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MAXALT®

(RIZATRIPTAN BENZOATE)
TABLETS
MAXALT-MLT®

(RIZATRIPTAN BENZOATE)
ORALLY DISINTEGRATING TABLETS

DRUGS- ABQUT. OO

DESCRIPTION

MAXALT" contains rizatriptan benzoate, a selective 5-hydroxytryptamine g p (5-HT1g/1p)
receptor agonist.

Rizatriptan benzoate is described chemically as: N,N-dimethyl-5-(1H-1,2,4-triazol-1-ylmethyl)-
1H-indole-3-ethanamine monobenzoate and its structural formula is:

COOH

Its empirical formula is C15H,9N5*C;HgO,, representing a molecular weight of the free base of
269.4. Rizatriptan benzoate is a white to off-white, crystalline solid that is soluble in water at about
42 mg per mL (expressed as free base) at 25°C.

MAXALT Tablets and MAXALT-MLT" Orally Disintegrating Tablets are available for oral
administration in strengths of 5 and 10 mg (corresponding to 7.265 mg or 14.53 mg of the
benzoate salt, respectively). Each compressed tablet contains the following inactive ingredients:
lactose monohydrate, microcrystalline cellulose, pregelatinized starch, ferric oxide (red), and
magnesium stearate.

Each lyophilized orally disintegrating tablet contains the following inactive ingredients: gelatin,
mannitol, glycine, aspartame, and peppermint flavor.

CLINICAL PHARMACOLOGY

Mechanism of Action

Rizatriptan binds with high affinity to human cloned 5-HT,z and 5-HT;p receptors. Rizatriptan
has weak affinity for other 5-HT, receptor subtypes (5-HTs, 5-HTg, 5-HT¢) and the 5-HT;
receptor, but has no significant activity at 5-HT,, 5-HTj5 alpha- and beta-adrenergic,
dopaminergic, histaminergic, muscarinic or benzodiazepine receptors.

Current theories on the etiology of migraine headache suggest that symptoms are due to local
cranial vasodilatation and/or to the release of vasoactive and pro-inflammatory peptides from
sensory nerve endings in an activated trigeminal system. The therapeutic activity of rizatriptan in
migraine can most likely be attributed to agonist effects at 5-HTgp receptors on the
extracerebral, intracranial blood vessels that become dilated during a migraine attack and on
nerve terminals in the trigeminal system. Activation of these receptors results in cranial vessel
constriction, inhibition of neuropeptide release and reduced transmission in trigeminal pain
pathways.

Pharmacokinetics

Rizatriptan is completely absorbed following oral administration. The mean oral absolute

bioavailability of the MAXALT Tablet is about 45%, and mean peak plasma concentrations (Cax)
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MAXALT-MLT Orally Disintegrating Tablets

The efficacy of MAXALT-MLT was established in two multicenter, randomized, placebo-
controlled trials that were similar in design to the trials of MAXALT Tablets. Patients were
instructed to treat a moderate to severe headache. Patients treated in these studies were primarily
female (88%) and Caucasian (95%), with a mean age of 42 years (range 18-72).

In both studies, the percentage of patients achieving headache response 2 hours after
treatment was significantly greater in patients who received either MAXALT-MLT 5 or 10 mg
compared to those who received placebo. The results from the 2 controlled studies using the
marketed formulation are summarized in Table 2.

Table 2
Response Rates 2 Hours Following Treatment of Initial Headache
Study Placebo MAXALT-MLT MAXALT-MLT
5mg 10 mg
1 47% (n=98)  66%" (n=100) 66%"  (n=113)
2 28% (n=180) 59%* (n=181) 74%""* (n=186)

*p value < 0.01 in comparison with placebo
**p value < 0.01 in comparison with 5 mg

The estimated probability of achieving an initial headache response by 2 hours following
treatment with MAXALT-MLT is depicted in Figure 3.

Figure 3: Estimated Probability of Achieving an Initial Headache Response with MAXALT-MLT by
2 Hours*
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¥ Figure 3 shows the Kaplan-Meier plot of the probability over time of obtaining headache response (no or mild pain) following treatment
with MAXALT-MLT or placebo. The averages displayed are based on pooled data from 2 placebo-controlled, outpatient trials providing
evidence of efficacy (Studies 1 and 2). Patients taking additional treatment or not achieving headache response prior to 2 hours were
censored at 2 hours.

For patients with migraine-associated photophobia and phonophobia at baseline, there was a
decreased incidence of these symptoms following administration of MAXALT-MLT as compared
to placebo.

Two to 24 hours following the initial dose of study treatment, patients were allowed to use
additional treatment for pain response in the form of a second dose of study treatment or other
medication. The estimated probability of patients taking a second dose or other medication for
migraine over the 24 hours following the initial dose of study treatment is summarized in Figure 4.

Figure 4: Estimated Probability of Patients Taking a Second Dose of MAXALT-MLT or Other
Medication for Migraines Over the 24 Hours Following the Initial Dose of Study Treatmentt*
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surgical or physiological menopause, or male over 40 years of age) unless a
cardiovascular evaluation provides satisfactory clinical evidence that the patient is
reasonably free of coronary artery and ischemic myocardial disease or other significant
underlying cardiovascular disease. The sensitivity of cardiac diagnostic procedures to
detect cardiovascular disease or predisposition to coronary artery vasospasm is modest,
at best. If, during the -cardiovascular evaluation, the patient’'s medical history,
electrocardiographic or other investigations reveal findings indicative of, or consistent
with, coronary artery vasospasm or myocardial ischemia, rizatriptan should not be
administered (see CONTRAINDICATIONS).

For patients with risk factors predictive of CAD, who are determined to have a
satisfactory cardiovascular evaluation, it is strongly recommended that administration of
the first dose of rizatriptan take place in the setting of a physician’s office or similar
medically staffed and equipped facility unless the patient has previously received
rizatriptan. Because cardiac ischemia can occur in the absence of clinical symptoms,
consideration should be given to obtaining on the first occasion of use an
electrocardiogram (ECG) during the interval immediately following MAXALT, in these
patients with risk factors.

It is recommended that patients who are intermittent long-term users of MAXALT and
who have or acquire risk factors predictive of CAD, as described above, undergo periodic
interval cardiovascular evaluation as they continue to use MAXALT.

The systematic approach described above is intended to reduce the likelihood that
patients with unrecognized cardiovascular disease will be inadvertently exposed to
rizatriptan.

Cardiac Events and Fatalities Associated with 5-HT; Agonists: Serious adverse cardiac
events, including acute myocardial infarction, have been reported within a few hours following the
administration of rizatriptan. Life-threatening disturbances of cardiac rhythm and death have been
reported within a few hours following the administration of other 5-HT; agonists. Considering the
extent of use of 5-HT; agonists in patients with migraine, the incidence of these events is
extremely low. MAXALT can cause coronary vasospasm. Because of the close proximity of the
events to MAXALT use, a causal relationship cannot be excluded. In the cases where there has
been known underlying coronary artery disease, the relationship is uncertain.

Premarketing experience with rizatriptan: Among the 3700 patients with migraine who
participated in premarketing clinical trials of MAXALT, one patient was reported to have chest pain
with possible ischemic ECG changes following a single dose of 10 mg.

Postmarketing experience with rizatriptan: Serious cardiovascular events have been reported
in association with the use of MAXALT. The uncontrolled nature of postmarketing surveillance,
however, makes it impossible to determine definitively the proportion of the reported cases that
were actually caused by rizatriptan or to reliably assess causation in individual cases.

Cerebrovascular Events and Fatalities Associated with 5-HT, Agonists: Cerebral hemorrhage,
subarachnoid hemorrhage, stroke, and other cerebrovascular events have been reported 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 agonist having been
administered in the incorrect belief that the symptoms experienced were a consequence of
migraine, when they were not. It should be noted that patients with migraine may be at increased
risk of certain cerebrovascular events (e.g., stroke, hemorrhage, transient ischemic attack).

Other Vasospasm-Related Events: 5-HT; agonists may cause vasospastic reactions other
than coronary artery vasospasm. Both peripheral vascular ischemia and colonic ischemia with
abdominal pain and bloody diarrhea have been reported with 5-HT; agonists.

Increase in Blood Pressure: Significant elevation in blood pressure, including hypertensive
crisis, has been reported on rare occasions in patients receiving 5-HT, agonists with and without a
history of hypertension. In healthy young male and female subjects who received maximal doses
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of MAXALT (10 mg every 2 hours for 3 doses), slight increases in blood pressure (approximately
2-3mmHg) were observed. Rizatriptan is contraindicated in patients with uncontrolled
hypertension (see CONTRAINDICATIONS).

An 18% increase in mean pulmonary artery pressure was seen following dosing with another
5-HT, agonist in a study evaluating subjects undergoing cardiac catheterization.

PRECAUTIONS

General

As with other 5-HT5/;p agonists, sensations of tightness, pain, pressure, and heaviness have
been reported after treatment with MAXALT in the precordium, throat, neck and jaw. These
events have not been associated with arrhythmias or definite ischemic ECG changes in clinical
trials (one patient experienced chest pain with possible ischemic ECG changes). Because drugs
in this class may cause coronary artery vasospasm, patients who experience signs or symptoms
suggestive of angina following dosing should be evaluated for the presence of CAD or a
predisposition to Prinzmetal’s variant angina before receiving additional doses of medication, and
should be monitored electrocardiographically if dosing is resumed and similar symptoms recur.
Similarly, patients who experience other symptoms or signs suggestive of decreased arterial flow,
such as ischemic bowel syndrome or Raynaud’s syndrome following the use of any 5-HT, agonist
are candidates for further evaluation (see WARNINGS).

Rizatriptan should also be administered with caution to patients with diseases that may alter
the absorption, metabolism, or excretion of drugs (see CLINICAL PHARMACOLOGY, Special
Populations).

Renally Impaired Patients: Rizatriptan should be used with caution in dialysis patients due to a
decrease in the clearance of rizatriptan (see CLINICAL PHARMACOLOGY, Special Populations).

Hepatically Impaired Patients: Rizatriptan should be used with caution in patients with
moderate hepatic insufficiency due to an increase in plasma concentrations of approximately 30%
(see CLINICAL PHARMACOLOGY, Special Populations).

For a given attack, if a patient has no response to the first dose of rizatriptan, the diagnosis of
migraine should be reconsidered before administration of a second dose.

Binding to Melanin-Containing Tissues

The propensity for rizatriptan to bind melanin has not been investigated. Based on its chemical
properties, rizatriptan may bind to melanin and accumulate in melanin rich tissue (e.g., eye) over
time. This raises the possibility that rizatriptan could cause toxicity in these tissues after extended
use. There were, however, no adverse ophthalmologic changes related to treatment with
rizatriptan in the one year dog toxicity study. Although no systematic monitoring of ophthalmologic
function was undertaken in clinical trials, and no specific recommendations for ophthalmologic
monitoring are offered, prescribers should be aware of the possibility of long-term ophthalmologic
effects.

Phenylketonurics

Phenylketonuric patients should be informed that MAXALT-MLT Orally Disintegrating Tablets
contain phenylalanine (a component of aspartame). Each 5-mg orally disintegrating tablet
contains 1.05 mg phenylalanine, and each 10-mg orally disintegrating tablet contains 2.10 mg
phenylalanine.

Information for Patients

Migraine or treatment with MAXALT may cause somnolence in some patients. Dizziness has
also been reported in some patients receiving MAXALT. Patients should, therefore, evaluate their
ability to perform complex tasks during migraine attacks and after administration of MAXALT.

Physicians should instruct their patients to read the patient package insert before taking
MAXALT. See the accompanying PATIENT INFORMATION leaflet.
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MAXALT-MLT Orally Disintegrating Tablets
Patients should be instructed not to remove the blister from the outer pouch until just prior to

dosing. The blister pack should then be peeled open with dry hands and the orally disintegrating
tablet placed on the tongue, where it will dissolve and be swallowed with the saliva.

Laboratory Tests
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male rats treated with up to 250 mg/kg/day (approximately 550 times the human exposure at the
MRDD).
Pregnancy: Pregnancy Category C

In a general reproductive study in rats, birth weights and pre- and post-weaning weight gain
were reduced in the offspring of females treated prior to and during mating and throughout
gestation and lactation with doses of 10 and 100 mg/kg/day. Maternal drug exposures (AUC) at
these doses were approximately 15 and 225 times, respectively, the exposure in humans
receiving the maximum recommended daily dose (MRDD) of 30 mg. In a pre- and post-natal
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ADVERSE REACTIONS

Serious cardiac events, including some that have been fatal, have occurred following
use of 5-HT, agonists. These events are extremely rare and most have been reported in
patients with risk factors predictive of CAD. Events reported have included coronary artery
vasospasm, transient myocardial ischemia, myocardial infarction, ventricular tachycardia,
and ventricular fibrillation (see CONTRAINDICATIONS, WARNINGS, and PRECAUTIONS).

Incidence in Controlled Clinical Trials: Adverse experiences to rizatriptan were assessed in

11
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frequency estimates provided. Event frequencies are calculated as the number of patients who
used MAXALT (N=3716) and reported an event divided by the total number of patients exposed to
MAXALT. All reported events are included, except those already listed in the previous table, those
too general to be informative, and those not reasonably associated with the use of the drug.
Events are further classified within body system categories and enumerated in order of
decreasing frequency using the following definitions: frequent adverse events are those defined
as those occurring in at least (>)1/100 patients; infrequent adverse experiences are those
occurring in 1/100 to 1/1000 patients; and rare adverse experiences are those occurring in fewer
than 1/1000 patients.

General: Infrequent were chills, heat sensitivity, facial edema, hangover effect, and abdominal
distention. Rare were fever, orthostatic effects, syncope and edema/swelling.

Atypical Sensations: Frequent were warm/cold sensations.

Cardiovascular:

12
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DRUG ABUSE AND DEPENDENCE

Although the abuse potential of MAXALT has not been specifically assessed, no abuse of,
tolerance to, withdrawal from, or drug-seeking behavior was observed in patients who received
MAXALT in clinical trials or their extensions. The 5-HT;g;p agonists, as a class, have not been

associated with drug abuse.

OVERDOSAGE

No overdoses of MAXALT were reported during clinical trials.

Rizatriptan 40 mg (administered as either a single dose or as two doses with a 2-hour
interdose interval) was generally well tolerated in over 300 patients; dizziness and somnolence
were the most common drug-related adverse effecT
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NDC 0006-0266-09, carton of 9 tablets.

No. 3733 — MAXALT Tablets, 10 mg, are pale pink, capsule-shaped, compressed tablets
coded MAXALT on one side and MRK 267 on the other. They are supplied as follows:

NDC 0006-0267-09, carton of 9 tablets.

No. 3800 — MAXALT-MLT Orally Disintegrating Tablets, 5 mg, are white to off-white, round
lyophilized orally disintegrating tablets debossed with a modified triangle on one side, and
measuring 10.0-11.5 mm (side-to-side) with a peppermint flavor. Each orally disintegrating tablet
is individually packaged in a blister inside an aluminum pouch (sachet). They are supplied as
follows:

NDC 0006-3800-09, 3 x unit of use carrying case of 3 orally disintegrating tablets (9 tablets
total).

No. 3801 — MAXALT-MLT Orally Disintegrating Tablets, 10 mg, are white to off-white, round
lyophilized orally disintegrating tablets debossed with a modified square on one side, and
measuring 12.0-13.8 mm (side-to-side) with a peppermint flavor. Each orally disintegrating tablet
is individually packaged in a blister inside an aluminum pouch (sachet). They are supplied as
follows:

NDC 0006-3801-09, 3 x unit of use carrying case of 3 orally disintegrating tablets (9 tablets
total).

Storage

Store MAXALT Tablets at room temperature, 15-30°C (59-86°F). Dispense in a tight container,
if product is subdivided.

Store MAXALT-MLT Orally Disintegrating Tablets at room temperature, 15-30°C (59-86°F).
The patient should be instructed not to remove the blister from the outer aluminum pouch until the
patient is ready to consume the orally disintegrating tablet inside.

MAXALT Tablets are manufactured for:

0:0 MERCK & CO., INC., Whitehouse Station, NJ 08889, USA
By:
MSD, Ltd. Cramlington
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