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ANDA 74-912 | -APR 30 1995

Stason Industrial Corporation
Attention: Monica M. Tonio
11 Morgan

Irvine, CA 92618

Dear Madam:

This is in reference to your abbreviated new drug application
dated May 31, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Selegiline -
Hydrochloride Tablets USP, 5 mg.

Reference is also made to your amendments dated March 10, May 12,
July 22, August 1, December 8, 1997, February 25, and
April 22, 1998.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Selegiline Hydrochloride Tablets USP, 5 mg to be
biocequivalent and, therefore, therapeutically equivalent to the
listed drug product upon which the Agency relied as the basis of
safety and effectiveness. Your dissolution testing should be
incorporated into the stability and quality control program using.
the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
. in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the L
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional ‘copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,




Page 2

and Communications (HFD-240).° Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

Douglas L. Spétn V‘Ja “fr_
Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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SELEGILINE HYDROCHLORIDE
TABLETS, USP

DESCRIPTION: e
e Hy Geisa v - EFR . 3 . rateived |
in the clinical and pharmacological literature as 1-geprenyl. 1 B Peyyterred to

The chemical ame is: (R)-{-)-N.2-Dimethyt-N-2-
e treely soluble in water,

white crystaliine powder, y
223.75. The structural formuta is as follows:

H>
CH,
C..H,NeHC! )
Each tablet for oral administration contains S mg jline Iy ige. Inactive ing: are lactose
monohydrate, microcrystalline ceHulose, and stearc and.
CLINICAL PHARMACOLOGY:
The i tor action m the of Parkinson’s

'S
disease are not fully d. inhibxtion of axidase, type B. aclivny;sxlew considered
lobeolpﬁmwnmwmm:mmm.msmmmmnmr other mechanisms
10 increase dopaminergic activity.

Selegitine is best known as an irreversible inhibitor of monoamine oxidase (MAQ). an intracefiuar enzyme
associated with the outer of inhibits MAQ by acting as a ‘suicide’
substrate for the enzyme; that is. it is converted by MAQ to an active moiety which combmes mreversily
With the active site and/or the enzyme's essential FAD cofactor. Because selegéine has greater affanity for type B
than for type A active sites, it can serve as a selective inhibitor of MAO type B if it is admimistered at the
recommended dose.

MAOs are widely distributed g the body: their is especially high in kver. kidney
stomach, intestinal wall, and brain. MAOs are currently subclassified into two types, A and B. which ditfer m
their substrate specificity and tissue distribution. In humans, intestinal MAQ is predominantly type A. while

mast of that in brain is type B.

In CNS neurons. MAQ plays an important role in the ism of catec (dopa
and epinephrine) and serotonin. MAOs are also impt in the ism of vanous exog <
found in a variety of foods and drugs. MAO in the G! tract and liver (pnmarily type A). tor example. s thought
to provide vital p ian from amines (e.0.. ine) that have the capacity. f absorbed intact. to
cause 2 ‘hypertensive crisis, the so-talled ‘cheese reaction.’ (If large amounts of certain 2xDGENOUS aMINes
gain access to the systemic circulation - e.g., from fermented cheese, red wine. herring. over-the-couster
cough/cold medications. etc—they are taken up by adrenergic displace hrine from

amnes

of the sample evahsated (12 subjects greater than 60 years of age, 12 subjects between the ages of 1810
30), Systemic exposure was about twice as great in older as to a younger grven a
single oral dose of 10mg.

Gender: .

No information is avaitable on the effects of gender on the pharmacokinetics of selegitine.

INDICATIONS AND USAGE: o !
Selegitine Hydrochloride Tablets are indicated as an adjunct in the management of Parkinsonian patients
i wh

being treated with 0 exhibit in the quality of their response to this
therapy. There & no evidence from Wled studies that selegitine has any effect in the absence
Evidence supporbng this claim was oblained d clinical X that

the effects of added selegiline or placebo in patients bidopa. was

significantly superior to placebo on all three principal outcome measures empioyed: change from baseline in
daily levodopa/carbidopa dose, the amourd of "oft’ time, and patient seif-rating of treatment success.
Beneficial effects were also abserved on other syccess (e.g., mea of reduced
end of dose alanesia, tremor and sk improved speech and dressing ability and improved
overall disability 2s 2ssessed by walking and comparison to previous state).

CONTRAINDICATIONS: !

giline Hy ide i in patients with a known hypersensitivity 1o this drug.
Seiegiline Hydrachionde is contraindicated for use with meperidine. This contraindication is often extended
10 other opioids. (See PRECAUTIONS: Orug Interactions.)

WARNINGS:

Selegiline should not be used at daily doses exceeding

risks associated with non-selective inhibition of MAD. (See CLINICAL PHAR

The sefectivity of selegitine for MAQ B may not be absoiute even at the recommended daily dpse of 10 mg 3
day. Rare cases of hypertensive reactions associated with ingestion of tyramine-containing foods have been
reported I patients taKing the’ daily dose ol selegiline. T is further di

with increasing datty doses. The precise dose at which selegiling becomes a non-selective inhibitor of al
MAD 15 unknown, but may be in the range of 30 to 40 mg a day.

Severe CNS toxicity associated with hyperpyrexia and death have been reported with the combination of
trcyclic antigepressants and nor-selective MAOts (phenelzine, tranycypromine). A similar reaction has been
reported for a pabent on amitriptykne and selegikne tydrochioride. Another patient receiving protriptyline and
selegiline developed tremors, agitation, and tollowed by and death two weeks
arter selegiline was added. Retaled adverse events including hypertension, syncope. asystole. diaphoresis.
seizures. changes in behavioral and mental status. and muscular rigidity have also been reported in some
patients receiving selegiline and various tricyclic antidepressants.

Senous. sametimes fatal. reactions with signs and symptoms that may include hyperthermia, rigidity.
myocionus. with rapid ions of the vital signs. and mental status changes that
inctuge extreme agitation progressing to defirium and coma have been reported vath patients receiving d
[ of y de and lective MAQls. Similar signs have been reported in some
patients on the i ot Y ide (10 mg a day) and selective serotonin reuptake
nhibrtors includwng tiuoxetine, sertraline and paroxetine.
Since the mechanisms of these reactions are not fully understood. it seems prudent. in general, (0 avoid this

those recommended (10 mg/day) because ol the
MACOLOGY.)

neurons and

storage sites vthin membrane bound vesices. Subsequent release of the drsplaced norepinephrine causes
the fise in systemic blood pressure. etc.}

In theory, since MAQ A of the gut is nat inhibited. patients treated with selegiline al a dose of 10 mg a day
should be able to take i ining phart active amines and consume tyramine-
cantaining foods without risk of uncontrolied hypertension. AlthQugh rare. a few reports of hypertensive
reactions have occurred in patients receiving selegiline at the recommended dose. with tyramine-containing
foods. in addition, one case of hypertensive cnsis has been reported in a patient taking the recommended
dose of selegiline and a sympathomimetic i N The logs of the ‘cheese
reaction’ is complicaled and. in addition to ils ability to inhibit MAO B selectiveiy. sefegiline’s relative
treedom from this reaction has been attributed to an ability to prevent tyramune and other indirect acting

y rol i ing norepinephrine from adrenergic neurons. However, until the
pathophysiology of the cheese reaction is more completety understood, il seems prudent to assume that
selegiline can ordinarily only be used safely without dietary restrictions at doses where it presumably
selectively inhibits MAQ B (e.9., 10 mg/day}).
in shod, attention to the dose dependent nature of selegiline's selectivty is critical il it is 1o be used
without elaborate restrictions being piaced on diet and concomitant drug use although. agnoted above. 3
:;:Ecmesm 3;‘ téy ertensive reactions have been reported ai the recommended dose. (See $KHN|NGS and
1t 15 important to be aware that selegiline may have pharmacological effects unielated to MAQ B nhibition. As
nated above. there is some evidence that it may increase dopaminergic activity by other mechanisms.
including intertering with dopamine re-uptake at the synapse. Eflects resulting from selegiiine administration

C of selegiine and tricyclic antidepressants as well as selegiline and sefective serotonin reuptake
intidrtors. Al least 14 days should elapse between discontinuation of selegiline and initiation of treatment with
a tricyclic antidepressant or selective serotonin reuptake inhibitors. Because of the jong half lives of fluoxetine
and its active metabolite. at least five weeks (perhaps tonger” especially if fluoxetine has been prescribed
chronically and/or at higher doses) should elapse between discontinuation of fluoxeting and initiation of
treatment with selegiline.

PRECAUTIONS:

General: :

Some patients given selegiline may experience an exacerbation of levodopa assaciated side effects,
p ly due to the i d amounts of reaction with supersensitive. post-synaptic
receptors. These effects may often be iti d by the dose of arbidopa by
approximalely 10 to 30%.

The degision to prescribe selegiline should take into consideration that the MAQ system of enzymes is
complex and incompletety ungerstood and there is only a fimited amount of carefully documented clinical
experience with selegiline. Consequently. the tull spectrum of possible responses to selegiline may not have
been observed in pre-marketing evaluation of the drug. [t is advisable, therefore, 10 observe patients closely
for atypical responses.

Information for Patients )
Patients should be advised of the possibie need to reduce levodopa dosage after the initiation of selegiling

may also be mediated through its metabolites. Two of its three principal and

have phar -al actions of their own; they interfere with neusanal uptake and
enhance release of several g#;z.g., pami 3. Hovsever. the extent
to which these metabolites contribute to the eflects ot selegiline are unknown.

Rationale for the Use of Selective Monoamine Oxidase Type B Inhibitor in Parkinson's Disease:

Many of the promineat symptoms of Parkinson's disease are due 10 a deficiency ot striatai dapamine that is
the consequence of a progressive degeneration and loss of a population of dopaminergic neurons which
ariginale in the substantia nigra of the midbrain and project to the basal ganglia or striawm. Early in the
course of Parkinson's disease. the deficit in the capacity of these neurons to synthesize dopamine can be
overcome by ini of usually given in combination with a peripheral

decarboxylase inhibitor (carbldopagl.

With the passage of time, due 10 the progression of the disease and/or the effect of sustained treatment. the

efficacy and quality of the therapeutic response to levodopa diminishes. Thus. after several years of levodopa

treatment. the response, or a given dose of levodopa, is shorter. has less predictable onset and ofiset (i.e..

there ts “wearing off'), and is often accompanied by side eHects (e.g.. dyskinesia akinesias. on-off

phenomena. freezing. etc.)

This deteriorating response is currently interpreted as a manifestation of the inability of the ever decreasing
of intact nig iatal neurons 1o and release adequate amounts of copamine.

MAO B inhibition may be usefut i this setting because, by blocking the catabolism ot dopamine. it would

increase the n2t amount of dopamine available (i.e., it would increase the pool of dopamne). Whether of not

this mechanism or an alternative one aclually accounts for the observed deneficiai emects of adjunctive

selegiling is unknown.

Selegitine’s benefit in Parkinson’s disease has only been documented as an adjunct 10 i€vodopa/cardopa

Whether or not it might be etfective as a sole treatment is unknown, but past attempts o treat Parkinson's

hydr ide therapy.

Patients (or their lamities if the patient is incompetent) should be advised not to exceed the daily
recommended dose of 10 mg. The risk of using higher daily doses of selegiline should be explained, and a
brief description of the ‘cheese reaction’ provided. Rare hypertensive reactions with selegiline al
e d doses iated with dietary i have been reported. ~ T
Consequently, it may be usetul to inform patients {or their families) about the signs and symploms
associated with MADI induced hypertensive reactions. In particular, patients should be urged 1o repon,
immediately. any severe headache or other atypical or unusual sy not p perienced

Laboratory Tests: . . .
No specific laboratory tests are deemed essential for the management of patients on selegiline
hydrochioride. Periodic routine evaluation of al patients, however, is appropriate.

Drug Imteractions

The occurrence of Stupor. muscular rigidity, severe agitation. and elevated temperature has been reported in
some patients receiving the combination of selegiline and meperidine. Symptoms usuaily resoive over days
when the ination is di: inued. This is typical of the interaction of meperidine and MAOIs. Other
serious reactions (including severe agitation, i and death) have been reported in patients
recewing this combination {see CONTRAINDICATIONS). Severe toxicity has also been reported in patients
receiving the of tricycic anti and selegiline and selective serotonin reuplake inhibitors
ang selegiline. (See WARNINGS for details) One case of hypertensive crisis has been reported in a patient
takung the recommended doses of selegiiing and 2 { ication (ephedri

c of Fetility:

disease with non-selective MAOI monotherapy are re 10 have been unsuccesstul 1T+ 10 note
that attempts to treat Parkinsonian patients with combinations of levodopa and currentt; marketed non-
selective MAQ inhibitors were abandoned because of multipie side eflects including hypertension. ncrease i
involuntary movement. and toxic defirium.

; ineti i ion, Distributi and Elimination—ADME):

The absolute bioavailability of seiegiline following oral dosing i not knovn' Rowever selegiline undergoes

extensive ism (p i 10 presy clearance 1 gut and kve-. The mapr plasma
)

of the carcinogenic potentiai of selegiline in mice and sats is on-gaing. =

Seiegikne did nol nduce mutations or chromosomal damage when tested in the bacterial mutations assay
1 Saimonelta typhimurium and in an m vivo chromosomal aberration assay. While these studies provide
some e that iline 1s not or ic. they are not definitive because of
methodologicat hmitations. No definitive in vitro © ion or in vilio gene
mylalion assays have been perlormec

The effact of Selegane on fertiity has not been adequalely assessed.

are N-des ine, L-amp and Y
has MAO-B inhibiling activity. The peak plasma levets of these metaboines fokovang a S:ngie oral acse of
10mg are trom 4 10 almost 20 times greater than that of the MaXMUM plasma concen:rabon of selegime :*
ng/mL). The of and Npvever. are tar bBOw these
ordinarily expected 10 produce clinically important eflects.
Single oral dose studies do not predict multiple dose kinetics. however At stead, Slaie the peak Masma
level of selegiling is 4 fold that obtained following 2 single gdose Melabokte concent-zhons increase to 3
lesser extent. averaging 2 fold that seen atter a single dose
The bi lity of giiine is 3 1o 4 foid when 4 is taken with food
. The extent of systemic exposure to selegiline at a given dose vanes Consigerabl. among INAmMAuais
Estimates of systemic clearance of selegiline are not avariable. Folloving 2 sangie cral dose. the mes~
elimination haif-life of selegiline is two hours. Under steady state ccrai:ons tne ehmination hat-tie
increases to ten hours.
Because selegiline’s inhibition of MAQ-B 15 irreversible. it 1s impossibe ¢ predict =& extent of MAD-E
inhibition from steady state levets. For the same reason. it iS NGt POSSibI2 1T predct the rate o
recovery of MAO-B activity as a function of de novo proten Synihesrs: however. Ntormation about the rate
of de novo prolein synthesis is not yet available i platelet MAQ-B actwr. “2iurns to the norma.
range within 5 to 7 days of selegiline discontinuaticn. Wie hnkage batvieen piate =1 an prain MAQ-E
inhibition 15 not tully d nor 1s the of MAQ-8
inhibition to the clinical effect established (see CLINICAL
PHARMACOLOGY).

Special Poputalions:

Renal Impairment;

No pharmacokinetic information is available on selegiline or 1ts
metaboiites in renally impaired Subjects.

Hepatic impairment:

No pharmacokinetic information is availabie on selegtiine or fs
metabolitss in hepatically impaired subjects.

Age:

Although a general conclusion about the effects of age on the
pharmacokinetics of selegiling is not watranted because of the size

Preg i Effects - Pregnancy Category C:

Mo teratogens effects wese observed i a study of embryo-tetal development in Sprague-Dawley rals at oral
soses of 4. 12, and 36 mg/kg or 4. 12. 35 times the human iherapeutic dose on a mg/n&obasis. No teralogenic
eftects were observed i 3 study of embryo-tetal development in New Zealand White rafibits at oral doses ol 5.
23. and 50 mg/g or 10. 48 %mmwmrwmmamm’m%;mr.hm
Studv. the number of Btters produced at the Two higher doses was less than recommended for assessing
taratogers: potertial. in the rat Study. there was a decrease in fetal body wesght at the highest dose tested. In
tne rabbxt study. mnmmmm%mmmmm.andaoecmmmemmwd
Ine tetuses per dam occurmed at the highest dose tested. In a pen- and postnatal development study m
Sprague-Dawiey rats (oral doses of 4 16 amm4,15,62timesmenumnmapeuucdosema
Mg/, Dasrs). an increase in the number of stilibirths and decreases in the number of pups per gam, pup
survivs, and pup body wesght (at tirth and throughout the factation period) were observed at the two
fighest doses. Al the highest dose tested. no pups born alive survived to Day 4 postpartum. Postnatal
development at the Maghest dose lested in dams could not be evaluated because of the lack of surviving
pups The reproductive pesformance of the untreated oftspring was not assessed.

There are. e and well-controked studies 1n pregnant women. Selegiline should be used durng
oregnancy oty if the potentiai benefrt justifies the potential risk to the fetus.

2

Nursing Mothers:

it =5 not known whether Selegikine rs excreted in human milk. Because many
drugs are excreted in human milk. consideration should be given to
giscont.nuing the use of all but absolutely essential drug treatments in
nursing women

Pediatric Use:

The etfects of selegikne hydrochionde m pediatric patients have not been
evaluated

ADVERSE REACTIONS:

Introduction:

The numbes of patents who received setegiing n prospectively monitored
pre-marketing stuhes & timsted. While other sources of information about




mausedseholmm:nhﬂe(eg ierature reports, foreign post-marketing reports, etc.) they do not

provide the kind of information necessary to estimate the incidence of adverse events. ?’nus overalt

ncidence figures for adverse reactions associated with the use of selegiline cannot be provided. Many of
the adverse reactions seen have aiso been reported as symptoms of dopamine excess.

Moreover, the & and severity of various reactions reported often cannot be ascertained. One index

of relative importance, however, is whether or not a reaction caused lreatment discontinuation. In

prospective w;—nwkelmu :'t‘:mes the |ullawmq events led, in decreasing order of m?’l‘wncv-

C it i akmellc Y
chorea, 5. Dyperte i angina pectoris, and WW.M“S
reporied only once as a cause Sps/mouth,
Q'Mi%my day;au of discon! uauonmanldeede'mawayhnw eoring. hay 0SS,

tremor, 3 and weight loss.

i with il ide obtained in parailel, placebo controlled, randomized studies
provides only a limited basis for estimaies of adverse feaction rates. The following reactions that occurred
with greater frequency among the 49 patients assigned assigned
10 placebo in the only?arallel placebo controlled trial performed in patients with Parkinson’s disease are

dizziness, faintness, irritabitity, ivity, agitation, severe C inati trismus.
3 jons, and ; rapid and vm.m,mmamvasukr

skin.

Lumwr-m

Bacause thers is ﬂm-‘*mhw“m

sated mpen e - 1 selegiline overiese may be modeles by MAO! poisoming.

overdose ; ion of emesis o

ic lavage with institation of charcoat slurry ul in early poisoning, provided the airway has

protected against aspiration. Signs and symmums central nervous szum stimulation, mcluqu
convulsions, should be treated with diaze, , given slowty i and

syswm snmmams should be avoided. Hypotension and vascular collapse should be treated

intravenous fi necessary, blood pressure titration with an intravenous infusion of a dilute

pressor agent. 1t snouid be noted mal admmpu: agents may produce a markedly increased pressor

should be by appropr
oxygen, and eqmn:d
closely Intensive management of hyperpyrexia may be required.

of the aurway. use of

shown in the following Table. None of these adverse reactions led to a discontinuation of treatment.
INCIDENCE OF TREATMENT-EMERGENT ADVERSE EXPERIENCES IN
THE PLACEBO-CONTROLLED CLIMICAL TRIAL
Adverse Everi MNember of Ptionts Reporting Events
hydrochioride
N=49 N=50
Nausea 10 3
Diziness/Li mneaded/Famung 7 1
Abdominal 4 2
Confusion 3 0
Hallucinations 3 1
ry mouth 3 1
Vivid Dreams 2 0
Dyskinesias 2 5
Headache 2 1
The following events were reported sace ia either or hoth greags
Ache, generalized 1 0
Anxiety/Tension 1 1
Anemia 0 1
Diarrhea 1 0
Hair Loss 0 1
Insomnia 1 1
Lethargy 1 0
Leg Pain 1 0
Low back pain 1 0
Malaise 0 1
Palpitations 1 Q
Unnary Retentlon 1 0
Weight 1 0
In al i clinical e enroking 920 patients, the fotiowing
adverse events, classified by body system, were reported.
Central Nervous System:
increased tremor, chorea. loss of balance, sed anesia, facial
grimace, falling down, heavy leg, musde twitch®, myoclonic jerks*, stitt neck tardnve dyskinesia, dystonic
, treezing, apraxa. muscle cramps.
Memial Siai
anxiety, d ssion, dr . behavior/mood change,
ion, ki ed memory*, increased
energy transient mgn' holiow teeling, y , apathy,
change, sleen transient irritabeds
Pain/Altered Sensation:
headache, back pain. leg pain, Imnnus vmgrame supraorbital pain, throat buming, generalized ache, chills.
gers,
Autonomic Nervous System:
dry mouth, blurred vision, sexual dysfunction.
Cardiovascular:
or ic hy ion, hypertension, ythmia, itati new or i angina pectoris,
h h i edema, sinus ia, syncope.
Gastrointestinal:

nausea/vomiting, consnpatlon weight loss, anorexia, poor arpetne dysphagia. diarrhea, heartbum, rectal
bleedmg, bruxism*, '9 bleeding ulcer disease).

slow urinatim'l, transient 'anorgasmia', nocturia, prostatic hypertrophy, urinary hesitancy. urinary retention,
penile . urinary freqy

Y.

Skin nnd Appendages:
increased sweating, diaphoresis, facial hair, hair loss. hematoma, rash, photosensitivity.

Miscelianeous:
asthma, diplopia, shoriness of breath, speech affected.

Postmarketing Reports:
The following post-marketing reports. These reports do not
provide sufficient mlormauon Io eslabhsh a dear causal relationship with the use of selegine hydrochioride.

CNS:
Selzure in dialyzed chronic renal failure patient on concomitant medications.
* indicates events reported only at doses greater than 10 mg/day.

OVERDOSAGE:

Selegiline:

No specific information is available about clinically si with i 3
However, experience gained during selegifine’s deve!opvr\enl reveals that some individuals exposed 1o doses
of 600 mg d.1-sefegiline suftered severe hypotension

Since the selective inhibition of MAO B by by selegitine ydrochionde is achieved only at doses i the l'moe
recommended for the treatment of Parkinson's dlsease {¢.0.. 10 mg/day). overdoses are kely 0
significant inhibition of both MAO A and MAO B. C the signs and of o ﬂw]
resemble those observed with marketed non-selective MAQ i {eg. 3 .
and phenelzine).

Overdose with Non-selective MAO Inhibition;
NOTE: This section is provided for reference; it does not describe events that have aclually been observed
wnth selegiling in overdose.

signs and of non-selective MAO overdose may not appear s Detays
olupto|2hnuvsbeMeenmgesnonownmmdmwwu may octur. . the peak
intensity of the syndrome may not be reached for upwards of a day the overdose. has been

reported following overdosage. Therefore, immediate CoNtinuous pabent observabion
andmonnc:,rg&gforapenodo atleastmdayslouwmgm'mmdsmmnsnmm.sw
recommen

The clinical picture of MAD! overdose varies considerably; its Severty may be 2 funcbon of the amourdt of
drug consumed. The central nervous and cardiovascular systems are nvoived

Signs and symptoms of overdosage may include, alone of i CombInabon’ any of the following: drowsiness.

.
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Body should be mon
Mzmdmmdmmylebalamelsesse tial.

t hioride tabl ts i f i 1
Selep‘h' 'ne roct tablets are or ients
‘Ya who res) ponseto m-s treatment. ﬁe

the administration of sdegdme hynvocmonoe 1S 10 mg per day administered as divided doses
of mﬂmam lunch. There i no evidence that additional benefit will be obtained Irom
memmanmumm Moreover, higher doses should ordinarily be avoided because of the
ncreased rsk of side effects.
After two to three days of sel |hne lvea(mem an attempt may be made to reduce the dose of
fevodopa/‘carbidopa. A %g was achieved wn? mlypn:al pamc‘;’pam in the domestic
mwmmmmmmm Selegiline

selegitine therapy.

may be possible during continued

HOw

Selegitne rvydmchlonde tabiets are available 5mg ol Each white to oft-
white, round, unscored tablet is embossed with “1020” on one side and ‘SfASON‘ on the other side.

They are available in botties of 60 tablets (NDC 51285 02(}60) and 1000 {ablets (NDC 51285 02(%053‘
Dlspt)!nse in a tight, light-resistant . Store at 30°C (59" 1o
86°F

CAUTION—Federal (USA) law prohibits dispensing without prescription.
tor: F i Inc.
Cincinnati, OH 45213 U.S.A.

by: Stason Pharmaceuticals, Inc.
Irvine, CA 92618 U,S,A,. -
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APPLICATION NUMBER 74912

HEMISTRY 1E




1. ADDENDUM TO CHEMISTRY REVIEW NO, 3
2. ANDA # 74-912

3. NAME AND ADDRESS OF APPLICANT
Stason Industrial Corp.
Attn: Min-Liang Pan, Ph.D.
11 Morgan
Irvine, CA 92718

4. BASIS OF SUBMISSION
The orphan drug exclusivity for selegiline hydrochloride
tablets expired on June 5, 1996.

5. SUPPLEMENT (s)

N/A
6. PROPRIETARY NAME 7. NONPROPRIETARY NAME
N/A Selegiline Hydrochloride
8. SUPPLEMENT PROVIDE FOR:
- N/A
9. AMENDMENTS AND OTHER DATES:
May 31, 1996-- Original Submission
August 6, 1996-- Refuse to file letter
August 21, 1996-- Amendment
September 13, 1996- Acceptable for filing on 8/23/96
January 30, 1997-- Chem deficiency letter
March 5, 1997-- Bio deficiency letter
March 10, 1997-- Amendment
May 12, 1997-- Amendment --bio
July 7, 1997-- Chem deficiency letter
July 22, 1997-- Amendment
July 31, 1997-- Telecom
July 31, 1997-- Telecom Amendment
April 22, 1998-- Telecom-
April 22, 1998-- Telecom Amendment
10. PRHARMACOLOGICAL CATEGORY 11. RX ox OTC
Antiparkinson Agent Rx

_ 12. RELATED Drug Master Files

13. DOSAGE FORM 14. POTENCY
Tablets 5 mg




CHEMICAL NAME AND STRUCTURE
(R) - (-)-N,2-dimethyl-N-2-propynylphenethylamine
hydrochloride

16. RECORDS AND REPORTS
N/A

17. COMMENTS

18.

Recommend approval letter to issue.

19. REVIEWER:
Edwin Ramos— April 8, 1998
April 27, 1998 (revised)

sy




1. CHEMISTRY REVIEW NO. 3

2. ANDA # 74-912

3. NAME AND ADDRESS OF APPLICANT
Stason Industrial Corp.
Attn: Monica Tinio
11 Morgan
Irvine, CA 92718

4. BASIS OF SUBMISSION
The orphan drug exclusivity for selegiline hydrochloride
tablets expired on June 5, 1996.

5. SUPPLEMENT (s)

N/A
6. PROPRIETARY NAME . 7. NONPROPRIETARY NAME
N/A Selegiline Hydrochloride
8. SUPPLEMENT PROVIDE FOR:
N/A

9. AMENDMENTS AND OTHER DATES:

May 31, 1996-- Original Submission
August 6, 1996-- Refuse to file letter
August 21, 1996-- Amendment
September 13, 1996- Acceptable for filing on 8/23/96
January 30, 1997-- Chem deficiency letter
March 5, 1997-- Bio deficiency letter
March 10, 1997-- Amendment
May 12, 1997-- Amendment--bio
Juiy 7, 1997-- Chem deficiency letter
July 22, 1997-- Amendment
July 31, 1997-- Telecom
July 31, 1997-- Telecom Amendment

10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Antiparkinson Agent RX

12. RELATED Drug Master Files

13. DOSAGE FORM 14. POTENCY
Tablets 5 mg




15. CHEMICAL NAME AND STRUCTURE
(R)-(-)-N,2-dimethyl-N-2-propynylphenethylamine
hydrochloride

16. RECORDS AND REPORTS
N/A

17. COMMENTS
None.

18. CONCLUSTIONS AND RECOMMENDATIONS
Recommend approval letter to issue.

19. REVIEWER: DATE COMPLETED:
Edwin Ramos ) April 8, 1998
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