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Abstract

Idiopathic intracranial hypertension (IIH) is commonly seen related to
iatrogenic causes such as excess retinol, tetracyclines, and amiodarone.
We report a case of [IH likely related to mesalamine use. A 63-year-old
woman presented with transient episodes of diplopia and headaches.
She was diagnosed with irritable bowel syndrome and started on mesa-
lamine 8 months prior. Her neurologic examination was significant for
papilledema and bilateral partial abducens nerve palsies. Her opening
pressure was 27 cm H,O. Discontinuation of mesalamine in conjunc-
tion with acetazolamide correlated with improvement of her papillede-
ma and diplopia. At 6-month follow-up, she still remained asympto-
matic. [IH is likely a rare side effect of mesalamine use likely related
to 5-aminosalycilate use. This class of medication typically causes
headache so this is likely a more complex version. The mechanism of
how this occurs is largely unknown. Patients presenting with new onset
headache or diplopia acutely or chronically on mesalamine should have
ophthalmologic evaluation urgently to evaluate for ITH.
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Introduction

Idiopathic intracranial hypertension (IIH) is a well character-
ized entity. It is associated with women of child bearing age
who are typically obese. The symptoms associated with ITH
are typically holocranial headaches getting worse when lay-
ing flat and visual symptoms. The cause is unknown but it is
thought to be related to increased cerebrospinal fluid produc-
tion or impaired resorption. latrogenic causes of IIH are seen
with medications such as retinol (vitamin A) and its deriva-
tives, amiodarone and tetracyclines. Venous sinus thrombosis
can acutely cause intracranial hypertension as well. We present
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a case of IIH likely secondary to chronic mesalamine use.

Case Report

A 63-year-old woman was diagnosed with irritable bowel
syndrome and started on mesalamine. Eighteen months after
the diagnosis, she reported transient episodes of diplopia that
gradually worsened in frequency and severity over time. She
was also experiencing frequent holocranial headaches upon
awaking. She was seen by an optometrist for a routine exami-
nation and was referred to an ophthalmologist who confirmed
the finding of papilledema. She was therefore sent to our
Emergency Department for further evaluation.

On physical examination, the patient was found to have a
body mass index (BMI) of 37. As per patient report her weight
had not fluctuated much over the past 20 years. Neurologic
evaluation revealed bilateral partial abducens nerve palsy. Vis-
ual acuity was 20/30 bilaterally. Magnetic resonance imaging
of the brain and venography of the head were unremarkable. A
lumbar puncture was performed with an opening pressure of 27
cm H,O. Immediately after the procedure, the patient reported
significant improvement in both the diplopia and headache. The
patient was placed on acetazolamide for suspected ITH and was
discharged home. Literature review revealed sparse case reports
of IIH related to the use of mesalamine so this agent was discon-
tinued. Three months later, the papilledema completely resolved
and acetazolamide was discontinued. Six months after discon-
tinuation of acetazolamide, the patient reported no weight loss
and no recurrence of headache or other neurologic symptoms.

Discussion

IIH has the tendency to occur spontaneously, particularly in
obese women between 20 and 50 years of age. The patient pre-
sented in this case report is considered obese based on the BMI
but was not in the typical age range for ITH. Additionally, she
had no significant weight changes for quite some time. In our
collective experience, we have not encountered a case of ITH
that presented in the sixth decade of life. This prompted us to
investigate other etiologies. Several agents have been linked
to ITH including tetracycline, amiodarone, steroids, and excess
retinol. One of mesalamine’s most frequent adverse reactions
is headache [1]. This is likely related to one of its components
S-aminosalicylate (5-asa). In our literature search on PubMed
and Google Scholar, our case of IIH secondary to the use of
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Table 1. Summary of Cases in Literature That Reports Idiopathic Intracranial Hypertension Related to 5-Aminosalicylate

Presence of

Cases HESSELE  illedena

Associated neurologic signs and symptoms

Clinical outcome

Rosa et al [3] 23, female  Yes

Rottembourg 11, female  Yes Headache

et al [4]

Sevgietal [S] 25, female Yes

Headache, blurry vision

Visual acuity did not return to baseline
despite discontinuation

Returned to baseline after
discontinuation

Headache, blurry vision, bilateral abducens nerve Returned to baseline after
palsies, lower facial nerve palsy on the left

discontinuation

mesalamine would only be the third one reported in adults [2,
3] with a fourth case reported in the pediatric literature [4].
Rosa et al demonstrated that re-challenging mesalamine due
to severe ulcerative colitis caused headache and papilledema
again [3]. Sevgi et al did not re-challenge their patient with sul-
phasalazine due to stability on azathioprine [5]. Rottembourg
et al’s case demonstrated a temporal relation of symptoms of
IIH related to starting and discontinuation of mesalamine [4].
Please refer to Table 1 for a description of the course of the
syndrome for each case [3-5].

The exact mechanism of why 5-asa has a relationship with
IIH is not clear. However, it is known that headache is the most
common and quite a significant side effect of 5-asa and its de-
rivatives. Discontinuation of the offending agent is met with a
decrease in headache frequency [6].

Despite the discontinuation of acetazolamide and lack of
weight loss at follow-up, our patient’s symptoms did not re-
cur, further supporting the notion that there is a relationship
between IIH and 5-asa derivatives. We suggest that patients on
chronic mesalamine therapy should undergo routine ophthal-
mologic evaluation for papilledema, particularly those with
headaches and/or visual disturbance, and be assessed for ITH
in intractable cases.

Conclusions

Patients presenting with new onset headache or diplopia acute-
ly or chronically on mesalamine should have ophthalmologic
evaluation urgently to evaluate for ITH.
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