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- TABLE 3: Relationship Between INR and PT Ratios -

For Thromboplastms With Dafferent ISI Values (Sensmvmes)
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Huspxtal Unit-Dose Blister Packages are to be sbored incar-
ton until:contents haye been used. -

1t1ve rabbit brain th
i P’I‘ assays today, ad_yustment.s must be made m

he Z1R can be calculated a%:INR = (observed PT ratlo)'sI
ere the ISI (International ‘Sensitivity Index) is the cor-

factor in the equation that relates the PT ratio of

reagent to the reference preparation and is a me
sensitivity of a given thromboplastin to red
of yitamin K-dependent coagulation factors; the lower
SI, the more “sensitive” the reagent and the closer the
dVINR willbe to the observed PT ratio.!

e conversion of the INR to PT ratios
-3.0). and more intense (INR

e recommended by the ACCP for’ thromboplastms over

£ISI values is shown in Table 3.5

dures.requires close liaison between attending. phy -
}, Surgeons d dentists. PI‘/_INR determination is rec.

, undergoing minimal invasive procedures who
tbe antxcoagulabed prior to, during, or immediately fol-
wing; :‘these procedures, adjusting the dosage of

“gt.thelow end of the therapeutic range may safely allow for
ued anticoagulation. The operative site should be

local. ‘procedures for hemostasis. Under these

TIMADIN therapy. When discontinuing COUMADIN

ould be strongly considered. .

ERSION FROM HEPARIN THERAPY Since the ant;-

ant, effect of COUMADIN is delayed, heparin is pre-
ally. for rapid anticoagulation. Conversion to

UMADIN may begin concomitantly with .heparin

apy or may be delayed 3 to 6 days. To ensure continu-

d3pped with heparin for 4.to 5 days, until COUMADIN has
roduced the desired therapeutic response as determined

/INR. When COUMADIN has produced the.desired
ll'NRor prothrombm activity, heparm may be.discont;

jal therapy with COUMADIN,

terference with hepann antlcoagu.lat:on isof minimal

ly em- |

or. to.any dental or surgical procedure. | .

OUMADIN (Warfarin Sodium) to maintain the PT/INR |

ntly limited and accessible to permit the effective |
ons, dental and minor surgical procedures may be |
r ed without undue risk of hemorrhage. Some dental
al procedures may necessitate the interruption of :

jen. for a short period oftime, ‘the benefits and nsks .

anticoagulation, it is advisable to continue full dose |
eparin therapy and that COUMADIN therapy be-over-

- Available, for mtravenous use only Not recom-
ded for; intr titut

mgh 2.7 ml, of sterile:Water for Imect)on to yield 2 mg/mL.
Net contents. 5. 4» mg lyophlhzed powder Maximum yxeld 1

2.5mk.. -
5mg vial (box of 6) NDC 0590 0324 35

Protect from light.: Keep vial in box until used. St.ore at
controlled room temperature (59°-86°F; 15°-30°C). .. ..
After reconstitution, store at controlled room temperature
(59°-86°F, 15°-30°C) and use. within 4 hours. Do not refng-
erate. Discard-any unused solutwn
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S
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-can Physrcxans Unnecessarily High? Arch Int Med, Vol.
47,pp. 769-771,1987.
ook, D.dJ. Guyatt HG., Laupac1s A, Sackett DL.:
_Rules of Evidence and Chmcal Recommendatxons onthe
‘Use of Antithrombotic Agents. Chest ACCP Consensus
‘Conference .on Antifhrombotic.. Therapy Chest . Vol.
102(Suppl), pp. 3055-311S, 1992 .
4. Hirsh, J., Dalen, J., Deykin, D., Poller Li: Oral Anfico-

agulants Mechanism, of Actmn Chmcal Effechveness, p

and. Optunal Therapeu(:lc Range Chest ACCP Consen-
sus Conference on Anhthrombotlc Therapy Chest, Vol.
. 102(Suppl), pp. 8125 3968, 1992. B
Hirsh, J., M.D., F.C.C.P.: Hamilton. Civic Hospxtals Re-
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in those Theaver--;
age risk of such events in pauents recewmg antidepres-
sants was 4%, twice the placeho rusk of 2% No sulcldes
occurred in these tnals B

DESCRIPTION .
EMSAM® (selegilme tra.nsdemal sysbem) is.a. transder-
mally ad idepressant. When applied to intact

skin, EMSAM is de51gned to continuously deliver selegiline
over a 24-hour period.

Selegiline base is a colorless to yellow liquid, chemically
deseribed as {-)4N)-Methyl-N-{(1R)-1-methyl-2-
phenylethyllprop-2-yn-1-amine. It has an empirical
formula of C,3H,, N and a molecular weight of 187.30. The
structural formula is:

' Selq;llgnc Base

EMSAM systems are transdermal patches that contain
1 mg of selegiline per cm and-deliver approxnnately 0.3 mg
of selegiline per cm? over 24 hours. EMSAM systems are
available in three sizes: 20 mg/20 cm?, 30 mg/30 cm?, and
40 mg/40 cm? that deliver, on average, doses of 6 mg, 9 mg
or 12 mg, respectively, of selegiline over, 24 hours.

EMSAM is a matrix-type trangdermal system composed of
three layers as illustrated in Figure 1 below. Layer 1 is the
Backing Film that provides the matrix system with occlu-
sivity and physical integrity and protects the adhesive/
drug layer:-Layer-2:is the-Adhesive/Drug Layer. Layer 3
consists of side-by-side release liners that are peeled off
and discarded by the patient prior to applying EMSAM, The
mactlve ingredients.are acrylic adhesive, ethyléne vmy]
5 _t]iylene, polyester, polyurethane, and silicon

‘coated polyester,

Figure 1: Side view of EMSAM system. (Not to scale.):. o

'~ Release Liner

acodynamms .
iline (the dmg substance of EMSAM) is an ureye

3 search Center Hamllton Onhano, Personal Commu
< cation. fo- Lol
Distributed. by: :
Bristol-Myers Squibb Company
Princeton, NJ 08543 U.S.A.

COUMADIN®. and . the oolor' and conﬁguranon ofb

CQUMADIN tablets- are” trademarks of Bristol-Myers
Squibb Company. Any unlicensed use of these trademarks
is expressly prohibited under the U.S.Trademark Act. -

©2005 Bristol-Myers ' Squlbb Cumpany, Princeton, NJ

08543

T1-B0001-04-05

Printed in'U.S:A. 1170696A1
Shown in Product Identtﬁcatmn Gul.de page 309

EMSAM® B

fem-sam]
{SELEGILINE TRANSDERMAL SYSTEM)
CONTINUOUS DELIVERY FOR ONCE-DA(LY

in Chitdren and A
- Anti increased the risk of suicidal

ical significance.

eparin may affect the PT/IN] patxents receiving both 11F
and COUMADIN should have blaod for PT/INR de-

s after the last TV bolus dose of hepann, or
urs after cessation of a continuous TV infusion of
or . : -

'potencies and colors as follows:
mﬂd table above] : -
t from light. Store at controlled rosm temperature
s 15°-30°C). Dispense in a tight, light- reszstant
er as defined in the USP.
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enzyme. assoczated w1 h t;he Dutep membrane of mltochon-
dria. MAO exists as two i isoenzymes, referred to as MAQ-A
and MAO-B. Selegiline has a greater affinity for. MAQ-B,
compared to, MAO-A. However, at anti- depressant doses,
selegiline inhibits both isoenzymes (see below).

The. mechamsm of detion ‘of, EMSAM as an ant:depressant
1 d, But is presumed to be lmked to po-
tentlatxon of reurotrandmitté activity in the
central, nervous system. (CNS) resultmg from its inhibition
. vivo animal model used to test for
y (Forced Swin Test), selegiline ad-
ministeréd by transderma.l patch exhibited antidepressant
properties only at doses that ‘inhibited both MAO- A and
MAO-B’ activity in the brain, In the CNS, MAC-A and

.MAO B’ play u-npottant roles in the catabolism of neuro-

transmitter amines Such as. norepmephrme dopamme
and serotomn as well as neuromodulators such as phény-
Iethyla hine. Other molecular sites of action hiaveé alsé been

'explored and in this regard, a direct pharmacologlcal inter-

action niay also’ occur between Selegiline and brain heu-
ronal ‘oyg receptors In in vitroréceptor md.mg assays,
selegiline ‘has demonstrated - affinity
recombinait adrenergic &y receptor (K; =284 pM). Noaf-
finity [K; >10uM] was noted ‘at dopaniine receptors, adre-
riergic B, glutamate, muscanmc M]—M57 nicotinie, or roli-
pram receptor/srtes

and behavior - {suicidality} -in short-term studies in.-
children and adolescents with major dep disor-

Phar

Absorption

- der.(MDD} and other psychiatric disorders. Anyone con- -
sidering the use of EMSAM or any other antidepressant
in-a child or adolescent'must balance this risk with the

-. clinical  need.: Patients who are started on therapy
‘should be observed closely for clmu:al worsening, suici-"
- -dality, or 1] _ in. fior. Families and.
gi shoutd be advised for the need for ¢lose ob-
servation .and with the pi :
- EMSAM: is not approved:for use in pediatric patients.

" (See WARNINGS and PRECAUTIONS, Pediatric Use.)

- Pooled.: anal'vses of short- term(4 to 16 weeks) placebo-

H ials of nine drugs {SSRisand
others) in-children and adolescents with malor depres-
sive disorder (MDD), ob: i

[~ {OCD), or'ather psychiatric disorders:(a total of 24 trials
involving over 4400 patients) have revealed a grealer

-risk of ad events' oi”
behavior {suicidality) during: the first-few. months of

Following dermal application of EMSAM to humans, 25%—
'30% of the selegiliné conterit on average is deélivered sys-
tefnically over 24 hours (range ~ 10%—40%) Consequently,
the degree of drug absorption: may be U3 h.lgher ‘than"the

_average amounts of 6't6 12 mg per 24 hours. Transdermal

dosing results in substantially higher exposiire "to
selegiline and lower expostire to metabolites compared to
oral dosing, Where éxtensive first-pass metabolism occurs
(Figure 2). In a 10-day study-with EMSAM administered to
hormal volunteers, steady:state selegiline plasma concen-
trations wete achieved within 5 days of daily dosing.' Ab-
sorption of selegiline s sirhilar when EMSAMis applied to
the upper torso or upper thigh. Meari(95% Cl) stesidy-state
plasma concentrations'in healthy men and women follow-
ing application of EMSAIVI tothe: uppertorso or upper thrgh
are s‘hawn in Flgure 3

Continued bn ne‘xt page
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Distribution '

Following, dermal application of radm]abeled s
laboratory animals, selegiline is rapidly distributed to"all
body tissues. Seleglhne rapidly penetrates the blood-brain
barrier.

In humans, selegiline is approximately 90%. bound. to
plasma protein over a 2-500 ng/mL concentration range.
Selegiline does not accumulate in the skin.

In vivo Metabolism

rmally-absorbed selegllme (via EMSAM) is not me-

metabolism. Selegllme is ‘extensively metabo-
lized by several CYP,5-dependent enzyme syst: (see ln

vitro Metabolism). Selegxlme is metabolized initially via

N-dealkylation or N-depropargylation to form
N-desmethylselegiline or R{(-)-methamphetamine, respec-
tively. Both of these metabolites can be further metabolized
to R(-)-amphetamine. These tabolites are all
levorotatory (I-)enantiomers and ‘1o
‘biotransformation to the dextrorotatory form (i.e., S(+)-am-
phetamme or S(+)methamphetamine) occurs.
methamphetamine” and RE
creted unchanged in urine.
In vitro Metabolism

Tn vitro studies utilizing human hver microsomes demon- |

strated that several CYP;s-dependent enzymes are in-
volved in the metabolistii of selegiline and its metabolites.
CYP2B6, CYP2C9, and CYP3A4/5 appeared tobe'the major
contributing ~ enzymes in  the ‘formation”  of

R methamphetamme from selegﬂme, with CYP2A6 hav-
ing a minor role.. CYP2A6, CYP2B6, and CYP3A4/5 ap-
peared to contnbute to the formation of R(-)-amphetamine
from N-desmethylselegiline.

‘The potential for selegﬂme or N-d hyl ‘h‘nh toin-

-human skin and- does not undergo extensive |

raceic

R(-)- |
mphetamme are mainly ex- :

Gender— No gender differences have been-observed in
the pharmacokinetics or metabolism of selegiline during

administration of EMSAM. No adjustment of EMSAM dos—

age based on gender is needed.

Reduced Hepatic Function

After a'single administration of| EMSAM 6 mg/24 hoursin 8
patients with mild or moderate liver impairment (Child-
Pugh classifications of A or B), no differences in either the
metabolism or pharmacckinetic behavior of selegiline or its
metabolites were observed as compared with data of nor-
mal subjects. No adjustment of EMSAM dosage i is reqmred
in patiefit with moderate liver impairment.

Reduced Renal Function

Data from a single dose study exarmmng the phnrmacokl—
netics of EMSAM 6 mg/24 hours in 12 patients with renal
impairment suggest that mild, moderate, or severe renal

impairment. does not .affect the pharmacokinetics of |

selegiline after transdermal application. Therefore, no ad-
Jjustment of EMSAM dosage is reqlured in. pauents with re-
nal impairment.

Dermal Adhesion

Dermal adhesion-of EMSAM was examined: after apphca-
tion of 6 mg/24 hours selegiline patches for 10 days to the
upper torso. Approximately 88%-89% of 6 mg/24 hours
selegiline patches applied to the upper torso exhibited
<10% lift with approximately 6%-7% of patches becoming
detached.

External Heat

The effect of direct heat apphed to the EMSAM patch onthe |

bioavailability of selegiline has not been studied. However,
in‘theory; heat may result in an increase it the amount of
selegiline absorbed from the EMSAM patch and produce el-
evated serum levels of selegiline. Patients should be ad-
vised to avoid exposing the EMSAM application- site to
external sources of direct heat, such as heating pads-or

electric blankets, heat lamps, saunas, hot tubs, heated wa- |

ter beds, and prolonged direct sunhght
Clinical Eﬁ‘ icacy Trials

The efficacy of EMSAM as a treatment for major depresswe p

disorder was established'in two placebo-
of 6 and 8 weeks duration in adult outpatients (ages 18 to
70 years) meeting DSM-IV criteria for major depressive

trolled studies |

disorder. In both’studies, patients were randomized to |
-double-blind treatment with EMSAM or placebo. The 6- :

week trial (N=176) showed that EMSAM 6 mg/24 hours

was significantly more éfféctive than placebo on the 17-

item Hamilton Depression Rating Scale (HAM-D). In an 8-
week dose titration trial, depressed patients (N =265), who

recewed EMSAM or placebo at a-starting dose of 6 mg124 !
h

‘hours, with possible incréases to 9 mg/24 hours or 12 mg/24
hours based on clinical response, showed sxgmﬁcant im-
provement compared with placebo on the pnmary outcome
measure, the 28-item HAM-D total score.

In another trial, 322 patients meeting DSM-1V criferia for
major depressive disorder who had responded during an

initial 10-week open-label treatment phase for about 25 |
days, on average, to EMSAM 6 mg/24 hours were random- '

ized either to continuation of EMSAM at the same dose
(N=159) or to placebo (N=163) under double-blind
conditions for observation of relapse. About 52% of the
EMSAM-treated patients, as well as about 52% of the
placebo-treated patients, had discontinued treatment by
week 12 of the double-blind phase. Response ‘during the
open-label phase was defined as 17-item HAM-D score <10
at either week 8 or 9 and at week 10 of the open-label
phase. Relapse during the double-blind phase was defined
as follows: (1) a 17-item HAM-D score =14, (2) a CGI-S
score of =3 (with at least a 2-point increase from double-
blind baseline), and (3) meeting DSM-IV criteria for major
depressive disorder on two consecutive visits =11 -days
apart. In‘the double-blind phase, patients receiving contin-
ued EMSAM (selegiline transdermal system) expenenced a

significantly longer time to relapse.

hibit individual CYP,50-dependent enzyme pathways was

also examined in vitrowith human liver microsomes. Each

_substrate was examined over a concentration range of 2.5 |
to 250 pM. Consistent with competitive inhibition, both’

seleglhne and N-desmethylselegiline caused a concentra- -
tion dependent inhibition. of CYP2D6 at 10-250 uM and

‘CYP3A4/5 at, 25-250 pM. CYP2C19 and CYP2B6 were also
‘inhibited at concentrations =100.uM. All inkijbitory effects

‘of selegiline and N-desmethylselegiline occurred at concen-

_ trations that are several orders of magnitude higher than

concentratlons seen clinically (}ughest predose concexitra-

tion observed at a dose of 12 mg/24 hours at steady-state
was 0.046 M) (see PRECAUTIONS, Drug Interachons)
Excretion

Approximately.10% and 2% of a radiolabeled dose: applxed

dermally, as:a DMSO solution, was recovered in urine and

feces respectively, with at least 63% of the dose remaining
unabsorbed, The remaining 25% of the dose was unac-

counted for. Urinary excretion of unchanged selegiline ac-.

.counted for 0.1% of the applied dose with the remainder of
_the dose recovered in urine being metabolites.

The systemic clearance of selegiline after intravenous ad-
ministration’ was - 1.4-L/min, and the mean halflives
of . selegiline and its three .metabolites,
R(-)-N-de legili R(-) ine, and
R(-)-meth hetamine, ranged from 18-25 hours:
Pagulat'on Subgroups -

Age— The effect of age on the phannacokmehcs or me-
tabolism of selegiline during administration of EMSAM has
not been systematically evaluated. The recommended dose
for elderly patients is EMSAM 6 mg/24 hours. (See DOS-
AGE AND ADMINISTRATION.)

‘will bi

An examination of pepulation subgroups did not reveal any

"clear evidence of differential responsiveness on the basis of

age, gender, or race.
INDICATIONS AND USAGE

EMSAM is indicated for the tmatment of maJor depressxve
disorder.

The efficacy of EMSAM in the treatment of major depres- 4
sive disorder was established in 6- and 8-week placebo- .
controlled trials of outpatients with diagnoses of DSM-IV °

category of major depressxve disorder (see Clinical Effi-
cacy Trials).

A major depressive epxsode (DSM IV} implies a1 promment .

and relatively persistent (nearly every.day for at least 2 .

weeks) depressed or dysphoric mood that usually interferes
‘with daily functioning, and includes at least five.of the fol-
lowing nine symptoms: depressed mood, loss of interest in

vusual activities, significant change in we!ght and/or appe-

tite,

- or hyper:

retardation, increased fatigue, feehngs of gullt or worth- |
lessness; slowed thinking or. impaired concentratmn and

.suicide attempt or suicidal ideation...

The benefit of maintaining patients with major depresswe

disorder on.therapy with EMSAM after achieving a re-

-was demonstrated in a controlied trial (see Clinical Efficacy
Trials under CLINICAL- PHARMACOLOGY). The ‘physician
who elects to-use EMSAM for-extended periods should pe-
riodically re-evaluate the long-term usefulness of the drug
for the individual patient (see DOSAGE AND ADMINIS-
TRATION).

The-antidepressant action of EMSAM in . hospltallzed der
‘pressed patients has not-been’studied. .. -

ded by
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:sponder status for an average duration of about 25 days -

- CONTRAINDICATIONS

" All pediatric patients being treated with antidepressantsf

“cially duimg the initial few months of a course of dr

- between face-to-face visits. -

EMSAM is contraindicated in patients with known hyper.
sensitivity to selegiline or to any component of the
transdermal system.

EMSAM is contraindicated with selective serotonin
reuptake inhibitors (SSRIs, e.g., fluoxetine, sertraline,ang .
paroxetine); dual serotonin and norepinephrine reuptake
inhibitors (SNRIs, e.g., venlafaxine and duloxetine); tricy.
clic antidepressants "(TCAs, e.g., imipramine apg
amitriptyline); bupropion hydrochioride; meperidine ang
analgesic agents such as tramadol, methadone and
propoxyphene; the anhtusswe agent dextrumethorphan
St. John’s wort; mirt ine. EMSAM
should not be used with oral selegﬂme or other MAQ inhib.
itors (MAOIs e.g., isocarboxazid, phenelzine, and
tranylcypromme) (see WARNINGS). -
Car pine and oxcart ine are contr B
patients taking se!eg111ne (see PRECAUTIONS Drug Ime,_ E
actions). -

indicated i

. As with other MAOIs, EMSAM is contraindicated for use .

with sympathomimetic amines, including amphetamines
as well as cold products and weight-reducing preparations -
that contain vasoconstrictors (e.g., pseudoephedriné,
phenylephrine, phenylpropanolamine, and ephedrine). -
As with other MAOIs, patients taking EMSAM should.not
undergo -electivesurgery requiring general anesthesia,
Also, they should not be given cocaine. or local anesthesia
containing sy thomiietic v t) EMSAM -
should be d:scontmued at least 10 days pnor t.o electwe B
surgery If surgery is né y ‘sooner, t
mivacurium, rapacuronium, fentanyl,
codeine may be used cautiously. :
As with other MAOIs, EMSAM is contraindicated for usein |
patients with pheochromocytoma. = *
EMSAM is an irreversible MAO inhibitor. As a class, these

npounds have been iated with hypertensive crises
caused by the mgeshou of foods containing high dmounts
of tyramine. In its entirety, the data for EMSAM 6 mg/24
hours support the recommendation that a modified diet
not required at this dose. Due to the ‘more limited data
available for EMSAM 9 'mg/24 hotirs and: 12 mg/24 hours,
pahents receiving these doses should follow Dietary Mo

d Regylred for Patients Taking EMSAM 9 mg/24

hours and 12 mg/24 hours. (See WARNINGS and PRE-
CAU'TIONS Drug ln’(erammns IZ@.’."L)

WARNINGS

Cliriical Worsening and-Suicide Risk
Patients with major depresswe disorder (MDD), both adult

and pediatric, may expenence worsening of their depres- ::
sion and/or the emergence of suicidal ideation and behavior *
(suicidality) or unusual changes in behavior, whether or
not they ‘aré taking ‘antidepressant medications, and this

morphme, ax;d‘ ¢

-risk may persist-until significant remission occurs. There

has been-a’ long standing concern that antidepressants
may have a role'in inducing worsening of dépression and
the emergence of suicidality in certain patients. Antide-
‘pressants’increased the risk of suicidal thmkmg and be-
havior (suicidality) i short-term studies in children and .::
adolescents with Major Depressive Disorder (MDD)
‘other psychiatric disorders.

Pooled analyses of short-term placebo-controlled mals of
nine antidepressant drugs (SSRIs and others) in childri
and adolescents with MDD, OCD, or other psychiatric di
orders (a total of 24- trials involving over 4400 patients)”:
Have revealed a greater risk of adverse events representing
suicidal behavior or thinking (suicidality) during the first
few months of treatment in those receiving antidepres-
sants: The average risk of such events in patients receiving
antidepréessants was 4%, twice the placebo risk of 2%
There was considerable variation inrisk among drugs, but
atendency toward an increase for almost all drugs studied. |
The risk of suicidality was most consistently observed'in :
the MDD trials, but there were signals of risk arising from :
trials in other psychiatric indications (obsessive comp
sive disorder and social anxiety disorder) as well.’'No sl
cides ‘occurred in these trials. It is unknown whether th
suicidality risk in pediatric patients extends to longer-ter
use, "i.6., beyond several months. It is also unkns
‘whether the suicidality risk extends to adults;

any “indication should be observed closelv for clmlcal wol
ening, in beh e

thempy, or at times of dose changes, either increases or d
¢réases. Such observation would generally include at lea
weekly face-to-face contact with patients or- their fa
members or careglvers during the first 4 weeks of tre8
ment, then every other week visits for the next 4 weél
then at 12 weeks, and as clinically indicated beyond 12
weeks. Additional contact by teleph may be appropl{iae"

Adults with MDD or co-morbid depression in theé settin
other psychiatric iliness being treated with antidepress:
should be observed similarly for clinical worsening'and s
cidality, especially during the initial few months of a c0
of drug therapy, or attimes of dose changes, either mcre
or decreases. .
The, followmg sympt.oms anxxety, ag'xtatwn panic atta
msomma, 1mtab1hty, hostility, aggressiveness, impulsi

kathisia (p: tor restl ), hypomania, and 2
nia, have been reported in adult and pediatric patients.
ing treated with antidepressants for major depressive &
order as well as for other indications, both psychlatnca"
nonpsychiatric. Although a causal link between the em?
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nce-of such symptoms and either the worsening.of de-

,essmn and/or the emergence of suicidal impulses has not

Been established, there is concern that such symptoms may
regent precursors to emergmg suicidality.

(;ong;derahon should be glven to changing the therapeutic

en, including possibly d inuing the medication

Food and beverages to avoid and those which are acceptable!:

Class of Food and Rich Foods and B

s P .
Beverage - - to-Avoid

A Foods, C:
No or Little Tyramine -

ir patients whose depression is persistently worse, or who
are expenencmg emergent suicidality or symptoms that
fnight be précursors to worsening depression or suicidality,
especm“}’ if these symptoms are severe, abrupt in onset, or
were not part of the patient’s presenting symptoms. .
the decision has been made to discontinue treatment,
edication should be tapered, as rapidly-as is feasible, but

Meat, Poultry and Fish

Air dried, aged and fermented mveéts;.

Fresh meat, poultry and fish,
including fresh processed meats

(including iatore,

an
‘hard salami and mortadella); pickled
-herring; and any spoiled or improperly

(e.g., lunch meats, hot.dogs,
breakfast sausage, and cooked

ith- recognition that abrupt
gssociated with certain symptoms.

'||es and caregivers of pediatric panems being treated -

" stored meat, poultry and fish (e.g., foods sliced ham)
that hHave undergone changes in coloration, .
odor, or become moldy); spoiled or
L S . improperly stored animal livers
di inuation can’ be R i :
Vegetables ~Broad bean pods (fava bean pods) 4A11 other vegetables

" of:adults being treated for depressum should be similarly
advised.

reening Patients for Blpolar Disorder - - - .*

~ Amajor depressive episode may be-the initial pr

sauerkraut, most soybean products *
.(including soy sauce and tofu), OTC
supplements containing tyramine

for major dep der or other --Dairy Aged cheeses B Pracessed cheeses, mozzarella,
q both psychiatric and psychiatric, should be ricotta cheese, cottage cheese *
slerted about the need to monitor patlents for the emer- and yogurt
fénce of i irritability, h inbeh . i Beverages "’ All varieties of tap beer and beers As with other antidepressants
sndithe other symptoms described above, as well as the : A no heefx pasteuﬂzed soas concomitant use of aliruiol w1t1,1
""“gence of sulcldahty, and to report such symptoms im- 1o allow for ongoing fennentauon ‘EMSAM is not recommended.
ediately to s. Such-monitoring should - B (Bottled and o beers a.ud
ude’ daily nbservatmn by families and caregivers. Pre- . wines conf calht“t‘le orno
seriptions for EMSAM should be written for the smallest \yraniie t’m) n
quanhty consistent with good patient mar t, in or- : Y .
der to reduce the risk of overdose. Families and caregivers | Miscellaneous . Concentrated yeast extract (e.g., Marmite), Brewer’s yeast, baker’s yeas(:, -

.. soy milk, commercial
chain-restaurant pizzas prepared -
with cheeses low:in tyramine

= of bipolar disorder: It is generally believed (though not es-

tablished in controlled trials) that treating such an episode
“ with an antidepressant alone may increase the likelihood
ofprecipitation of a mixed/manic episode in patients at risk

* Adapted from KI.Shmman,s.E,Walker. Psychiatric Annals. 2001; 31:378-384,

Use With Other Drug, Aﬁectmg Monoamme Activity
es fatal, central nervous system (CNS)

for.bipolar -disorder. Whether any of the sy de-

scribed above represent such a conversion is unknown,
However, prior to initiating treatment -with -an
antidepressant, patients with depressive symptoms should
be adequately screened to determine if they are at risk for
bipolar:disorder; such screening should include a detailed
. psychiatric history, including a family history of suicide, bi-
polar: disorder; and depression. It should be noted that
‘EMSAM (selegiline transdermal system)is not appruved for
usesintreating bipolar depressmn

Hypertenswe Crisis -

EMSAM is an irreversible MAO mhlbmr MAO is impor-
tant in the catabolism of dietary amines (e.g.; tyramine). In
this regard, significant. inhibition of intestinal MAO-A ac-
tivity can impose a cardiovascular safety risk following the
dngestion of tyramine-rich foods. As a class, MAOIs have
beenzassociated with hypertensive crises caused by the in-
© gestion of foods with a high concentration of tyramine.
Hypertensive crises, which in some cases may be fatal, are
tharacterized by some or all of the following symptoms: oc-
cipital headache which may radiate frontally, palpitation,
neck stiffness or soreness, nausea, vomiting, sweating
(sometimes with fever and sometimeés with-cold, clammy
skin), dilated pupils, and photophebia. Either t.achycardla
;. orbradycardia may be. present and can be assotiated with
oonstnctmg chest pain. Intracranial bleedmg has been re-
ported in association with the increase in blood pressure.
Patients should be instructed as to the signs and symptoms
severe hypertension and advised. to ‘seek immediate
. medical attention if these signs or symptoms are present. -
In'6 of the 7 clinical studies conducted with EMSAM at

limiited to a modified diet typically assocxated with this
class of compounds. Although no hypertensive crises were
teported as part of the safety assessment, the likelihood of
dsvelnpmg this reaction cannot be fully determined since
: "amount .of tyramine typically consumed. during the
.. ourse-of treatment is not known and blood pressure was
Rot'continuously monitored.
o'further define the likelihood of hypertensive crises mth
EMSAM, several Phase I tyramine challenge studies
- Were conducted both with and without food (see PRECAU-
NS, Drug Interactions, Tyramine). In its entirety, the
for EMSAM 6 mg/24 hours support the recommenda-
tion that a modified diet is not required at.this dose. Due to
the'more limited data available for EMSAM 9 mg/24 hours,
and:the results from the Phase I tyramine.challenge study
Uifed volunteers. administered EMSAM 12 mg/24 hours
(ses, RECAUTIONS, Drug Interactions, Tyramine), pa-
eits receiving these doses should follow Dietary Modifica-
uired for: Pahems Takm EMSAM 9 mg/24 hours
%ﬂm
ertensive crisis occurs, EMSAM should be dxscontm-
mlmedxately and therapy -to lower blood pressure
uld-be institated unmedlately Phentolamine 5 mg or

doses of 6 mg/24 hours—12 mg/24 hours, patients were not

toxicity referred to as the “serotonin syndrome” has been
reported with the combination of non-selective MAQIs with
certain other . drugs, .
serotomn _reuptake inhibitor antidepressants, ampheta-
mines, mependme or pentazocine. Serotonin syndrome is
characterized by signs and symptoms that may include hy-
perthermia, rigidity, myoclonus, autonomicinstability with
rapid fluctuations of the vital signs, and mental status
-.changes that include extreme agitation progressing to de-
lirium and coma. Similar less severe syndromes have been
reported in a few patients receiving a combination of oral
selegiline with one of these agents.
Therefare, EMSAM should not be used in combination with
selectwe serotonin reuptake inhibitors (SSRIs, e.g.,
i sertrahne, yal ine), dual serotonin. and
ine inhibit ' (SNRIs, ‘e. g

453

nor Dt )
venlafaxme -and’ xetine); tricyelic
(TCAs; e'g., imipramine and almtnptyhne), oral selegiline

including - tricyclic or - selective -

hypomania can oceur in a small proportion of patients with
major affective disorder treated with other marketed anti-
depressants. As with all antidepressants, EMSAM should
be used cautiously in patients with a-history of mania. .
Use in Patients With Concomitant liness

Clinical experience with EMSAM in patients with certam
concomitant systemic illnesses is limited. Caution is ad-
vised ' when using EMSAM in patients with disorders-or
conditions.that can produce altered metabolism or hemo-
dynamic responses. .

EMSAM has not been systemahcally evaluabed in patxents
with.a history of recent myocardial infarction ox unstable
heart disease. Such patients were generally excluded from
clinica} studies during the product s premarketmg testing.
No ECG abnormalities attributable to EMSAM were ob-
served in clinical trials.

Although studies of phenylpropanolamine- and pseudo-
ephedrine 'did not reveal pharmacokinetic drug interac-
tions with’ EMSAM, it is prudent t avoid the concomitant
ase of sympathomlmetxc agents such as some
u ¥

or other MAOIs (e.g., isocark and
tranylcypromine); mirtazapine; buproplon hydrochloride;
meperidine ‘and _analgesic agents such as tramadol,
methadone, and propoxyphene the antitussive agent dex-
tromethorphan; or ‘St. John's wort because of the risk of
-life-threatenihg adverse reactions. Also, EMSAM should
not be used with sympathoxmmetlc amines, including am-
phetamines &g well as cold products and weight-reéducing
preparations that ‘contain’ ictors (e.g., pi
ephedrine, * phenylephrine; ‘phenylpropanolamine,’ and
éphiedrine). (See CONTRAINDICATIONS:) =+

. Concomitant usé¢ of EMSAM with buspirone hydrochlonde
is not advised sincé several cases'of elévated blood pressure
have been reported in patients taking MAOIs ‘who “were
then given buspirone HCl.

After stopping treatment with SSRIs; SNRIs; TCAs;
MAOIs; meperidine -and- analgesics such ‘as’ tramadol,
methadone, and propoxyphéne; dextromethorphan; St.
. John’s ‘wort; mirtazapine; bupropion HCI; or buspirone
HCI, a time:period equal to 4-5 half-lives (approximabely 1
week) of the drug or any active metabolite should elapse
before starting therapy with EMSAM: Because of the long
‘half-life of fluoxetine and its active metabolite, at least 5
weeks should elapse between discontinuation of fluoxetine
and injtiation of treatment with EMSAM. At least 2 weeks
should elapse after. stopping EMSAM before : starting
therapy with: buspirone HCI or a drug that is contraindi-
cated with EMSAM.

PB.ECAUTIONS
General .
Hypoten:

.As with other MAOIS, postural hypotension, sometimes
mth orthostatic -symptoms, can -occur .with EMSAM
therapy In short-term, plaoebo-controlled ‘depression stud-
 ies, the incid f rthost ion(i.e.,a decrease

s of or

of 10 mmHg or greater in mean blood' pressure when

talo] 20 mg ad d slowly intr ly is rec-

Oriimerided therapy to:coritrol hypertension. Alternately,

Prusside delivered by continuous intravenous infusion

i -used. Fever. should be.managed by means of

mﬁleoolmg Patients must be clusely monitored untﬂ
Bym;mms have stabilized.

s MModlf’catmns Required for Patients TakJ

\'vf T 9 ing/24 hours and 12 mg/24 hours
i *Powing foodsandbeverages should be avoided begin-

ey ‘the first day-of EMSAM 9 rag/24 hours or 12 mg/24

€atment and should continue to be avoided for 2
T 2 dose reduction to EMSAM .6 mg/24 hours or
bwing: it‘he dlsoontmuatlon of EMSAM 9 mg/24 hours or

EREE o

mméabuve}
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from supine or sitting to standing) was
9:8% in EMSAM treated patients and 6.7% in placebo-
treated patients. It.is recommended that elderly patients
--treated with EMSAM (selegiline transdermal system) be
closely observed for postural’ changes in blood pressure
throughout treatment. Dose incréases should be ade cau-
tiously in patients with preexisting orthostasis. Postural
hypotension may be relieved by having the patient recline
until the symptomshiave abated. Patieitts should be cau-
tioned to change positions gradually. Patients displaying
orthostatic symptoms should have appropnate dosage ad‘
justmenits as warrarited.

Activation of Mania/Hmamama g

During Phase 111 trials, a manic reachon occurred in 8/2086

(0.4%) patients treated with EMSAM. Activation of mania/

Information for Patients o

Prescribers or other health prdfes's’iunals should inform pa-
tients, their families, and their caregivers about the bene-
fits and risks associatéd with treatment with EMSAM and

. 'should counsel them in its appropriate use. A patient

Medication Guide About Using Anudepressants in Chiidren
and Teenagers is available for EMSAM. The pnescnber or
health proféssional shoutd instruct patients, their families,
and their caregivérs to read the Medication Guide and
should assist them in understandmg its contents. Patxents
should be given-the of ity to d the ‘of
the Medication Guide.axd to obtain answers to any ques-
tions they may have. Thé complete text of the Medxcatmn
Guide is reprinted at the end of this document.

Patients should be advised of ‘the following issues and
asked to alert their ptescnber if these occur whxle taking
EMSAM. -

Clinical Worsening and Sun:lde Risk T
Patients, their families and their caregivers should be en-
couraged to be-alert to the of

panic attacks, msomma, u'ntabmty, hostlhty, aggresswe-
ness, 1mpu151v1ty, i ),
hypomania, mania, other u.nusual changes in behavior,
worsening of depression, and suicidal ideation, especially
early during antidepressant treatment or when the-dose is
adjusted up or down. Families and caregivers of patients
should be advised.to observe for the emergence: of such
symptoms on a day-to-day:basis, since -changes may be
abrupt. Such symptoms should be reported to the patient’s
prescriber or health professional, especially if they are
severe, ahmpt in onset or were not part of the patient’s
pr such as. these. may be
associated w1th an mcreased risk for suicidal thinking and
‘behavior and indicate a need for very close monitoring and
possibly-change in‘the medlcatmn

General -

Patients should-be adv:sed not to use oral selegﬂme whﬂe
on EMSAM therapy.

Patients should be advised not-to use carbamazepme or
oxcarbazepine while on EMSAM therapy. "~ .-

Patients should be advised not-to use meperidine and
analgesic agents such -as tmmadol methadone and
propoxyphene. : - ..

Patients-should ‘be advised not w use sympathomxmetxc
agents while on EMSAM:therapy. .
Patients: should. be advised not to-use selectwe serowmn
reuptake inhibitors (SSRIs;:e:g:, fluoxetine,  sertraline,
paroxetme, -and St Johns weu,t) dual semtom.n and
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