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ulating effect of dextroamphelamine is approximatcly twice that of amphera-
mine und uhout three or four times ther of levamlelumine (no longer commer-
cially wvailable in the US). Levamlelamine is slighly more potent than
dexircamphietamine in its cardiovascular effects. In healthy individuals, 1her-
apeutic doscs ol an amphetamine do not appreciably increase respiratory rale
or minute volume, bul when respiration is depressed by centrally acting drugs,
an amphetamine stimulates respiration. The bronchedilating effect of amphet-
amines is less than that of ephedrine,

Amphetamines may superimpose psychie stimulation and excitability over
fatigue, permiming a temporary increase in mental and physicel activity. In
healthy individuals, the drugs have not consistently facilitated impraved mentul
perfurmance and in some cases, nervousness produced by amphelamines is a
distinct mental hazard. The most striking improvement caused by an amphe-
amine appears o occur when performance has heen reduced by fatigue; such
tmprovement mrily be due 10 alieration of unfuvorable atitudes 1oward the task.
Psychic stimulation produced by amphetamines is usually followed by depres-
sion and futigue. Psychic effecis depend on dose, mental siale, and personality
of 1he palienl.

Thearies of dysfunction in atlention deficil hyperaclivily disorder (ADHD)
focus on1lie prefronial cortex, which controls many execulive funciions (e.g..
planning, impulse controly. Stimulants have putative effects on central dopa-
minc snd norepincphrine pathways that are crucial in fronal [obe function.
Stimulants act in the stdatum by binding to the depamine trunsporter, thus
increasing synaplic dopamine. This effect may cnhance functioning of execu-
live control processes in the prefrontal cortex., ameliorating delicits in inhibitory
corrod and working memory.

Amphetamines opparently produce an anorexigeoic effect. leading to loss
of weight. The mechanism of aclion of amphetamines on appetite suppression
has not been elucidaled. No primary effect on appetite bas been demanstrated
in humans and it has been postubaed that anorexigenic effccis of ampheramines
are secondary 10 increased sympathelic activity resulting from amphetamine-
induced release of norepinephrine and dopamine. In addition, amphclamines
may cause 1 loss of acuity of smell and (aste, which may contributc to the
anorexipenic effect ol the drugs. Amphuumnm have litile or no effect on the
basul metabolic rale or on nitrogen excretion.

The anorexigenic effeet of fenfluramine {no lunper commereinlly availuble
irt the USY and dexfenfluramine (no Jonger commercially availuble in the US),
amphetamine congeners, may hiave been associated with a different mechanism
than those associated with amphetimines since the drugs appeared to stimulate
release of servtonin (5-HT) at synapses and sclectively inhibit the reuptake of
serotonin al the presynaptic seroloninergic nerve endings, which may have
resalied in inereased posisynaptic concentrations of serotenin in the CNS. In
the past, it has been suggested that combined therapy with fenfluramine and
phentermine {an amphetamine congener that inhibits uptlake ol norepinephrine
and dopantine) may provide complementary anorexigenic effects; tberefore,
such combined therapy has been used in the manogement of obesily. However,
because of accumulsied data on adverse effects asseciated with the drugs, fen-
Auramine hydrochloride (Pendimin®) and ils desrorotalory isomer dexfenflur-
amine hydrochloride (Redux®) were withdrawn (rom the US market in 1997,
(See Cautions.)

Pharmacokinetics

Amplhetamines are readily absorbed from the GI tract and effeels persis
for 4-24 hours. Amphetarnines wrc distrihuted into most body tissues with high
concentrations ceeurring in the brain and CSF.

Amphetumine appears in the wrine within about 3 hours {ollowing oral
administration. Urnary excretion of he amphetamines is pH-dependent and
excretion is enhaneed in acidic urine. Following oral administralion of racemic
amphetamine o humans, approximately equal amounts of both isomers were
excreted during the first 12 hours; alter the [irst 12 hours, a continually de-
creasing proportion of the d-isomer was excreted. Following oral administra-
tion of a 70-mg radiolabeled dose of lisdexamfelamine (a prodrug of dextro-
amphetamine), 96% of the dose was recovercd in the urine: of 1he recovered
radivuctivity, 42% of the dose was related 10 amphetamine, 25% to hipparic
aeid, and 2% to the purent drug Dextroamphetamine and levamfctamine {no
longer commercially availuble in the US) uppear to have different metabelic
fates, hut ehe relationship between the [ue of the drugs and their phurmacelogic
aclivity hos not been deternined. There are some data lo indicate siercospecific
metabolism of amphetamine and 11s isomers, but siereospecific urinary excre-
lion appears unlikeiy.

Chemistry

Amphetamine ‘is  Fo-methylpheneihylamine, an adrenergic agent of the
phenylisopropylamine type. The levo- and dextroisomers, raccmic ampheta-
mine, and the salts of the isomers and of racemic amphetamine are used in
medical praciice, Amphetamine is a noncatechol. sympathomimetic amine and
has a greater CNS stimulant activity than epinephrine and other catecholamines.
Lisdexamfetamine dimesylate is a prodrug and has little, if any, pharmacologic
activity until converted 10 dextroamphewamine by first-pass intestinal and/or
hepatic metabolism.

Inactivation of sympathomimetic noncatecholamines lurgely depends on
breakdown by monoamine oxidase and since substitulion of an alkyl group for
hydrogen on the e-carbon mom blocks enzymaltic inactivation of the amino
group, the duration of n¢lion ol noncatecholamines (but not of catecholamines,
which are inactivaied lurpely by a different meehanism) is prolonged by a-
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substitution, The absence ol a hydroxyl group on the aromutic ring of am-
phetamine reduces inactivution of the drug in the Gl iract and the amphelamines
are aclive following cral administration.

Amphetamines arc subject o control under de Federal Controlled Sub-
stances Act of 1970,

For further information on the chemistry, pharmacology, pharmaco-
kinetics, uses, coutions, drug interactions, and dosage and administration
of amphelamines, see the individual monographs in 28:20.04.

1Use iv nut currently included in ihe Inbeling approved by the US Food and Drug Administration
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Amphetamine

8 Amphetamine is a nonciatechol, sympathoinimetic amine with CNS-stim-
ulating activity.

Uses

Amphetamine sulfae and amphetamine aspartate in fixed-combination
preparatiens containing amphetamine aspartate, amphetamine sulfae, dextro-
amphetamine saccharate, and dextroampheiamine sullaie are used in the rent-
ment of narcolepsy and as adjunets to psychological, educational, sociul, und
other remediul 1neasures in the treatment of attention delficit hyperactivity dis-
order {ADHD).

m Narcolepsy and Attention Deficit Hyperactivity Disorder
Amphcramine sullate and amphetamine aspartate in fixed-combination prepi-
rations containing amphetamine aspartate, amphetamine sulfale, dextroam-
phetarnine saccharate, and dextroamphetamine sulfate are used in the treahnent
of narcolepsy and as adjuncts o psychological, educarional, social, and other
remedial measures in the treatment of ADHD ‘(hyperkinetic disorder, hyper-
kinetic syndrome of childhood, minimal hrain dysfunction) in children, ado-
lescents, and adults.

ADHD usually is eharucierized by developmertally inappropriate symp-
toms {e.g.. moderate 10 severe d!slmulb]hly, short auemion span. hyperictivity,
cmotional lability, impulsivity). The final diagnoesis of this disorder shoutd not
he made il diese symptoms are of only comparatively recent origin. Nonlocal-
izing (soft) ncurologic signs, leammg disubility, and nbnormal EEG may or
may nol be present, and a diagrosis of CNS dysfunclion may or may nol be
warranted, Drug therapy is not indicated in all children with ADHD, and such
therapy should be considered only afier a complele evaluation including med-
ical history has been performed. The decision fo use amphetamines should
depend on the age of the child and the clinician's assessment of the scverity
and duration of symptoms end should nol depénd solely on one or more he-
havioral characteristics. When symptoms of ADHD are associmed with acule
siress reactions, use of amphetamines usually is not recommended. For a more
detailed discussion on e management of ADHD, includiog the use of stim-
ulants such us amphetamine, see Uses: Attention Deficit Hyperactivily Disor-
der, in Methylphcnidale 28:20.92.

Dosage and Administration

B Administration  Amphetamine sulfale and amphetamine aspartate in
fixed-combination preparalions containing amphetamine aspariale, ampheti-
mine sulfate, dextronmphctamine saccharufe, und dexiroamphelamine sulfate
are administered orally. The commercinlly uvailuble extended-release capsules
containing ampheiamine sulfste and amphelomine aspartute in fixed-combi-
nation with dextroamphetamine sacchariate and dextroumphewmine salfae
(Adderall~ XR) may be swallowed inwet with or without food or the eniire
contents of a capsule(s) may be sprinkled on a small amount of applesauce
immediutely prior (o, administration; subdividing the contents of a capsule is
not recommended. The pellets contained in the capsules should not ke chewed
or crushed, and the sprinkle/foed mixiure 1nust not be stored for use at o later
time.

The initial dose of amphetamines (as conventional tablets or extended-
release capsules) should be piven on awakening; when amphetamines are ad-
ministered a5 conventional 1ablets in divided doses (2 or 3), additional doscs
are given al intervals of 4-6 hours. Because of 1he poteniial for. insemnia,
administration of conventional tablets-in the late evening or extended-release
capsules in the afiemoon should be avoided.

m Dosage Dosage of amphetamines should be adjusted according (o in-
dividual response and tolerunce; the smallest dose requmd to produce the de-
sired response should ulways be used.

Narcolepsy  In the treaiment of narcolepsy, the usuat total dosage of
Jmphcmmlnc‘. given in fixed-comhination preparations containing ampheta-
mine aspariate, amphclamlnc sulfute, dextronmphelamine saccharate, and dex-
troamphetuming subfate is 5-60 mg duily, depending upon 1he patient’s age
and response, usually given in divided doses. In patients 12 years of age and
older, the iaital dosage is 10 mg daily: daily dosage is increased by 10 mg a1
weekly intervals until the optimum response is arined. Although narcolepsy
seldom occurs in children younger than 12 years of age, such children also
may receive dextroainphetamine alone. In patients 6-12 years of age, the rec-
ommended initial dosage is 5 mg daily; daily dosage is increased by 5 mg at
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weekly iniervals unuil optimum response is aitained. When intolerable adverse
effects (e.g., insomnia, anorexin} occur, dosage should be reduced.

Aftention Deficit Hyperactivity Disorder = As anudjunct in the Lrent-
ment of aliéntion deficit hyperactivity disorder (ADHD) in children 6 years of
age and older, the initial total dosage of amphetamines given in convennon.ﬂ
fixed-combination preparitions containing amphetamine aspariaic, amphela-
rhine-sulfate, dexiroamphetamine saccharale, and dextroamphetamine sulfate
is 3 mg once or'twice daily; the daily dosage is incréased by 5'mj al weekly
intervals until the oplimuin response is atained. Tolal daily dosage rarely
should exceed 40 mg, In children 3-5 years of age, the initial dosage of am-
phelamines given in conventional fixcd-combination preparations conlaining
amphectamine aspartate, amphetamine sulfate, dextroamphetlamine saccharate,
and de\iroumphelaminc sultale is 2.5 mg duily; the daily dosage is increused
by 2.5 mp al weekly intervals until thc optimum response is attnined. When
amphetamines are administered as conventional 1ablets in divided doses (2 or
3}. additional doses arg given at inlervals of 4—6 hours,

Allemuuvcly, in paticnls who are receiving diug therapy for ADHD for the
first time or are being swilched from therapy with another stimulant, amphet-
amine therapy may be initiated with extended-rclease capsules containing am-
phelamine aspariate, amphetamine sulfate, dextroamphetamine saceharate, and
dextronmphelamine sulfme in fixed combination {Adderall* XR}), In children
612 years.'of age, the-initinl dosage- ol amphetamines as extended-retense
capsules (Adderail® XR) is 10 mg once daily: daily dosage may be increased
in incremnents of 5 or.10 mg at weekly intervals 10 2 maximum dosage of 30
mg daily. Trentment may he initialed with & dosage -of 5 mg once daily when,
in the opinion of the clinician, u lower initial dosage is appropriate. In adoles-
cenls 13-17 years of age, the initial dosnge, of amphetamines-as. cxlended-
release capsules (Adderall* XR).is 10 mpg once daily, Dosage may be increased
to 20 mg once daily after 1 week if symploms are not adequately controlled.
In adulls who are receiving drug (herapy for ADHD for the hirst time or are
being swilched from therapy with another drug, the recornmended dosage ol
amphetamines ns exlended-release capsules (Adderall XRF) is 20 mg once
daily. Although dosages of up 10 60 mg daily {as exlended-release capsules)
have becn used in adolescents 1317 years of age and adults in clinical studies;
there is no evidence that dosages exeeeding 20.mg daily provide any additional
banehit in.these patients. When switching lrom conventional tablets (Adderall*)
to exlended-release cﬂpsulc‘z (Adderall* XR), the lotal daily dosage of am-
pheltamines . may remain the same bul shonld.-be given once daily,

When possible, therapy should be interrupted occasionally.lo determine it
there is a recurrence of behavioral symplomns sufficient Lo require continued,
treatment. Long-term use of conventional tablets or long-lemm use of extended-
release capsules {i.c., more than 3 weeks in Chlldl’ﬂﬂ or more than 4 weeks in
adolescenis or adults) has not been studied sy:,lcm.mr.ully. If conventional tah-
lets or extended-release capsules ure used for exiended periods, Lhe usefulness
of the drug should be reevalyaled. periodically.

Chemistry and Stability

| Chemlstry Amphetamine, d/-a-methylphenethylamine, oceurs as a
colorless, mobile l:qmd with'an amine odor and is sparingly soluble in watér
{1:50) and soluble in alcohol, The base is volatile at room temperature and has
been used as an inbalant but is no longer commercially available in the US.

Amphelamine sulfate occurs as a white, odorless crystalline powder and has a
slightly bitler 1asic. Amphetamine sulfate is freely soluble in water;(£:%) and
slightly seluble in alcohol (about 1:500). Amphetamine aspartate and amphet-
amine sulfate currently are commercially available in the US only as fixed-
comhination preparations containing amphetaminc aspartate, amphelamine sul-
lale, dextroamphetamine. saccharate, and dexiroamphetamine sulfate.

B Stability  The (ixed-combination conventional tablels or extended-re-
[ense capsnles containing amphelamine aspartate, amphetamine sulfate, dex-
troamphetamine saecharate, and dextroamphetamine sulfate should be Stored
in tight, light-resistant confainers at 25°C but may be exposed i lemperatures
ranging from 15-30°C.

FFor further juformation on chemistry, pharmacelogy, pharmaeoki-
netics, uses, caulions, chronic toxicily, acute toxicity, and doesage ond ad-
ministration of amphetomine and amphetamine sulfate, see the Amphet-
amines General Statement 28:20.04.

Preparations

Amphelamine sullnle preparations are subjeet to control under the Federal
Conlrolled Subslances Acl of 1970 as schedule [ (C-1) drugs.

Excipients in commercially available drug preparations may have clinically
important effects in some individuals; consult specific product labeling for details.

Amphetamine Sulfate Combinations

Oral i
Capsules, 5 mg lolal amphetaminie (as  Adderali* XR (C-11},'Shire
exlended- 1.25 mg. with Ampheataming
release Aspartate 1.25 mg,

Dextroamphetamine

Saccharaie 1.25 mg, and

Dextroamphetamine Sullale

1,25 mg)
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10.mg lolal amphelarmine {as
2.5 mg, wilh Amphetaming
Asparlale 2.5 mg,
Dextroamphetaming
Saccharate 2.5 mg, and
Dexiroamphetamine Sullale
2.5 mg)

15 mg total amphelamine {as
3.75 mg, with Amphstamine
Asparlale 3:75 mg,
Dexlroamphetaming
Saccharate 3.75 mg, and
Dexlroamphelaming Sullale
3.75 mg)

20 my lolal amphelamine (as
5 mg, wilh Amphelamine
Aspartale 5 mg,
Dextroamphelaming
Saccharate 5 mg, and
Dexlroamphetamine Sulfale 5
mg)

25 mg lolal amphetamine (as
6.25 mg. wilh Ampheiamine
Asparlale 6.25 mg,
Dextroamphelamine
Saccharate 6.25 mg, and
Dexlroamphelamine Sulfate
6.25mg)

30 myg tolal amphelamine {(as
7.5 mg, with Amphetamine
Asparlate 7.5 mg,
Dexiroamphelamine
Saccharale 7.5 mg, and
Dextroamphelaming Sullale
7.5 mg)

5 mg lolal amphelamine (as
1.25 mg, with Amphelamine
Agpartale 1.25 mg,
Daxlroamphetamine
Saccharale 1.256 mg, and
Dextroamphelamine Sulfale
1.25 mg)”

7.5 mg lelal amphetamine
(as 1.875 mg, wilh
Amphetamine Asparldle
1.875 mg,
Dexlroamphetamine
Saccharate 1.875 mg, and
Dextroamphelamine Sulfale
1.875 mg)*

10 mg lotal amphetamine (as
2.5 mg, wilh Amphelamine
Asgpartale 2.5 mg,
Dextroamphelaming
Saccharale 2.5 mg, and
Dexlroamphetamine Sulfale
2.5 mg)* .

12,5 mg ioial amphetamine:
(as 3.125 mg; with {
Amphelamine-Aspartale
3.125 mg,
Dextroamphelamine
Saccharate 3,125'mg, and,
Dexlroamphalamine Suliate’

‘3125 mg)

15 mg tolal amphelamine (as
3.75 mg, with Amphetamine
Asparlate 3.75 mg,
Dextroamphelamine
Saccharale 3.75 mg, and
Dextreamphelaming Sullate
3.75 mgy

20 mg tolal amphelamine (as
5 mg, wilh Amphetamine
Asparlale 5'mg,
Dextroamphetamine
Saccharaté 5 mg, and
Dexircamphetamine Sulfale 5
mg)”
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Adderall* XR (C-I}), Shira

Adderall* XR (C-I). Shire

Adderall™ XR (C-il},.Shire

Adderall* XR {C-11}, Shire

Adderall® XR (C-II), Shire

Adderall® (C-1I; double-scored),
Shire

Dextroamphetamine
Saccharate, Amphetamine
Aspartale, Dextroamphetaming
Sulfate, and Amphetamine
Sulfate Tablets (C-I1; double-
scbred)

Adderall® (C-1; double-scored),
Shire

Dextroamphetamine
Saccharale, Amphetamine
Aspartate, Dexlroamphelamlne
Sulfate, and Amphetamine
Sulfate Tablets (C-11; double-
scored)

Adderall® {C-1I; Jouble-scorcd}).
Shire

Dextroamphetamine
Saccharate, Amphetamine
‘Aspariate, Dextroamphetamine
Sulfate, and Amphetamine
Suifale Tablels,(C‘—lI; double-
scored)

Adderall* {C-11; double-scored),
Shire

Dextroamphetamine '
Saccharate, Amphetamine
Aspartate, Dextroamphatamine
Sulfate,.and. Amphetamine
Sultate Tablets (C-1I; double-
scored)

Adderall* (C-I1; Jouble-scored),
Shira

Dextroamphetamine
Saccharate, Amphetaming
Aspertate, Dextroamphetamine
Sulifata, and Amphetamine
Sulfate Tablets (C-1I; doublec-
scored)

Adderall? (C-1I; dauble-scored),
Shire '
Dextroamphelamine L
Saccharale, Amphetamine
Aspartate, Dextroamphetamme
Sultate, and Amphetamine
Sulfate Tablets {(C-II; doublc-
scored} '

Exhibit D.2, page 2
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30 mg lolal amphetaming (as Adderall * (C-I[; double-scored),
7.5 mg, wilh Amphelamine  Shire
Aspariale 7.5 mg, Dextroamphatamine
Dexlroamphelamine Saccharate, Amphetamine
Saccharale 7.5 mg. and Aspariata, Dextroamphetaniine
Dextioamphelamine Sulfale g, Hata, and Amphetamine
75mg) Sulfale Tablete (C-1l; double-
scored}

“available from ane or more it faciurer, disibutor, and4r repackager by peneric nonproprietay) nane
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Dextroamphetamine
W Dextroamphetamine is the dextrorotitory isomer of amphelamine.

Uses

Dextroamphelamine sulfate alone and in fixed-combination preparalions
with dextroamphetamine saccharate, amplictamine zspartute, and amphetamine
sulfare is used in the trewtment of narcolepsy and us an udsunet o psychological,
cduentional, social, and other remedial meusures in the treatment of attention
deficil hyperactivity disorder (ADHD).

W Narcolepsy and Attention Deficit Hyperactivity Disorder
Dextroamphetamine sullaie ulone and in fixed-combinmion preparations with
dextroamphetamine saccharate, amphedamine aspartme, snd uniphetamine sul-
fate is used in the treatment of nareolepsy and as an adjunct to psychelopienl,
cducational, social, and other remedial measures in the tresument ol ADHD
{hyperkinetic disorder, hyperkinetic syndruame of childhood, minimal bruin
dyslunction) in children, adolescents, and adulis.

ADHD usually is characterized hy developmentally inuppropriule symp-
1oms (e.g.. moderate 10 severe distractibility. short aiention span, hyperactivity.
emotional lability, impulsivity). The final diagnosis of this disorder should not
be made if these symptoms are ol only companstively recent origin. Nonlocil-
izing (soft) neurologie signs, leaming disability, and abnormmal EEG may or
muy not be present, and a diagnosis of CNS dysfunction mnay or may not be
wurranted. Drug therapy is not indicated in all children with ADHD, and such
therapy should be considered only aher a complele evaluation including med-
icul history has been performed. The decision 10 nse amphetamines siroukl
depend on the age of the child and the clinician’s assessment ol the severity
and durasion of symptoms and should nat depend solely on anc or more be-
havioral characteristics. When symptoms of ADHD are usseciated with acule
siress reactions, use of amphetamines usually is not recommended. For a more
detailed discussion on the management o ADHD, including the usc of stim-
ulunts such as dextrosmphetamine, see Uses: Attention Deficit Hyperactivity
Disorder, in Methylphenidate 28:20.92,

Dosage and.Administration

® Administration  Proparations contuining dextroamphetamine sulfate
are administered orally. The commerciully available exiended-release capsules
contuining dextroamphetamine sulfate and dextroamphetasnine saccharate in
fixed-combination with amphetamine sulfate and amphetamine aspartate (Ad-
derull XR*Y may be swallowed intact with or withoul feod or the enlire contents
of a capsule(s) may be sprinklcd on a small amoun of applesuuce immediate]y
prier o udministration: subdividing the contents of a capsule is not recom-
mended. The pellets contained in the capsufes should not be chewed or crushed.
and the sprinkle/food wixture must not be stored for use @t a Later time.

The initial dose of dexsToampbelamine sulfate {alone or in lixed-combi-
nuLion preparations) is given on nwakening: when the drug is given as conven-
tional (short-neting) blets in divided doses (2 or 3), udditional doses are given
al intervals of 4-6 hours, Because of the polential for insomnia, adminisiration
of dextroumphetamine sulfate conventional tablets (Dexedrine®), dextroam-
phetamine sullate extended-releuse cupsules {Dexedrine® Spansules=). or fixed-
combination conventional lablets (Adderall *) in the late evening or adminis-
Iration of ‘fixed-combination extended-release capsules (Adderall XR™) in the
alternoon should be avoided.

& Dosage Dosage of dextroamphetamines should be ndjusted according
10 individual response and tolerance; the smallest dose required 10 produce the
desired response shoutd always be used,

Narcolepsy  In the treatment of narcolepsy. the usual dosage of dextro-
amphetamine sulfate given ulone or the total dosage of arphetamines givena in
fixed-combination preparations comaining dextroamphetamine sulfate, dextro-
amphetamine sacchurate, amphetamine aspartute, and amphetamine sullate is
5-60 mg daily, depending upon ihe patient’s age and response. usually. piven
in divided doses. In patients 12 years of age and older, the initial dosage 15 10}
mg daily; daily dosage is increased by 10 mg at weekly intervals umil the
optimum response is awtained. Althouph narcolepsy seldom occurs in children
younger than 12 years of age, in pediutric putients 6-12 vears of ape, the
recommended initial dosage of dextroumphetamine sulfing is 5 mg daily: daily
dosage is increascd by 5 mg ar weekly intervals until the optimum response is
attained. When nolerable adverse effects occur fe.p., insomnia, anorexia),
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dosage should be reduced. Dextroamphetamine sullate extended-relesse cap-
sules may be used for once-daily dosing whenever appropriate.

Attention Deficit Hyperactivily Disorder  Dexiroamphelamine sul-
fate dosage for the treatment of attension deficit hyperactivity disorder (ADHD)
should be individualized hased on patient response and lolerance. The first
dosage tha produces an observable response may not be the optimum dosage
10 improve function. and litration (o higher dosages should continte in an
attemnpt 1o achieve a beter response, Such a siralegy may require subsequent
lowering ol dosage when higher dosages produce adverse effects or no further
clinical improvement. The best dosage [or u given palient is the one thal pro-
vides aptimum therapeutic effects with minimul udverse efflects. Dosing sched-
ules also inay vary. although there currently are ne consistent controlled siudies
comparing aliernulive dosing t:(:I'n.dlulu' Panients whe reguire relief only during
school may respond ddcqualcly 10 4 5-day (i.e.. school day) regimen while
those requiring relief at home and schaol may need 2 dailv regimen throughout
the week. .

As an adjunct in the trestment of ADHD in children 6 yeurs of age and
older, the initial dosage of dcxlmamphcmmtne sullile given in conventibnal
(shorm-acling) preparations is 5 g once or twice daily: duily desage is n-
creased by 5 mg a1 weekly intervals until the oprimum respunse is allained.
The usual dosage range is 5-15 mg twice daily or 5-10 mg 3 1imes daily. Total
daily dosuge rarely should exceed 40 mg. In children 3-5 years of age. the
initial daily dosage is 2.5 mp; daily desage is increased by 2.5 mg at weekly
intervals unti the optimum response is atained, When the drug is administered
as conventional wableis’in divided duses (2 or 3), additionnl doscs are given al
imervals-of 4-f hours, Dextrogmphetamine sulfate extended-release capsules
can be substiluled for their respective conventional shorl-aeling preparations if
less [requent daily dosing is desirable.

Dextroamiphetamine sulfate in fixed combination with other amphetamines
{dextroamphetamine suolfate, dextroamphelamine sacciiirute, amphetaming as-
partate, and amphetamine-sulfowe) also is used as an adjunct in the tre:gment
of ADHD in children 6 years ol age und older: the initial wial dosage of
nmphelamlnu. is 5 mg once or twice daily. The d..uly dosage is increased by 5
mg al weekly intervals unil the oprimum ru.punsc is unained: 1otal daily dosage
rarely should exceed 40 mg. In children 3-5 veurs of uage. the ininial dajly
dosage is 2.5 mg; dml} dosage is nereased by 2.5 my a1 weekly intervals oniil
tlie optimum response is attained. The manulacturer cecommends that the initial
dose ol dextroumphetsmine sullate in fixed combination with other ampheta-
mines be given on awnkening; additonul doses (1 or 23 are given at intervals
ol 4-6 haurs. The usual dosnge lor intennediate-ucting preparations (.., Dex-
edrine® Spansules®, Adderall®y in children 6 years of sge and older 15 5-30
myg once daily or 3-15 mp wice daily.

Aliernatively, in pasienis who are receiving drug therapy for ADHD for the
first time or are being switched from therapy with another stimulant, dexiro-
amphetsmine therapy muy be initinted with extended-release capsules contain-
ing dextroamphetaming sulfute in tixed-combination with dextroamphetaming
saccharate, ampliclamine aspartate, and amphetamine sulfate (Adderall XR=),
In children 6-12 ycars of ape, the iniljal dosage of wlal amphetamines us fixed-
combination exiended-release: capsules {Adderall XR™)'15 10 mg once daily;
daily dosugu. may be increascd 1 increments of 5 or 10 mg at weekly ntervals
10 a maximum dossge of 3 mg daily, Treatment may be inttisted witht a dosuge
ol 5 mg once daily when. in the opinion of the clinician, a lower initial dosage
is appropriate. The usual dosage for such lenger-acting preparations (e.p., Ad-
derall XR") is 10-30 mg daily. In adolescents 13-17 years of age, the initiul
dosuge of wal amphetamines as fixed-combination extended-release capsules
(Adderall XR7) is 10 mg once daily. Dosage nay be increused 1o 20 mg once
duily alter 1 week if symptoms are not adequately controlled. In adults who
are receiving drug therapy for ADHD for the first time or are being switched
from therapy witli another drug. the recorumended dnsipe of amphetamines us
fixcd-combination extended-release capsules (Addernll XR™) is 20 mg once
daily. Although dosages of up 1o 60 mg daily (as {ixed-combination extended-
releasc capsulesy huve heen used in udobescerts 13-17 years of age und udulis
in clinical studies, there is no evidence thal dosages exceeding 20 mg daily
provide any additional benefit in 1hese patients. When swilching from fixed-
combination conventional 1ablels (Adderul] ) 10 lixed-comhination exiended-
retease capsules (Adderall XR*), the total daily desage ol aniphietamines miy
remain the sume but should be given once daily.

When possible. therapy should be interrupted accasianally 1o determine if
there is a recurrence of “hehavioral symploms suflicient to require conlinued
treatment. Long-lern use of fixed-combination exlended-release capsules G.e..
more thun 3 weeks in children or more than 4 weeks in adolescenis or adults}
has not been studied systematically. If ixed-combination extended-releuse cap-
sules are used for extended periods, the usefulness of the drug should he pe-
rodically reevaluated.

Cautions

Dextroumphelasnine shares the 1oxic potentials of amphetamines. and 1he
usual cautions. precautions, and contraindications of amphetamine therapy
should be ohserved. (See Cautions in ihe Amphelamines General Stutement
2H:20.04.)

Some cormnmercially availsble prepartions of dextreamphetamine (e.g..
DextroSmt®. Dexedrine™ tublels) contiin the dye tartrizine {FD&C yellow No.
53, which may cawse allergic reactions including bronchial asthma in suscep-
lible individuals. Although the incidence of lartiruzine sensitivity is low, it ITe-
quenily oceurs in patients who are sensitive Lo aspirin.
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