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NDA 21-121/5-004

ALZA Corporation

Attention: Tracy Lin

Associate Director, Regulatory Affairs
1900 Charleston Road

P.O. Box 7210

Mountain View, CA 94039-7210

Dear Ms. Lin:

Please refer to your supplemental new drug application dated November 30, 2001, received
December 3, 2001, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
CONCERTATM (methylphenidate hydrochloride) Extended-release Tablets.

We acknowledge receipt of your submissions dated February 14, March 1 and 4, 2002

This supplemental new drug application provides for an additional 27 mg dosage strength to be
manufactured at the Vacaville manufacturing site and the requisite changes in the labeling for this new
strength. In addition, the phrase, ‘esophageal motility disorders’ has been added to ‘Potential for
Gastrointestinal Obstruction’ in the WARNINGS section of the labeling.

We have completed the review of this supplemental application, as amended, and have concluded that
adequate information has been presented to demonstrate that the drug product is safe and effective for
use as recommended in the submitted labeling text dated November 30, 2001. Accordingly, this
supplemental application is approved effective on the date of this letter.

The final printed labeling (FPL) must be identical to the submltted draft labehng (package insert
submitted November 30, 2001).

Please submit 20 paper copies of the FPL as soon as it is available, in no case more than 30 days after it
is printed to each application. Please individually mount ten of the copies on heavy-weight paper or
similar material. Alternatively, you may submit the FPL electronically according to the guidance for
industry titled Providing Regulatory Submissions in Electronic Format - NDAs (January 1999). For
administrative purposes, this submission should be designated "FPL for approved supplement NDA
21-121/S-004". Approval of this submission by FDA is not required before the labeling 1s used.



BIOPHARMACEUTICS

The previously approved in vitro specifications are also recommended for the 27 mg methylphenidate
HCl OROS® formulation. The recommended in vitro specifications are as follows:

Specification of label claim(%range)
Time Point  Specification

at1h-  (b)@4)--—-—-—mmeee
at 4h

' The in vitro testing is performed with USP Type VII dissolution apparatus with oral extended release
tablet holder (spring holder) in pH 3 water with a fixed agitation rate of 30 cycles per minute,
maintained at a temperature of 37+0.5° C.

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81. '

- If you should have any questions, please call, Ms. Anna Marie Homonnay, Regulatory Project
Manager, at (301) 594-5535.

Sincerely,

Russell Katz, M.D.

Director '

Division of Neuropharmacological Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Russell Katz
4/1/02 08:29:50 AM
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INFORMATION FOR PATIENTS
TAKING CONCERTA® OR
THEIR PARENTS OR CAREGIVERS

CONCERTA®
(methylphenidate HC)
Extended-release Tablets @

This information is for patients taking CONCERTA® Extended-
release Tablets Clf for the treatment of Attenlion Deficil
Hyperaclivity Disorder, or their parents or caregivers.

Please read this before you start taking CONCERTA®.
Remember, this information does not lake the place of your
doctor's instructions. If you have any questions about this infor-
malion or about CONCERTAS, tafk to your doctor or pharmacist.

What is CONCERTA®?

CONCERTA® is a once-a-day frealment for Altention Deficit
Hyperactivity Disorder, or ADHD. CONCERTA® contains the drug
methylphenidate, a central nervous system stimulant that has been
used 1o treat ADHD for more than 30 years. CONCERTA? is taken
by mouth, ance each day in the moming.

What is Attention Deficit Hyperactivity
Disorder?

ADHD has three main types of symploms: inaftention, hyperac-
fivity. and impulsiveness. Symptoms of inattention include not
paying altention, making careless mistakes, not listening, not
finishing tasks, not following directions, and being easily
distracted. Symptoms of hyperactivity and impulsiveness include
fidgeting, talking excessively, running around at inappropriate
times, and internupling others. Some patients have more symp-
{oms of hyperactivity and impulsiveness while others have more
symptoms of inattentiveness. Some palients have all three types
of symploms.

Many people have symptoms like these from time to time, but
patients with ADHD have these symploms more than olhers their
age. Symploms must be present for at least 6 months to be
certain of the diagnosis.

How does CONCERTA® work?

Part of the CONCERTA® {ablet dissolves right after you swallow

it in the moming, giving you an initial dose of methylphenidate.

The remaining drug is slowly released during the day to continue

to help lessen the sy of ADHD. Methylphenidate, the

acllve ingredient in CONCERTA®, helps i increase attention and
pulsi andh ivity in patients with ADHD.

Who should NOT take CONCERTA®?

You should NOT take CONCERTA® if:

You have significant anxiety, {ension, or agilation since

CONCERTA® may make these conditions worse.

You are allergic to methylphenidate or any of the other ingre-

dients in CONCERTA®.

You have glaucoma, an eye disease.

« You have tics or Tourefle's syndrome, or a family history of

Tourelte's syndrome.

Talk to your doctor if you believe any of these conditions apply

to you.

How should { take CONCERTA®?

Do not chew, crush, or divide the tablets. Swallow

CONCERTA® tablets whole with the help of water or other liquids,

such as milk or juice.

Take CONCERTA® once each day in the moming.

You may take CONCERTA® before or after you eat.

Take the dose prescribed by your doctor. Your doctor may adjust

the amount of drug you take unti it is right for you. From time to

time, your doctor may interrupt your treaiment to check your

symptoms while you are not taking the drug.

What are the possible side effects of

CONCERTA®?

In the clinical studies with patients using CONCERTA®, the most

common side effects were headache, stomach pain, sleepless-

ness and decreased appetite. Other side effecls seen with
i the acfive i in CONCERTA®, indude

nausea vomiting, dizziness, nervousness, lics, allergic reac-

tions, increased blood pressure and psychosis (abnormal think-

ing or hallucinations}.

This is not a complete list of possible side effecls. Ask your

doctor about other side effects. If you develop any side effect,

talk to your doctor.

What must | discuss with my doctor before

taking CONCERTA®?

Talk to your doctor before taking CONCERTA? if you:

~a——— TEAR HERE

CONCERTA®
(methylphenidate HCI)

Extended-release Tablets @
DESCRIPTION

CONCERTA® is a cenial nervous system ICNS) slimulant.
CONCERTA® is avadlable in four 1ablet slrengths. Each exiended-
refease tablet for once-a-day ocal adminisiration coniains 18, 27, 36'0¢ 54
mg of methylphenidale HCI USP and is designed o have a 12-hour
duration of ef’ec: \.hemcally methyiphenidaie HCl is d.l {racemic)

methyl o-ph lis empincal
fonmuta is C,‘H;;ND; HCI. &5 struciural formata is;
o ocHy
X
]

Mﬂ'ny(phennalﬂ HCI USP is a white, odorless crysialline powder. Iis

solutions are acid to fitmus. i} is freely soluble in water and n methanol,
soluble in alcohol, and slighlly soluble in chloroferm and in acetone. s
moiecular weight is 269.77.

CONCERTA® also contains the following inert ingredients: butylaied
hydroxylohuene, camauba wax, cellulose acetale. hydroxypropyl
mezhylcellulose, lactose. phosphoric acid, poloxamer, polyelhylene
glycol, polyethylene oxides, povidone, prapylene ¢lycol, sodium chio-
ride, sleanc acid, succinic acid, syntheiic iron oxides, filanium dioxide,
and triacetin.

System Components and Performance

CONCERTAS uses osmotic pressure to defiver methylphenidate HCI at
a conlrofled rate. The system, which resembles a conventional tabtet in
appearance, comyxises an osmatically aciive ilayer core sumounded
by a semipermeable membrane with an immediate-release drug over-
coal. The lritayer core is composed of wo drug Iayers con' amlng .na
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Eood Effects

in palients, there wEre 10 diflerences in eilher the phammacokinetics of
f CONCERTAT when

after a high %1 breakfast There s no evideace of dose dumping in the

presence or absencs of food.

Smi&ommm

In lwallhy adults, the mean dose-adjusted AUC o values for
CONCERTA* were 36.7 ng-lvml in men and 37.1 ng-himt in women,
with no differences noted between he two groups.

Race

In adults receiving CONCERTA®, dosz-adjusted AUCp.n was consis-
tent across ethmic groups; however, he sample size may have been
insufficient lo detect ethnic variations in pharmacokinetics.

Age
The phamacokinatics of CONCERTA® has not been studied i chidren
less than 6 years of age.

Renal Insufficiency

Specal Di Considem
Spedific etiology 0! this syndrome is unknown, and there is no single
diagnoslic test Adequale diagnosis requires the use of medicat and
special psychological, educational, and social resources. Learning may
o may not be impaired. The diagnosis musl be based upan a complete
history and evaluation of the child and nol sclely on the presence of lhe
required number of DSM-IV characleristics.

Need for Comprehensive Treatment Program

CONCERTA? & indicaled as an integral part of a tolal eaiment
program for ADHD 1hat may inciude other measures (psychelegical.
educational, social) for pasients with tis syndrome. Drug Yreaiment
may not be indicated for af chiidren with s syndrome. Stimulanis are
not intended for use in the child who exhibits symptoms secoadary to
environmental factors andlor other primary psychiatric disorders,
fnclwding psychosis. Appropriate educational placemeat is essential
and psychosodal intervention is oflen helpful, When remedial meas-
ures alone are insufficien, the decision to prescribe stimulant medica-
tion will degend upon the physician's assessment of the chronicly and
severity of the child's symploms,

of CONCERTA® for long-term use, . for more than

There s no experience with the use of CDNCERTA' m patieats with - T
renal After oral
in humans, idate was extenswely metabo-

lized and approximalely 80% of the radioactivity was excreled in the

unne in the iorm of PPA. Since renal clearance is not an imporlant oute:
of melhyiphenidale clearance, renal insufiiciency is expected ‘o have

e effect on the pharmacokmetics of CONCERTA®.

Hepatic [nsufiiciency

There is no expefience with the use of CONCERTA® in patienis with

hepatic insuficiency.

Clinical Studies
CONCERTA® was demonsiraied fo be effective in the trealment of

active-

The conirolled studies compared CONCERTA® given ¢d (18, 36, or54
myg}. m(thualegwmndova 12 hours (15, 30, or45mg|alal daily

dose) and placebo n two singfecenter, 3-week Crossos fudies

;Smdes 1 and 2) and in a multicenler, 4—week paraletgroup compansan

{Study 3). The primary comparison of interes! in af three trials was

CONCERTA® versus placebo.

The Diagnosiic and Statistical Manual, 4th edidon, of the American
(DSM-IV} provides criteria for theee sublypes of

drug and excipien's, and a push layer conlaining
componenls. There is a praasion-aser drilled orifice on the rlr'.g layef
end of the tablel In an aqueous environmenl, such as the gasimin-
testinal tracz, the drug overcoat dissolves willin ene hour. providing an
iniliat dose of methylphenidate, Water femeates ihrough the
membrane inio the tablst core, As the csmoticaly active polymer excip-

ients expand, methylphenidale is rleased through the crifice. The
membrane controls he rale al which water enlers the tablel core, which
in tum conirols drug devery. The biclogically inert companents of the.
o1 remain inlact during gastrcintestinal fransit and are eliminatad in
the sioo) as a tablet shell along vith insofuble core components.

CLINICAL PHARMACOLOGY

Pharmacodynamics

MeJ\yIphemda.e HCl is a caniral nersous sysiem (CNS) stimulant. The
mode of therapeulic action in Ateniicn Defick Hypera\..m'y Disorder
(ADHD) & nol known, Melhnphemda.e is thought to biock the reuptake
of nomplnnphme a oparrunﬂ o the presynap(n nesron and
increase

fsed of the d- and Hisomers.
The d-somer is mre aharmauologmly acnue than the Hsomer.

Pharmacokinetics

Methybhenidate is readiy absorbed. Following oral administration of
CONCERTA® lo adulis, plasma methylphenidate concentrations
increase rapidly reaching an initial maximum at about 1 {0 2 hours, then
increase gradually over ihe nex! several hours, Peak plasma concen
trations are achieved at about 8 o 8 hours alter which a gradual
decrease in plasma levels of methylphenidate begins, CONCERTA‘ qd
minimizes the fluctuations between peak and trough concentrations
associated with anmediate-rafease methylphenidate i (see Figure 1).
The refative bioavailability of CONCERTA* qd and methylphendale tid
in adulls s comparable.

FIGURE 1
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Figure 5. Mean methylphenidale plasma concentrations in 36 adulis,
following a sngle dose of CONCERTA® 18 mg qd and inmediate-release
meihylphenidate 5 mg td administered every 4 hours.

The mean pharmacokinelic paramelers in 36 adults fliowing the

adminisiration of CONCERTA® {8 mg qd and methylphenidate 5 mg lid
ar2 summarized in Table 1,

TABLE 1
Mean & 5D Pharmacokinetic Parameters

Parameters CONCERTA® Methylphenidate
(18 mg qd) (5 mg tid)
{n=36) {n=35)
Crae (ngimL} 37t 10 42%10
Toe (0} 68+ 18 65:18
AUC, tnghimL; 18139 380+ 110
tiz () 35+ 04 30405

No ditferences i the pharmacokinelics of CONCERTA? were noted
foflowing single and repeated qd dosing indicating no significant drug
accumuation, The AUC and 4., following repeated qd dasing are simi-
far lo those fofiowing ihe firsl dose of CONCERTAS 18 mg.

Dose Propodionality

Following administration of CONCERTA® in single doses of 18, 35, and
54 mgiday to adubs, Cpye and Al d-methyliphenidate were
proportional 1o dose whereas [-methylphenidate C,, and
AUCp -y increased disproportionately wilh respect io dose, Foliowing
administration of CONCERTA®, plasma concentrations of the somer

were 1/40th the plasma d-isomer.
PQMD N "
fol oral administration. The r‘Jr’e

llowing oral adulls
fcllowing oral administration of CONCERTA' was app(oxm\alely 35n.

ADHD (Combined Type, Predominantly nattentive Type, of
Predominantly Hyperactive-Impulsive Type). These criieria were used
for diagnosis n all three studies.

Symploms of ADHD were #valuated by community scheol teachers
using lhe lname‘Omau:vny with Aggression (IOWA) Conners
scale. Statissealy significant reducion in the lnatiention subscale
varsus placebo was shown cosistenily across all ihree controfled stud-
ies for CONCERTA*qd . The scores for CONCERTA® and placebo for
the lhree siudies are presenied in Figure 2.

FIGURE 2
‘Mean (SEM) Commum(y School Teacher IOWA Conners
Inattention/Overactivity Scores
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Figure 2. Mean Community School Teacher [OWA Conners
InatientionOveraciivity Scores with CONCERTA® qd (18, 36, or 54 mg)
and placebo. Studies 1and 2 involved a J-way crossover of 1 week per
{reatment amm. Study 3 involved 4 weeks of paralel group realments
with a Last Observabon Carried Forward analysis at week 4, Emor bars
represenl the mean plus standacd esror of the mean.

In two conirotied studies (Sludies 1 and 2), symploms of ADHD were
evaluated by laboratory schoo! leachers using the SKAMP" laboralory
school raiing scale, The combined results from these two studies
demonslrated significant improvemenis in atiention ard behavior in
patients treated with CONCERTA® versus placebo thal were maintained
Ihrough 12 hours afler dosing. Figure 3 presents the labocatory school
{eacher SKAMP ratings for CONCERTA® and placebo.

*Swanson, Kotkin, Agter, M-Fynn and Petham

FIGURE 3
Laboratory School Teacher SKAMP Ratings
Mean (SEM) of Combined Attention (Studies 1 and 2)
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INDICATION AND USAGE

Attention Deficit Hyperactivity Disorder (ADHD}

CONCERTA® & indicaled for the irealment of Altention Deficit
Hyperaciivity Disorder (ADHD).

The efficacy of CONCERTA® in the frealment of ADHD was established
in three conlrolled tnials of children aged 6 to 12 who met DSMHV crite-
fia for ADRD (see CLINICAL PHARMACOLOGY).

A diagnosis of Atiention Defic? Hyperactivity Disorder (ADHD; DSM-IV)
implies the presence of hyperaciive-impulsive or inaltentive symploms
thal caused impairment and were present before age 7 years. The
symploms mus! cause d’m-:any sgmﬁwﬂ nmpanmnenl eg. in social,
academic, or occupalio ncloning, and be present in two or more
sefings, eg. school {or wofk) and at hume The symploms must no! be
belter accounted ior by another menial disorder. For ihe Inattentive
Type, at Jeast six of the foflowing sympioms must have persisied for at
6 months: lack of attention 1o delaisicareless mislakes; lack of

l effort, loses things;

least
Metabolism and Excretion
n humans, N ¥ & sustained ar.?bon poox In's:ir:e: 'Edure to follow though: on tasks; peor

o  phenyl piperdine acsic 0 PPR) prigioe :Ege o0 pharmam-
bglc activty. In adufts the metabalism of CONCERTAY qd =5 evakualed

- Are being lrealed for jon or have symp of

by o PPA is simiar io that of methyiphenidate tid. The
of single and repealed qd doses of CONCERTA® is simiar.

depression such as feelings of sadness, wor
hopelessness.

After oral dosing of radiolabeled methylphenidaie in humans, aboul
90% of the radwaciivity was fecovered n urine. The main urinary
metabolite was PPA, accounting for approximately 8G% of lhe dose.

easily disracted; forgetful. For the Hyperaclive-tmpulsive Type, at hasl
six ol the ‘ollowing symploms must have persisied for al least
aving seal;

“on the go.” excessiva taking: blurting
sive. The Combined Type requires boih
ma:!enuve and hypelac!we—cmpuiswe criteria bo be met

4 weeks, has not been sysiemalically evalualed in controlled trials.
Therefore. the physician who elects 'o use CONCERTA® for extended
periods should periodically re-evaluaie the long-term usefulness of the
dryg for the individual patient {see DOSAGE AND ADMINISTRATION).

CDNTRA.INDICATIDNS

CONCERTA‘ is conlraindicated in patienis with marked anxiety.
tension, and agitation, since the dnrg may aggravate these symploms.

Hypersensitivity to Methylphenidate
CONCERTA® is contraindicated in patienis known fo be hypersensilive
1o methylphenidate or other components of the product.

Glaucoma
CONCERTA* is coniraindicated in patients with glaucoma.

Ties .

CONCERTA® is contraindicaled in patients with motor tics or with 'a
family history or diagnosis of Tourette’s syndrome (see ADVERSE
REACTIONS;.

Monoamina Oxidase Inhibitors

CONCERTA* s contraindicated during treatment wilh monoamine

axidase inhibiiors, and also within a minimum of 14 days following
ion of a ine oxidase inhititor crises

may result),

WARNINGS
Depression
CONCERTA* should not be used lo \real severe depression.

Fatigue
CONCERTA* should not be used for ihe prevension or eaiment of
nommal fatigue states.

Long-Term Suppression of Growth

Sufficient data on the safeiy of long-term use of methylphenidate in chil-
dren are nol ye! available. Although a causal relationship has not been
established, suppression of growth (ie, weight gain,. andior height) has
been reporied with the long-lerm use of stimulanis in children.
Therefora, palients requiring long-lem therapy should be carefully
maaitored. Patients who are not growing or gaining weighl as expected
‘should have their treaimenl interrupted.

Psychosis

Cinical experience sugges!s thal in psychalic patients, adminisiration
of methylphenidate may exacerbale sympioms of behavior disturbance
and thought disorder.

Seizures

There is some clinical evidence that methylphenidale may lower the
convulsive threshold in patienis with prior history of seizures. in
patienis with prior EEG abnormalities in absence of seizures, and,
very rarely, in absence of history of seizvres and no pror EEG
evidence of seizures. In Ihe presence of seizures. the drug should be
discontinued.

Potential for Gastrointestinal Obstruction

Because the CONCERTA® tablel is nondeformable and does not
appreciably change in shape in the Gl tract, CONCERTA® should not
ordinarily be administered to patients with preexising severe gastroin-
testinal narrawing {pathologic or ialrogenic, for example: esophageal
molfity disorders, small bowel inflammalory disease, “short gut®
syndrome due to adhesions or decreased wansit time, past history of
peritonits, cystic fibosis, chronic intestinal pseudoobsiruction, or
Meckel's diverticulom). There have been rare repods. of abstructive
symploms in paiients with known slrictures in associafion with the
ingestion of drugs in nondeformable controlled-release formulations,
Due lo the controlied-release design of the tablet, CONCERTA® should
only be used in patients wha are able to ‘swallow he tablet whole {see
PRECAUTIONS: Information for Patients).

Hypertension and elher Cardiovascular Conditions

Use cautiously in patients with hypertension. Blood pressure should be
monilored at appropriale intervals in patienls taking CONCERTA®,
espediatly patients with hypertension. In the faboratory classtoom cin-
ical lrials (Studies 1 and 2). both CONCERTA® and methylphenidate tid
increased resting puise by an average of 2-6 bpm and produced aver-
age increases of sysiolic and diastolic blood pressure of roughly
14 mm Hg during the day, relative to plambo Therefore, caudon is
mdmhed in treali

in blood p: i ra;
wﬂn preexisting lr/peﬂensm, heart fa1uve recent myuamial nfarc-
tion, or hyperthyroidism.

V'sual D|sturbam:e

have been in rare cases.
Difficalfes with accemmodation and bluring ¢f vision have been
reported.
Usa in Children Under Six Years of Age
CONCERTA® should not be used in children under six years, since
safety and efficacy in ihis age group have not been established.

DRUG DEPENDENCE
CONCERTA® should be given cautiously ' patients with 2 history of
deug dence or aloohofism.  Chronic abusive use can lead to
marked folerance and psychological dependence with varying
degrees of abnommal behavior. Frank psychotic eplsod& Can OCCUr,
espedally with parenteral abuse. Careful supervision is required
during wrthdrawal from abusive use since severe depression may
oceur. Withdrawal following - chionic therapeutic use may unmask
symploms of the underlying disorder that may require foliow-up.

PRECAUTIONS

Hematologic Moaitoring

Periodic CBC, differental, and plalele! counts are advised during
profonged therapy.



Information for Patients

Patienis should be informed that CONCERTA® should be swallowed
whole with the aid of liquids. Tablets should not be chewed, divided, or
crushed.  The medication is conlained within a nonabsorbable shell
ned 10 release the drug a! a controfled rate. The 1ablel shell, along
with insoluble core components, s efminaled from the body. patients
should not ba concerned if they occasionally notice in their siool some-
Lhing thal looks Iike a tablet.

Paiien! nformation is printed al the end of is insed. To assure safe
and eflective use of CONCERTA®, the information and istructions
provided in the patient information section should be discussed with
padents.

Drug Interactions
Because of possible effects on blood pressure, CONCERTA® should be
used cautiously with pressor agents.

Human pharmacnbg: studies have shawn thal methyiphenidate may
inhibit e of coumarin (2g.
phenabarbital. phenytoin, pnmvdnne) and some antidepressanis
(lricyclics and seleclive seroionin reuptake inhibitors). Downward dose
adjustment of these drugs may be required when given concomitantly
with methylphenidate. & may be necessary !o adjust the dosage and
monilor plasma drug concentralions {or, in the case of coumarin, coag-
ulation .|mes) when initiaing or discontinuing concomitant
methylphenidate.

Serious adverse evenis have bean reporied in concomitant use with
clonidine, although no causallly for the combination has baen esiab-
bshed. The safely of using methyiphenidate in combinalion with cloni-
dine or other cenlrally acting alpha-2 agnmsls has rol been

systematically evaluated.

Carci i is, and of Fartility

In a fifelime carcinogenicity sludy caried out in BECIFT mice,
methylphenidale caused an increase in hepalocefiular adenomas and,
in males only, an increase in hepatoblastomas at a daily dose of approx-
imately 60 mg/kglday, This dose is approximately 30 imes and 4 times
the maximum recommended human dosa of CONCERTA® on a mg/kg
and mg/m2 basis, respeclively. Hepatoblastoma is a relatively rare
roden! mafignani lumor lype. There was no increase in total malignant
hepatic tumors. The mouse strain used i sensilive lo the develop-
ment of hepatic tumors, and the significance of these resulis to
humans is unknowa.

Methylphenidale did not cause any increases in tumers in a lfetime
carcinogenicly siudy carried oul in F344 rals; the highest dose used
was approximaiely 45 mg/kgiday, which is approximately 22 times and
5 times the maximum recommendad human dose of CONCERTA on a
mgfkg and mg/mz basis, respeciively,

In a 24-week carcinogenicity sludy in the iransgenic movse sirain
p53+/—, which is sensitive 10 genoloxic carcinogens, there was no
evidence of carcinogenicity. Male and femate mice were fed diels
conlaining the same concentration of meihylphenidate as in lhe iife-
time carcinogenicily sludy; the high-dose groups wera exposad lo 6¢
to 74 mg‘kg/day of methylphenidale.

Methylphenidate was not mutagenic i the in vitro Ames reverse mula-
fion assay of the in viiro mouse cefl forward mutation assay.
Sister chromatid and fons wese
increased, indicative of a weak clastogenic response, in an m vilro
assay in cultured Chinese Hamster Ovary cells. Methylphenidaie was
negalive m vivo in males and fomales i the mouse bone mamow
micronucleus assay.

Methylphenidale did nol.impair ferflity in male of female mice that were
fed diels conlaining the drug in an 18-week Continuous Breeding study.
The study was conducled at doses up lo 160 mg'kg/day, approximalely
BO-fold and 8-fold the highest recommended human dose of
CONCERTA® on a mgig and mg/m2 basis, respectively.

Pregnancy: Teratogenic Effects

Pregnancy Category C: Methylphenidale has been shown la have
teratogenic effects in rabbits when given in doses of 200 mg/kg/day.
which is approximalely 100 times and 40 fimes the maximum recom-
mended human dose on a mgkg and ma/m? basis, respectively.

A reproduction study in rats revealed no evidence of ham io the felus
2t oral doses up to 30 mgfkg/day, approximalely 15-fold and 3-fold the
maximum recommended human dose of CONCERTA? on 2 mg/kg and
mg/m? basis, tespectively. The approwimate plasma exposwre 1o
methylphenidate plus ils main metabolite PPA in pregnant rals was 2
limes that seen in trals in volunteers and patieals with the maximum
recommended dose of CONCERTA* hased on the AUC,

There are no adequate and wel-conlrotied studies in pregnant women.
CONCERTA® should be used during pregnancy only if lhe patenbal
benefil justifies the potenlial risk o the felus.

Nursing Mothers

It is nol known whether methyiphenidate is excreted in human mikk.
Because many drugs are excreted in human milk, caution should be
exercised if CONCERTA® is administered fo a nursing woman.

Pediatric Use

The salety and efficacy of CONCERTAF in children under & years oid
have not been established. Long-term eflects of melhylphenidate i
chikdren have not been well established (see WARNINGS}.

ADVERSE REACTIONS

The premarkeling developmenl program for CONCERTA* included
exposures in a tolal of 755 parficipants in ciinical trials (462 palienls,
285 healthy adull subjecis}. These paricipants received CONCERTA®
18, 36. and/or 54 mg/day. The 462 patienis (ages 6 io 13) were eval-
uated in three conirolled chinical studies (Studies 1. 2. and 3). wo
unconirolled clinical sludies fincluding a fong-term salety study). and
one clinical pharmacology sludy in children with ADHD. Of the 469
palienis in this program, 68 CONCERTA®-ealed patients in one
uncontrallzd dose-initiation shidy wera naive lo any phamacologic
therapy for lheir ADHD. Safely data on all patients are included in the
discussion that follows, Adversa reaclions were assessed by collect-
ing adverse evenls, resulls of physical examinations, vital signs.
weights, laboratory analyses, and ECGs.

Adverse evenis during exposure were oblained primarily by general
inquity and recorded by clinical invesligaiors using terminology of their
own choosing. Consequently, ii is not possile o provide a meaning-
ful estimate of the proportion of individuals experiencing adverse
events without firsi grouping similar types of evenls inlo a smaller
number of slandardized event categories. In the lables and listings
that follow. COSTART terminology has been used io classify reported
adverse events.

The stated lrequencies of adverse evenls represent the proportion of
individuals who experienced, at least once, a lreaimeni-emergent
adverse evenl of the type listed. An event was considered lrealment
emergent if it occurred 'or the first lime er worsenad while receiving
therapy following basaline evaluation.

Adverse Findings in Clinical Trials with CONCERTA"

vent iated with Disconinuali Ti at
In the 4-week placebo-controlled, paraliel-group irial one
CONCERTA®-treated patient (0.9%; 1/106) and one placebo-treaied
patient (1.0%; 1/99) discontinued due to an adverse event {sadness and
nCrease in tics, respectively).

In uncontrofied studies up to 12 months with CONCERTA®, 6.5%
(294441 patients discontinued for adverse eveats. Those events asso-
ciated with disconlinuation of CONCERTA® in more than one patient
included the following: twitching {lics, 1.8%): anorexia {loss of appelite,
0.9%); aggravation reaction {0.7%); hostility {0.7%): insomnia (0.7%);
and somnotence (0.5%).

tal v if it Inc

A*-Treated Patient

Table 2 for a 4-week placebo-controfled, llef-g
irial in children with ADHD at CONCERTA' doses’ 01 18, JS nr
54 mgiday, the incidence of reaimeat-emergeni adverse events. The
iable includes only those events thal occurred in 1% or more of
patienis treated with CONCERTA® where the incidence in patients
\reated with CONCERTA* was greater than the incdence in placebo-
treated patients.

The prescriber should be aware that these figures cannot be used to
predicl the incidence of adverse events in the course of usual medicat
practice where patient characteristics and other faclors differ from
ihose which prevailed in the clinical lrals. Simiady, the ciled
frequencies cannot be compared with figures oblained lrom other
dlinical investigations involving different reatments, uses, and inves-
tigalors. The cited figures. howevar, do provide the prescribing
physician wilh some basis !or estimating the relative contribution of
drug and non-drug factors to the advarse event mudﬂnce Tal
population studied.

TABLE 2

Incidence of Treatment-Emergent Events! in a 4 Week
Placebo-Controlled Chinical Trial of CONCERTA"

Body System  Preferred Term CONCERTA®  Placebo
(n=106) (n=199)
General Headache id% 0%
Abdominal pain
(siomachache) 7% 1%
Digestive  Yomiling 4% 3%
Ancrexia
tloss of appetite} 4% 0%
Nervous Dizziness 2% 0%
Insomnia 4% %R
Respiratory  Upper Respiralory
Trac! infection 8% 5%
Cough !ncreased 4% 2%
Pharyngiis 4% 3%
Sinusitis 3% 0%

: Events, regardless of causality, for vhich Ihe incidence for patienls
treated with CONCERTA® was at 2ast 1% and grealer than the inci-
dence among placebo-treated patisnls. Incidence greater than 1%
has been rounded lo the rearest whale number.

Tics

In a long-tenm uncontrciled siudy (n=407 children), the cumulative inci-
dence of new onset of tics was B% afier 10 months of ireatment with
CONCERTA®,

Adverse Events with Other Methylphenidate HCI Products

Nervousness and insomnia are tie mast common adverse reaclions
reported with other methylphenidaie products. Other reaclions
include hypersensitivity (including skin rash ur‘ucana er, arthral-

Poison Control Center

As with the management of al overdosage, the possibility of mul‘ole
drug mgeslion should be considered. The physician may
consider contacting a poison control center for up-lo-date mhnna'lon on
the 3 with L

DOSAGE AND ADMINISTRATION

CONCERTA® is adminisiered orally once daily in the moming. *
CONCERTA® must be swallowed whole with the aid of tquids, and must
not be chewed, divided, or crushed {see PRECAUTIONS: Information
for Patients).

CONCERTA® may be administerad with or without food and should be
administered once daily in the moming.

Dosage should be individualized according ‘o the nzeds and responses
of e patient.

Patients New to Methyiphenidate

The recommended starting dose of CONCERTA® fuc palients who are
not cunvently taking methylphenidate, or for paients whe are on stimu-
Ianis other than methylphenidate. is 18 mg once daily.

Dosage may be adjusted 10 a maximum of 54 mgrday taken once daily
in the moming. In general, dosage adjustment may proceed al approx-
imately weekly niervals.

Patients Currently Using Methylphenidate
The recommended dose of CONCERTA® for palients who are currently
{aking mmﬁpnwdale bid, {id, or sustained-release (SR} al doses of
10 to 60 mgiday is provided in Table 3. Dosing recommendations are
based en curreni dose regimen and clinical judgement.
Dosage may be adjusted to a maximum of 54 mg/day taken once daily
in the moming. In general, dosage adjusiment may proceed at approx-
imately weekly intervals.

TABLE 3

Recommended Dose Conversion from
Methylphenidate Regimens to CONCERTA®

Previous Methylphenidate Daily Dosa Recommended
CONCERTA* Dose

5 mg Mathylphenidate bid 18 mg g am

of 5 mg Methylphenidate tid

or 20 mg Methylphenidale-SR

10 mg Methylphenidate bid I mgqam

oc 10 mg Methylphenidate lid

of 40 mg Methylphenidate-SR

15 mg Methylphenidate bid Sdmgqam

or 15 mg Methyiphenicale tid

or 60 mg Meihyiphenidate-SR |

Other methylphenidale regimeas: Clinical judgemenl should be used

whten sefecting the stariing dose.

A 27 mg dosage stength is available for physicians who wish 1o

praunbe between the 18 mg and 35 mg dosages. Datly dosage above
54 mg is not recommended.

Maintenance/Extended Treatment

There is no bady of evidence avaiable from controfled trials o indicate
how fong the patient with ADHO should be Yeated with CONCERTA®. il
agreed however, thal pharmacological ireatment of ADHD
may be needed jor extended periods. Neveriheless, the physidan who
elecs to use CONCERTA® {or exdended periods in patients with ADHD
should periodically re-evaluate the long-term usefuiness of the drug for
the individual paient with trials off medieation lo assess the patient's
functioning without phamnacotherapy. kmprovemenl may be susiainsd
when the drug is erher temporardy or permanently discontinued.

Dose Reduction and Discontinuation

If paradoxical aggravation of symploms or other adverse events occur,

Ihe dosage should be reduced, or. if necessary, the drug shoukd be

gia, exfoliative dermatitis, erythema
ﬁndmgs of izing vasculitis, and purpura);
anorexia; nausea; dizziness: palpitations: headache; dyskme
drowsiness; blood pressure and puise changes, bolh up and dow:
{achycardia; angina cardiac arthyihmia; abdominal pain; weight loss
during profonged therapy. There have been rare reports of Tourelle’s
syndrome. Toxic psychosis has been reporied. Allhough 2 definite
causal relationship has no! been established. the folfowing have been
reported in palients taking this drug: instances of abnorma! liver func-
tion, ranging from lransaminase elevalion to hepatic coma; isolated
cases of cerebral anerlis andior occlusion; feukopenia andfor
anemia; fransient depressed mood: a few instances of scalp hair less.
Very rare reports of neuroleplic mafignant syndrome (NMS} have
been received, and, in mos! of these, patients were concurmenily
feceiving therapies associated with NMS. In a single report, a ten
year oid boy who had been laking methylphenidale for approximately
18 months experienced an NMS-ike evenl within 45 minutes of
ingesting his first dose of venlafaxine. I is uncerlain whether (his
case represented a drug-drug interaction, a respense to either drug
alone, or some othes cause.

In chitdren, loss of appetile, abdominal pain. weight loss during
prolongad therapy, insomnia, and tachycardia may occur more
frequently; however, any of the other adverse reactions lisled above
may aiso occur.

DRUG ABUSE AND DEPENDENCE

Controlled Substanca Class

CONCERTA®, like other methylphenidate producls, is dlassified as a
Schedule Il controlled subsiance by federal regulation,

Abusa, Dapendanca, and Toleranca
See WARNINGS for boxed wamning conlaining drug abuse and
dependence nformation.

OVERDOSAGE

Signs and Symptoms

Signs and symptoms of acule methylphenidate overdosage. resulting
principally from overstimulation of the CNS and fom excessive
sympathomimetic effects, may include the following: vomiling, agita-
tion, tremors, hyperreflexia, muscle witching, convulsions (may be
followed by coma), euphoria, confusion, hallucinalions, deliium,
swealing. flushing. headache, hyperpyrexia, lachycardia. palpita-
lions, ¢ardiac archythmias, hyperiensicn, mydriasis. and dryness of
mucous membranes,

Recommended Trealment

Treatment consisls of appropriale supporive measures. The patient
must be protecied againsi selt-injury and against extemal slimuli that
would aggravate overslimulation already pesent. Gastic contenis may
be evacualed by gasiric lavage as indicaled, Before perfonming gastric
lavage. control agitation and seizures if present and protect the airway.
Other measures to deloxify the gut include administration of activated
charcoal and a calhadic. Intensive care must be provided 1o maintain
adequale circulation and respicatory exchaoge; extemal cooling proce-
dures may be required for hyperpyrexia.

Efficacy of perdteneal dialysis or exlramrpcreal hemodiatysis lor
CONCERTA® averdosage has not been established

The projonged release of melhylphenidate from CONCERTA* should
be considered when ireaiing palients wilh overdese.

If improvement is not observed after appropdate dosage adjustmenl
over a one-month penod, the drug should be disconlinued.

HOW SUPPLIED

CONCERTA® (mebylphenidate HCl) Exended-release Tablets are
avalable in 18 myg, 27 mg, 36 mg, and 54 myg dosage strengths, The 18
mg tablets are yellow and imprinled with *alea 1687, The 27 myg tablets
are gray and imprinted wilh “alza 27", The 36 mg tablels are white and
|mpnmed w| “alza 36°. The 54 mg tablels are brownish-red and

imprial “alza 54°. Al four dosage strengths are supplied in
bumes mnlalmng 100 iablets.
18 mg 100 count bottie NODC 17314-5850-2
my 100 count botile NOC 17314-5853-2
B mg 100 count botlle NOC 17314-5851-2
54mg 100 count botlle NOC 17314-5852-2

Storage

Store at 25°C (77°F); excursions permiitted fo 15-30°C (59-86°F) [see
USP Controded Room Tempecture). Protect from humidity.
REFERENCE

Amesican Psychiatric Association. Diagnosis and Statistical Manual of
Mental Disorders.  4th ed. Washlngmn DC: American Psychiatric
Associalion 1
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Have motion tics (hard-to-control, repeated twitching of any
parts of your body) or verbal tics {hard-to-control repealing cf
sounds or words).

Have someone in your family with motion tics, verbal tics, or
Tourelte's syndrome.

Have abnormal thoughts or visions, hear abnormal sounds, of
have been diagnosed with psychosis.

Have had seizures epilepsy} or
{electroencephalograms).

Have high blood pressure.

Have a narrowing or blockage of your gastrointestinal tract
(your esophagus, slomach, or small or large intesline).

Tell your doclor immediately if you develop any of the above
conditions or symptoms while taking CONCERTA®.

Can [ take CONCERTA?® with other medicines?
Tell your doctor about alf medicines Inat you are taking. Your
doctor should decide whether you can take CONCERTA® with
other medicines. These include:

Other medicines that a doctor has prescribed.
Medicines that you buy yourse!f without a prescription.
Any herbal remedies lhat you may be taking.

You should not take CONCERTA® with monoamine oxidase

{MAO) irthibitors.

While on CONCERTA®, do not start taking a new medicine or

herbal remedy before checking with your doctor.

CONCERTAe may change the way your body reacts to certain
ines. These include icines used lo treat depression,

prevent seizures, or prevent blood clots {commonly called “blood

thinners’).  Your doctor may need lo

change your dose of these medicines if

you are taking them with CONCERTA®,

Other Important Safety
Information

Abuse of methylphenidate can lead fo
dependence.

Telt your doctor if you have ever abused
or been dependent on alcohol or drugs, or
if you are now abusing or dependent on
alcohol or drugs.

Before taking CONCERTA®, tell your
doctor if you are pregnant or plan on
becoming preg If you take meth: it may be in
your breast milk. Tell your doctor if you are nursing a baby.

Tell your doctor if you have blurred vision when taking
CONCERTA®.

Slower growth (weight gain and/or height) has been reported with
long-term use of methylphenidate in children. Your doctor will be
carefully watching your height and weight. If you are nol growing
or gaining weight as your doctor expects, your dector may stop
your CONCERTA® treatment.

Call your doctor immediately if you take more than the amount
of CONCERTA? prescribed by your doctor.

What else should | know about CONCERTA®?
CONCERTA® has not been studied in children under 6 years of age.
The CONCERTA® tablet does nol dissolve completely after afl the
drug has been released, and you may somelimes notice it in your
stool. This is normal.

CONCERTA® may be a part of your overall kreatment for ADHD.
Your doctor may also recommend that you have counseling or
other therapy.

As with all medicines, never share CONCERTA® with anyone
else and take only the number of CONCERTA® tablets prescribed
by your doctor.

CONCERTA® should be stored in a safe place at room tempera-
ture (between 59°-86° F). Do not store this médicine in hot,
damp. or humid places.

Keep out of the reach of children.

| EEGs
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For more information call 1-888-440-7903 or visit
www.conceria.net
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INFORMATION FOR PATIENTS
TAKING CONCERTA® OR
THEIR PARENTS OR CAREGIVERS

CONCERTA®
(methylphenidate HCI)
Extended-release Tablets

This information is for patients taking CONCERTA®
Extended-release Tablets Cif for the treatment of
Attention Deficit Hyperactivity Disorder, or their
parents or caregivers.

Please read this before you start taking
CONCERTA®. Remember, this information does not
take the place of your doctor’s instructions. If you
have any questions about this information or about
CONCERTA®, talk to your doctor or pharmacist.

What is CONCERTA®?

CONCERTA®is a once-a-day treatment for Attention
Deficit Hyperactivity Disorder, or ADHD.
CONCERTA® contains the drug methylphenidate, a
central nervous system stimulant that has been
used to treat ADHD for more than 30 years.
CONCERTA® is taken by mouth, once each day in
the morning.

What is Attention Deficit Hyperactivity
Disorder?

ADHD has three main types of symptoms: inatten-
tion, hyperactivity, and impulsiveness. Symptoms of
inattention” include not paying aftention, making
careless mistakes, not listening, not finishing tasks,
not following directions, and being easily distracted.
Symptoms of hyperactivity and impulsiveness
include fidgeting, -talking excessively, running
around at inappropriate times, and interrupting

others. Some patients have more symptoms of

hyperactivity and impulsiveness while others have
more symptoms of inattentiveness. Some patients
have all three types of symptoms.

Many people have symptoms like these from time
to time, but patients with ADHD have these symp-
toms more than others their age. Symptoms must
be present for at least 6 months to be certain of
the diagnosis.

How does CONCERTA® work?

Part of the CONCERTA® tablet dissolves right after
you swallow it in the morning, giving you an initial
dose of methylphenidate. The remaining drug .is
slowly released during the day to continue to help
lessen the symptoms of ADHD. Methylphenidate,
the active ingredient in CONCERTA®, helps
increase attention and decrease impulsiveness
and hyperactivity in patients with ADHD.

Who should NOT take CONCERTA®?
You should NOT take CONCERTA® if:

* You have significant anxiety, tension, or agitation
since CONCERTA® may make these conditions
worse.

+ You are allergic to methylphenidate or any of the
other ingredients in CONCERTA®.

+ You have glaucoma, an eye disease.

* You have tics or Tourette's syndrome, or a family
history of Tourette's syndrome.

Talk to your doctor if you believe any of these condi-
tions apply to you.

How should | take CONCERTA®?

Do not chew, crush, or divide the tablets.
Swallow CONCERTA?® tablets whole with the help of
water or other liquids, such as milk or juice.

Take CONCERTA® once each day in the moming.
You may fake CONCERTA® before or after you eat.

Take the dose prescribed by your doctor. Your
doctor may adjust the amount of drug you take until
itis right for you. From time to time, your doctor may
interrupt your treatment to check your symptoms
while you are not taking the drug.

What are the possible side effects of
CONCERTA®?

In the clinical studies with patients using "
CONCERTA®, the most common side effects were
headache, stomach pain, sleeplessness, and
decreased appetite. Other side effects seen with
methylphenidate, the active ingredient in
CONCERTA?®, include nausea, vomiting, dizziness,
nervousness, tics, allergic reactions, increased
blood pressure and psychosis (abnormal thinking or
hallucinations).

This is not a complete list of possible side effects.
Ask your doctor about other side effects. If you
develop any side effect, talk to your doctor.

What must | discuss with my doctor

before taking CONCERTA®?

Talk to your doctor hefore taking CONCERTA® if

you:

+ Are being treated for depression or have symp-
toms of depression such as feelings of sadness,
worthlessness, and hopelessness.

» Have motion tics_ (hard-to-control, repeated
twitching of any parts of your body) or verbal tics
{hard-to-control repeating of sounds or words).

+ Have someone in your family with motion tics,
verbal fics, or Tourette's syndrome.

+ Have abnormal thoughts or visions, hear abnor-
mal sounds, or have been diagnosed with
psychosis.



+ Have had seizures (convulsions, epilepsy) or
abnormal EEGs (electroencephalograms).

« Have high blood pressure.

+ Have a narrowing or blockage of your gastroin-
testinal tract (your esophagus, stomach, or small
or large intestine).

Tell your doctor immediately if you develop any of
the above conditions or symptoms while taking
CONCERTA®.

Can | take CONCERTA® with other medi-
cines?
Teli your doctor about all medicines that you are
taking. Your doctor should decide whether you can
take CONCERTA® with other medicines. These
include:

Other medicines that a doctor has prescribed.

Medicines that you buy yourself without a prescrip-
tion.

Any herbal remedies that you may be taking.

You should not take CONCERTA® with monoamine
oxidase {MAO) inhibitors.

While on CONCERTAS®, do not start taking a new
medicine or herbal remedy before checking with
your doctor.

CONCERTA® may change the way your body reacts
to certain medicines. These include medicines used
to treat depression, prevent seizures, or prevent
blood clots {commonly called “blood thinners™). Your
doctor may need to change your dose of these
medicines if you are taking them with CONCERTA®.

- Other Important Safety Information
Abuse of methylphenidate can lead to dependence.

Tell your doctor if you have ever abused or been
dependent on alcoho! or drugs, or if you are now
abusing or dependent on alcohol or drugs.

Before taking CONCERTAS, tell your doctor if you
are pregnant or plan on becoming pregnant. If you
take methylphenidate, it may be in your breast milk.
Tell your doctor if you are nursing a baby.

Tell your doctor if you have blurred vision when
taking CONCERTA®.

Slower growth (weight gain and/or height) has been
reported with long-term use of methylphenidate in
children. Your doctor will be carefully watching your
height and weight. if you are not growing or gaining
weight as your doctor expects, your doctor may stop
your CONCERTA® freatment.

Call your doctor immediately if you take more than
the amount of CONCERTA® prescribed by your
doctor.

What else shoutd | know about
CONCERTA®?

CONCERTA® has not been studied in children under
6 years of age. '

The CONCERTA?® tablet does not dissolve
completely after all the drug has been released, and
you may sometimes notice it in your stool. This is
normal.

CONCERTA® may be a part of your overall treat-
ment for ADHD. Your doctor may also recommend
that you have counseling or other therapy.

As with all medicines, never share CONCERTA®
with anyone else and take only the number of
CONCERTA® tabiets prescribed by your doctor.

CONCERTA® should be stored in a safe place at
room temperature (between 59°-86° F). Do not
store this medicine in hot, damp, or humid places.

Keep out of the reach of children.

For more information call 1-888-440-7903 or visit
www.concerta.net

Manufactured by
ALZA Corporation, Mountain View, CA 94043.

Distributed and marketed by
McNeil Consumer & Specialty Pharmaceuticals,
Fort Washington, PA 19034.
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER: 21-121/5-004

MEDICAL REVIEW



REVIEW AND EVALUATION OF CLINICAL DATA

NDA 21-121

SPONSOR: ALZA

DRUG: CONCERTA (METHYLPHENIDATE)

MATERIAL SUBMITTED: SCM-004 (SUPPLEMENT FOR NEW 27 MG STRENGTH)
DATE SUBMITTED: 11-30-01

DATE RECEIVED: 12-3-01

USER FEE DUE DATE: 4-3-02

This supplement provides for a new 27 mg strength. The sponsor has proposed some corresponding
changes to the Dosage and Administration section, and an entirely unrelated change to the Warnings
section that I will comment upon here. Originally Alza planned to make the change in the Wamings

section under a separate “changes being effected” supplement, but for the sake of expediency has included
it in this submission.

Labeling changes
Related to new dosage strength

Under Dosage and Administration, for the sections on patients new to methylphenidate and patients
currently using methylphenidate, the following sentence has been edited as shown:

Dosage may be adjusted ——————— ' to a maximum of 54 mg/day taken once daily in the
morning.

Also, under Table 3 (“Recommended Dose Conversion from Methylphenidate Regimens to
CONCERTA"), the following statement has been added:

A 27 mg dosage strength is available for physicians who wish to prescribe between the 18 mg and
36 mg dosages. '

Additionally, the How Supplied and Description sections have been revised to reflect the availability of the
new dosage strength.

Reviewer Comment: In my opinion these labeling changes are appropriate and may be approved.

Additional labeling change

In the Warnings section, under the heading, “Potential for gastrointestinal obstruction,” there is a list of
conditions causing gastrointestinal narrowing, and the labeling states that Concerta should not ordinarily be
administered to patients with such conditions. Alza has added the term “esophageal motility disorders” to
the list of such conditions. This change is based upon a MedWatch report of a 16 year old boy who had a
Concerta 36 mg tablet “wedged in the spasm of the cricopharyngeus muscle.” The tablet had to be removed
by direct laryngoscopy/esophagoscopy. The patient apparently had a long history of trouble swallowing.

Reviewer Comment: It is not entirely clear to me that this subject had an esophageal motility disorder;
nonetheless, I see no harm in adding this term as proposed by the sponsor.

Andrew D. Mosholder, M.D., M.P.H.
Medical Officer, HFD-120
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NDA 21-121, SCM-004

DIVISION OF NEUROPHARMACOLOGICAL DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

NDA #: 21-121 DATE REVIEWED: 3/21/02

REVIEWER: Donald N. Klein, Ph.D.

CDER DATE ASSIGNED DATE
Prior-Approval 11/30/01 12/3/01 12/13/01
(BC) Am¢ndment 2/14/02 ‘ 2/15/02 2/22/02

(BC) Am¢ndment 3/1/02 3/4/02 3/6/02

Mountain|View, CA 94039-7210

DRUG PRODUCT NAME:
Broprietary: CONCERTA®
Established(USAN): methylphenidate hydrochloride, USP

PHARMACOL. CATEGORY/INDICATION: Attention Deficit Hyperactivity Disorder (ADHD)

DOSAGE FORM: Osmotic Tablet
STRENGTHS: 27mg

R E OF ADMINISTRATION: Oral
RY/OTC:| Rx .

SPECIAL PRODUCTS: _ Yes xx No
CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOLECULAR WEIGHT:

Chemical Name: 2-piperidineacetic acid, a-phenyl-, methylester, hydrochloride, (R*,R*)-( + )-
Moleculdr formula: CH;sNO, . HCI
MW: 269.77 '
CAS Registry Number: CAS-298-59-9

HCl1




|
|

RE D APPLICATIONS: N21-121, approved 8/1/00 for the 18mg and 36mg tablets; N21-121, SCM-001,
approved on 12/8/00 for the 54mg tablet; N21-121, SCM-003, approved on
3/4/02 for alternate drug substance source;

CONS,QLT: BioPharmaceutics submitted on 12/17/01; completed 3/8/02.
f

NT PROVIDES FOR: 27mg dosage strength.

CLUSIONS: Recommend Approval of the CMC section of N21-121, SCM-004.
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OFFICE OF CLINICAL PHARMACOLOGY AND BIOPHARMACEUTICS

REVIEW
NDA: 21-121/SCM-004 Submission Dates: Nov. 30, 2001,
Feb. 12, Mar. 1, 2002
OCPB Reviewer received: Dec. 17,2001
Brand Name Concerta®
Generic Name d,I-threo-methylphenidate
Reviewer Maria Sunzel, Ph.D.
Team Leader (acting) Vanitha Sekar, Ph.D.
OCPB Division HFD-860
ORM Division HFD-120
Sponsor Alza Corporation, 1900 Charleston Rd, Mountain View,
CA 94039-7210
Relevant IND(s) 54,575
Submission Type; Code SCM-004 Supplement (new dosage strength)
Formulation; Strength Extended release tablet (OROS®); 27 mg
Indication Attention Deficit - Hyperactivity Disorder (ADHD)

1 EXECUTIVE SUMMARY

This review evaluates the approved in vitro-in vivo correlation (Type A IVIVC) applied to in
vitro dissolution data to support a biowaiver for a new tablet strength of 27 mg of Concerta
extended release tablets (d,I-threo-methylphenidate), and finds the IVIVC prediction acceptable.

Therefore, the sponsor’s bioavailability waiver request for the 27-mg Concerta tablet is granted,
and the Office of Clinical Pharmacology and Biopharmaceutics recommends approval of the new
Concerta tablet strength of 27 mg methylphenidate, manufactured at the site in Vacaville, CA.

The sponsor has withdrawn the second manufacturing sit. — - _ “rom the current

supplement (submission dated March 1, 2002).

1.1 Recommendation

The Office of Clinical Pharmacology and Biopharmmaceutics (OCPB) finds the IVIVC predictions
acceptable for the 27-mg Concerta tablet and recommends approval of the new tablet strength,
manufactured at the site in Vacaville, CA.

The sponsor’s proposed label changes regarding the label sections ‘Description’, ‘Dosage and
Administration’ and ‘How Supplied’ are acceptable. However, the acceptability of the proposed
label change to the WARNINGS section is deferred to the Medical Diviston.

The currently approved in vitro dissolution specifications for all marketed Concerta tablets (18
mg, 36 mg, and 54 mg) are also applicable for the new Concerta tablet strength of 27 mg.
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3 SUMMARY OF CPB FINDINGS

3.1 Background

Racemic d,I-threo-methylphenidate hydrochloride (d,/-MPH), a mild CNS stimulant, has been
marketed in the US since 1955 for various indications. It is currently marketed for treatment of
attention deficit/ hyperactivity disorders (ADHD) and narcolepsy, in daily doses up to 60 mg as
immediate and sustained release formulations. '

The sponsor is currently marketing three different approved dose strengths of Concerta tablets
(dI-MPH HCI - 18 mg, 36 mg, and 54 mg), an OROS® (osmotic drug delivery system) extended
release (ER) formulation. The OROS system delivers methylphenidate by a combined process of
aqueous dissolution of the drug overcoat (immediate release) and osmotic delivery of the core
drug (extended release).

The 18 mg and 36 mg Concerta tablets manufactured by ALZA were approved for the treatment
of ADHD on Aug. 1, 2000. The full Clinical Pharmacology and Biopharmaceutics (CPB)
reviews of the original NDA 2]-121 are dated Feb. 10, and Apr. 17, 2000, where the latter is an
addendum that contains the dissolution specifications based on the approved Type A in vitro-in
vivo correlation. A higher strength, the 54 mg Concerta tablet, was approved in December 2000
(CPB review dated 11/27/00). These are extended release formulations intended for once daily
oral dosing, with an approved maximal daily dose of 54 mg.

The earlier submissions have shown that methylphenidate has dose-proportional
pharmacokinetics (18-54 mg Concerta tablets), and that the pharmacokinetics are not altered with
concomitant food intake (36 mg and 54 mg tablets).

3.2 Current Submission

The sponsor has submitted this prior approval supplement (NDA 21-121/SCM-004) for a new, 27
mg, strength of the Concerta extended release (ER) tablet. Two earlier OCPB reviews regarding
a biowaiver request (review dated Jun. 7, 2001), and a bioequivalence study protocol (review
dated Aug. 31, 2001) have been completed with regard to the 27 mg Concerta tablet strength.
The current submission contains information regarding CMC (both development and final
processes and validation), as well as an application of the approved Type A in vitro-in vivo
correlation based on the in vitro dissolution data from the 27 mg Concerta tablet. The IVIVC is
the basis for a biowaiver request for the new 27 mg strength.

The submission contains information stating that the 27 mg tablet:

e has the same rate-controlling membrane as the other approved tablets

» is formulated to specifically achieve the required release profile for a 27 mg dose, which has
been verified by release rate testing

¢ has the same release mechanism as the other approved strengths

¢ has a similar dissolution profile as the other approved strengths in the approved medium

¢ is manufactured by use of the same process, equipment and site as the other approved
strengths

The sponsor proposed two manufacturing sites for the new 27 mg MPH HCI Concerta tablets,
namely Vacaville, CA, anc - The two sites have different batch quantities
due to a difference in the == coating equipment used at the two sites. Both manufacturing sites
are approved for manufacturing of the 18 mg, 36 mg, and 54 mg Concerta tablets. In the current
application for the 27-mg tablet strength, the in vitro dissolution data and thereby the IVIVC is
based on data from one lot produced at the Vacaville site. No 27-mg Concerta tablet batches
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have been manufactured at the -————————— to date. A teleconference was held between
Alza and CDER representatives on March 1, 2002. The OCPB representatives (Drs Sekar and
Sunzel) requested the sponsor to submit a full iz vitro release profile in the compendial medium
from one batch ——_  _ manufactured at the ——————— Following the
teleconference, the sponsor chose to withdraw the manufacturing site (. —  Yom
NDA 21-121/SCM-004 on March 1, 2002.

The Office of Clinical Pharmacology and Biopharmaceutics (OCPB) finds the IVIVC predictions
acceptable for the 27-mg Concerta tablet and recommends approval of the new tablet strength,
manufactured at the site in Vacaville, CA.

The sponsor’s proposed label changes regarding the label sections ‘Description’, ‘Dosage and
Administration’ and ‘How Supplied’ are acceptable. However, the acceptability of the proposed
label change in the WARNINGS section is deferred to the Medical Division.

The currently approved ir vitro dissolution specifications for all marketed Concerta tablets (18,

36, and 54 mg) are also applicable for the new Concerta tablet strength of 27 mg.

4 QUESTION BASED REVIEW

4.1 General Biopharmaceutics
4.1.1 Formulations
How is the Concerta extended release formulation constructed and how does it function?

OROS (MPH HCI)
18 mg 27 mg 36 mg 54 mg
Weight 268 mg 283 mg 515mg 526 mg
Diameter 5.3 mm 53mm 68mm 6.8mm
Length 12 mm 122 mm 15 mm 15.4 mm

The OROS® systems deliver MPH HCl by a combined process of aqueous dissolution of the drug
overcoat and osmotic delivery of the core drug. The system resembles a conventional tablet in
appearance, is comprised by an osmotically active tri-layer core surrounded by a semi-permeable
membrane with an immediate release drug overcoat (see figure and table above). The tri-layer
core is composed of two drug layers containing the drug and excipients, and a push layer
containing osmotically active components. There is a precision-drilled orifice on the drug-layer
end of the tablet.

When the OROS system is ingested, the drug in the overcoat is quickly released and is available
for absorption. After the dissolution of the drug overcoat, an osmotic gradient is established
across the rate-controlling membrane, and water is imbibed into the system at a controlled rate,
yielding controlled delivery of MPH for approximately —— . The biologically inert
components of the tablet remain intact during gastrointestinal transit and are eliminated in the
stool as the tablet-shell along with insoluble core components.
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Is the new 27 mg dose strength compositionally similar to the approved strengths and did the
sponsor perform adequate comparative tests?

The composition of the 27 mg OROS formulation is within the limits of the approved strengths of
18 mg and 54 mg MPH HCI, with respect to components, membrane, drug overcoat and clear
overcoat, as shown in Appendix, subsection 7.1. The 27 mg tablet is gray, and has ‘ALZA 27’
imprinted on the tablet. ==

jt

A series of experiments were conducted to establish the manufacturing processes that would yield
comparable performance between all dose strengths of the OROS delivery system. The
equivalency of the four different strengths was assessed (drug layer weights, push layer weights,
drug particle size, orifice diameter, final compression force, receptor media and agitation rate)
and were found functionally comparable, according to the sponsor.

What manufacturing sites are proposed for the production of the new 27 mg Concerta tablets?

The sponsor proposes two manufacturing sites for the new 27 mg OROS formulation, namely
Vacaville, CAanc. The two sites have different batch quantities due to a
difference in the . ~ coating equipment used at the two sites. Both manufacturing sites are
approved for manufacturing of the 18 mg, 36 mg, and 54 mg Concerta tablets.

The sponsor has only produced one batch at the manufacturing site at Vacaville, CA. This batch
was used for the in vitro drug release profiles and the IVIVC calculations. The sponsor has not
manufactured the 27-mg Concerta tablets at the second site — and therefore
no in vitro drug release data is available from that site. A teleconference was held between Alza
and CDER representatives on March 1, 2002. The OCPB representatives (Drs Sekar and Sunzel)
requested the sponsor to submit a full in vitro release profile in the compendial medium from one
batch _ - ~ for the 27-mg Concerta tablet manufactured atthe ___
site. Following the teleconference, the sponsor chose to withdraw the second manufacturing site
— from NDA 21-121/SCM-004 on March 1, 2002.

4.2 In vitro dissolution comparisens

Do all strengths of the Concerta tablets containing MPH HCI give similar in vitro dissolution
profiles?

The cumulative in vitro dissolution/release profiles of all Concerta tablet strengths, including the
new 27 mg strength, manufactured at the Vacaville site, were similar, as depicted in Figure 1 (by
use of approved method). See Section 4.4, for details regarding the method. The tabulated values
for the mean (n=24) cumulative ir vitro drug release profile of the 27 mg MPH HCl tablet
strength are shown in the Appendix, Subsection 7.2.
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FIGURE 1. Comparative cumulative in vitro drug release curves (x-axis: 0-10 h; y-axis: mean %
cumulative drug release) for all Concerta tablet strengths (27 mg denoted as large solid squares).

The sponsor also compared the 27 mg strength to the approved 18 mg, 36 mg, and 54 mg
strengths by calculating the similarity factor (f, values; 27 mg vs. each approved strength) from
the data depicted in Figure 1. The f, values were within acceptance criteria (50< f, <100), and the
% drug released at 1, 4, and 10 h, were similar between all tablet strengths, as shown in Table 1.

TABLE 1. Comparisons of cumulative in vitro drug release of all Concerta tablet strengths at the
time points in the approved dissolution method (1, 4, and 10 h), and the calculated f, values.

Cumulative Drug Release (%

LC)
Dosage LD. Similarity
Strength No. Factor, f, 1th 4h 10h
{mg)

18 MV9800306 83 228 512 101.4
27 0108221 - 29 480 100.1
36 9901790 70 22.7 453 973
54 9909642 84 228 46.7 992

In conclusion, the in vitro dissolution data showed that the new Concerta 27 mg tablet strength of
methylphenidate HCI, manufactured at the Vacaville site, has similar in vitro drug release
properties to the approved Concerta tablets (18, 36, and 54 mg strengths).

4.3 In vitro — in vive correlation
What method was used for the approved Type A in vitro — in vivo correlation (IVIVC)?

A Type A in vitro—in vivo correlation by the use of a convolution method was approved in the
original NDA 21-121 in 2000. The convolution method is a robust method, since it does not rely
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TABLE 2. The sponsor’s summary of the prediction errors (%6PE) of the 27-mg Concerta tablet
for C.x and AUC predictions. The values depicted as actual are the C,,,x and AUC
values predicted in the original IVIVC. (%PE calculated as [(actual-predicted)/ actual
x 100] in each case).

Strength Study - Actual Predicted® %PE
Cmax 18 mg C-98-024 3.65 3.91 -7.1
{(ng/mL) 18mg  C99001 376 3.91 4.0
18 mg C-98-002 3.60 3.091 -8.6
36 mg C-99-005 71.27 7.82 -7.6
36 mg C-99-005 8.27 7.82 - 54
Mean T 44
AUCinf 18 mg C-98-024 40.2 398 1.0
{ng.h/mL) 18 mg C-99-001 40.8 ‘ 39.8 25
18 mg C-98-002 40.1 39.8 0.7
36 mg C-99-005 79.1 79.6 -0.6
36 mg C-99-005 80.2 79.6 0.7
Mean 06

3Data for 27 mg are scaled proportionally to appropriate dose (18 or 36 mg)

Although the mean prediction errors in Table 2 were not calculated as the mean of the absolute
values, this does not change the conclusion that the PE% is less than 10% for both C,, and AUC
(mean of absolute values for %PE of C,.: 6.6%; mean of absolute values for %PE of AUC:
1.1%).

In conclusion, the results of the application of the IVIVC were within the acceptance criteria, and
indicate that a biowaiver can be granted for the 27-mg Concerta tablet strength.

4.4 In vitro dissolution method and specifications

Are the currently approved in vitro dissolution method and specifications also applicable to the
new 27 mg dosage strength?

The previously approved in vitro dissolution specifications for the 18 mg, 36 mg, and 54 mg
MPH HCI Concerta tablets are also recommended for the 27 mg dosage strength manufactured at
the Vacaville site. The recommended ir vitro dissolution specifications are as follows:

The in vitro dissolution testing is to be performed with USP Type VII dissolution apparatus with
oral extended release tablet holder (spring holder) in pH 3 water with a fixed agitation rate of 30
cycles per minute, maintained at temperature of 37 + 0.5°C.
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4.5 Supportive in vivo data

Has the sponsor investigated the in vivo performance of the 27-mg Concerta tablet strength?
What were the results of the in vivo study?

The sponsor has also performed an in vivo bioequivalence (BE) study, to fulfill regulatory
requirements in countries outside the U.S. An in vivo BE study is not a regulatory requirement in
the U.S., since a Type A IVIVC has been approved for the Concerta tablets. However, the
spousor submitted a study protocol for a bioequivalence study in 2001. Therefore, this reviewer
contacted the sponsor and requested the summary findings from the study, if available. The
sponsor submitted a study summary with the pharmacokinetic data (submission to IND 54,575
dated Feb. 12, 2002), which showed that the 27 mg MPH HCI Concerta tablet was bioequivalent
to the approved Concerta tablets (2x27 mg test tablets vs. 3x18 mg reference tablets).

5 LABELING
What changes have been made to the approved label? Are these changes acceptable?

The Sponsor has proposed minor editorial revisions to the approved label. New information is
included in the Sections ‘Description’, ‘Dosage and Administration’ and ‘How Supplied’. In
addition, Concerta is now a registered trademark, and that has been inserted throughout the label
(.e. ™ has been replaced by ®). In addition, the sponsor has made a change in the WARNINGS
section of the label, the review of that change is deferred to the Medical Division. A summary of
the proposed label revisions can be found in the Appendix (subsection 7.3).

The Office of Clinical Pharmacology and Biopharmaceutics finds the sponsor’s proposed label
changes regarding the label sections ‘Description’, ‘Dosage and Administration’ and ‘How
Supplied’ acceptable.

6 SIGNATURES

Marnia Sunzel, Ph.D.

RD/FT initialed by Vanitha Sekar, Ph.D.

Division of Pharmaceutical Evaluation I,
Office of Clinical Pharmacology and Biopharmaceutics

c.c.: NDA 21-121/SCM-004, HFD-120 (Homonnay, Klein, Mosholder, Laughren), HFD-860
(Mehta, Marroum, Sekar, Uppoor, Sunzel)
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7.3 The sponsor’s propesed labeling changes
Volume 38.1

LABELING

Changes have been made to the labeling for Concerta® to reflect the addition of the
27 mg dosage strength. Additionally, a change to the WARNINGS section (addition
of “esophageal motility disorders” to the “Potential for Gastrointestinal Obstruction”
section) is reflected and will be submitted to the NDA separately in a CBE labeling
supplement. McNeil Consumer & Specialty Pharmaceuticals (formerly McNeil
Consumer Healthcare) Distribution/Marketing information and logo have also been
added to the physician insert and container labels. McNeil Consumer & Specialty
Pharmaceuticals is a partner company to ALZA (Johnson & Johnson being the .
parent company for both). Finally, Concerta is now a registered trademark, so all ™
symbols have been replaced with ® symbols throughout. These changes are
outlined below. The revised labeling components: bottle labels (text and layout),
physician and patient insert (both a strikethrough version and a clean copy), are
provided immediately following the description of changes. A diskette containing the
electronic files for the physician insert is provided for the reviewers' convenience.

Container Labels

The dosage strength, NDC number, and color bar have been changed in the labels
for the 27 mg bottles . ' 100 count). McNeit Consumer & Specialty
Pharmaceuticals (formerly McNeil Consumer Healthcare) Distribution/Marketing
information and logo have been also been update in the container labels. While
approval is sought for boti. —and 100 count bottle configurations, initial marketing
will only be in the 100 count bottles. This is reflected in the Physician Insert "HOW
SUPPLIED" section. The Physician insert will be updated to include the ..
bottles when they are introduced to the market.

Physician Insert
The additions/changes to the affected portions of the physician insert are shown
below in bold/double underline for additions and strikethrough mode for deletions.

Section: DM"riptlon

CONCERTA~ ¥is a central nervous system (CNS) stimulant. CONCERTA ~‘Rig
available i — ~ four tablet strengths. Each extended-release tablet for once-a-day
oral administration contains 18, 27, 36, or 54 mg of methylphenidate HCI USP and is
designed to have a 12-hour duration of effect. Chemically, methylphenidate HCl is
d,| (racemic) methyl a-phenyl-2-piperidineacetate hydrochloride. Its empirical
formula is C14H19N020HC|.

Sectnon WARNINGS - Petantial for Gastrointestinal Obstruction .
Because the CONCERTA™ ' 2 tablet is nondeformable and does not appreciably
change in shape in the Gl tract, CONCERT..™ ® should not ordinarily be
administered to patients with preexisting severe gastrointestinal narrowing
(pathologic or iatrogenic, for example: esophageal motility disorders, small bowe!
inflammatory disease, “short gut” syndrome due to adhesions or decreased transit
time, past history of peritonitis, cystic fibrosis, chronic intestinal pseudoobstruction,
or Meckel's diverticulum). There have been rare reports of obstructive symptoms in
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patients with known strictures in association with the ingestion of ether drugs in
nondeformable controlled-release fon‘nulatlons Due to the controlled-release
design of the tablet, CONCERTA™ 2 should only be used in patients who are able
to swallow the tablet whole (see PRECAUTIONS: Information for Patients).

Section: Dosage and Administration (Patients New to Methylphenidate)

Dosage may be adjusted .. ——— +to a maximum of 54 mg/day taken
once daily in the morning. In general, dosage adjustment may proceed at
approximately weekly intervals.

Section: Dosage and Administration (Patients Currently Using
Methylphenidate) _

Dosage may be adjusted to a maximum of 54 mg/day taken
once daily in the moming. in general dosage adjustment may proceed at
approximately weekly intervals.

Sectaon Dosage and Admlmstratlon (Text below TABLE 3)

recommended

Section: How Supplied

CONCERTA~ /2 {methyiphenidate HCI) Extended-release Tablets are available in
18 mg, 27.mg, 36 mg, and 54 mg dosage strengths The 18 mg tablets are yeliow
and imprinted with “alza 18". ] 3 X0 an inte t
“alza 27", The 36 mg tablets are white and lmprmted wnh “alza '36". The 54 mg
tablets are brownish-red and imprinted with “alza 54". All .— four dosage
strengths are supplied in bottles containing 100 tablets.

18mg 100 count battie NDC 17314-5850-2
21.mg 1 d 5
36 mg 100 count bottle NDC 17314-5851-2
54 mg 100 count bottle NDC 17314-5852-2
Manufactured — »  _by

ALZA Corporation, Mountain View, CA 94043.

_ Distributed and marketed by :
McNeil Consumer & Specialty Pharmaceuticals _, Fort Washington, PA
19034. .
[ALZA logo] [M
XOOO0OKX-X Pl
Edition: XX/2001

Page 14(15)



NDA 21-121/SCM-004
27 mg Concerta® tablet (d,/-threo-methylphenidate HCI)
M Sunzel

Patient Insert
The following changes have been made to the end of the Patient Insert :

Manufactured;- .. 7. - by -
ALZA Corporation, Mountain View, CA 94043.
jstri marketed by
McNeil Consumer & Specialty Pharmaceuticals ———— , Fort Washington, PA
19034.

[ALZA logo] [M

XOOOXXX-X Pl

- Edition: XX/2001
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: March 29, 2002

FROM: Thomas P. Laughren, M.D.
Team Leader, Psychiatric Drug Products
Division of Neuropharmacological Drug Products
HFD-120

SUBJECT: Recommendation for Approval Action for new 27 mg strength tablet for Concerta
extended release tablets (methylphenidate)

TO: File NDA 21-121/5-004
[Note: This memo should be filed with the 11-30-01 original submission.]

Concerta is an approved drug product, for the treatment of ADHD, currently available in 18, 36 and 54
mg OROS formulation tablet strengths. This supplement provides for a new 27 mg strength tablet for this
formulation, that would permit more refined titration, i.e., between 18 and 36 mg and between 36 and 54
(you could give 27 + 18 =45).

This supplement included CMC information, along with dissolution data, for the 27 mg tablet, and a
request for a biowaiver for this strength, based on IVIVC for the dissolution data.

The biowaiver request was considered by Maria Sunzel, Ph.D. from OCPB. The sponsor had proposed |
two manufacturing sites for the 27 mg tablet, but provided dissolution data from only the Vacaville, CA
site. Following a request for dissolution data from the othersi ————— the sponsor chose
to withdraw th: OCPB has found the IVIVC predictions acceptable for the 27 mg
strength and recommends approval of this strength from the Vacaville site. They also found the labeling
changes in the Description, D& A, and How Supplied sections acceptable, and recommended the same
dissolution specifications for this strength as for the other three marketed strengths.

Dr. Klein from chemistry has reviewed the CMC information, to include the following: drug substance; drug
product; manufacturing process; container closure system,; stability; establishment inspection; labeling; and
analytical methods. He recommended approval of this tablet, along with a 24 month expiry.

The only clinical issues for this application were labeling changes in the D&A section, and an unrelated
change in Warnings. The Waming change involved the addition of “‘esophageal motility disorders™ to the
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list of comorbid conditions for which Concerta would ordinarily be avoided. Dr. Mosholder agreed with
changes in both sections, and I do as well.

Recommendation

I agree with the recommendations of all reviewers that this supplement can be approved, with the agreed
upon dissolution method and specifications and proposed labeling.

cc:

Orig NDA 21-121/5-004
HFD-120/DivFile
HFD-120/TLaughren/RKatz/AHomonnay

DOC: NDA21121.03
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MEMORANDUM OF TELECON
NDA: 21-121
DRUG: Concerta
SPONSOR: Alza Corp
DATE: 3/13/02
TELEPHONE NUMBER: (650) 564-4135
CONVERSATION WITH: Tracy Lin
CONVERSATION:
| contacted Tracy Lin to convey some additional advice from OCPB concerning their
planned supplement to add the. — as a manufacturer of the 27 mg
strength. | told her that their proposal as outlined in the March 6, 2002, fax to Dr. Klein,
was acceptable. In addition, | reminded her that the pilot lot should be atleast + — ¢
the commercial batch size and that they should also include in the supplement

predictions of AUC and Cmax utilizing the IVIVC and the in vitro dissolution data from
the —

Anna Marie Homonnay, R.Ph.
Regulatory Health Project Manager
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ALZA

April 15, 2002

NDA 21-121/S-004

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Neuropharmacological Drug Products, HFD-120
1451 Rockville Pike

Rockville, MD 20852-1420

Attention: Russell Katz, MD, Director
Division of Neuropharmacological Drug Products

Re: Final Printed Labeling for Approved Supplement NDA 21-121/S-004
Concerta® (methylphenidate HCI) Extended-release Tablets

Dear Dr. Katz:

In response to your approval letter dated April 1, 2002 and in accordance with 21
CFR 314.70 (b)(3), ALZA is submitting the Final Printed Labeling for the approved

- physician/patient combined insert and 27mg bottle label as well as labeling for the

18mg, 36mg and 54mg container (bottle) labels and patient insert for Concerta®
(methylphenidate HCI) Extended-release Tablets.

This submission is submitted in electronic format. Both the cover letter and FDA form

. 356h are also accompanied by a paper copy, which includes the original signature.

The electronic submission consists of the approved physician/patient package insert
and 27mg container (bottle) label; the patient insert; the 18, 36 and 54 container .
(bottle) labels. The submission is approximately 2.5 MB in size. One CDROM is
provided as the archive copy.

The CDROM has been screened for viruses using McAfee VirusScan v 4.5.1 SP1,
using virus definitions 4.0.4196 and scan engme 4.1.60.

If you have any questions concerning this matter, please call me at (650) 564-4282 or
via facsimile at (650) 564-2581. In the event you are unable to contact me, please
contact Sue Rinne, Vice President of Regulatory Affairs at (650) 564-2523. We share
the same facsimile number.

Sincerely,

Stowe Felhiom o

Janne Wissel
Sr. Vice President, Operations

Enclosures: (1) Archival Copy
CORPORATION 1900 CHARLESTON ROAD P.O. BOX 7210 PHONE 650.564.5000
MOUNTAIN VIEW CA 94039-7210 http://www.alza.com
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Food and Drug Administration
Rockville, MD 20857

NDA 21-121 PRIOR APPROVAL SUPPLEMENT
Alza Corporation

Attention: Tracey Lin, Associate Director, Regulatory Affairs

1900 Charleston Road

P.O.Box 7210 -

Mountain View, CA 94039-7210
Dear Ms. Lin:

We have received your supplemental drug application submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Concerta™ (methylphenidate HCI) Extended Release Tablets

NDA Number: 21-121

Supplement number: 004

Date of supplement: November 30, 2001

Date of receipt: December 3, 2001

Unless we notify you within 60 days of the receipt date that the application is not sufficiently complete to
permit a substantive review, this application will be filed under section 505(b) of the Act February 2,
2002 in accordance with 21 CFR 314.101(a).

All communications concerning this supplement should be addressed as follows:

U.S. Postal Service:

Center for Drug Evaluation and Research

Division of Neuropharmacological Drug Products, HFD-120

Attention: Division Document Room, 4008

5600 Fishers Lane
Rockville, Maryland 20857

Courier/Overnight Mail:
Food and Drug Administration

Center for Drug Evaluation and Research

Division of Neuropharmacological Drug Products, HFD-120
Attention: Division Document Room, 4008

1451 Rockville Pike

Rockville, Maryland 20852-1420
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If you have any questions, call Anna Marie Homonnay, Regulatory Project Manager, at (301) 594-5535

Sincerely yours,

Robert H. Seevers, Ph.D.

Chemistry Team Leader

Psychiatric Drugs for the

Division of Neuropharmacological Drug Products
HFD-120

DNDC 1, Office of New Drug Chemistry

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Robert H. Seevers
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