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Provigil caplets ni™79y7 7""anno
Contains: Modafinil 100mg
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To improve wakefulness in patients with excessive sleepiness associated with narcolepsy (with or
without cataplexy), obstructive sleep apnea/hypopnea syndrome (OSAHS ) and shift work
sleepdisorder (SWDS).
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1 INDICATIONS AND USAGE

(...)

Limitations of Use

In OSA, PROVIGIL is indicated to treat excessive sleepiness and not as treatment for the underlying
obstruction. If continuous positive airway pressure (CPAP) is the treatment of choice for a patient, a
maximal effort to treat with CPAP for an adequate period of time should be made prior to initiating
and during treatment with PROVIGIL for excessive sleepiness.

4 CONTRAINDICATIONS
PROVIGIL is contraindicated in patients with known hypersensitivity to the active substance
(modafinil) or armodafinil or to any of the excipients listed in section [see Warnings and

Precautions (5.1, 5.2, 5.3)].

5 WARNINGS AND PRECAUTIONS
(...)

5.2 Angioedema and Anaphylaxis Reactions

Angioedema and hypersensitivity (with rash, dysphagia, and bronchospasm), were observed in
patients treated with armodafinil, the R enantiomer of modafinil (which is the racemic mixture). No
such cases were observed in modafinil clinical trials. However, angioedema has been reported in
postmarketing experience with modafinil. Patients should be advised to discontinue therapy and
immediately report to their physician any signs or symptoms suggesting angioedema or anaphylaxis
(e.g., swelling of face, eyes, lips, tongue or larynx; difficulty in swallowing or breathing; hoarseness).

5.4 Persistent Sleepiness
Patients with abnormal levels of sleepiness who take PROVIGIL should be advised that their level of
wakefulness may not return to normal. Patients with excessive sleepiness, including those taking
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PROVIGIL, should be frequently reassessed for their degree of sleepiness and, if appropriate, advised
to avoid driving or any other potentially dangerous activity. Prescribers should also be aware that
patients may not acknowledge sleepiness or drowsiness until directly questioned about drowsiness
or sleepiness during specific activities.

5.6 Effects on Ability to Drive and Use Machinery

Although PROVIGIL has not been shown to produce functional impairment, any drug affecting the

CNS may alter judgment, thinking or motor skills. Patients should be cautioned about operating an
automobile or other hazardous machinery until it is reasonably certain that PROVIGIL therapy will

not adversely affect their ability to engage in such activities.

5.8 Excipients with known effects

Patients with rare hereditary problems of galactose intolerance, total lactase deficiency or glucose-
galactose malabsorption should not take this medicine.

This medicine contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially ‘sodium-
free’.

6 ADVERSE REACTIONS

The following serious adverse reactions are described elsewhere in the labeling:

* Persistent Sleepiness [see Warnings and Precautions (5.4)]

e Effects on Ability to Drive and Use Machinery [see Warnings and Precautions (5.6)]
(...)

6.1 Clinical Trials Experience

(...)

Most Common Adverse Reactions

(...)

Table 1 presents the adverse reactions that occurred at a rate of 1% or more and were more
frequent in PROVIGIL-treated patients than in placebo-treated patients in the placebo-controlled
clinical trials.

Table 1. Adverse Reactions in Pooled Placebo-Controlled Trials* in Narcolepsy, OSA, and SWD

PROVIGIL Placebo
(%) (%)
(n =934) (n=567)
Anorexia 4 1
Chills 1 0

* Adverse Reactions that occurred in > 1% of PROVIGIL-treated patients (either 200, 300, or 400 mg
once daily) and greater incidence than placebo

Laboratory Abnormalities

Clinical chemistry, hematology, and urinalysis parameters were monitored in the studies. Mean
plasma levels of gamma glutamyltransferase (GGT) and alkaline phosphatase (AP) were found to be
higher following administration of PROVIGIL, but not placebo. Few patients, however, had GGT or AP
elevations outside of the normal range. Shifts to higher, but not clinically significantly abnormal, GGT
and AP values appeared to increase with time in the population treated with PROVIGIL in the
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placebo-controlled clinical trials. No differences were apparent in alanine aminotransferase (ALT),
aspartate aminotransferase (AST), total protein, albumin, or total bilirubin.

6.2 Postmarketing Experience

The following adverse reactions have been identified during post approval use of PROVIGIL. Because
these reactions are reported voluntarily from a population of uncertain size, it is not always possible
to reliably estimate their frequency or establish a causal relationship to drug exposure.
Cardiovascular: Stroke

Hematologic: agranulocytosis

Psychiatric disorders: psychomotor hyperactivity

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Any suspected
adverse events should be reported to the Ministry of Health according to the National Regulation by
using an online form https:/sideeffects.health.gov.il/

7 DRUG INTERACTIONS

Effects of PROVIGIL on CYP3A4/5 Substrates

The clearance of drugs that are substrates for CYP3A4/5 (e.g., steroidal contraceptives, cyclosporine,
midazolam, and triazolam) may be increased by PROVIGIL via induction of metabolic enzymes, which
results in lower systemic exposure. Dosage adjustment of these drugs should be considered when
these drugs are used concomitantly with PROVIGIL [see Clinical Pharmacology (12.3)].

The effectiveness of steroidal contraceptives may be reduced when used with PROVIGIL and for ene
two months after discontinuation of therapy. Alternative or concomitant methods of contraception
are recommended for patients taking steroidal contraceptives (e.g., ethinyl estradiol) when treated
concomitantly with PROVIGIL and for ere two months after discontinuation of PROVIGIL treatment.
(...)

Monoamine Oxidase (MAQ) Inhibitors

Caution should be used when concomitantly administering MAOQ inhibitors and PROVIGIL.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Based on limited human experience from a pregnancy registry and spontaneous reporting modafinil is
suspected to cause congenital malformations when administered during pregnancy.
PROVIGIL should not be used during pregnancy.

Intrauterine growth restriction and spontaneous abortion have been reported in association with
modafinil (a mixture of R- and S-modafinil) and armodafinil (the R-enantiomer of modafinil).
Although the pharmacology of modafinil is not identical to that of the sympathomimetic amines, it
does share some pharmacologic properties with this class. Certain of these drugs have been associated
with intrauterine growth restriction and spontaneous abortions. Whether the cases reported with
modafinil are drug-related is unknown. In studies of modafinil and armodafinil conducted in rats
(modafinil, armodafinil) and rabbits (modafinil), developmental toxicity was observed at clinically
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relevant plasma exposures. PROVIGIL should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.
Studies in animals have shown reproductive toxicity.

Women of childbearing potential have to use effective contraception. As modafinil may reduce the
effectiveness of oral contraception alternative additional methods of contraception are required [see
Drug Interactions (7)].
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