ALAMAST™
(pemirolast potassium ophthalmic solution), 0.1%
DESCRIPTION

ALAMAST™ (pemirolast potassium ophthalmic solution) is a gterile, aqucous opth
solution with a pH of approximately 8.0 containing 0.1% of the mast coll stabilizer, pemirolast

- potassivm, for topical sdministration to the eyes. . '

Pemirolast potassium is a slightly yellow, water-gojuble powder with a molecular weight of

266.3,

The chemical structure is presented below:

- Ci1oH7KNsO
Chemical Name:

9-methyl-3-(1 H-tetrazol-5-y!)-4H-pyridof1,2-aJpyrimidin-4-one potassium
Euch mL contains: ACTIVE: pemirolast potassium 1 mg (0.1%); PRESERVATIVE:
Jauralkonium chloride 0.005%; INACTIVES: glycerin, dibssic sodium phospbatc, monabasic
sodium phosphate, phosphoric scid and/or sodium hydroxide to adjust pH, and pwified water.
The osmolality of ALAMAST™ ophthalmic solution is approximately 240 mOsmol/kg.

CLINICAL PHARMACOLOGY

Mechanisim of Action: Pemirolast potassium is a mast cell stabilizer that inhibits the in vivo
Type | immediate hypersensitivity reaction.
In vitro and In vivo studies have demonstrated thet pemirolast potassium inhibits the antigen-

induced releases of inflammatory mediators (e.g., histamine, leukotriene Cs, D, Es) from human
mast cells.

In addition, pemirolast potassium inhibits the ehemotaxis of cosinophils into ocular tissue and
blocks the releass of mediators from human eosinophils. |

Although the procise mechanism of action is unknown, the drug has been reported to prevent
calcium influx into mast cells upon antigen stimulation.




Pharmacokinetics: Topical ocular administration of one to two drops of ALAMAST™ -
ophthalmic solution in each cye four times daily in 16 healthy velunteers for two wecks resulted

in detectabls concentrations in the plasma. The mean (+3E) peak plasms lovel of 4.7 & 0.8 ng/mL
occurred at 0.42 + 0.05 hours and the mean ty, was 4.5 £ 0.2 hours. When a single 10 mg
permirolast potassium doge was taken orally, a peak plasma cancentration of 0.723 pg/mL was
reached,

Following topical sdministration, about 10-1% of the dose was excreted unchanged in the urine.

Clinical Studies: In clinical environmental studies, ALAMAST™ was significantly more
effective than placebo after 28 days in preveating ocular itching associated with allergic
conjunctivitis,

INDICATIONS AND USAGE: |

ALAMAST™ ophthalmic solution is indicated for the prevention of itching of the eye due to

allergic conjunctivitis. Symptomatic responac to therapy (decreased itching) may be svident

within a few days, but frequently requires longex trestment (up to four weeks).

CONTRAINDICATIONS:

ALAMAST™ ophthalmic solution is contraindicated in pauenu with previously demonstrated
hypersensitivity to any of the ingredients of this product.

WARNINGS:
Far topical ophthalmic use only. Not for injection or oral use.

PRECAUTIONS:

Information for patients: To preveut contaminating the dropper tip and solution, do aot touch

the eyelids or surrounding aress with the dropper tip. Keep the bottle tightly closcd when aot in

Patients should be advised niot to wear & contact letis if their eye is red. ALAMAST™ should not
be used to treat eontact lens relsted irritation. The preservative in ALAMAST™, lsuralkonium
chloride, may be absorbed by soft contact lenses. Patients who wear soft contact lenses and
whose eyes are not red should be instructed to wait at least ten minutes after instilling
ALAMAST™ before they insert their contact lenses.




~ Carcinogenesis, mutagenesis, impairment of fertilicy:

Pemirolast potassium was not mutagenic ot clastogenic when tested in a series of bacterial and
mammalian tests for gene mutation and chromosoral injury in vitro nor was it clastogenic when
tested in vivo in rats,
Pemirolast potassium had no effect on meating and fertility in rats at oral doses up to 250 mg/kg

' (approximately 20,000 fold the human dose at 2 dropa/cye, 40 pL/drop, QID for a 50 kg adult). A
reduced fertility and pregnancy index occurred in the F, generetion when Fo dums were tnaxed
with 400 mg/kg pemirolast potassium during late pregnancy and lectation period (approximately
30,000 fold the human dose).

Pregnancy:

Teratogenic effects; Pregnancy Category C. Pemirolast potassium caused en increased
incidence of thymic remnant in the neck, interventriculsr septal defect, fetuses with wavy 1ib,
splitting of thoracic vertebral body, and reduced numbers of ossificd stemebrae, sacral and caudal
vertebrae, and metatarsi when rats were given oral doses 2 250 mg/kg (approximately 20,000 fold
the human dose at 2 drops/eye, 40 uL/drop, QID for a 50 kg adult) during organogenesis.
Increased incidence of dilation of renal pelvis/urcter in the fotuses and nconates was also noted
when rats were given an oral dose of 400 mg/kg pemirolast potassium (approximately 30,000 fold
the human dose). Pemirolast potassium was not tezatogenic in rabbits given oral doses up to 150
mg/kg (spproximately 12,000 fold the human dose) during the samc time period. There arc no
adequate and well-controlled studies in pregnant wamen. Because animal reproductive studies

o~ are not always predictive of human response, ALAMAST™ ophthalmic solution should be used

during pregnancy oaly if the benefit outweighs the risk-

Non-teratogenic effects; Pemirolast potassium produced increased pre- and post-implantation
losses, reduced embryo/fetal and neonata) survival, decreased nconstal body weight, and delayed
neonatal development in rats receiving an oral dose at 400 mg/kg (spproximately 30,000 fald the
humen dose). Pemirolast potassium also caused a reduction in the aumber of corpus lutea, the
number of implantations, and number of live fetuses in the Fy generation in rets when Fo dams

were given oral dosages > 250 mg/kg (approximately 19,000 {513 the Biiman dose) during late
gestation and the lactation period.

Nursing Mothers: Pemirolast potassium is excreted in the milk of lactating rats at .
concentrations higher than those in plesma. It iz not known whether pemirolast potassium is
excreted in human milk. Because many drugs are excreted in human milk, cautian should be
exercised when ALAMAST™ ophthalmic solution is administered to a nursing worman.

Pediatrie Use: Safety and effectiveness in pediatric patients below the age of 3 years have not
been established.

<«




ADVERSE REACTIONS:

In clinical studies lasting up to 17 weeks with ALAMAST™ ophthalmic solution, headache,
thinitis, and cold/flu symptoms were reported at an incidence of 10-25%. The occurrence of these
side effects was generally mild. Some of these cvents were similar to the vnderlying ocular
discase being studied.

The following ocular and non-ocular adverse reactions were reported at an incidence of less than
§%:

Ocular: burning, dry eye, foreign body sensation, and ocular discomfort. B

Non-Ocular; allergy, back puin, bronchitis, cough, dysmenorrhes, fever, sinusitis, and
sneezing/nasal congestion.

OVERDOSAGE: |

No aceounts of ALAMAST™ gphthalmic solution overdoss were reported following topical
ocular application. '

Oral ingestion of the contents of a 10 mL bottle would be equivalent to 10 mg of pemirolast
potassium.

DOSAGE AND ADMINISTRATION:
The recommended dose is ope to two drops in each affected cye four times daily.

Symptomatic response to therapy (decreased itching) may be evident within a few days, but
frequently requires longer trestment (up to four weeks).

HOW SUPPLIED:

ALAMAST™ (pemirolast potassium ophthalmic solution), 0.1% is supplied as follows: |
10 mL in a white, low density polyethylens bottle with a controlled dropper tip and a white
polypropylene screw cap. .

10 mL bottie (NDC #-sam-##)

Storage: Store at 15° - 25°C (§9°.77°F).
Rx only
. Manufactared by:

Parkedale Pharmaceuticals™, Inc.

Rochester, Michigan 48307
Uhited States
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