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ANDA 40-361

JAN 31 2001

" Barr Laboratories, Inc.
Attention: Christine Mundkur
2 -Quaker Road ‘

P.O. Box 2900
Pomona, NY 10970-0519

Dear Madam:

This is in reference to your .abbreviated new drug application
dated February 18, 1999, submitted pursuant to Section 505 (3)
of the Federal Food, Drug, and Cosmetic Act (Act), for
Dextroamphetamine Sulfate Tablets USP, 5 mg and 10 mg.

Reference is also made to your amendment dated December 15,
2000.

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 Bioeguivalence
has determined your Dextroamphetamine Sulfate Tablets USP, 5
mg and 10 mg, to be bioequivalent and, therefore,
therapeutically equivalent to the listed drug (Dextrostat®
Tablets, 5 mg and 10 mg, respectively, of Shire Richwood
Inc.). Your dissolution testing should be incorporated into
the stability and quality control program using the same
method proposed in your application.

Under Section 506A of the Act, 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 marketing status of this drug.




We reguest that you submit, in duplicate, any proposed
advertising or promotional copy that 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, and Communications (HFD-40). 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-40) with a completed
Form FD-2253 at the time of their initial use.

Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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DEXTROAMPHETAMINE
TABLETS, USP

Revised MARCH 2000
1009520101

Rx only

WARNING:

AMPHETAMINES HAVE A HIGH|
POTENTIAL FOR ABUSE. ADMIN-|
ISTRATION OF AMPHETAMINES!
FOR PROLONGED PERIODS OF
TIME MAY LEAD TO DRUG
DEPENDENCE AND MUST BE
AVOIDED. PARTICULAR ATTEN-|
TION SHOULD BE PAID TO THE
POSSIBILITY OF SUBJECTS|
OBTAINING AMPHETAMINES FOR
NON-THERAPEUTIC USE OR DIS-
TRIBUTION TO OTHERS, AND THE
DRUGS SHOULD BE PRESCRIBED
OR DISPENSED SPARINGLY.
DESCRIPTION:
Dextroamphetamine sulfate is the
dextro isomer of the compound 4.+
amphetamine sulfate, a sympa-
thomimetic amine of the amphet-
amine group. Chemically, dex-
troamphetamine is d-alpha-meth-
ylphenethylamine, and is present in
all forms of dextroamphetamine
sulfate as the neutral sulfate. The
structural formula is as follows:

s, v

(C|H|3N)2' Sol

Molecutar Weight: 368.49

Inactive ingredients:

Calcium suifate, colloidal silicon

dioxide, compressible sugar, mag-

nesium stearats, microcrystalline

celluiose, and starch.

The 5 mg also contains D&C ysllow

no. 10 aluminum lake and FD&C

red no. 40 aluminum lake.

The 10 mg also contains FD&C red

no. 40 aluminum lake and FD&C

ysliow no. 8 aluminum lake.

CLIMICAL PHARMACOLOGY:

Amphetamines arc non-cate-
holami N ormimati

. Symp
amines with CNS stimutant activity.
Peripheral actions inciude eleva-
tions of systolic and diastotic blood
pressures and weak bronchodilator
and respiratory stimulant action.
There is neither specific evidence
which clearty establishes the mech-
anism whereby amphetamines pro-
duce mental and behavioral effects
in children, nor conclusive evidence
regarding how these effects relate
to the condition of the central ner-
vous system.

Pharmacokinetics:

The single ingestion of two 5 mg
tablets by heaithy voluntesrs pro-
duced an averags peak dextroam-
phetamine blood level of 29.2
ng/mL at 2 hours post-administra-
tion. The average half-life was
10.25 hours. The average urinary
recovery was 45% in 48 hours.
INDICATIONS AND USAGE:

Patranma At e
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CLINICAL PHARMACOLOGY:
Amphetamnes arv non-cate-
cholamine, sympathomimetic
amines with CNS stimulant activity.
Peripherat actions include eleva-
tions of systolic and diastolic blood
pressures and weak bronchoditatar
and respiratory stimutant action.
There is neither specific evidence
which clearty establishes the mech-
anism wheretry amphetamines pro-
duce mental and behavioral effects
in children, nor conclusive evidence
regarding how these effects relate
1o the condition of the central ner-
vous sysiem.

Pharmacokinstics:

The single ingestion of two 5 mg
tablets by healthy volunteers pro-
duced an average peak dextroam-
phetamine blood level of 29.2
ng/mL at 2 hours post-administra-
tion. The average haif-lite was
10.25 hours. The average urinary
recovery was 45% in 48 hours.
INDICATIONS AND USAGE:
Dexiroamphetamine sulfate tablets
are indicated for:

1. In Narcolepsy.
2. In Attention Deficit Disorder
with Hyperactivity, as an integral
part of a total treaiment program
which_ typically includes nt_her

educational, social) for a stabilizing
effect in pediatric patients (ages 3
to 16 years) with a behavioral syn-
drome characterized by the follow-
ing group of developmentally inap-
propriate symptoms: moderate 1o
severe distractibility, short atten-
tion span, hyperactivity, emotional
\ability, and impulsivity. The diag-
nosis of this syndroms should not
be made with finality when these
ymp are onty of parath
ly recent origin. Nonlocalizing {soft)
neurological signs, learning disabil-
ity, and abnormal EEG may or may
not be present, and a diagnosis of
central nervous system dysfunction
may or may not be warranted.
CONTRAINDICATIONS:
Advanced arteriosclerosis, sympto-
fmatic cardiovascular diseasa, mod-
erate to severs hypertension, hyper-
thyroidism, known hypersensitivity
or idiosyncrasy to the sympa-
thomimetic amines, glaucoma.
Agitated states.
Patients with a history of drug
abuse.
During o within 14 days following
the administration of monoamine
oxidase inhibitors (hypertensive
crises may result).
PRECAUTIONS:
Genersl:
Caution is to be exercised in pre-
scribing amphmmings for patients
with even mild hypertiasion.

The least amount feasibie shoutd
be prescribed or dispensed at one
time in order to minimize the possi-
bility of overdosage.~
Information for Patients:
Amphetamines may impair the abil-
ity of the patient to engage in
potentially hazardous activities
such as operating machinery of
vehicles; the patient should there-
fore be cautionsd accordingly.
Drug Interactions:
Aciditying Agents. Gastrointestinal
acidifying agents {guanethidine,
reserpine, glutamic aid HC!, ascor-
bic acid, fruit juices, etc.) lower
absorption of amphstamines. l_Jrl-
nary acidifying agents {ammonium
chioride, sodium acid phosphate,
etc.) increase the concent
the ionized species of the ampheta-
mine molsculs, thereby increasing
urinary excretion. Both groups of
agents lower blood levels and offi-
cacy of amphetamines.
Adrenerglc Blockers: Adrenergic
blockess are inhibited by
amphetamines.
Alkalinizing Agents: Gastrointestinal
alkalinizing agents (sodium bicas-
bonate, etc.) increase absorption of
amphetamines. Urinary alkallnizing
agents (acetazolamide, some thi-
azides) increase the conpentrzt!on
of the non-ionized spactes of the
amphetamine molecule, thersby
decreasing urinary excretion. Both
groups of agents increase blood
levels and therefore potentiate the
actions of amphetamines. et
Antidepressants, Tricyclic: Amphet:
amine;J may enhancs the activity of
tricyctic of symva\hgmlma_tlc
agents; d-amphetaming with
desipramine of protriptyline ?nlfl
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Acitifying Agents: Gastrontestinal
acidifying agents (guanethidine,
reserpine. glutamic and HCJ, ascor-
bic acid. fruit juices. etc.) lower
absarption of amphetamines. Uri-
nary acidifying agents (ammonium
chloride, sodium acid phosphate,
etc } increase the concentration of
the ionized species of the ampheta-
mine molecule, theredy increasing
urinary excretion. Both groups of
agents lower blood fevels and effi-
cacy of amphetamines.
Adrenergic Blockers: Adrenergic
blockers are inhibited by
amphetamines.
inizing Agents: G i

alkalinizing agents (sodium bicar-
bonate, etc.) increase absorption of
amphetamines. Urinary alkalinizing
agents (acetazolamide, some thi-
azides) increase the concentration
of the non-ionized species of the
amphetamine molecule, thereby
decreasing urinary excretion. Both
groups ot agents increase blood
levels and therefore potentiate the
actions of amphetamines.
Antidepressants, Tricyclic: Amphet-
amines may enhance the activity of
tricyclic or sympathomimetic
agents; d-amphetamine with
desipramine or protriptyline and
possibly other tricyclics cause strik-
ing and sustained increases in the

ation of d-amph ing in
the brain; cardiovascular etfects can
be potentiated.
MAO Inhibitors: MAOL antidepres-
sants, as well as a metabolite of
tur i , Slow h i
metabolism. This slowing potenti-
ates amphetamines, increasing their
effect on the release of norepineph-
rine and other monoamines from
adrenergic nerve endings; this can
cause headaches and other signs of
hypertensive crisis. A variety of
neurological toxic effects and
malignant hyperpyrexia can occur,
sometimes with fatal results.
Antihi ines: Amph i
may counteract the sedative effect
of antihistamines.
Antihypertensives: Amphetamines
may antagonize the hypotensive
effects of antihypertensives.
Chlorpromazine: Chiorpromazine
blocks dopamine and norepineph-
rine reuptake, thus inhibiting the
centraf stimuiant effects of amphet-
amines, and can be used to treat
amphetamine poisoning.
Ethosuximide: Amphetamines may
delay intestinal absorption of
ethosuximide.
Haloperidol: Haloperidol blocks
dopamine and norepinephrine reup-
take. thus inhibiting the central stim-
ulant effects of amphetamines.
Lithium Garbonate: The stimulatory
effects of amphetamines may be
inhibited by lithium c2 bonate.
Meperidine: Ampheta” iines poten-
tiate the analgesi¢ effect of
meperidine.
Methenamine Therapy: Urinary
excretion of amphetamines is
increased, and efficacy is reduced,
by acidilying agents used in
methenamine therapy.
Norepinephrine: Amphetamines
enhance the adrenergic effect of
norepinephrine.
Phenobarbital: Amphetamines may
delay intestinal absorption of phe-
nobarbital; co-administration of
phenobarbital may produce a syn-
ergistic anticonvulsant action.
Phenytoin: Amphetamines may
delay intestinal absorption of
phenytoin; co-administration _of

phenytoin may produce a synergi
tic anticonvulsant action.

Propoxyphene: In cases of
propoxyphene overdosage, am-

[ ine CNS stimulation is
p i and fatal

tan occur.

[ um Alkaloids: Amp

inhibit the hypotensive stfect of
veratrum atkaloids.
Drug/Laberniory Test interactions:
-Amphetamines can causs a signifi-
cant elevation in plasma cortico-
steroid levels. This increase is
Qreatest in the evening.
-Amphetamines may interfere with
urinary steroid determinations.
Carcinogenesis/Mutagenssis:
Mutagenicity studiss and long-term
studies in animals to determine the

;;betam'ina sulfate have not been
performed.

Pragnancy: Teratogenic Effects:
Pregnancy Category C: i\mqhet-
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AMPIELAITINIE PUSULIIY.
Ethosuximide. Amphetamines may
defay intestinal absorption of
ethosuximide.

Haloperidol: Hatoperidot blocks
dopaming and norepinephrine reup-
take. thus inhibiting the central stim-
utant effects of amphetamines.
Lithium Carbonate: The stimulatory
effects of amphetamjines may be
inhibited by lithium c2 bonate.
Meperidine: Ampheta™ iines poten-
tiate the analgesic effect of
meperidine.

Methenamine Therapy: Urinary
excretion of amphetamines is
increased, and efficacy is reduced,
by aciditying agents used in
methenamine therapy.
Norepinephrine: Amphetamines
enhance the adrenergic effect of
norepinephrine.

Phenobarbital: Amphetamines may
delay intestinal absorption of phe-
nobarbital; co-administration of
phenobarbital may produce a syn-
ergistic anticonvulsant action.
Phenytoin: Amphetamines may
delay intestinal absorption of
phenytain; co-administration of
phenyloin may produce a synergis-
tic anticonvulsant action.
Propoxyphene: In cases of
propoxyphene overdosage, am-
phetamine CNS stimulation is
potentiated and fatal convulsions
€an occur.

Veratrum Alkaloids: Amphetamines
inhibit the hypotensive effect of
veratrumn alkaloids.
DrugAaboratory Test Interactions:
-Amphetamines can cause a signifi-
cant elevation in plasma cortico-
steroid levels. This increase is
greatest in the evening.
-Amphetamines may interfers with
urinary steroid determinations.
Carcinogenssis/Mutagenesis:
Mutagenicity studies and long-term
studies in animals to determineg the
carcinogenic potential of dextroam-
phetamine sulfate have not been
performed.

Pregnancy: Teratogesic Effects:
Pregnancy Category G: Amphet-
amine has been shown to have
embryotoxic and teratogenic effects
when administered to A/Jax mica
and C578L mics in doses approxi-
mately 41 times the maximum
human dosa. Embryotoxic effects
were not seen in New Zealand
white rabbits given the drug in
doses 7 times the human dose nor
in rats given 12.5 times the maxi-
mum human dose. While there ars
no adequate and well-controlied
studies in pregnant women, there
has been one repodt of severe con-
genital bony deformity, tracheo-
esophageal fistula, and anal atresia
{Vater association) in 2 baby born
to a woman who took dextroam-
phetamine sulfate with lovastatin
during the first trimester of preg-
nancy. Amphetamines should be
ussd during pregnancy only if the
potential benefit justifies the poten-
tial risk to the fetus.
Noateratogenic Effects:

Infants born to mothers dependent
on ines have an i

risk of premature delivery and low
birth weight. Also, these infants may
exparience symptoms of withdrawal
as demonstrated by dysphoria,
including agitation, and significant
lassitude.

Nursing Methers:

Amphstamines are excreted in
human milk. Mothers taking
amphetamines should be advised
to rafrain from nursing.

{Over}



Pediatric Uss:
Long-term effects of amphetamines
n pediatric patients sve not been
well established.

Amphetamines are not recom-
mended for use in pediatric
patients under 3 years of age with
Attention Deficit Disorder with
Hyperactivity described under IND3-
CATIONS AND USAGE.

Climical experience suggests that in
psychotic pediatric patients, admin-
istration of amphetamines may
exacerbate symptoms of behavior
disturbance and thought disorder.
Amphetamines have been reported
to exacerbate motor and phonic
tics and Tourette's syndrome.
Therefore, clinical evaluation for
tics and Tourette's syndrome in
pediatric patients and their families
should precede use of stimulant
medications.

Data are inadequate to determine
whether chronic administration of
amph ines may be iated
with growth inhibition; therefore,
growth should be monitored during
treatment.

Drug treatment is not indicated in
all cases of Attention Deficit Disor-
der with Hyperactivity and should
be considered only in light of the
complete history and evaluation of
the pediatric patient. The decision
1o prescribe amphetamines should
depend on the physician's assess-
ment of the chronicity and severity
of the pediatric patient's symptoms
and their appropriateness for
his/er age. Prescription should not
depend solely on the presence of
ont or more of the behavioral char-
acteristics.

When these symptoms are associ-
ated with acute stress reactions,
tr with amph. i is
usually not indicated.

ADVERSE REACTIONS:
Cardlovascular:

of biood pressure.l There 'havo Been
isolated reports of cardiomyopathy
associated with chronic amphet-
amine use.

Central Nervous System:
Psychotic episodes at recommend-
ed doses (rare), overstimulation,
resth , dizziness, i
euphoria, dyskinesia, dysphoria,
tremor, headache, exacerbation of
motor and phonic tics and Tou-
rette’s syndrome.

Gastrointestinal:

Dryness of the mouth, unpleasant
taste, diarrhea, constipation, other
gastrointestinal disturbances.
Anorexia and weight loss may
occur as undesirable effects.
Allergic:

Urticaria.

Endocrine:

mpotence, changes in libido.
DRUG ABUSE AND DEPENDENCE:
Dextroamphetamine sulfate is a
S ft d subst:

Amphetamines have been exten-
sively abused. Tolerance, extreme
psychological dependence and
severe social disability have
occurred. There are reports of
patients who have increased the
dosage to many times that recom-
mended. Abrupt cassation foltow-
ing prolonged high dosage admin-
istration results in extrems fatigue
and mental depression; changes
are aiso noted on the <keep EEG.
Manifestations of chrnic intoxica-
tion with amphetamines include
severe dermatoses, marked insom-
nia, irritability, hyperactivity and
personality changes. Ths most
severe manifestation of chronic
intoxication is psychgsis, often
chinically indistinguishable from
schizophrenia. This is rare with orat
amphetamines.

OVERDOSAGE:

Individual patient responsa to
amphetamines varies widely. While
toxic symptoms occasionally occur
as an idiosyncrasy at doses as low
as 2 my, they are rare with doses of
less than 15 mg; 30 mg can produce
severe reactions, yet doses of 400 to
500 mg are not necessarily fatal.

In rats, the oral LD, of dextroam-
phetamine suifate is’&(i,a mg/kg.
Manifgstations of acute overdosage
with amphetamines include restiess-
ness, tremor, hyperrefiexia, rhab-
domyolysis, rapid respiration,
hyperpyrexia, confusion, assaultive-
ness, hallucinations, panic states.
Fatigue and depression usually fol-
low the central stimulation.
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severe dermatoses. marked nsom-
nia, irritabuity. hyperactivity and
personality changes. The most
severe manifestation of chronic
intoxication is psychosis. olten
clinically indistinguishable from
schizophrenia, This is rare with oral
amphetamines.
OVERDOSAGE:
Individual patient responsé to
amphetamines varies widely. While
toxic Ssymptoms occasionally occur
as an idiosyncrasy at doses as low
as 2 mg, they are raie with doses of
\ess than 15 mg; 30 mg can produce
severe reactions, yet doses of 400 t0
500 myg are not necessarily fatal.
In rats, the oral LD, of dextroam-
phetamine sulfate is’?)s.s mg/kg.

i of acute d
with amphetamines include restiess-
ness, iremor, hyperreflexia, rhab-
domyolysis, rapid respiration,

Nypeiyy A

ness, hallucinations, panic states.
Fatigue and depression usually fol-
low the central stimulation.
Cardiovascular effects incluge
arrhythmias, hypertension OF
hypotension and circulatory col-
lapse. Gastrointestinat symptoms
include nausea, vomiting, diarrhea
and abdominal cramps. Fatal poi-
soning is usually preceded by con-
vulsions and coma.

Treatment:

Consult with a Certitied Poison
Controt Center tor up-to-date guid-
ance and advice. Management of
acute amphetamine intoxication is
largely symptomatic and includes
gastric lavage. administration of
activated charcoal, administration
of a cathartic, and sedation. Experi-
ence with hemodialysis of peri-
toneal dialysis is inadequate to per-
mit recommendation in this regard.
Acidification of the urine increases
amphetamine excretion, but is
believed to increase risk of acute
renal faiture it myoglobinuria is pre-
sent. If acute, severe hypertension
complicates amphetaming over-
dosage, administration of intra-
venous phemo\amine has been
suggested. However, a gradual
drop in blood pressure will usualty
result wher sufficient sedation has
been achieved.

Chiorpromazine antagonizes the
central stimulant effects of amphet-
amines and can be used to treat
amphetaming intoxication.

DOSAGE AND ADMINISTRATION:
Amphetamines should be adminis-
fered at the lowest etfective dosage
and dosage should be individually
adjusted. Late evaning doses
should be avoided because of the
resutting insomnia.

Narcolepsy:

Usual dose 5 1o 60 mg per day in
divided doses, depanding on the
individual patient response.
Narcolepsy seldom ocCurs in chil-
dren under 12 years of age; howevef,
when it does, dextroamphetamine
sulfate may be used. The suggest-
ed initial dose fof patients aged 6to
12 is 5 mg daily; daity dose may be
raised in increments of 5 mg at
weekly intervals until optimal re-
sponse is obtained. In patients 12
years of age and older, start with
10 mq daily, daily dysage may be
raised in increments of 10 mg at
weekly intervals until optimal
response is obtained. it bothersome
adverse reactions appear (e... in-
somnia of anorexia), dosage should
be reduced. Give first dose on
awakening; additional doses (1 of
2) at intecvals of 4 t0 6 hours.
Attention Deticit Disorder with
Hyperactivity:

Not recommended for pediatric
patients under 3 years of age.

In pediatric patisnts frem 3te5
yesrs of age, start with 2.5 mQ
daily; daily dosage may be raised in
increments of 2.5 mg at weekly
intervals until optimal response is
obtained.

In padlatric patients 6 years of 298
and older, start with § mg once oF
twice daily; daily dosage may be
raised in increments of 5 mp at
weekly intervals untit optimal
response is obtained. Only in rare
cases will it be necessary to exceed
a total of 40 mg per day.

Give first dose on awakening; addi-
tional doses (1 or 2) &t intervals of
410 6 hours.

Whnere possible, drug administration
should be interrupted occasionally
to determine if there is 2 recurrence
4 Rehavinral symotoms sufficient 10



121S 3 MQ 0aity; OaWy agse mady ve
raised in increments of 5 mg at
weekly intervals until optimal re-
sponse is obtained. In patients 12
years of age and older, start with
10 mg daily; daily dysage may be
raised in increments of 10 mg at
weekly intervais untit optimal
response is obtained. it bothersome
adverse reactions appear (e.g., in-
somnia or anorexia), dosage shouid
be reduced. Give first dose on
awakening; additional doses (1 or
2) at intervals of 4 to 6 hours.
Attention Deficit Disorder with
Hyperactivity:

Not recommended for pediatric
patients under 3 years of age.

In pediatric patients trom 3 10 5
years of age, start with 2.5 mg
daily; daity dosage may be raised in
increments of 2.5 mg at weekly
intervals until optimal response is
obtained.

In pediatric patients § years of age
and older, start with 5 mg once or
twice daity; daily dosage may be
raised in increments of 5 mg at
weekly intervals until optimai
response is obtained. Only in rare
cases will it be necessary to exceed
a total of 40 mg per day.

Give first dose on awakening; addi-

tional doses (1 or 2) at intervals of

4 to 6 hours.

Whare possible, drug administration

shoufd be interrupted occasionally

to determine if there is a recurrence

of behavioral symptoms sufficient to

require continued therapy.

HOW SUPPLIED:

Dextroamphetamine Sulfate Tablets,

USP are available as:

5mg. Peach, round, flat-faced,
beveled-edge, scored tabiet.
Debossed with 952/5 on
the scored side and b on
the other side. Available in

botties of.

100  NDC 0555-0952-02
10mg: Pink, round, Hat-faced,

beveled-edge, scored tablet.

Debossed with 853/10 on

the scored side and b on

the other side. Available in
botties of:

100 NDC 0555-0953-02
Dispense in a tight, light-resistant
container as defined in the USP.
Store at controlled room tempera-
ture 15°-30°C (59°-86°F).

DEA Order Form Required.

MANUFACTURED BY
BARR LABORATORIES, INC.
POMONA, NY 10978

Revised MARCH 2000
BR- 952, 953
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CHEMISTRY REVIEW NO. 4
ANDA # 40-361

NAME AND ADDRESS OF APPLICANT
Barr Laboratories, Inc.

Attention: Christine Mundkur
2 Quaker Road
Pomona, NY 10970-0519

BASIS OF SUBMISSION
Reference Listed drug product: Dextrostat®
Tablets by Shire Richwood approved in NDA #84-051.

According to patent certification, there are no active patents or
periods of exclusivity in effect for the listed drug product.

The proposed drug product contains the same active ingredients and
has same strength, dosages form, route of administration,
indications and usage as the listed drug. There is no marketing
exclusivity for this drug.

SUPPLEMENT (s)

N/A
PR RY N
NA
NONPROPRIETARY NAME :
Dextroamphetamine Sulfate Tablets, USP
) M WV R:
N/A
AMENDMENTS AND OTHER DATES:

Original submission: 2-18-99
Acknowledgement: 3-16-99

Major amendment: 7-29-99

Amendment Response: 4-5-00

Major deficiency letter: 8-31-00
Reclassification to minor request: 9-7-00
Minor amendment response: 10-9-00

Minor deficiency letter: 11-22-00
Amendment Response: 12-15-00



10.

12.

13.

14.

15.

1l6.

17.

PHARMACOLOGICAL CATEGORY
For treatment of Narcolepsy
and ADS

RELATED IND/NDA/DMF (s)

DOSAGE FORM
Tablets

POTENCY
5 mg and 10 mg

CHEMICAL N TUR

See labeling insert.

RECORDS AND REPORTS
N/A

COMMENTS

Chemistry - All chemistry issues have been resolved.
Bioequivalence - Biocequivalence acceptable on 4/2/99 by M. Makary.

11.

Rx o

Labeling - Satisfactory dated 8/16/00.

EER -~ Withhold., ok. 1fie/o

@)
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18. CONCLUSIONS AND RECOMMENDATIONS s ler
. > » . . k
The application is approvable, pesnding—setisfactory EER. O 3e g
L4 /Jl/o ]

19. REVIEWER: DATE COMPLETED:
Karen A. Bernard, Ph.D. 1-12-01



Page (s) | /|

Contaih Trade Secret,
Commercial/Confidential
Information and are not

-releasable.
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38.

NOY 22 2000

Chemistry Comments to be Provided to the Applicant
ANDA: 40-361 APPLICANT: Barr Laboratories, Inc.
DRUG PRODUCT: Dextroamphetamine Sulfate Tablets USP, 5 mg and 10 mg

The deficiencies presented below represent MINOR deficiencies.

Deficiencies:
1. Please be aware that this application cannot be approved until
deficiencies regarding DMF Qave been addressed

satisfactorily by the DMF holder.

2. We acknowledge that you have lowered your impurity
specification limits on release and stability for the drug
product. We however believe that the limits you propose are
still not justified by the data you have provided. You are
requested to further lower these limits to be more in line with
the actual data.

Sincerely yours,

—— 3
//

o " | T
Ao ~! (MCC/V" ane
2 , 1
Florence ﬁang
Director
Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research
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38. Chemistry Comments to be Provided to the Applicant
ANDA: 40-361 APPLICANT: Barr Laboratories, Inc.
DRUG PRODUCT: Dextroamphetamine Sulfate Tablets USP, 5 mg and 10 mg
The deficiencies presented below represent MAJOR deficiencies.
‘Deficiencies:
1. Regarding your request seeking approval for an alternate drug

substance supplier in your April 5, 2000 amendment, we have the
following comments:

a. Although you are proposing ~ as an alternate
supplier for Dextroamphetamine Sulfate, USP, and you have
listed DMF on your 356h form, you did not submit a

Letter of Authorization to the Agency from

to review the DMF. You should be aware that the Agency
does not have the authority to review this drug master
file in the context of your ANDA without this letter.
Please provide this information to the ANDA and be aware
that at that time the DMF will be reviewed.

b. You have has also stated that due to an unforeseen
manufacturing site disaster, the current vendor is
no longer able to supply Barr with Dextroamphetamine
Sulfate, USP raw material. If this statement is correct as

written, you should withdraw as a drug substance
supplier.
2. Although, you have revised your Impurities testing

specifications for the drug substance as requested, it is
recommended that you lower your limits for knowns and unknowns
be more in line with the actual data.

3. Although you have provided stability data for lots #309529001
and #309539001 manufactured using the material,
you did not provide the executed manufacturing and packaging
records for these lots. This information should be submitted in
support of the new drug substance supplier you are proposing.
In addition, all batch reconciliation data, yields, deviation
reports, in-process specs, etc. should be submitted to the
application. We also request that you provide dissolution data
on 12 tablets for review by the Division of Bioequivalence.




We note that you are withdrawing all previously proposed
packaging configurations for both strengths of this product
except the 100 fill bottle with screw cap. Please clarify
if you are intending to market the bulk package.

Based on the release and stability data provided for the new
lots of drug product manufactured using the Johnson Matthey
material, it appears that the impurity levels proposed for
release and stability are too high and should be lowered to be
more in line with the actual data (known, unknown and total
impurities).

Sincerely yours,

\(\‘ N
U awoqd Bfﬂn‘ffla -
QigéX/ Florence S' Fang 4

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research
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Chemistry Comments to be Provided to the Applicant
ANDA: 40-361 APPLICANT: Barr Laboratories, Inc.

DRUG PRODUCT: Dextroamphetamine Sulfate Tablets USP, 5 mg and 10 mg

The deficiencies presented below represent MAJOR deficiencies.

A. Deficiencies:

1. You should include the designation in your Components and
Composition statement for Calcium Sulfate.

2. It is unclear why the guantitative list of components for the
5 mg tablet lists 4 significant figures (5.000 mg) for the
amount of Dextroamphetamine Sulfate, USP and for the 10 mg
tablet a value of 10.00 (3 significant figures are reported).

3. Please clarify if you utilize USP Dextroamphetamine Sulfate
material as a reference standard for the testing of the active
raw material.

4. We recommend that you revise your testing specifications for
the active drug substance to include testing for the 2 process
impurities identified by the drug substance manufacturer

_ :). We note that you utilize this method in your
finished product testing protocol.

5. Your raw materials testing for Magnesium Stearate, does not
appear to meet current compendia. See USP 23. Supp. 10.

6. We note that the exhibit batches were manufactured over the
course of several days. 1In accordance with 21 CFR, you are
requested to clarify if you have established any time limits on
production with regard to storage or holding of intermediates
during each of the major steps of manufacture.

7. The exhibit batch sizes for both the 5 mg and 10 mg strengths
were for tablets. The Master batch records you
submitted were also for a batch size of ablets for
each strength. Please clarify that your maximum proposed batch
size for each strength is tablets.

8. You are requested to supply a complete list of all in-process
testing with specifications that you intend to perform during
the manufacture of all future batches of Dextroamphetamine
Sulfate Tablets. Although you have included guidelines for

4 tabletting, in accordance with 21 CFR 211.110, valid in-process

specifications for such characteristics shall be consistent
with drug product final specifications.



10.

11.

12.

13.

Examination and testing of samples shall assure that the drug
product and in-process material conform to specifications. You
are requested to establish and submit future in-process testing
with reasonable specifications. Use of guidelines only is
unacceptable.

You are also requested to commit to perform routine in-process
blend homogeneity testing on future manufacturing batches of
the drug product. It is recommended that the acceptance
criteria for blend uniformity analysis be established at

(mean value) with an RSD of In addition you
should outline the number of samples and what the sample size
will be for this testing. It is recommended that the sample
size of the blend should be greater than three times the weight
of an individual dose.

Please clarify why the finished product COA for the 5 mg
strength (lot #8R95204) does not appear to be included with any
testing results. Refer to page 15-00048. A COA for the 10 mg
strength (lot #8R95305) is included on page 15-00051 with full
testing results. Testing results for lot # 8R95204 should be
submitted to the Agency.

It is noted that the release specifications for the tablets
include a specification for Water as, (where indicated). Please
clarify if you intend to perform routine testing for Water on
release and during stability for the tablets.

You are also requested to comment if you have detected any
other impurities other than the 2 identifiable process
impurities. We recommend that you include a specification for
Single Unknown and Total Impurities (Known and Unknown).

Although you have included a testing summary of stability data
for exhibit lots (#8R95204 and #8R95305), you should submit the
authentic stability report forms with the actual testing dates.



B. In addition to the deficiencies listed above, please note and
acknowledge the following:

You are requested to provide a list of excipient

functionalities for each of the inactives used in the tablet
formulation. '

Sincerely yours,

N, = S

Florence S. Fang
Director
Division of Chemistry II

Office of Generic Drugs
Center for Drug Evaluation and Research




CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
40-361

Bioequivalence Review(s)




BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 40-361 APPLICANT: Barr Laboratories, Inc.
DRUG PRODUCT: Dextroamphetamine Sulfate Tablets, 5 mg and 10 mg

The Division of Bioequivalence has completed its review and has
no further questions at this time.

The dissolution testing will need to be incorporated into your
stability and quality control programs as specified in USP 23.

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon
consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory
issues. Please be advised that these reviews may result in the
need: for additional biocequivalency information and/or studies,

or may result in a conclusion that the proposed formulation is
not approvable.

Sincerely yours,

. ‘ F P :
Dale P. Conner, Pharm. D.
Director
Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
. ANDA: 40-361 APPLICANT: Barr Laboratories, Inc.

DRUG PRODUCT: Dextroamphetamine Sulfate Tablets, 5 mg and 10 mg

The Division of Bioequivalence has completed its review and has
no further questions at this time.

The dissolution testing will need to be incorporated into your
stability and quality control programs as specified in USP 23.

: Please note that the bioequivalency comments provided in this

“ communication are preliminary. These comments are subject to
revision after review of the entire application, upon
consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory

‘ issues. Please be advised that these reviews may result in the

e need for additional biocequivalency information and/or studies,

‘ or may result in a conclusion that the proposed formulation is

not approvable.

Sincerely yours,

- f’d“r.
Pl W e -~
P S
s '“7;",",;»"[;“‘ el .4/ ' e
Dale P. Conner,
Director

Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research




Dextroamphetamine Sulfate Barr Laboratories, Inc.

5 mg and 10 mg Tablets Pomona, NY
ANDA #40-361 Submission Date:
Reviewer: Moheb H. Makary February 18, 1998

File name: 40361DW.299

Review of Dissolution Data and Waiver Requests

The firm has submitted waiver requests for its
dextroamphetamine sulfate, 5 mg and 10 mg tablets. To support
_ the requests, the firm has submitted comparative dissolution
L profiles on its products and reference listed drug, Dextrostat® 5
‘- mg and 10 mg tablets (Shire Richwood Inc.).

Dextrostat® is indicated in narcolepsy and in attention‘deficit
disorder with hyperactivity.

Dextroamphetamine Sulfate is coded as an AA drug in the
therapeutic equivalence evaluation book.

Formulations:

The formulations of Dextroamphetamine Sulfate Tablets, 5 mg and
10 mg are shown in Table I.

Dissolution Testing: (USP method)

Apparatus: 1 (basket)
Speed: 100 rpm

Medium: Deaerated Water
Volume: 500 mL

Sampling times: 15, 30, 45 and 60 minutes

Number of Tablets: 12

Test product: Barr's Dextroamphetamine Sulfate Tablets
5 mg, lot #8R95204
10 mg, lot #8R95305

Reference product:Shire Richwood's Dextrostat® Tablets
5 mg, lot #B4462
10 mg, lot #B4322

Specification: in 45 minutes

Dissolution testing results are shown in Table II.




Comments:

1. Dissolution results for Barr Laboratories, Inc., test
products Dextroamphetamine Sulfate Tablets, 5 mg and 10 mg are
acceptable as summarized in Table II.

2. Waivers of bioequivalence study requirements for the test
products may be granted based on CFR 320.22 (c).

Recommendations:

1. The dissolution testing conducted by Barr Laboratories, Inc.,
on its dextroamphetamine sulfate, 5 mg and 10 mg tablets, lots
#8R95204 and #8R95305, respectively, is acceptable. Waivers of
in vivo of bioequivalence study requirements for the test
products are granted based on CFR 320.22 (c). From the
bicequivalence point of view, the Division of Bioequivalence
deems Barr'’s dextroamphetamine sulfate, 5 mg and 10 mg tablets
to be bioequivalent to Dextrostat® 5 mg and 10 mg tablets,
respectively, manufactured by Shire Richwood Inc.

2. The dissolution testing should be incorporated into the
firm’s manufacturing controls and stability program. The
dissolution testing should be conducted in 500 mL of water using
USP 23 apparatus 1 (basket) at 100 rpm. The test product should
meet the following specifications:

Not less than _. of the labeled amoﬁnt of the drug
product is dissolved in 45 minutes. '

The firm should be informed of the above recommendations.

/%Laéy47 VA AAQJ”°C7
Moheb H. Makary, Ph.D.

Division of Bioequivalence

Review Branch III qﬁ)thqﬁ
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Dale P. Conner, Pharm.D.
Director

Division of Bioequivalence
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Table II.

In Vitro Dissolution Testing

Drug

Dose Strength: 5 mg and 10 mg

ANDA No.:

40-361
Firm: Barr Laboratories,

Inc.

(Generic Name): Dextroamphetamine Sulfate Tablet

Submission Date: February 18, 1999

File Name: 40361DW.299

I. Conditions for *Dissolution Testing: USP method
USP XXIII Basket: x Paddle: RPM: 100
No. Units Tested: 12
Medium: Water Volume: 500 mL

Specifications:

Reference Drug: Dextrostat® Tablet

Assay Methodology

in 45 minutes

(Shire Richwood Inc.)

II1. Results of In Vitro Dissolution Testing:
Sampling’ Test Product Reference Product
Times Lot #8R95204 Lot #B4462
(Minutes) Strength(mg) 5 Strength{mg) 5
Mean % Range gCV Mean % Range gCV
15 62 - 3.4 60 h 3.6
30 96 1.5 82 2.7
45 102 2.3 95 3.2
60 103 1.8 103 1.9
Sampling Test Product Reference Product
Times Lot #8RS5305 Lot #B4322
(Minutes) Strength(mg) 10 Strength(mg) 10
~ Mean % Range §CV Mean % Range $CV
15 50 4.5 54 2.6
30 84 3.8 84 3.0
45 98 2.4 102 1.1
60 101 2.3 102 0.9




CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
40-361

ADMINISTRATIVE DOCUMENTS




DIVISION REVIEW SUMMARY

ANDA: 40-361 DRUG PRODUCT: Dextroamphetamine
.Sulfate, USP Tablets

FIRM: Barr Laboratories Inc. DOSAGE FORM: Tablets

' STRENGTH: 20
CGMP STATEMENT/EIR UPDATE STATUS: an[

EER: Eend;ng_4ﬁfeagdi:ZA«Lé;>f A Bt /ﬁ /57

BIO INFORMATION:

The Division of Biocequivalence has found the application to be
acceptable. The review was completed on 4/2/99 by M.Makary.

VALIDATION-DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S)
USP product, methods validation not required.

STABILITY-ARE CONTAINERS USED IN THE STUDY IDENTICAL TO THOSE USED
IN THE CONTAINER SECTION?

The firm includes a listing of the future testing specifications
for the drug product on stability. These are listed below: (See
" next page)

Test Limit
Description
Dissolution tin, meets USP

Assay

*Impurities/Degradation Products



Water
*Revised upon request

The firm included a summary of 3 months of accelerated data at
40°C/75% RH for lots #8R95204 (5 mg) and. #8R95305 (10 mg). Data for
both container configurations (100 and 500 fill) were included for
the 5 mg strength, and (100 and 1000 fill) for the 10 mg strength.
The 500 fill for the 10 mg strength was bracketed. The firm did
not submit any room temperature data, but they will test future
room temperature stability at 25-30°C, ambient humidity. The firm
proposes an 24 month expiration dating period.

Also included is a future stability commitment in accordance with
FDA Guidelines.

**The 4/5/00 amendment included stability data (lots 309529001 and
309539001) for the lots manufactured using the / drug
substance material). 3 months of accelerated data and 3 months of
room temperature was submitted. The tablets were packaged in 100
count botles with metal caps. Data was also provided for the
bulk sample The firm has stated that they do not

propose to market the product in anything but a 100 count bottle at
this time.

LABELING
The labeling review is acceptable as of 8/16/00.

STERILIZATION VALIDATION
NA

SIZE OF DEMONSTRATION BATCH

A description of the manufacturing and processing instructions is
included beginning on page 11-00001. The process is a

operation and begins with the
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**In the 4/5/00 amendment, the firm is seeking approval of the
alternate drug substance supplier ~ In support of
this, the firm manufactured two batches (5 and 10 mg) using the

_ material. Although the firm submitted stability
data and finished product COAs for the new lots (#309529001 and
309539001) .

PROPOSED PRODUCTION BATCH-MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?
Same

RECOMMENDATION: Approve

SIGNATURE: DATE: January 16, 2001

Endorsements: ' o0 . /



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
40-361
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Barr Laboratories, Inc.

2 Quaker Road » P.O. Box 2900 « Pomona, NY 10970-0519 « 845/362-1100

NDA ORIG AMENDMENT

/\/ / /4A/) December 15, 2000

Office of Generic Drugs

Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

MINOR AMENDMENT

REFERENCE: ANDA 40-361

DEXTROAMPHETAMINE SULFATE TABLETS, USP 5 MG AND 10
‘MG

Reference is made to Barr’s Abbreviated New Drug Application submitted under Section 505(j) of the
Federal Food, Drug and Cosmetic Act for Dextroamphetamine Sulfate Tablets, USP 5 mg and 10 mg
submitted on February 18, 1999.

Reference is also made to your Minor Amendment Deficiency Letter for Chemistry, Manufacturing and
Controls, dated November 22, 2000.

The following is stated in the November 22, 2000 letter:
DEFICIENCIES:

COMMENT 1

Please be aware that this application cannot be approved until the deficiencies regarding DMF
been addressed satisfactorily by the DMF holder.

RESPONSE 1

Barr acknowledges the Agency’s comment.

COMMENT 2

We acknowledge that you have lowered your impurity specification limits on release and stability for the
drug product. We however believe that the limits you propose are still not justified by the data you have

provided. You are requested to further lower these limits to be more in line with the actual data. §
\%
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Barr Laboratories, Inc.

OFFICE OF GENERIC DRUGS
FOOD AND DRUG ADMINISTRATION Page 3 of 3
REFERENCE: ANDA 40-361
DEXTROAMPHETAMINE SULFATE TABLETS, USP 5 MG
AND 10 MG

o Current Revised Blank Stability Test Specifications and Test Record.
e Current Revised Finished Product Test Method TM-437K.

e Current Interim Stability Report.

Identical copies of this Minor Amendment have been provided to the New Jersey and Baltimore District
Offices. A document certification is attached.

This completes the present Minor Amendment and response to the Agency’s letter dated November 22, 2000.
If you have any questions, please contact me by phone at (845) 353-8432 or by fax at (845) 353-3859.

Sincerely,

BARR LABORATORIES, INC.

it M

Christine Mundkur
Vice President, Quality and Regulatory Counsel
CM/jg
Enclosure
cc: New Jersey District Field Office
Baltimore District Field Office

This submission is comprised of Pages 1 through 100.




Barr Laboratories, Inc.

Document Certification

Barr Laboratories, Inc. hereby certifies that a field copy of this Minor Amendment for
Dextroamphetamine Sulfate Tablets, USP 5§ mg and 10 mg is being submitted to the New Jersey and
Baltimore district offices of the FDA. Barr Laboratories, Inc. further certifies that the field copy is a
true copy of the material submitted to the Agency, in accordance with 21 CFR § 314.71(b)

g L L5
Christine Mundkur Date
Vice President, Quality and Regulatory Counsel
Barr Laboratories, Inc.
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Barr Laboratories, Inc.

2 Quaker Road ¢ P.O. Box 2900 « Pomona, NY 10970-0519 « 845/362-1100

Office of Generic Drugs %
Center for Drug Evaluation and Research

FOOD AND DRUG ADMINISTRATION
Document Control Room

Metro Park North 11

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

MINOR AMENDMENT

REFERENCE: ANDA 40-361

DEXTROAMPHETAMINE SULFATE TABLETS, USP 5 MG AND 10
MG

Reference is made to Barr’s Abbreviated New Drug Application submitted under Section 505(j) of the
Federal Food, Drug and Cosmetic Act for Dextroamphetamine Sulfate Tablets, USP 5 mg and 10 mg
submitted on February 18, 1999.

Reference is also made to your Minor Amendment Deficiency Letter for Chemistry, Manufacturing and
Controls, dated August 31, 2000, and the September 11, 2000 phone conversation between Ms. Kassandra
Sherrod, Project Manager, Team 7, Division of Chemistry II, OGD, FDA, and Joseph Greer of Barr
Laboratories, Inc. regarding the reclassification of the August 31, 2000 Letter from a Major Amendment to
Minor Amendment.

The following is stated in the August 31, 2000 letter:
DEFICIENCIES:

COMMENT 1

Regarding your request seeking approval for an alternate drug substance supplier in your Apnl 5, 2000
amendment, we have the following comments:

a.
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Barr Laboratories, Inc.

OFFICE OF GENERIC DRUGS
FOOD AND DRUG ADMINISTRATION Page 6 of 6
REFERENCE: ANDA 40-361
DEXTROAMPHETAMINE SULFATE TABLETS, USP 5 MG
AND 10 MG

NMT
NMT
NMT
NMT
NMT

Please see pages 78 through 148 for the following:

* Current Revised Blank Finished Product Test Specifications and Test Record.
Current Revised Blank Stability Test Specifications and Test Record.

Current Revised Finished Product Test Method TM-4371.

Current Interim Stability Report.

Identical copies of this Minor Amendment has been provided to the New Jersey and Baltimore District
Offices. A document certification is attached.

This completes the present Minor Amendment and response to the Agency’s letter dated August 31, 2000. If
you have any questions, please contact me by phone at (914) 353-8432 or by fax at (914) 353-3859.

Sincerely,

BARR LABORATORIES, INC.

Hustons y 27 A

Christine Mundkur
Vice President, Quality and Regulatory Counsel
CM/jg
Enclosure
cc: New Jersey District Field Office
Baltimore District Field Office
This submission is comprised of Pages 1 through 148.




Barr Laboratories, Inc.

September 7, 2000

Gary Buehler, Deputy Director, HFD-601 NEW CORRESP
Office of Generic Drugs
Center for Drug Evaluation and Research U G

FOOD AND DRUG ADMINISTRATION
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

REFERENCE: CORRESPONDENCE
ANDA 40-361
DEXTROAMPHETAMINE SULFATE TABLETS, USP 5 MG AND 10 MG

Reference is made to Barr's Abbreviated New Drug Application submitted under Section 505(j) of the
Federal Food, Drug and Cosmetic Act for Dextroamphetamine Sulfate Tablets, USP 5 mg and 10 mg
submitted on February 18, 1999. ’

Reference is also made to Barr’s April 5, 2000 response to Major Amendment Letter dated July 29, 1999

and to Major Amendment Letter dated August 31, 2000 for Chemistry, Manufacturing and Controls in
which the following is stated:

“The deficiencies presented below represent MAJOR deficiencies.”
Barr respectfully requests that you reconsider the classification of the August 31, 2000 deficiency letter.

This request is not typical of Barr Laboratories, Inc.; however, based upon the nature of the deficiencies

noted, Barr believes that the classification of this deficiency letter as a “Major Amendment” is incorrect
and unsubstantiated.

The deficiency letter is comprised of five deﬁc.iencies for the CMC portion. Of the five comments, three
take action by tightening impurities/degradation specifications. .
The following is stated in the August 31, 2000 letter:
DEFICIENCIES:

COMMENT 1

Regarding your request seeking approval for an alternate drug substance supplier in your April 5, 2000
amendment, we have the following comments:

a. .- ~

1

[ it e re e e s v e aans
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Barr Laboratories, Inc.

2 Quaker Road » P.O. Box 2900 « Pomona, NY 10970-0519 » 845/362-1100

OFFICE OF GENERIC DRUGS
FOOD AND DRUG ADMINISTRATION Page 4 of 4
REFERENCE: ANDA 40-361
DEXTROAMPHETAMINE SULFATE TABLETS, USP 5 MG
AND 10 MG

Based upon the minor nature of the CMC comments and the fact that the information for Comment
Numbers 1, 3 and 4 were already provided in Barr’s response to Major Amendment Letter dated April 5,

2000, Barr respectfully requests the Agency to reclassify the August 31, 2000 CMC comment letter as a
Minor Amendment.

If you have any questions about the forgoing or Barr’s responses, please do not hesitate to call me at (914)
353-8432 or by fax at (914) 353-3859.

Sincerely,

BARR LABORATORIES, INC.

oot Lo (g

Christine Mundkur

Vice President, Quality and Regulatory Counsel
cc: Kassandra Sherrod, Project Manager, Div. of Chemistry 11, Team 7 by Fax (301) 443-3839.

This correspondence is comprised of Pages 1 through 4.




Barr Laboratories, Inc.

2 Quaker Road P.O. Box 2900 Pomona, NY 10970-0519 « 914/362-1100

April 5, 2000

Office of Generic Drugs

Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION
Document Control Room

Metro Park North II | TP
7500 Standish Place, Room 150 Mok UKD SN i L
Rockville, Maryland 20855-2773 A
MAJOR AMENDMENT
REFERENCE: ANDA 40-361
DEXTROAMPHETAMINE SULFATE TABLETS, USP § MG
AND 10 MG

Reference is made to Barr’s Abbreviated New Drug Application submitted under Section 505(j) of
the Federal Food, Drug and Cosmetic Act for Dextroamphetamine Sulfate Tablets USP 5 mg
and 10 mg submitted on February 18, 1999.

Reference is also made to your Major Amendment Letter for Chemistry, Manufacturing and
Controls dated July 29, 1999 and the Labeling Comments dated September 29, 1999 in which the
~ following is stated:

A. DEFICIENCIES:

COMMENT 1

You should include the -n your Componems and Composition statement for
Calcium Sulfate.

RESPONSE 1

—~ » . ~ e . ~ s s —
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Barr Laboratories, Inc.

2 Quaker Road P.O. Box 2900 Pomona, NY 10970-0519 » 914/362-1100

OFFICE OF GENERIC DRUGS
FOOD AND DRUG ADMINISTRATION Page 12 of 15
REFERENCE: . ANDA 40-361
DEXTROAMPHETAMINE SULFATE TABLETS, USP 5§ MG
AND 10 MG

mg and
ncluded

B. In addition to the deficiencies listed above. nlease nnte and arknnaurledre tho £al1aee 2o -

the

RESPONSE TO B

LABELING COMMENTS:

INSERT
a. DESCRIPTION

1. Revise the molecular weight to read, “Molecular Weight: 368.49”
1. Include “compressible sugar” as one of the inactive ingredients.

b. INDICATIONS AND USAGE



Barr Laboratories, Inc.

2 Quaker Road P.O. Box 2900 Pomona, NY 10970-0519 « 914/362-1100

OFFICE OF GENERIC DRUGS
FOOD AND DRUG ADMINISTRATION Page 13 of 15
REFERENCE: ANDA 40-361
DEXTROAMPHETAMINE SULFATE TABLETS, USP 5 MG
AND 10 MG ‘

Replace “children” with “pediatric patients (ages 3 to 16 years)
c. PRECAUTIONS
Pediatric Use
Replace “children” with “pediatric patients” in the second paragraph.
d. OVERDOSAGE
Treatment

Replace the first paragraph with the following:

“Consult with a Certified Poison Control Center for up-to-date guidance and
advice.  Management of acute amphetamine intoxication 1is largely
symptomatic and includes gastric lavage, administration of activated
charcoal, administration of a cathartic, and sedation. Experience with
hemodialysis or peritoneal dialysis is inadequate to permit recommendation
in this regard. Acidification of the urine increases amphetamine excretion,
but is believed to increase risk of acute renal failure if myoglobinuria is
present. If acute, severe hypertension complicates amphetamine overdosage,
administration of intravenous phentolamine has been suggested. However, a
gradual drop in blood pressure will usually result when sufficient sedation
has been achieved.”

e. DOSAGE AND ADMINISTRATION
Replace “children” with “pediatric patients” in the fourth, fifth and sixth paragraphs.

RESPONSE

Barr acknowledges the Agency’s request for revising labeling for Dextroamphetamine Sulfate
Tablets, USP S mg and 10 mg. The revised, final printed labeling are provided in Attachment



Barr Laboratories, Inc.

2 Quaker Road P.O. Box 2900 Pomona, NY 10970-0519 « 914/362-1100

OFFICE OF GENERIC DRUGS
FOOD AND DRUG ADMINISTRATION Page 14 of 15
REFERENCE: ANDA 40-361
DEXTROAMPHETAMINE SULFATE TABLETS, USP 5 MG
AND 10 MG

XII. Side by side comparisons of the proposed labeling with that of the previously submitted
labeling are also provided.

Please note that Barr is no longer interested in seeking approval for the package sizes of 500
tablets for the 5 mg strength, nor the package sizes of 500 and 1000 tablets for the 10 mg
strength. Barr seeks to package both strengths in the package size of 100 tablets only.
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Please note that with the exception of the new raw material vendor, no changes have been made to
the manufacturing procedures for Dextroamphetamine Sulfate Tablets, USP 5 mg and 10 mg. See
Attachment B and D updated sections for manufacturing and packaging procedures. Barr has
updated the manufacturing masters for both strengths to incorporate guidelines/specifications for
tablet hardness, weight, thickness and friability.

In the original ANDA dated February 18, 1999, Barr originally submitted for the package size of
100 and 500 tablets for the 5 mg strength, and package size of 100, 500 and 1000 tablets for the 10
mg strength of Dextroamphetamine Sulfate Tablets, USP. The recently manufactured lots using

s drug substance that are being submitted for approval were packaged in 30 and
100 tablets for both strengths. Please note that at the present time, Barr does not seek to market the
5 mg strength in the bottle size of 30 or 500 tablets, nor the 10 mg strength in the bottle size of 30,

500 and 1000 tablets. The proposed package size for commercial marketing for both strengths is
100 tablets.

An identical copy of this Major Amendment has been provided to the New Jersey District Office.
A document certification 1s attached.

This completes the present Major Amendment and response to the Agency’s letters dated July 29,
1999 and September 29, 1999. If you have any questions, please contact me by phone at (914) 353-
8432 or by fax at (914) 353-3859.

Sincerely,

BARR LABORATORIES, INC.

Christine Mundkur
Vice President, Quality and Regulatory Counsel

1076S.
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NEW CORRESP
Office of Generic Drugs

Center for -Drug Evaluation and Research N Q’/ 5 /O
FOOD AND DRUG ADMINISTRATION

Document Control Room '

Metro Park North 11

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

BIOEQUIVALENCE AMENDMENT

REFERENCE: ANDA 40-361

DEXTROAMPHETAMINE SULFATE TABLETS, USP 5 MG
AND 10 MG

Reference is made to Barr’s Abbreviated New Drug Application submitted under Section 505(j) of
the Federal Food, Drug and Cosmetic Act for Dextroamphetamine Sulfqte Tablets, USP 5§ mg
and 10 mg submitted on February 18, 1999.

Reference is also made to your letter for Bioequivalence dated July 29, 1999 in which the following
15 stated:

COMMENT

Dissolution testing will need to be incorporated into the stability and qualit
specified in USP 23.

SR Qrograms as

IR RO,%
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Dissolution testing is in the test method for Dextroamphetamine Sulfate Tablets, USP 5 mg
and 10 mg. A copy of method TM-437C was included in the original submission.

Please note that method TM-437C has since been updated to TM-437H. This method still
includes dissolution testing in accordance with the current USP. As an attachment to this
response please find a copy of the finished product test method TM-437H.

This completes the present Bioequivalence Amendment and response to the Agency’s letter dated

July 29, 1999. If you have any questions, please contact me by phone at (914) 353-8432 or by fax
at (914) 353-3859.

Sincerely,

BARR LABORATORIES, INC.

(itia Wonib.

Christine Mundkur
Vice President, Quality and Regulatory Counsel

CM/ag
Enclosure
This submission is comprised of Pages 1 through 00046.
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ANDA 40-361

Barr Laboratories, Inc.

Attention: Christine Mundkur

2 Quaker Road 5 ; )
P.0. Box 2900 MAR 16 199
Pomona, NY 10970-0519
IIIl'llIIllll]l!llllll‘llll'llllllllIII'II!IIIIlIIIlIIII'IIIII

(46

Dear Madam:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Dextroamphetamine Sulfate Tablets USP, 5 mg
and 10 mg

DATE OF APPLICATION: February 18, 1999
DATE (RECEIVED) ACCEPTABLE FOR FILING: February 19, 1999

We will correspond with you further after we have had the
opportunity to review the application.

. Please identify any communications concerning this application
e with the ANDA number shown above.

Should you have questions concerning this application, contact:

Kassandra Sherrod
Project Manager
(301) 827-5848

Sincerely yours,

R.Ph.

Director
Division of Labe
Office of Generi
Center for Drug

and Program Support
Drugs
aluation and Research
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February 18, 1999

Office of Generic Drugs

Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION
Document Control Room

Metro Park North I

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

We are submitting herewith, in duplicate, an Abbreviated New Drug Application under section
505(j) of the Federal Food and Cosmetic Act for Dextroamphetamine Sulfate Tablets, USP
5 mg and 10 mg.

Barr would like the agency to note that the submission batches for each of these strengths of
Dextroamphetamine Sulfate Tablets, USP were manufactured with active raw material supplied
by ’ ). Since the time of purchase and use of this drug substance in
the referenced batches, the 1 was a victim of a facility disaster, i.e., an
explosion. The manufacturing facility no longer exists. Please see Section VIII 2. of this
application for a brief summary of the date and affected location. Although the
manufacturing site is no longer functional, Barr acquired a DMF authorization letter from
for the active raw material that was used by Barr to manufacture the submission batches. In
addition, after the approval of this application, Barr intends to use its remaining inventory of the
material to manufacture future finished product batches until such time that we are able to
locate and qualify an alternate source of active.

This application is provided in duplicate, both as an archival copy and a review copy. The
archival copy of the application is contained in blue binders and consists of 3 volumes. The
review copy is divided into two parts. The chemistry, manufacturing and controls part of the
review copy is contained in red binders and consists of 3 volumes. The bioequivalence part of
the review copy is contained in an orange binder. The format of this application is in accordance
with Office of Generic Drugs, Policy and Procedure Guide #30-91. The information submitted

in this application is also in accord with the October 14, 1994 communication from Dr. Janet
Woodcock, Director CDER.

FEB 19 109
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Included in this application and in accordance with the Generic Drug Enforcement Act of 1992 is
a Debarment Certification Statement. ‘In accordance with 21 CFR §314.94 (d) (5), a “Field
Copy” of this application has been forwarded to the New Jersey District Office.

Your earliest acknowledgment to this application will be very much appreciated. If you have any
questions, please contact me at (914) 353-8432.

Sincerely,

BARR LABORATORIES, INC.

Vice President, Quality and Regulatory
Counsel

CM/krg



