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NODEMENT
(TABLETS)

Armodafinil 50, 150, 250 mg

COMPOSITION:
Each tablet contains 50, 150 or 250 mg of armodafinil.
PHARMACODYNAMICS:
The precise mechanism(s) through which armodafinil (R-enan-
tiomer) or modafinil (mixture of R- and S-enantiomers) promote
wakefulness is unknown. Armodafinil is not a direct- or indirect-
acting dopamine receptor agonist. However, in vitro, both ar-
modafinil and modafinil bind to the dopamine transporter and
inhibit dopamine reuptake. Armodafinil and modafinil have wake-
promoting actions similar to sympathomimetic agents including am-
phetamine and methylphenidate, although their pharmacologic
profile is not identical to that of the sympathomimetic amines. In
addition to its wake-promoting effects and ability to increase loco-
motor activity in animals, modafinil  produces psychoactive and
euphoric effects, alterations in mood, perception, thinking, and
feelings typical of other CNS stimulants in humans.
PHARMACOKINETICS:
The active component of NODEMENT is armodafinil, which is the
longer-lived enantiomer of modafinil. Armodafinil is readily
absorbed after oral administration. Peak plasma concentrations
are attained at approximately 2 hours in the fasted state. Food
effect on the overall bioavailability of armodafinil is considered
minimal; however, time to reach peak concentration (tmax) may
be delayed by approximately 2-4 hours in the fed state. Since the
delay in tmax is also associated with elevated plasma levels later
in time, food can potentially affect the onset and time course of
gharmacologic action for NODEMENT. Armodafinil is moderately
ound to plasma protein (approximately 60%), mainly to albumin.
Modafinil is mainly eliminated via metabolism, predominantly in
the liver, with less than 10% of the parent compound excreted in
the urine. The apparent terminal tz is approximately 15 hours.
INDICATIONS:
NODEMENT (armodafinil) is indicated to improve wakefulness in
patients with excessive sleepiness associated with obstructive
sleep apnea (OSA), narcolepsy and shift work disorders.
In OSA, NODEMENT is indicated as an adjunct to standard
treatment(s) 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 adeq1l_.|ate period of time
should be made prior to initiating NODEMENT. If NODEMENT is
used adjunctively with CPAP, the encouragement of and periodic
assessment of CPAP compliance is necessary.
In all cases, careful attention to the diagnosis and treatment of
the underlying sleep disorder(s) is of utmost importance. Pre-
scribers should be aware that some patients may have more than
one sleep disorder contributing to their excessive sleepiness.
The effectiveness of NODEMENT in long-term use (greater than
12 weeks) has not been systematically evaluated in placebo-con-
trolled trials. The physician who elects to prescribe NODEMENT
for an extended time in patients should periodically re-evaluate
long-term usefulness for the individual patient.
CONTRAINDICATIONS:
NODEMENT (armodafinil) is contraindicated in patients with
known hypersensitivity to modafinil and armodafinil or its inactive
ingredients.

SIDE EFFECTS:
The most common side effects include: headache, nausea, dizzi-
ness, and insomnia. The common side effect include: palpita-
tions, diarrhea, dry mouth, dyspepsia, abdominal pain,
constipations, vomiting, loose stools, fatigue, thirst, influenza-
like illness, pyrexia, seasonal allergy, increased heart rate,
anorexia, increased appetite, headache, dizziness, disturbance
in attention, tremor, migraine, paresthesia, , anxiety, depression,
agitation, nervousness, depressed mood, polyuria, dyspnea,
rash, contact dermatitis, hyperhydrosis, and an increase in
Gamma-Glutamyltransferase.
WARNINGS & PRECAUTIONS:
Serious rash requiring hospitalization and discontinuation of
treatment has been reported in adults in association with the use
of modafinil and armodafinil and in children in association with
the use of modafinil. Armodafinil has not been studied in pediatric
patients in any setting and is not approved for use in pediatric pa-
tients for any indication.
Patients with abnormal levels of sleepiness who take NODE-
MENT (armodafinil) should be advised that their level of wakeful-
ness may not return to normal. Patients with excessive
sleepiness, including those taking NODEMENT (armodafinil),
should be frequently reassessed for their degree of sleepiness
and, if appropriate, advised to avoid driving or any other poten-
tially dangerous activity. Although NODEMENT (armodafinil) has
not been shown to produce functional impairment, any drug af-
fecting the CNS may alter judgment, thinking or motor skills. Pa-
tients should be cautioned about operating an automobile or
other hazardous machinery until they are reasonable/ certain that
NODEMENT (armodafinil) therapy will not adversely affect their
ability to engage in such activities. Armodafinil has not been eval-
uated or used to any appreciable extent in patients with a recent
history of myocardial infarction or unstable angina, and such pa-
tients should be treated with caution.
Caution should be exercised when NODEMENT is given to pa-
tients with a history of psychosis, depression, or mania. If psychi-
atric symptoms develop in association with NODEMENT
administration, consider discontinuing NODEMENT.
— Diagnosis of Sleep Disorders: NODEMENT should be used
only in patients who have had a complete evaluation of their ex-
cessive sleepiness, and in whom a diagnosis of either nar-
colepsy, OSA, and/or SWD. Such an evaluation usually consists
of a complete history and physical examination, and it may be
supplemented with testing in a laboratory setting. Some patients
may have more than one sleep disorder contributing to their ex-
cessivti sleepiness (e.g., OSA and SWD coincident in the same
atient).
%PAP Use in Patients with OSA: In OSA, NODEMENT is indi-
cated as an adjunct to standard treatment(s) 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 initiat-
ing NODEMENT. If NODEMENT is used adjunctively with CPAP,
the encouragement of and periodic assessment of CPAP compli-
ance is necessarg.
Patients Using Steroidal Contraceptives: The effectiveness of
steroidal contraceptives may be reduced when used with
NODEMENT and for one month after discontinuation of therapy.
Alternative or concomitant methods of contraception are
recommended for patients treated with NODEMENT and for one
month after discontinuation of NODEMENT treatment.
Patients Using Cyclosporine: The blood levels of cyclosporine

may be reduced when used with NODEMENT, monitoring of
circulating cyclosporine concentrations and appropriate dosage
adjustment for cyclosporine should be considered when these
drugs are used concomitantly.
In elderly patients, elimination of armodafinil and its metabolites
may be reduced as a consequence of aging. Therefore, considera-
tion should be given to the use of lower doses in this population. In
R‘atients with severe hepatic impairment, with or without cirrhosis,
dODEMENT (armodafinil) should be administered at a reduced

ose.
Patients should be advised to contact their physician if they experi-
ence rash, degression, anxie_t[y, or signs of psychosis or mania.
Pregnancy Category C.: There are no adequate and well-
controlled studies of either armodafinil or modafinil in pregnant
women. Two cases of intrauterine growth retardation and one
case of spontaneous abortion have been reported in association
with armodafinil and modafinil. Armodafinil or modafinil should be
used durin pre%nancy only if the potential benefit justifies the

otential risk to the fetus.

ursing Mothers: It is not known whether armodafinil or its
metabolites are excreted in human milk. Because many drugs
are excreted in human milk, caution should be exercised when NODE-
MENT (armodafinil) tablets are administered to a nursing woman.
DRUG ABUSE AND DEPENDENCE:
Armodafinil is a Schedule IV controlled substance.
Although the abuse potential of armodafinil has not been specifi-
cally studied, its abuse potential is likely to be similar to that of
modafinil.
In humans, modafinil produces psychoactive and euphoric ef-
fects, alterations in mood, perception, thinking and feelings typi-
cal of other CNS stimulants. In in vitro binding studies, modafinil
binds to the dopamine reuptake site and causes an increase in ex-
tracellular dopamine, but no increase in dopamine release. Physi-
cians should follow patients closely, especially those with a
history of drug and/or stimulant (e.g., methylphenidate, ampheta-
mine, or cocaine) abuse. Patients should be observed for signs
of misuse or abuse (e.g., incrementation of doses or drug-seeking
behavior).
DRUG & FOOD INTERACTIONS:
Due to the partial involvement of CYP3A enzymes in the meta-
bolic elimination of armodafinil, coadministration of potent induc-
ers of CYP3A4/5 (e.g., carbamazepine, phenobarbital, rifampin) or
inhibitors of CYP3A4/5 (e.g., ketoconazole, erythromycin) could
alter the plasma levels of armodafinil. Chronic administration of
armodafinil resulted in moderate induction of CYP3A activity.
Hence, the effectiveness of drugs that are substrates for
CYP3A enzymes (e.g., cyclosporine, ethinyl estradiol, midazolam
and triazolam) may be reduced after initiation of concurrent treat-
ment with armodafinil. Dose adjustment may be required.
Administration of armodafinil resulted in moderate inhibition of
CYP2C19 activity. Hence, dosage reduction may be required for
some drugs that are substrates for CYP2C19 (e.g., phenytoin, di-
azepam, and propranolol, omeprazole and clomipramine) when used
concurrently with armodafinil.
Caution should be used when concomitantly administering MAO
inhibitors and NODEMENT.
DOSAGE & ADMINISTRATION:
— Obstructive Sleep Apnea (OSA) and Narcolepsy: The
recommended dose of NODEMENT (armodafinil) for patients
with OSA or narcolepsy is 150 mg or 250 mg given as a single
dose in the morning. . In patients with OSA, doses up to 250
mg/day, given as a single dose, have been well tolerated, but

there is no consistent evidence that this dose confers addi-
tional benefit beyond that of the 150 mg/day dose.

— Shift Work Disorder (SWD): The recommended dose of
NODEMENT (armodafinil) for patients with SWD is 150 m% given
daily approximately 1 hour prior to the start of their work shift.
Dosage adjustment should be considered for concomitant
medications that are substrates for CYP3A4/5, such as steroidal
contraceptives, triazolam, and cyclosporine. Drugs that are
largely eliminated via CYP2C19 metabolism, such as diazepam,
propranolol, and phenytoin maKAhave prolonged elimination upon
coadministration with NODEMNT and may require dosage
reduction and monitoring for toxicity.

— In patients with severe hepatic impairment, NODEMENT
(armodafinil) should be administered at a reduced dose. In eld-
erly patients, consideration should be given to the use of lower
doses in this cIJéJulation.

OVERDOSAGE:

There were no overdoses reported in the Armodafinil clinical
studies. Symptoms of Armodafinil overdose are likely to be simi-
lar to those of modafinil. Overdose in modafinil clinical trials in-
cluded excitation or agitation, insomnia, and slight or moderate
elevations in_hemodynamic parameters. From post-marketing
experience with modafinil, there have been no reports of fatal over-
doses involving modafinil alone (doses up to 12 grams). Overdoses
involving multiple drugs, including modafinil, have resulted in fatal
outcomes. Symptoms most often accompanying modafinil
overdose, alone or in combination with other drugs have in-
cluded; insomnia, central nervous system symptoms such as
restlessness, disorientation, confusion, excitation and
hallucination; digestive changes such as nausea and diarrhea;
and cardiovascular changes such as tachycardia, bradycardia,
hypertension and chest pain. No specific_antidote exists for the
toxic effects ofa  armodafinil overdose. Such overdoses should
be managed with primarily supportive care, including cardiovas-
cular monitoring. It there are no contraindications, induced eme-
sis or ?astric lavage should be considered.

PACKING:

3 blisters, each contains 10 tablets/cartoon.
STORAGE CONDITIONS:

Store at room temperature, between 20°-25°C, away from
moisture & direct light.

Keep out of reach of children.

TPP1207758 THIS IS A MEDICAMENT

~ Amedicament s a product but unlike any other products.

~ A medicament is a product which affects your health, and its consumption contrary to
instructions is dangerous for you

~ Follow strictly the doctor's prescription, the method of use and the instructions of the
pharmacist who sold the medicament. The doctor and the pharmacist are experts in
medicine, its benefits and risks

~ Do not by yourself interrupt the period of treatment prescribed for you.

— Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers) (Arab Pharmacists Association)

Manufactured by: \‘
HAMA PHARMA Hama - Syria 3%//
Tel.: +963 33 8673941 Fax: +963 33 8673943 } HAMA PHARMA
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