceps rupture for which he was taking duloxetine
90 mg daily and pregabalin 100 mg twice daily and recur-
rent migraines. For management of his migraines, he was
prescribed topiramate for about one year for presumed oc-
cipital neuralgia, which provided minimal relief. After be-
ing off topiramate for about one year, he was restarted on
topiramate (patient could not describe the dosage and fre-
quency of his topiramate) therapy in addition to starting
rizatriptan 10 mg once at the onset of migraine with a re-
peated dose in 2 hours if needed. He used rizatriptan for
about one week, and had subjective improvement in his
symptoms, so he self-discontinued. After about a week of

relief, he felt his headache return, so he restarted his riza-
triptan therapy by using two doses daily for six days. On the
morning of his presentation to the ED, he took two doses
of rizatriptan and by noon of that day, he started to notice
blurring of his vision, followed by significant brow ache and
emesis, prompting him to present in the evening. Prior to
this event, his ocular history was benign.

Upon initial evaluation, the patient presented with sta-
ble vital signs. His IOP (normal range 10-21 mmHg) was
found to be 54 in the right eye, 56 in the left eye. The pa-
tient received acetazolamide 250 mg IV and ophthalmology
was consulted. Upon evaluation by ophthalmology, the IOP
was 34 and 28. The patient was previously emmetropic, but
reported persistent blurred vision, and had a manifest re-
fraction of — 3.00 diopters in both eyes in the ED. Visual
acuity was assessed with a near card without correction,
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and found to be 20/25 in the right eye, 20/25 in the left eye.
Gonioscopy showed a closed angle in both eyes that could
be opened with indentation. There was trace chemosis in
the conjunctiva in both eyes, with shallow anterior cham-
bers (Figure 1), and minimal inflammatory cells. The optic
nerves appeared perfused, and there were shallow choroidal
folds present in the macula. It was felt that his presentation
was due to bilateral ciliary body effusion (Figure 2 & 3)
causing anterior displacement of the lens-iris diaphragm,
closing the angle and leading to this myopic shift.

Pressure lowering drops including 1 drop of both dorzo-
lamide 2%-timolol 0.5% and brimonidine 0.2% were admin-
istered in the ED and his IOP returned to 22 in the right
eye and 18 in the left eye by the time of discharge. The
patient also received a single dose of 500 mg IV methyl-
prednisolone. He was discharged on a regimen on oral ac-
etazolamide and eye drops consisting of brimonidine, and
dorzolamide-timolol for IOP, prednisolone acetate for low
grade inflammation, as well as atropine for this ciliary body
effusion. He was also told to stop his rizatriptan and topi-
ramate.
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The patient followed up in the glaucoma clinic the fol-
lowing day on these medications, his IOP was 12/11. His
myopic shift was nearly resolved after one day, with refrac-
tion of —0.50 diopters in each eye with 20/20 vision. Formal
ocular ultrasound and fundus photograph were obtained.
By one week after this initial presentation, the myopic shift
and choroidal folds had completely resolved, and the pa-
tient was told to discontinue all glaucoma medications, and
his IOP has remained at physiologic levels off drops. He
was ultimately evaluated by a headache specialist who di-
agnosed him with medication overuse headaches and has
not used his rizatriptan or topiramate since.

DISCUSSION

Topiramate and other sulfa-based compounds have been
well documented in their ability to cause AAC.1:2 The
mechanism is proposed to be from reduction in the depth
of the anterior chamber, choroidal effusions, and retinal
edema.3 Rizatriptan is one of many “triptan” agents that
are currently available that selectively target 5-HT;p and
5-HTp receptors and is commonly used for abortive mi-
graine therapy. These agents are proposed to interact
through a variety of potential mechanisms including in-
crease aqueous humor production and ciliary body swelling
causing trabecular meshwork blockage with myopic shift.
In this case, the patient had been using rizatriptan for
abortive migraine treatment before topiramate was added
in addition to his home duloxetine therapy. After addition
of rizatriptan therapy, in addition to continued use of top-
iramate and duloxetine, the AAC presentation occurred 11
days later. The Naranjo Algorithm Adverse Drug Reaction
Probability Scale was utilized to look at rizatriptan, topira-
mate, and duloxetine for this case.® Rizatriptan scored a 6,
topiramate scored a 5, and duloxetine scored a -1 (Table 1).
Rizatriptan scored slightly higher than topiramate due to
the increased severity of the AAC due to a likely increase in
frequency of dosing. Both of these medications fall within
the “probable” categorization of the scale suggesting that
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Table 1. Naranjo Adverse Drug Reaction Probability Scale of Presumed Causative Drugs

Naranjo Adverse Drug Reaction Probability Scale

Question Yes No Do Rizatriptan Topiramate Duloxetine
Not Score Score Score
Know

1. Are there previous conclusive reports on +1 0 0 1 1 1
this reaction?
2. Did the adverse event appear after the +2 -1 0 2 2 -1
suspected drug was administered?
3. Did the adverse reaction improve when the +1 0 0 1 1 0
drug was discontinued or a specific antagonist
was administered?
4. Did the adverse event reappear when the +2 -1 0 0 0 -1
drug was re-administered?
5. Are there alternative causes (other than the -1 +2 0 0 0 -1
drug) that could on their own have caused the
reaction?
6. Did the reaction reappear when a placebo -1 +1 0 0 0 0
was given?
7.Was the drug detected in blood (or other +1 0 0 0 0 0
fluids) in concentrations known to be toxic?
8. Was the reaction more severe when the +1 0 0 1 0 0
dose was increased or less severe when the
dose was decreased?
9. Did the patient have a similar reaction to +1 0 0 0 0 0
the same or similar drugs in any previous
exposure?
10. Was the adverse event confirmed by any +1 0 0 1 1 1
objective evidence?

Total Score: 6 5 -1

there is a reasonable likelihood of these medications caus-
ing the adverse drug event. Duloxetine, based on a score
of -1, was classified as “doubtful,” meaning that it is un-
likely to be the cause of the adverse reaction. The patient
was continued on the duloxetine following this event and
maintains on therapy, giving additional support to its low
likelihood of causing ACC in this patient.

Current literature reflects that the presentation of AAC
in the setting of topiramate therapy peaks at two weeks but
can present anywhere between 1 to 49 days of therapy.>
6 Recent publication of a case of AAC between topiramate
and sumatriptan highlights the interaction of these med-
ications and the awareness that is needed by in diagnosing
and managing these patients.” In both the referenced and
presented patient case, acetazolamide 250 mg and methyl-
prednisolone 500 mg were given to the patient. In the pa-
tient’s case, following the administration of both agents,
the patient had a decrease in IOP and subjective improve-
ment in his visual symptoms. These agents may be ben-
eficial in patients presenting with topiramate and triptan
induced AAC based on the potential inflammatory mecha-
nisms and increased aqueous humor production.? While
this patient did not have the typical risk factors for de-
veloping AAC, this case demonstrates the importance to
avoid excessive use of triptan therapy, minimize combina-
tion therapy between triptan therapy and topiramate, and
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early identification of this ophthalmic emergency based on
medication history.

CONCLUSION

In the presented case, the reinitiation of topiramate ther-
apy and the extended and high utilization of rizatriptan
therapy likely precipitated the patient’s presentation of
acute bilateral angle-closure. This case supports the grow-
ing evidence of the interaction between topiramate and
triptan therapy and the need for providers and pharmacists
to consider this in the differential for similarly presenting
cases.
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