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DEXTROAMPHETAMINE SULFATE TABLETS, USP T~
5mgand 10 mg ‘II
Rx only
WARNING

AMPHETAMINES HAVE A HIGH POTENTIAL FOR ABUSE. ADMINISTRATION OF AMPHETAMINES FOR PROLONGED PERIODS OF TIME MAY LEAD TO DRUG
DEPENDENCE AND MUST BE AVOIDED. PARTICULAR ATTENTION SHOULD BE PAID TO THE POSSIBILITY OF SUBJECTS OBTAINING AMPHETAMINES FOR
NON-THERAPEUTIC USE OR DISTRIBUTION TO OTHERS, AND THE DRUGS SHOULD BE PRESCRIBED OR DISPENSED SPARINGLY.

DESCRIPTION :
Dextroamphetamine sulfate s the dextro isomer of the compound d./-amphetamine suffate, a sympathomimetic amine of the amphetamine group. Chemically, dextroamphetamine is d-alpha-methyiphenethylamine,
and is present in all forms of Dextroamphetamine Sultate, Tablets, USP as the neutral sulfate. & has the chemical formuia of (Coty 3N},  HyS04 and a molecular weight of 368,48,
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Stearic Acid.

CLINICAL PHARMACOLOGY
Amphetamines are non-cathecholamine, sympathomimetic amines with ONS stimulant activity. Peripheral actions include elevations of systolic and diastolic blood pressures and weak bronchodilator and
respiratory stimutant action.
There is neither specific evidence which diearly establishes the mechanism whereby amphetamines produce mental and behavioral effects in children, nor conclusive evidence regarding how these effects relate
1o the condition of the central nervous system.

Pharmacokinetics: The single ingestion of two 5 mg tablets by healthy volunteers produced an average peak dextroamphetamine blood level of 29.2 ng/mL at 2 hours post-administration. The average half-life
was 10.25 hours. The average urinary recovery was 45% in 48 hours.

INDICATIONS AND USAGE
Dextroamphetamine sulfate tablets are indicated.
1. In Narcolepsy
2. In Attention Deficit Disorder with Hyperactivity, as an integral part of a total treatment program which typically includes other remedial measures (psychological, educational, social) for a stabiiizing effect in
pediatric patients (ages 3 to 16 years) with a behavioral syndrome characterized by the following group of developmentally inappropriate symptoms: moderate o severe distractibiity, short attention span,
hyperactivity, emotional lability, and impusivity. The diagnosis of this syndrome should not be made with finality when these symptoms are only of comparatively recent origin. Nonlocalizing (soft) neurological
signs, leaming disability, and abnonmal EEG may or may not be present, and a diagnosis of central nervous system dysfunction may or may not be warranted.

CONTRAINDICATIONS
wmmmmmnmmm known hypersensitivity or idiosyncrasy to the sympathomimetic amines, glavcoma.
Agitated states.

Patients with a history of drug abuse.
During or within 14 days following the administration of monoamine oxidase inhibitors (hypertensive Crises may result).

PRECAUTIONS

General: Caution is to be exercised in prescribing amphetamines for patients with even mild hypertension. The least amount feasible should be prescribed or dispensed at one time in onder fo minimize the
possibiity of overdosage.

Information for Patients: Amphetamines may impax the ability of the patient 1o engage in potentially hazardous activities such as operating machinery or vehicles. The patient should therefore be
cautioned accordingly.

Drug Interactions: Acidifying agents: Gastrointestinal acidifying agents (guanethidine, reserpine, ghutamic acid HCI, ascorbic acid, frult juices, etc.) lower absorption of amphetamines. Urinary acidifying agents
(ammonium chioride, sodium acid phosphate, eic.) increase the concentration of the lonized species of the amphetamine molecule, thereby increasing urinary excretion. Both groups of agents lower blood levels and
efficacy of amphetamine.

Adrenergic biockers: Adrenergic biockers are inhibited by amphetamines.

Alkafinizing agents: Gastrointestinal alkalinizing agents (sodium bicarbonate, etc.) increase absorplion of amphetamines. Urinary alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the
non-ionized species of the amphetamine molecule, thereby decreasing urinary excretion. Both groups of agents increase blood levels and therefore potentiate the actions of amphetamines.

Antidepressants, tricyclic: Anphetamines may enhance the activity of tricyclic or sympathomimetic agents; d-amphetamine with desipramine or protriptyfine and possibly other tricyclics cause striking and sustained
increases in the concentration of d-amphetamine in the brain; cardiovascular effects can be potentiated.

MAQ inhibitors: MADI antidepressants, as well as a metabolite of furazolidone, slow amphetamine metabolism. This slowing potentiates amphetamines, increasing their effect on the release of norepineptyine 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.

Antiistamines: Amphetamines may counteract the sedative effect of antihistamines.

Antitypertensives: Amphetamines may antagonize the hypotensive effects of antihypertensives.

Chiorpromazine: Chiorpromazine blocks dopamine and norepinephrine reuptake, thus inhiditing the central stimulant effects of amphetamines, and can be used 1o treat amphetamine poisoning.

Veratrum alkaloids: Amphetamines inhibit the hypotensive effect of veratrum alkaloids



Drug/Laboratory Test Interactions:  Amphetamines can cause a significant elevation in plasma corticosteroid levels. This increase s greatest in the evening.
« Amphetamines may interfere with urinary steroid determinations.

Carcinogenesis/Mutagenesis: Mutagenicity studies and long-term studies in animals to determine the carcinogenic potential of Dextroamphetamine Sulfate Tablets, USP have not been performed.

Teratogenic Effects: Pregnancy Category C. Dextroamphetamine has been shown to have embyrotoxic and teratogenic effects when administered to A/Jax mice and C578L mice in doses approximately 41 times
the maximum human dose. 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 maximum human dose. While there are no ade-
quate and well-controlled studies in pregnant women, there has been one report of severe congenital bony deformity, tracheoesophageal fistula, and anal atresia (Vater association) in a baby bom to 8 woman who took
dextroamphetamine sulfate with lovastatin during the first trimester of pregnancy. Dextroamphetamine should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Nomteratogenic Effects: infants bom to mothers dependent on amphetamines have an increased risk of premature delfivery and low birth weight. Also, these infants may experience symptoms of withdrawal
as demonstrated by dysphoria, including agitation, and significant lassitude.

Nursing Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should be advised to refrain from nursing.

Pediatric Use: Long-term effects of amphetamines in pediatric patients have not been well established.

Amphetamines are not recommended for use in pediatric patients under 3 years of age with Attention Deficit Disorder with Hyperactivity described under INDICATIONS AND USAGE.

Clinical experience suggests that in psychotic pediatric patients, administration of amphetamines may exacerbate symptoms of behavior disturbance and thought disorder.

Amphetamines have been reported o exacerbate motor and phonic fics 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 amphetamines may be associated with growth inhibition; therefore, growth should be monitored during treatment.

Drug treatment is not indicated in all cases of Attention Deficit Disorder with Hyperactivity and should be considered onfy in light of the complete history and evaluation of the pediatric patient. The decision to
prescribe amphetamines should depend on the physician's assessment of the chronicity and severily of the pediatric patient's symptoms and their appropriateness for his/her age. Prescription should not depend solely on
the presance of one or more of the behavioral characteristics.

When these symploms are associated with acute stress reactions, treatment with amphetamines is usually not indicated.

ADVERSE REACTIONS
Cardiovascular: Palpitations, tachycardia, elevation of blood pressure. There have been isolated reports of cardiomyopathy associated with chronic amphetamine use.
Central Nervous System: Psychotic episodes al recommended doses (rare), overstimulation, restiessness, dizziness, insomnia, euphoria, dyskinesia, dysphoria, tremor, headache, exacerbation of motor and
phonic tics and Tourette'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: impotence, changes in libido.

DRUG ABUSE AND DEPENDENCE
sulfate tablets is a Schedule Il controlied substance.
Amphetamines have been extensively 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 recommended. Abrupt cessation following profonged high dosage administration results in extreme fatigue and mental depression; changes are also noted on the sleep EEG.
Manifestations of chronic intoxication with amphetamines include severe dermatoses, marked insomnia, irmitability, hyperactivity and personality changes. The most severe manifestation of chronic intoxication is
psychosis, often clinically indistinguishable from schizophrenia. This is rare with oral amphetamines.

OVERDOSAGE

Individual patient response to amphetamines varies widely. While todc symploms occasionally occur as an idiosyncrasy at doses as low as 2 mg, 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 necessarlly fatal.

In rats, the oral LD, of dextroamphetamine sulfate is 96.8 mg/kg.

Manifestations of acute overdosage with amphetamines include restlessness, tremor, hyperrefiexda, rhabdomyolysis, rapid respiration, hyperpyrexia, confusion, assauftiveness, hallucinations, panic states.

Fatigue and depression usually follow the central stimutation.

Cardiovascular effects include amhythmias, hypertension or hypotension and circulatory collapse. Gastrointestinal sympioms include nausea, vomiting, dianthea and abdominal cramps. Fatal poisoning is usually preceded by
convuisions and coma.

Treatment: Consult with a Certified Poison Control Center for up-to-date guidance and advice. Management of acute amphetamine intoxication is 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. Acicification 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.

Chlorpromazine antagonizes the central stimulant effects of amphetamines and can be used to treat amphetamine intoxication.

DOSAGE AND ADMINISTRATION

wmumumuummmmwmmmmmmmmmmmanmuuma.

Narcolepsy: Usual dose 5 to 60 mg per day in divided doses, depending on the individual patient response.

WMMhmmmumummmlmmmnmwmwmmmmmmm&mmwemzhsmdﬁr
daily dose may be raised in increments of 5 mg at weekdy intervals until optimal response is obtained. In patients 12 years of age and older, start with 10 mg daily; daly dosage may be raised in increments of 10 mg at
weekly intervals until optimal response is obtained. If bothersome adverse reactions appear (e.g., insomnia or anorexia), dosage should 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 3 to 5 years of age, start with 2.5 mg daily; daily dosage may be raised in increments of 2.5 mg at weekly intervals until optimal response is obtained,

In pediatric patients 6 years of age and older, start with 5 mg once or twice daily; daily dosage may be raised in increments of 5 mg at weekly intervals until 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; additional doses (1 or 2) at intervals of 4 to 6 hours. Where possible, drug administration should be interrupted occasionally to determine if
there is a recurrence of behavioral symptoms sufficient to require continued therapy. HOW

Each Dextroamphetamine Suifate Tablet, USP (5 mg) contains dextroamphetamine sulfate 5 mg. Ht is available as triangle shaped, white to off while tablet debossed with a number “5" and a bisect on one side and
an “M" in a box on the other.

Bottlesof 30............... NDC No. 0406-8958-03
Bottles of 100 .............. NOC No. 0406-8958-01
Bottles of 1000 ............. NOC No. 0406-8958-10
Unit Dose (425) ............. NOC No. 0406-8958-63

Each Dextroamphetamine Sulfate Tablet, USP (10 mg) contains dextroamphetamine sulfate 10 mg. It is avallable s diamond shaped, white to off white tablet debossed with a number 10" and a partial quadrisect
on one side and an *M” in a bax on the other.

Botties of 30 . . ..
Bottles of 100 . ..
Bottles of 1000
Unit Dose (4x25)
Dispense in a tight container with a child-resistant closure as defined in the USP. Store at controlled room temperature 15° - 30°C (59° - 86°F) [see USP]. tqca
DEA Order Form Required.
Healthcare
Mallinckrodt Inc. Mallinckrodt

St Louis, Missouri 63134, USA Rev 103101
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APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 40-436 Date of Submission: November 16 and December 10, 2001
Applicant's Name: Mallinckrodt

Established Name: Dextroamphetamine Sulfate Tablets USP, 5 mg and 10 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes

Container Labels: (30's, 100's, & 1000's) FPL submitted 11/16/01 are acceptable for approval.
Carton Labels: (100's) FPL submitted 11/16/01 are acceptable for approval.

Blister Labeling: (25's) FPL submitted 11/16/01 are acceptable for approval.

Professional Package Insert Labeling: FPL sumbmitted 12/10/01 is acceptable for approval.
Revisions needed post-approval:

e o o o o o

BASIS OF APPROVAL.:

Was this approval based upon a petition? NO

What is the RLD on the 356(h) form: DextroStat

NDA Number: 84-051

NDA Drug Name: DextroStat

NDA Firm: Shire Richwood

Date of Approval of NDA Insert and supplement #:  Nov. 3, 1999;NDA 17-078S-034
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Side by Side Side by Side

Basis of Approval for the Carton Labeling: Based on container

FOR THE RECORD:

15 MODEL LABELING: Although the RLD is DextroStat Tablets by Shire USA, the model used was
Dexedrine labeling approved November 3, 1999 (NDA 17-078/S-034). The Dexedrine labeling
was used to approve the labeling of DextroStat Tablets.
INACTIVE INGREDIENTS: Consistent with application (see page 148 Vol. 1.1).
PATENTS/EXCLUSIVITIES: No unexpired patents or exclusivities.
STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON
e USP: Preserve in well-closed containers
e RLD: CRT
e ANDA: CRT
. DISPENSING STATEMENT COMPARISON

e USP: Preserve in well-closed containers

e RLD: Dispense in a tight container as defined in the USP.

o ANDA: Dispense in a tight container with a child resistant closure as defined in the USP
6. PACKAGE CONFIGURATION

e RLD: Bottles of 100's

e ANDA: 30's, 100's, 1000’s and Unit-Dose Packs of 100’s
e CONTAINER/CLOSURE

« Container: Bottles are HDPE

e Closure: 5 mg bottles of 30’s and 100’s and 10 mg bottles of 30’s are CRC.

5 ma bottles of 1000’s and 10 mq bottles of 100's and(b)1(9)00’s are non-CRC.

& W






REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 40-436 Date of Submission: May 31, 2001
Applicant's Name: Mallinckrodt

Established Name: Dextroamphetamine Sulfate Tablets USP, 5 mg and 10 mg

Labeling Deficiencies:
(I CONTAINERS (30's, 100's, and 1000's)

Revise the “Each tablet contains” statement to reflect the correct strength for the 10 mg bottles.
2. UNIT DOSE BLISTER (25's)

We encourage you to differentiate the two different strengths from each other by using contrasting
colors and/or boxing, or any other means.

3. INSERT
a. DESCRIPTION
i. Revise the molecular weight to read 368.49 per USP 24.
ii. Revise “H2S04" to read as “H,S0,".
b. CLINICAL PHARMACOLOGY

Revise the second paragraph to read “...mental and behavioral effects in children, nor..."

C. PRECAUTIONS (Drug Interactions)
Replace "’m’therap)/' with “Methenamine therapy” and delete “the” in “...the
efficacy is”.

d. OVERDOSAGE

i Replace “LD50" with “LDs,” in the third sentence of the first paragraph.

(b) (4)

. Replace with “phentolamine” in the second to the last sentence

of the last paragraph.
iil. Add the following as the last paragraph.

Chlorpromazine antagonizes the central stimulant effects of amphetamines and
can be used to treat amphetamine intoxication.

e. HOW SUPPLIED
i. Revise the description of both the 5 mg and 10 mg tablet to read “...white to off
white tablet debossed with a number “5”..."” and “...white to off white tablet
debossed with a number “10"...”, respectively.

ii. Add “(see USP)” to the storage temperature statement.






REVIEW OF PROFESSIONAL LABELING CHECK LIST

Failure to list gelatin, coloring agents, for capsulas in DESCRIPTION?

Established Name Yes No N.A,
X
Different name than on acceptance to file letter?
X
Is this product a USP item? W so, USP supplement in which verification was assured. USP 24
X
Is this name different than that used in the Orange Book?
X
If not USP, has the product name been proposed in the PF?
Error Prevention Analysis
X
Has the firm proposed a proprietary name? If yes, complete this subsection,
X
Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds or looks like another name? USAN stem present? Prefix
or Suffix present?
x
Has the name been forwarded to the Labeling and Nomenciature Committee? If so, what were the recommendations? If the name was unacceptable, has
the firm been notified?
Packaging
X
Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.
Because of proposed packaging configuration or for any other reasocn, X
does this applicant meet fail to meet all of the unprotected conditions
of use of referenced by the RLD?T
X
Is this size mi hed with the d dosage? If yes, the Poison Prevention Act may require a CRC.
X
Does the package proposed have any safety and/or regulatory concermns?
X
If IV product packaged in syringe, could there be adverse patient outcome if given by direct IV injection?
X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS and the 7
X
Is the strength and/or concentration of the product PP by the insert labeling?
X
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?
X
Individual cartons required? Issues for FTR: In y Light itive product which might require cartoning? Must the package
insert accompany the product?
X
Are there any other safety concerns?
Labeling
X
Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information on the label).
X
Has applicant failed to clearly diffe itiple product gths?
.
Is the corporate logo larger than 1/3 i label? (No lation - see ASHP guidelines)
Labeling{continued) Yes No NA
X
Does RLD make special differentiation for this labei? (Le., Pediatric strength vs Adult; Oral Solution vs Ci Warning that might be in
red for the NDA)
x
Is the Manufactured by/Distrit tat i ct or falsely i : labels and labeling? Is "Jointly Manufactured by...",
neesded?
X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?
X
Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note: Chemist should confirm the data has
been adequately supported.
g: D scoring of RLD and (page #) in the FTR
X
Is the scoring configuration different than the RLD?
X
Has the firm failed to describe the scoring in the HOW SUPPLIED section?
Inactive Ingredients: (FTR: List page # in application where inactives are listed)
X
Does the product contain alcohol? If so, has the accuracy of the statement been confirmed?
X
Do any of the ives differ in ion fer this route of administration?
X
Any ady effects il from i (i.e., benzyi alcehol in neonates)?
X
Is there a pancy in inactives b DESCRIPTION and the composition statement?
X
Has the term "other ingredients™ been used to protect a trade secret? if 50, is claim supported?
X
Failure to list the coloring agents if the lists e.g., Opacode, Opaspray?
X




Failure 10 list dyes in imprinting inks 7 (Coloring agents e.g., iron oxides need not be listed)

USP lssues: (FTR: List USPINDA/ANDA

Do container recommendations fall to meet or exceed USP/NDA recommendations 7 If so, are the and is the
acceptable?

Does USP have labeling recommendations? if any, does ANDA meet them?

Is the product light sensitive? ¥ so, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP ip and 7 if so, USP should be used. , only include

Issues: (C q y values: insert to study. List Cmax, Tmax, T 112 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why,

PatentExclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification of the latest Patent or Exclusivity. List
explration date for ali patents, exclusivities, etc. or if none, please state.

FOR THE RECORD:

1. MODEL LABELING: Although the RLD is DextroStat Tablets by Shire USA, the model used was
Dexedrine labeling approved November 3, 1999 (NDA 17-078/S-034). The Dexedrine labeling
was used to approve the labeling of DextroStat Tablets.
INACTIVE INGREDIENTS: Consistent with application (see page 148 Vol. 1.1).
PATENTS/EXCLUSIVITIES: No unexpired patents or exclusivities.
STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON
e USP: Preserve in well-closed containers
e RLD: CRT
e ANDA: CRT
& DISPENSING STATEMENT COMPARISON
s USP: Preserve in well-closed containers
e RLD: Dispense in a tight container as defined in the USP.
*» ANDA: Dispense in a tight container with a child resistant closure as defined in the USP
6. PACKAGE CONFIGURATION
e RLD: Bottles of 100’s
s ANDA: 30’s, 100’s, 1000’s and Unit-Dose Packs of 100's
T CONTAINER/CLOSURE
¢ Container: Bottles are HDPE
e Closure: 5 mg bottles of 30's and 100’s and 10 mg bottles of 30’s are CRC.

5 mg bottles of 1000’s and 10 mg bottles of 100’s and 1000’s are non-CRC.
(b) (4)

hPom

8. FINISHED DOSAGE FORM
e RLD:
¢ : -

e ANDA: Consistent with agslication except the insert labeling should describe the tablets as
white to off-white. The 5 mg tablet is bisected and the 10 mg is “quadrisected” as is the RLD.

Date of Review: Juyly 18, 2001 Date of Submission: May 31, 2001
Primary Reviewer: Koung Lee Date: ${ 0 ‘ ol
Team Leader: Charlie Hoppgs } Date:

oc.  ANDA: 40-436 ML‘( Y/}q//o/
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Dextroamphetamine Suifate Tablets, USP Mallinckrodt, Inc.

5 mg and 10 mg St. Louis, MO
ANDA #40-436 Submission Date:
Reviewer: James E. Chaney May 31, 2001

VAFIRMSAM\MALLINCKRODT\LTRS&REV\40436DW.501

Review of Dissolution Data and Waiver Requests

L Introduction

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 profiles
comparing its tablets with the reference listed drugs, Dextrostat® 5-mg and 10-mg tablets (Shire
Richwood, Inc., ANDA 84-051).

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

Dextroamphetamine sulfate tablet is coded as an AA drug in the Orange Book.

Il. Formulations

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

il Dissolution Testing

Method (USP method)
Apparatus: 1 (basket)
Speed: 100 rpm
Medium: ®@ water
Volume: 500 mL
Sampling times: 15, 30, 45 and 60 minutes
Number of Tablets: 12
Test product: Dextroamphetamine sulfate tablets
5-mg, lot #MHSC0097 -

10-mg, lot #MHSC0098

Reference product:  Shire Richwood's Dextrostat® tablets
5-mg, lot #B5562
10-mg, lot #B5572

Specification: NLT 75% (Q) in 45 minutes

Dissolution testing results are shown in Table 2.

V. Comments

1. Dissolution results for Mallinckrodt's test products dextroamphetamine sulfate tablets, 5-
mg and 10-mg are acceptable as summarized in Table I1.

¢ d Waivers of bioequivalence study requirements for the test products may be granted
based on 21 CFR 320.22 (c).

—






Table 1. Formulation of Dextroamphetamine Sulfate Tablets, USP

Ingredient 5-mg Tablet 10-mg Tablet
Dextroamphetamine Sulfate USP ) 10.000
Microcrystalline Cellulose NF, | py
@ [ 5l
| Povidone USP ] =l
(b) (4) [ -l
[ Silicon Dioxide NF ) e ul
Stearic Acid NF :
Total 125.00 | 250.00
(b) (4)
Table 2. Results of In Vitro Dissolution Testing
Sampling Test Product Reference Product
Times Lot # MHSCO0097 Lot # B5562
(Minutes) Strength(mg) 5 Strength(mg) 5
Mean % Range %CV Mean % Range %CV
15 96.7 oz 2 75.3 w3
30 96.7 3 96.2 7
45 94.3 3 98.9 2
60 92.7 3 98.7 2
Sampling Test Product Reference Product
Times Lot # MHSCO0098 Lot # B5572
(Minutes) Strength(mg) 10 Strength(mg) 10
Mean % Range %CV Mean % Range %CV
15 97.4 RHE 2 86.1 B 8
30 94.7 2 96.9 2
45 92.5 2 97 1 2
60 91.0 2 942 2
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0CT 30 2001

ANDA: 40-436 APPLICANT: Mallinckrodt Inc.

DRUG PRODUCT: Dextroamphetamine Sulfate Tablets USP, 5 mg and 10 mg
The deficiencies presented below represent MINOR deficiencies.

Deficiencies:

1.

8. Drug Master File #15385 is deficient and the DMF holder has been advised of the
deficiencies.

Sincerely yours,

Lﬂﬁgﬂ o
Jﬂ Florence S. Fang

Division of Chemistry 11
Office of Generic Drugs
Center for Drug Evaluation and Research



BIOEQUIVALENCY COMMENTS
ANDA: 40-436 APPLICANT: Mallinckrodt, Inc.

DRUG PRODUCT: Dextroamphetamine Sulfate Tablets, USP
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 24.

In future submissions you should include the address of the laboratory where the dissolution
studies were conducted.

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 need for
additional bioequivalency information and/or studies, or may result in a conclusion that the
proposed formulation is not approvable.

Sincerely yours,

L f S ppn e,

Dale P. Conner, Pharm. D.

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 40-436 Date of Submission: May 31, 2001
Applicant's Name: Mallinckrodt

Established Name: Dextroamphetamine Sulfate Tablets USP, 5 mg and 10 mg

Labeling Deficiencies:
1 CONTAINERS (30's, 100’s, and 1000's)

Revise the “Each tablet contains” statement to reflect the correct strength for the 10 mg bottles.
2. UNIT DOSE BLISTER (25's)

We encourage you to differentiate the two different strengths from each other by using contrasting
colors and/or boxing, or any other means.

3; INSERT
a. DESCRIPTION
i Revise the molecular weight to read 368.49 per USP 24.
ii. Revise “H2S04" to read as “H,S0,".
b. CLINICAL PHARMACOLOGY

”

Revise the second paragraph to read “...mental and behavioral effects in children, nor...

o PRECAUTIONS (Drug Interactions)
Replace ®@ therapy” with “Methenamine therapy” and delete “the” in “...the
efficacy is”.

d. OVERDOSAGE

i: Replace “LD50" with “LDs," in the third sentence of the first paragraph.

. Replace ® @ with “phentolamine” in the second to the last sentence
of the last paragraph.

iii. Add the following as the last paragraph.

Chlorpromazine antagonizes the central stimulant effects of amphetamines and
can be used to treat amphetamine intoxication.

e. HOW SUPPLIED
i. Revise the description of both the 5 mg and 10 mg tablet to read “...white to off
white tablet debossed with a number “5”..." and “...white to off white tablet

debossed with a number “10”...", respectively.

. Add “(see USP)” to the storage temperature statement.









Signed and Complet Application Form (356h)
(Statement regarding RxJOTC Status)

.

Basis for Submission

zLD N e o Sta¥ Firm S}ww RM

Is an ANDA suitability petition required? If yes,
consult needed for pediatric study reguirement.

111

Sec.

Patent Certification
1. Paragraph? TL.
2. Expiration of Patent
A. Pediatric Exclusivity Submitted?
B. Pediatric Exclusivity Tracking System checked?

Exclusivity Statement 'V//

v

Sec.

Comparison between/ﬁgneric Drug and RLD-505(3j) (2) (&)

1. Conditions of use
2. Active ingredients -~ b
3. Route of administration fe
4. Dosage Form
5. Strength

o | Labeling

copies of FPL
2. 1 RLD label and 1 RLD container label

3. 1 side by side labeling cigpzrison with all differences
annotated and explained

1. 4 copies of draftki;ach strength and ciiiigner) oxr 12

vi

Sec.

1. Financial certification (Form FDA 3454)
Disclosure statement (Form 3455)
(for BE studies only!)

Biocavailability/Bioequivalence 1§§%5
and

2. In Vivo Study Protocgl (s) 77

3. In Vivo Study(ies) VA4

4. Computer Disk Submitted

5. Reqguest for Waiver of In Vivo Study(ies) L//

6. In Vitro Dissolution Data L—

7. Formulation Dg¥a Same? (Comparison cf all
Strengths)
(Ophthalmics, Otics, Externals, Parenterals)

8. Paragraph IV bio study acceptable for filingéﬂéz

8. Lot numbers of products used in Bio-study
10.DSI inspection regquest needed?
1%* Genenc 1%* study for site Other
E-mail not\ification to bio PMs sent




0N

Sec.
I%

Components and Composition Statements

1. Unit composition and batch formulatioi////,
2. Inactive ingredients as appropriate

" fewen/  Flofes

Raw Materials Controls

1. Active Ingredients ///
| A; Addresses of bulk manufacturers_}|
\9) Type II DMF authorization letters or synthesis
c. Certificate(s) of analysis specifications and gest
results from drug substance manufacpdrer (s) p”
Applicant certificate of analysis

Testing specificafions and data from drug product
manufacturer (s)

Spectra and chromatggrams for reference standards

and test samples - 14 #yod. A
& e i (#12 hods M””)

o 0.

D)

g.
2. Inactive Ingredients k////
a. Source of inactive ingredients identified
b. Testing specificaaipns (including identification and
characterization)
/38

Suppliers' certifasgzes of analysis (specifications
and test results)

d. Applicant certificate of analysis k//

Description of Manufacturing Facility
1. Full Address(es)of the Facility(ies)for the
Manufacturing Process,, Testing, and Stability

Testing .~
2. CGMP Certification

3. CFN numbers

Sec.

Outside Firms Including Contract Testing
Laboratories

1. Full Address -_—
. Functions / C/L
3. CGMP Certification/GLP

14. CFN numbers lgkaé;LQf,

Sec.
X1

Manufacturing and Processing Instructions

1. Description of the Manufacturing Process (inc%iﬁing
Microbioclogical Validation if Approprizate)

2. Master Production Batch Record(s) for largest intended
production runs (no more fhan 10x pilot batch) with
Equipment Specified

3. If\sterile product: Aseptic £fill / Terminal
ster\lization

—_—

4. Filter validation (if aseptig £ill)
5. Reprocessing Statement







Sec.

wvirz: | GDEA (Generic Drug Enforcement Act) /Other:

1. Letter of Authorization (U.S. Agent [if needed,
. countersignature on 356h])

2. Debarment Certification (original signature) ;/’//, Y//,
3. List of Convictions statement (original signature)

Reviewing CSO/CST

Date 7/4/0/
/ r £
Recommendation: ( FILE FUSE to FILE

Supervisory Concurrence/Date OZJUVL'ZGQ(

Duplicate copy sent to bio:
(Hold if RF and send when acceptable)

Duplicate copy to HFD for consult

Type of consult:

‘II’ Commen rdi

¥ () (+&

@OMF-UA:?Z = Lirm fus Steked/ Do DPIF# zss/5aa/ 0 /p//(f! poort

haye mentsired DOIF # in Summary. Fiim bos £o Provide &
Cﬂk NME authori2af?20)  Far

o/

-y
@%wrde_c Lt [ «

5977 fure.
8

Revised 12/9% - v:\division\revsupp\regsupp\chklst
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