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IMITREX

THE FDA HAS APPROVED THIS SEROTONIN (5-HT1B/1D) RECEPTOR AGONIST (TRIPTAN)
FOR ACUTE TREATMENT OF MIGRAINE WITH OR WITHOUT AURA IN ADULTS.

IMITREX 1s not indicated for the prevention of migraine attacks.

Imitrex can cause: + Life-threatening disturbances ot cardiac
+ Paresthesia rhythm, including ventricular tachycardia and
+ Warm/cold sensation ventricular fibrillation leading to death have
+ Chest been reported within a few hours following

pain/tightness/pressure and/or  the gdministration of 5-HT agonists
heaviness

+ Vertigo + Sensations of tightness, pain, pressure, and
+ Malaise/tatigue heaviness in the precordium, throat, neck, ana
+ Cerebral hemorrhage, jaw commonly occur after treatment and are
subarachnoid hemorrhage, and usually non-cardiac in origin. However,

stroke have occurred in perform a cardiac evaluation if these patients
patients and some have are at high cardiac risk.

resulted in fatalities

Safety and effectiveness of IMITREX Tablets have not been established for cluster headache.

SOURCES FROM GLAXOSMITHKLINE + FDA


https://www.accessdata.fda.gov/drugsatfda_docs/label/2013/020132s028,020626s025lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2013/020132s028,020626s025lbl.pdf

IMITREX

Imitrex continued: + Seizures have been reported. Some
+ Non-coronary vasospastic reactions have occurred in patients with either a
+ Peripheral vascular ischemia history ot seizures or concurrent

+ Gastrointestinal vascular ischemia conditions predisposing to seizures.

+ Intarction (presenting with abdominal  There are also reports in patients
pain and bloody diarrhea) where no such predisposing factors
+ Splenic infarction are apparent.

+ Raynaud’s syndrome

+ Transient and permanent blindness + Mental status changes: agitation,
+ Significant partial vision loss hallucinations, coma

+ Exacerbation of headache

+ Anaphylactic/anaphylactoid reactions + Autonomic instability: tachycardia,

have occurred. Such reactions can be  labile blood pressure, hyperthermia
life threatening or fatal.

+ Hypotension + Neuromuscular aberrations:

+ Palpitations hyperretlexia (twitching and spastic
+ Dystonia (twisting and repetitive tendencies), incoordination

movements or abnormal fixed postures)
+ Tremor + Gastrointestinal symptoms: nauseaq,

vomiting, diarrhea



WHAT IS MIGRAINE WITH AURA?

m National Library of Medicine

National Center for Biotechnology Information h’r’rps://www. ncbi.nlm. nih.gov/bookS/N BK5546H/

Migraine is one of the most common headache disorders affecting approximately 12% of the general

population. A timely diagnosis i1s essential to avoid debilitating consequences. Migraine auras are the sensory
symptoms (neurologic, gastrointestinal, and autonomic) that can occur before or during a migraine episode.
These symptoms can include flashes of light, blind spots, or tingling in the hands or face

Triggers

Withdrawn or exposure to several factors contribute to the development of migraine headaches. A retrospective
study found that 76% of the patients reported triggers.[4] Some of the precipitating factors for migraine
headaches include:

e Certain food items like aged cheese, food additives like nitrates (as used in hot dogs), and monosodium
glutamate (MSQG) can be responsible in a few patients.

e High-stress levels and anxiety

o Caffeine: High intake of coffee or withdrawal from coffee can precipitate migraines.

 Weather changes: Storm fronts, strong winds, or changes in altitude can sometimes trigger a migraine.
e Sleep disturbances: Lack of adequate sleep or too much sleep can trigger a migraine.

e Menstrual period: Many women can have migraine episodes during their menstrual periods and be
symptom-free otherwise.

e Exposure to bright lights, loud noise, or strong odors|5]



DOSING CONCERNS

The recommended dose of IMITREX Tablets is 25 mg, 50 mg, or 100 mg. Doses of
50 mg and 100 mg may provide a greater effect than the 25-mg dose, but doses of 100 mg may
not provide a greater effect than the 50-mg dose. Higher doses may have a greater risk of adverse

reactions /see Clinical Studies (14)].
If the migraine has not resolved by 2 hours after taking IMITREX Tablets, or returns

after a transient improvement, a second dose may be administered at least 2 hours after the first
dose. The maximum daily dose 1s 200 mg in a 24-hour period.

Use after IMITREX Injection: If the migraine returns following an initial treatment with

IMITREX (sumatriptan succinate) Injection, additional single IMITREX Tablets (up to
100 mg/day) may be given with an interval of at least 2 hours between tablet doses.
The safety of treating an average of more than 4 headaches in a 30-day period has not

been established.

Per the
manufacturer,
higher doses of
Imitrex may have
a greater risk of
adverse

reactions.




WARNINGS + PRECAUTIONS

The use of IMITREX Tablets 1s contraindicated in patients with 1schemic or vasospastic
CAD. There have been rare reports of serious cardiac adverse reactions, including acute
myocardial infarction, occurring within a few hours following administration of IMITREX
Tablets. Some of these reactions occurred in patients without known CAD. IMITREX Tablets
may cause coronary artery vasospasm (Prinzmetal’s angina), even 1n patients without a history of

CAD.

Perform a cardiovascular evaluation 1n triptan-naive patients who have multiple
cardiovascular risk factors (e.g., increased age, diabetes, hypertension, smoking, obesity, strong
family history of CAD) prior to receiving IMITREX Tablets.

Per the manutfacturer, request your healthcare provider to pertorm o
cardiovascular evaluation it you are ot increased age, have
diabetes/hypertension, smoke, are obese, or have a strong tamily
history of coronary artery disease (CAD) prior to accepting this product.

Furthermore, per the manufacturer: For patients with multiple
cardiovascular risk factors who have a negative cardiovascular evaluation, consider
administering the first dose of IMITREX Tablets in a medically supervised setting and
performing an electrocardiogram (ECG) immediately following administration of IMITREX
Tablets. For such patients, consider periodic cardiovascular evaluation in intermittent long-term

users of IMITREX Tablets.




WARNINGS + PRECAUTIONS

Cerebral hemorrhage, subarachnoid hemorrhage, and stroke have occurred in patients
treated with 5-HT; agonists, and some have resulted in fatalities. In a number of cases, it appears
possible that the cerebrovascular events were primary, the 5-HT; agonist having been
administered in the incorrect belief that the symptoms experienced were a consequence of
migraine when they were not. Also, patients with migraine may be at increased risk of certain
cerebrovascular events (e.g., stroke, hemorrhage, TIA). Discontinue IMITREX Tablets i1f a
cerebrovascular event occurs.

Before treating headaches in patients not previously diagnosed as migraineurs, and in
migraineurs who present with atypical symptoms, exclude other potentially serious neurological
conditions. IMITREX Tablets are contraindicated in patients with a history of stroke or TIA.

IMITREX Tablets may cause non-coronary vasospastic reactions, such as peripheral
vascular ischemia, gastrointestinal vascular ischemia and infarction (presenting with abdominal
pain and bloody diarrhea), splenic infarction, and Raynaud’s syndrome. In patients who
experience symptoms or signs suggestive of non-coronary vasospasm reaction following the use

of any 5-HT agonist, rule out a vasospastic reaction before receiving additional IMITREX
Tablets.

Reports of transient and permanent blindness and significant partial vision loss have been
reported with the use of 5-HT; agonists. Since visual disorders may be part of a migraine attack,

a causal relationship between these events and the use of 5-HT; agonists have not been clearly
established.



WARNINGS + PRECAUTIONS

Serotonin syndrome may occur with IMITREX Tablets, particularly during co-
administration with selective serotonin reuptake inhibitors (SSRIs), serotonin norepinephrine
reuptake inhibitors (SNRIs), tricyclic antidepressants (TCAs), and MAO inhibitors [see Drug
Interactions (7.4)]. Serotonin syndrome symptoms may include mental status changes (e.g.,
agitation, hallucinations, coma), autonomic instability (e.g., tachycardia, labile blood pressure,
hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination), and/or
gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). The onset of symptoms usually
occurs within minutes to hours of receiving a new or a greater dose of a serotonergic medication.
Discontinue IMITREX Tablets if serotonin syndrome 1s suspected.

Pregnancy Category C: There are no adequate and well-controlled trials in pregnant
women. In developmental toxicity studies in rats and rabbits, oral administration of sumatriptan
to pregnant animals was associated with embryolethality, fetal abnormalities, and pup mortality.
When administered by the intravenous route to pregnant rabbits, sumatriptan was embryolethal.
IMITREX Tablets should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

Sumatriptan 1s excreted in human milk following subcutaneous administration. Infant

exposure to sumatriptan can be minimized by avoiding breastfeeding for 12 hours after treatment
with IMITREX Tablets.

Impairment of Fertility: When sumatriptan (5, 50, 500 mg/kg/day) was administered
orally to male and female rats prior to and throughout the mating period, there was a treatment-
related decrease 1n fertility secondary to a decrease in mating in animals treated with doses
greater than 5 mg/kg/day (less than the MRHD on a mg/m” basis). It is not clear whether this
finding was due to an effect on males or females or both.




PEDIATRIC USE

Safety and effectiveness 1n pediatric patients have not been established. IMITREX
Tablets are not recommended for use in patients younger than 18 years of age.

Postmarketing experience documents that serious adverse reactions have occurred 1n the
pediatric population after use of subcutaneous, oral, and/or intranasal IMITREX. These reports
include reactions similar in nature to those reported rarely in adults, including stroke, visual loss,
and death. A myocardial infarction has been reported 1in a 14-year-old male following the use of
oral IMITREX; clinical signs occurred within 1 day of drug administration. Clinical data to
determine the frequency of serious adverse reactions in pediatric patients who might receive
subcutaneous, oral, or intranasal IMITREX are not presently available.

It is not known if IMITREX is safe and effective in children under 18 years of age.

Medicines are sometimes prescribed for purposes other than those listed in Patient
Information leaflets. Do not use IMITREX for a condition for which it was not
prescribed. Do not give IMITREX to other people, even if they have the same
symptoms you have. It may harm them.

Per the manutacturer, Imitrex is indicated for adult use
only. The satety and effectiveness of this product is not

know for anyone under 18 years old.



IMITREX OVERUSE

Overuse of acute migraine drugs (e.g., ergotamine, triptans, opioids, or combination of
these drugs for 10 or more days per month) may lead to exacerbation of headache (medication
overuse headache). Medication overuse headache may present as migraine-like daily headaches
or as a marked increase 1n frequency of migraine attacks. Detoxification of patients, including
withdrawal of the overused drugs, and treatment of withdrawal symptoms (which often includes
a transient worsening of headache) may be necessary.

Overdose 1n animals has been fatal and has been heralded by convulsions, tremor,

paralysis, inactivity, ptosis, erythema of the extremities, abnormal respiration, cyanosis, ataxia,
mydriasis, salivation, and lacrimation.

The elimination half-life of sumatriptan is approximately 2.5 hours /see Clinical
Pharmacology (12.3)], and therefore monitoring of patients after overdose with IMITREX
Tablets should continue for at least 12 hours or while symptoms or signs persist.

It 1s unknown what effect hemodialysis or peritoneal dialysis has on the serum
concentrations of sumatriptan.

Medication Overuse Headache: Inform patients that use of acute migraine drugs for
10 or more days per month may lead to an exacerbation of headache and encourage patients to

record headache frequency and drug use (e.g., by keeping a headache diary) [see Warnings and
Precautions (5.6)] .



