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5.1 Serious Dermatologic Reactions, including
Stevens-Johnson Syndrome and Toxic
Epidermal Necrosis

In clinical trials of modafinil, the incidence of rash
resulting in discontinuation was approximately
0.8% (13 per 1,585) in pediatric patients (age <17
years); these rashes included 1case of possible
Stevens-Johnson syndrome (SJS) and 1 case of
apparent multi-organ hypersensitivity reaction /
Drug Rash with Eosinophilia and Systemic
Symptoms (DRESS) [see Warnings and
Precautions (5.2)]. Several of the cases were
associated with fever and other abnormalities (e.g.,
vomiting, leukopenia). The median time to rash that
resulted in discontinuation was 13 days. No such
cases were observed among 380 pediatric patients
who received placebo.

Skin and mouth sores, blistering and ulceration
have been reported with modafinil and NUVIGIL
in the postmarketing setting. Recurrence of signs
and symptoms of serious dermatologic reactions
following rechallenge has been reported in some
cases. (4)

Rare cases of serious or life-threatening rash,
including SJS, and toxic epidermal necrolysis
(TEN) have been reported in adults and children in
worldwide postmarketing experience.

There are no factors, including duration of therapy,
that are known to predict the risk of occurrence or
the severity of rash associated with modafinil In
cases where the time to onset was reported, serious
rash occurred 1 day to 2 months after initiation of
treatment, but isolated cases of serious
dermatologic reactions have been reported with
symptoms beginning after prolonged treatment
(e.g., 3 months).

Although benign rashes also occur with NUVIGIL,
it is not possible to reliably predict which rashes
will prove to be serious. Accordingly, NUVIGIL
should be discontinued at the first sign of rash, skin
or mouth sores, or blistering or ulceration, unless
the rash is clearly not drug-related. Discontinuation
of treatment may not prevent a rash from becoming
life-threatening or permanently disabling or
disfiguring.

5.1 Serious Rash, including Stevens-Johnson
Syndrome

In clinical trials of modafinil, the incidence of rash
resulting in discontinuation was approximately
0.8% (13 per 1,585) in pediatric patients (age <17
years); these rashes included 1 case of possible
Stevens-Johnson Syndrome (SJS) and 1 case of
apparent multi-organ hypersensitivity reaction.
Several of the cases were associated with fever and
other abnormalities (e.g., vomiting, leukopenia).
The median time to rash that resulted in
discontinuation was 13 days. No such cases were
observed among 380 pediatric patients who
received placebo.

Rare cases of serious or life-threatening rash,
including SJS, Toxic Epidermal Necrolysis (TEN),

and-Drug-Rash-with-Eesinephilia-and-Systemic
Symptems{DRESS) have been reported in adults
and children in worldwide post-marketing
experience. Fhereportingrate-of FEN-and-SIS
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person-years.
Cases of serious rash similar to those observed with

modafinil including skin and mouth blistering have
been reported in adults in postmarketing experience
with NUVIGIL.

There are no factors that are known to predict the

risk of occurrence or the severity of rash associated

with modafinil erarmedafinik—Nearhyrall-cases-of
. ) it 1

Although benign rashes also occur with NUVIGIL,
it is not possible to reliably predict which rashes
will prove to be serious. Accordingly, NUVIGIL
should be discontinued at the first sign of rash,
unless the rash is clearly not drug-related.
Discontinuation of treatment may not prevent a rash
from becoming life-threatening or permanently
disabling or disfiguring.

5. Warnings
and
Precautions
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5.2 Drug Reaction with Eosinophilia and System
Symptoms (DRESS) / Multiorgan
Hypersensetivity

DRESS, also known as multi-organ
hypersensitivity, has been reported with NUVIGIL.
DRESS typically, although not exclusively,
presents with fever, rash, lymphadenopathy, and/or
facial swelling, in association with other organ
system|involvement, such as hepatitis, nephritis,
hematologic abnormalities, myocarditis, or
myositis, sometimes resembling an acute viral
infection. Eosinophilia is often present. This
disorder is variable in its expression, and other
organ systems not noted here may be involved. It is
important to note that early manifestations of
hypersensitivity (e.g., fever, lymphadenopathy)
may be present even though rash is not evident.

One fatal case of DRESS that occurred in close
temporal association (3 weeks) with the initiation of
NUVIGIL treatment has been reported in the
postmarketing setting. In addition, multi-organ
hypersensitivity reactions, including at least one
fatality in postmarketing experience, have occurred
in close temporal association (median time to
detection 13 days; range 4-33) to the initiation of
modafinil. Although there have been a limited
number of reports, multi-organ hypersensitivity
reactions may result in hospitalization or be life-
threatening.

If a multi-organ hypersensitivity reaction is
suspected, NUVIGIL should be discontinued.
Although there are no case reports to indicate
cross-sensitivity with other drugs that produce this
syndrome, the experience with drugs associated
with multi-organ hypersensitivity would indicate
this to be a possibility.

53 Multi-organ Hypersensitivity Reactions

Multi-organ hypersensitivity reactions, including at
least one fatality in post-marketing experience,
have occurred in close temporal association
(median time to detection 13 days: range 4-33) to
the initiation of modaﬁml A-similarrisk-ef-multi-

i . inil
cannot-beruledout:

Although there have been a limited number of
reports, multi-organ hypersensitivity reactions may
result in hospitalization or be life-threatening.
Fhere-are-ne-factors-thatare-known-to-predietthe
s oceHrence o t.l € SlEuE_IIB SRl
Iny_pm_se SHRvLY eale_tlels; ISlg s elsy_ i
typicathy—although-notexclusively; presented with
fever and rash associated with other organ system
involvement. Otherasseciated-manifestations
neluded-myocarditis, hepatitis—tHverfunetion-test
abnermalities-hematological abnormalities{e-g-
eosinophiliateukepenia-thrombeeytopenia);
pruritus—and-asthenia. Because multi-organ

hypersensitivity is variable in its expression, other
organ system symptoms and signs, not noted here,
may occur.

If a multi-organ hypersensitivity reaction is
suspected, NUVIGIL should be discontinued.
Although there are no case reports to indicate
cross-sensitivity with other drugs that produce this
syndrome, the experience with drugs associated
with multi-organ hypersensitivity would indicate
this to be a possibility.

5.5 Psychiatric Symptoms

Post-marketing adverse reactions associated with
the use of Nuvigil, some of which resulted in
hospitalization, have included mania, delusions,
hallucinations, suicidal ideation, and aggression.
Many, but not all, patients who developed
psychiatric adverse reactions had a prior psychiatric
history. In these cases, reported NUVIGIL total
daily doses ranged from 50 mg to 450 mg, which
includes doses below and above the recommended
dosages.

5:4 Psychiatric Symptoms

Post-marketing adverse reactions associated with
the use of modafinil-have included mania,
delusions, hallucinations, suicidal ideation, and
aggression, some resulting in hospitalization.
Many, but not all, patients had a prior psychiatric

history. One-healthy-male-volunteer developed
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The following serious adverse reactions The following serious adverse reactions are 6. Adverse
are described below and elsewhere in the described below and elsewhere in the labeling: Reactions
labeling:
e Serious Dermatologic Reactions [see Warnings | e Serious Rash,-including Stevens-Jehnsen
and Precautions (5.1)] Syndrome [see Warnings and Precautions
e Drug Reaction with Eosinophilia and System (5.1)]
Symptoms (DRESS)/Multiorgan e Angioedema and Anaphylaxis Reactions [see
Hypersensitivity [see Warnings and Warnings and Precautions (5.2)]
Precautions (5.2)] e Multi-organ Hypersensitivity Reactions [see
e Angioedema and Anaphylaxis Reactions [see Warnings and Precautions (5.3)]
Warnings and Precautions (5.3)] o Persistent Sleepiness [see Warnings and
o Persistent Sleepiness [see Warnings and Precautions (5.4)]
Precautions (5.4)] e Psychiatric Symptoms [see Warnings and
e Psychiatric Symptoms [see Warnings and Precautions (5.5)]
Precautions (5.5)] e Effects on Ability to Drive and Use Machinery
o Effects on Ability to Drive and Use Machinery [see Warnings and Precautions (5.6)]
[see Warnings and Precautions (5.6)] e Cardiovascular Events [see Warnings and
e Cardiovascular Events [see Warnings and Precautions (5.7)]
Precautions (5.7)]
6.2. Postmarketing Experience
The following adverse reactions have been
identified during post approval use of NUVIGIL.
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.
Gastrointestinal Disorders: Mouth Sores (including
mouth blistering and ulceration).
8.1 Pregnancy 8.1 Pregnancy 8. Usein
Risk Summar Ihere%neadewa%ean%#eﬂ-een#eﬂed—s&@es SpeC|f|c_
RIS SUMAry ofarmodatintHn-pregrantwomen. Populations

Limited available data on armodafinil use in
pregnant women are insufficient to inform a drug
associated risk of adverse pregnancy outcomes.
Intrauterine growth restriction and spontaneous
abortion have been reported in association with
armodafinil and modafinil. Although the
pharmacology of armodafinil is not identical to that
of the sympathomimetic amines, armodafinil shares
some pharmacologic properties with this class [see
Clinical Pharmacology (12.1)]. Some
sympathomimetics have been associated with
intrauterine growth restriction and spontaneous
abortions.

In animal reproduction studies of armodafinil (R-
modafinil) and modafinil (a mixture of R- and S-
modafinil) conducted in pregnant rats (armodafinil,
modafinil) and rabbits (modafinil) during
organogenesis, evidence of developmental toxicity
(increased embryofetal and offspring mortality,
decreased fetal growth) was observed at clinically
relevant plasma exposures.

All pregnancies have a background risk of birth
defects, loss, or other adverse outcomes. The
estimated background risk of major birth defects
and miscarriage for the indicated populations is
unknown. In the U.S. general population, the
estimated background risk of major birth defects
and miscarriage in clinically recognized

Intrauterine growth restriction and spontaneous
abortion have been reported in association with
armodafinil and modafinil. Although the
pharmacology of armodafinil 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.

| ! it finil
drug-relatedis-unknewn. In studies of armodafinil

(R-modafinil) and modafinil (a mixture of R- and
S-modafinil) conducted in rats (armodafinil,
modafinil) and rabbits (modafinil), developmental
toxicity was observed at clinically relevant plasma
exposures.
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pregnancies is 2-4% and 15-20%, respectively.
Data
Animal Data

Oral administration of armodafinil (60, 200, or 600
mg/kg/day) to pregnant rats throughout
organogenesis resulted in decreased fetal body
weight and increased incidences of fetal variations
indicative of growth delay at the highest dose,
which was also maternally toxic. The highest no-
effect dose for embryofetal developmental toxicity
in rat (200 mg/kg/day) was associated with a
plasma armodafinil exposure (AUC) less than that
in humans at the maximum recommended human
dose (MRHD) of NUVIGIL (250 mg/day).

Modafinil (50, 100, or 200 mg/kg/day)
administered orally to pregnant rats throughout
organogenesis produced an increase in resorptions
and an increased incidence of fetal variations at the
highest dose tested. The higher no-effect dose for
embryofetal developmental toxicity (100
mg/kg/day) was associated with a plasma
armodafinil AUC less than that in humans at the
MRHD of NUVIGIL. However, in a subsequent rat
study of up to 480 mg/kg/day of modafinil, no
adverse effects on embryofetal development were
observed.

In a study in which modafinil (45, 90, or 180
mg/kg/day) was orally administered to pregnant
rabbits during organogenesis, embryofetal death
was increased at the highest dose. The highest no-
effect dose for developmental toxicity (100
mg/kg/day) was associated with a plasma
armodafinil AUC less than that in humans at the
MRHD of NUVIGIL.

Modafinil administration to rats throughout
gestation and lactation at oral doses of up to 200
mg/kg/day resulted in decreased viability in the
offspring at doses greater than 20 mg/kg/day, a
dose resulting in a plasma armodafinil AUC less
than that in humans at the MRHD of NUVIGIL. No
effects on postnatal developmental and
neurobehavioral parameters were observed in
surviving offspring.

8.2

Risk Summary

There are no data on the presence of armodafinil or
its metabolites in human milk, the effects on the
breastfed infant, or the effect of this drug on milk
production. Modafinil was present in rat milk when
animals were dosed during the lactation period. The
developmental and health benefits of breastfeeding
should be considered along with the mother’s
clinical need for armodafinil and any potential
adverse effects on the breastfed child from

Lactation

Oral administration of armodafinil (60, 200, or 600
mg/kg/day) to pregnant rats throughout
organogenesis resulted in increased incidences of
fetal visceral-and-skeletal variations and-decreased
fetal-body-weight-at the-highest-dese—The highest
no-effect dose for embryofetal developmental
toxicity in rat (200 mg/kg/day) was associated with
a plasma armodafinil exposure (AUC) less than that
in humans at the maximum recommended human
dose (MRHD) of NUVIGIL (250 mg/day).

Modafinil (50, 100, or 200 mg/kg/day)
administered orally to pregnant rats throughout
organogenesis eaused—in-the-absence-of-maternal
toxieitys-an increase in resorptions and an increased
incidence of visceral-and-skeletal variations in the
offspring at the highest dose tested. The higher no-
effect dose for embryofetal developmental toxicity
#rat (100 mg/kg/day) was associated with a
plasma armodafinil AUC less than that in humans
at the MRHD of NUVIGIL. However, ina
subsequent study of up to 480 mg/kg/day of
modafinil, no adverse effects on embryofetal
development were observed.

Modafini-administered-orally-to-pregnantrabbits

dese. The highest no-effect dose for developmental
toxicity (100 mg/kg/day) was associated with a
plasma armodafinil AUC less than that in humans
at the MRHD of NUVIGIL.

Modafinil administration to rats throughout
gestation and lactation at oral doses of up to 200
mg/kg/day resulted in decreased viability in the
offspring at doses greater than 20 mg/kg/day, a
dose resulting in a plasma armodafinil AUC less
than that in humans at the MRHD of NUVIGIL.
No effects on postnatal developmental and
neurobehavioral parameters were observed in
surviving offspring.

8.3-Nursing-Meothers
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armodafinil or from the underlying maternal
condition.

8.3 Females and Males of Reproductive Potential

The effectiveness of hormonal contraceptives may
be reduced when used with NUVIGIL and for one
month after discontinuation of therapy. Advise
women who are using a hormonal method of
contraception to use an additional barrier method or
an alternative non-hormonal method of
contraception during treatment with NUVIGIL and
for one month after discontinuation of NUVIGIL
treatment [see Drug Interactions (7) and Clinical
Pharmacology (12.3)].
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9.2 Abuse

Abuse of NUVIGIL has been reported in patients
treated with NUVIGIL. Patterns of abuse have
included euphoric mood and use of increasingly
large doses or recurrent use of NUVIGIL for a
desired effect. Drug diversion has also been noted.
During the postmarketing period, misuse of
NUVIGIL has been observed (e.g., taking
NUVIGIL against a physician’s advice, and
obtaining NUVIGIL from multiple physicians).

Abuse of armodafinil, the active ingredient of
NUVIGIL, poses a risk of overdosage similar to
that seen for modafinil, which may lead to
tachycardia, insomnia, agitation, dizziness, anxiety,
nausea, headache, dystonia, tremor, chest pain,
hypertension, seizures, delirium, or hallucinations.
Other signs and symptoms of CNS stimulant abuse
include tachypnea, sweating, dilated pupils,
hyperactivity, restlessness, decreased appetite, loss
of coordination, flushed skin, vomiting, and
abdominal pain.

In humans, modafinil produces psychoactive and
euphoric effects, alterations in mood, perception,
thinking and feelings, typical of other CNS
stimulants. In in vitro binding studies, modafinil
binds to the dopamine reuptake site and causes an
increase in extracellular dopamine, but no increase
in dopamine release. Modafinil is reinforcing, as
evidenced by its self-administration in monkeys
previously trained to self-administer cocaine. In
some studies, modafinil was also partially
discriminated as stimulant-like.

Physicians should follow patients closely,
especially those with a history of drug and/or
stimulant (e.g., methylphenidate, amphetamine, or
cocaine) abuse. Patients should be observed for
signs of misuse or abuse (e.g., incrementation of
doses or drug-seeking behavior).

The abuse potential of modafinil (200, 400, and 800
mg) was assessed relative to methylphenidate (45
and 90 mg) in an inpatient study in individuals
experienced with drugs of abuse. Results from this
clinical study demonstrated that modafinil produced
psychoactive and euphoric effects and feelings
consistent with other scheduled CNS stimulants
(methylphenidate).

9.1 Abuse
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In humans, modafinil produces psychoactive and
euphoric effects, alterations in mood, perception,
thinking and feelings typical of other CNS
stimulants. In in vitro binding studies, modafinil
binds to the dopamine reuptake site and causes an
increase in extracellular dopamine, but no increase
in dopamine release. Modafinil is reinforcing, as
evidenced by its self-administration in monkeys
previously trained to self-administer cocaine. In
some studies, modafinil was also partially
discriminated as stimulant-like. Physicians should
follow patients closely, especially those with a
history of drug and/or stimulant (e.g.,
methylphenidate, amphetamine, or cocaine) abuse.
Patients should be observed for signs of misuse or
abuse (e.g., incrementation of doses or drug-
seeking behavior).

The abuse potential of modafinil (200, 400, and 800
mg) was assessed relative to methylphenidate (45
and 90 mg) in an inpatient study in individuals
experienced with drugs of abuse. Results from this
clinical study demonstrated that modafinil produced
psychoactive and euphoric effects and feelings
consistent with other scheduled CNS stimulants
(methylphenidate).

%))

Physical dependence is a state that develops as a
result of physiological adaptation in response to
repeated drug use, manifested by withdrawal signs
and symptoms after abrupt discontinuation or a
significant dose reduction of a drug.

Dependence

Physical dependence can occur in patients treated
with NUVIGIL. Abrupt cessation or dose reduction
following chronic use can result in withdrawal
symptoms, including shaking, sweating, chills,
nausea, vomiting, confusion, aggression, and atrial

9. Drug
Abuse and
Dependence
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fibrillation.

Drug withdrawal convulsions, suicidality, fatigue,
insomnia, aches, depression and headache have also
been observed during the postmarketing period.
Also, abrupt withdrawal has caused deterioration of
psychiatric symptoms such as depression.

Tolerance is a physiological state characterized by a
reduced response to a drug after repeated
administration (i.e., a higher dose of a drug is
required to produce the same effect that was once
obtained at a lower dose).

Multiple cases of development of tolerance to
NUVIGIL have been reported during the
postmarketing period.

Fatal overdoses involving modafinil alone or
involving NUVIGIL or modafinil in combination
with other drugs have been reported in the
postmarketing setting. Symptoms most often
accompanying NUVIGIL or modafinil overdose,
alone or in combination with other drugs, have
included anxiety, dyspnea, 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 of a
NUVIGIL overdose. Such overdoses should be
managed with primarily supportive care, including
cardiovascular monitoring.

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 of a
NUVIGIL overdose. Such overdoses should be
managed with primarily supportive care, including
cardiovascular monitoring.

10.
Overdosage
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