
Page 1 of 13
KVK-TECH EXHIBIT 1037

  

 
 

  

Jo ' -

r v. final of the Amencan Academy of Childflm)
G no. 6 (June 2003)
eneral Collection

fouma/ oftbe American Academy of

CEIHLD 67

AD©LE§CCENT

  

 

 
 

 
 
  

 ‘° * A

Eéfim
52>Z .
t0 9-”- 2 wwwjaamp. com

§§§8 <
E232

In This Issue:

 
Guest Editor: Laurence L. Greenhill

CBNECmefifimemmfl
@fiwmwflmm

I l . JOURNAL OF THE anERxcaN aanErw 0F CHILI
nND RDOLESCENT PSYCHIATRY

2803 VDLUHE 42 ISSUE 8

 
 

Page 1 of 13
KVK-TECH EXHIBIT 1037

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Page 2 of 13

AMERICAN ACADEMY OF

CHILDéADOLESCENT
PSYCHIATRY

COUNCIL

PRESIDENT

Marilyn B. Benoit, M.D.

PRESIDENT-ELECT

Richard Sarles, M.D.

SECRETARY

Karen Dineen Wagner, M.D., Ph.D.

TREASURER

MartinJ. DreII, M.D.

PAST PRESIDENT

CIariceJ. Kestenbaum, M.D.

EXECUTIVE DIRECTOR

Virginia Q. Anthony

ASSEMBLY CHAIR

Sandra Sexson, M.D.

Thomas Anders, M.D. Efrain Bleiberg, M.D. Steven Cuffe, M.D.

David Fassler, M.D. J. Michael Houston, M.D. Louis Kraus, M.D. John March, M.D., M.P.H.

John O’Brien, M.D. Mary Schwab-Stone, M.D. Amy Ursano, M.D. Susan Villani, M.D.

Applications for membership may be obtained from:
Member Services Manager, American Academy ofChiId 8C Adolescent Psychiatry

3615 Wisconsin Avenue, N.W, Washington, DC. 20016
(202) 966-7300
LUZUIU.flII[IZP.GVg

The journal oft/1c American Academy of Clyild and Adolescent
Psychiatry (ISSN: 0890-8567) is published monthly by Lippincott
Williams 85 Wilkins, at 16522 Hunters Green Parkway, Hagerstown,
MD 217402116. Business offices are located at 530 Walnut Street,
Philadelphia, PA 1910623621. Production offices are located at 351

W Camden Street, Baltimore, MD 21201. Periodicals postage paid
at Hagetstown, MD, and at additional mailing offices. Copyright
2003 © American Academy of Child and Adolescent Psychiatry.

Address for subscription information, orders, or change of
address (except Japan, India, Bangladesh, Sri Lanka, Nepal and
Pakistan): 16522 Hunters Green Parkway, Hagerstown, MD 21740—
2116; call 1—800»638—3030; fax 301—223-2400; in Maryland, call
collect 301-223-2300. In Japan, contact LWW Igaku—Shoin Ltd.
3-23—14 Hongo, Bunkyo-ku, Tokyo 113—0033, Japan; phone: 81-
3-5689—5400; fax: 81-3-5689-5402. In India, Bangladesh, Sri
Lanka, Nepal, and Pakistan, contact Globe Publication Pvr. Ltd.
13-13, 3rd FL, A Block, Shopping Complex, Naraina Vihar, Ring
Road, New Delhi 110028, India; phone: 91-11—579-3211; fax: 91-
11579-8876.

Annual subscription rates: $151.00 Individual domestic,
$195.00 Individual foreign, $260.00 Institutional domestic, $304.00
Institutional foreign, $99.00 Students/Residents domestic, $151.00
Students/Residents foreign, $33.00 single copy, domestic and foreign.
The Canadian GST tax of 7% will be added to the subscription price
of all orders shipped to Canada. Lippincott Williams 8c Wilkins GST
Identification Number is 895524239. Publications Mail Agreement
#40052291. Subscriptions outside United States must be prepaid.
Prices subject to change without notice. Copies will be replaced without
charge if the publisher receives a request within 90 days of the mailing
date, both in the US. and worldwide. Visit us on—Iine at www. lwmcom.

Postmaster: Send address changes to journal of [be American
Academy ofC/yild and/idolcrccnt I’chltiany, PO. Box 1550, Hagers—
town, MD 21741.

Bound copies of Volume No. 42 will be available in early 2004 to
subscribers only. The volume will be hardbound in black buckram,
and the journal name. volume number, and year of issue will be
stamped in gold on the spine. The cost for the volume is $164.00
($184.00 foreign) and is in addition to the regular subscription
price. Orders must be received by the publisher before December 1.
2003. Remittances should be made by check or credit card payable
to the JOURNAL OF THE AIVIERICAN ACADEMY OF CHILD
AND ADOLESCENT PSYCHIATRY.

All editorial correspondence (including submission of mantk
scripts, letters to the editor, etc.) should be addressed to: Mina K.
Dulcan, M.D., Editor, Journal of the AACAP Editorial Office,
Children’s Memorial Hospital, 2300 Children’s Plaza #156, Chicago,
IL 60614-3394. ,

Disclaimer: This journal, its publisher, and the sponsoring organi-
zation do not endorse, approve, guarantee, or warrant any of the
products or services advertised in this journal or the effectiveness,
quality, or safety of any such products or services. Acceptance by this
journal of advertisements for such products or services does not
indicate or imply any preference over other similar products or
services. Acceptance of advertisements in the journal oftlycAmcric/zn
Academy ofChild andAdolescent Psychiatry is at the sole discretion of
the journal. All articles published (including letters, debates, and
book reviews) represent the opinions of the authors and do not
reflect the official policy of the American Academy of Child and
Adolescent Psychiatry or the institutions with which the authors are
affiliated.

Indexed by Index Mcdicur, Current Contents/Social Ci“ Behavioral
Sciences, Research Alert, Social Science: Citation Index, Biorir, EMBASE/
Excrrpta Medica, Combined Cumulative Index to Pcdiatrict, National
Council on Family Relations, and Clinician} Rest-arch Digcrt.

Thisrmaterialwas Wifigtl in the USA.at: the N Ltd a rid may be
in Eject: LS {emirgm Law:

Page 2 of 13
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Page 3 of 13

Analog Classroom Assessment of a Once—Daily Mixed

Amphetamine Formulation, SLI381 (ADDERALL XR),
in Children With ADHD

JAMES T. MCCRACKEN, M.D., JOSEPH BIEDERMAN, M.D., LAURENCE L. GREENHILL, M.D.,

JAMES M. SWANSON, 1’H.D., JAMES J. MCGOUGH, M.D., THOMAS J. SPENCER, M.D., KELLY POSNER, P11.D.,

SHARON WIGAL, I’II.D., CAROLY PATAKl, M.D., YUXIN ZHANG, I’ll.D., AND SIMON TULLOCH, MD.

ABSTRACT

Objectives: This investigation was conducted primarily to assess the safety and efficacy of SLI381 (Adderall XR‘“),

developed as a once-daily treatment for children with attention-deficit/hyperactivity disorder (ADHD). Secondary objec-
tives included examination of the time course. pharmacokinetic, and pharmacodynamic properties of SLI381. Method:

This was a randomized, double-blind, crossover study of three doses of SLI381 (10, 20, and 30 mg), placebo, and an active

control (Adderall® 10 mg) given once daily to 51 children with ADHD. Weekly assessments in an analog classroom set-

ting included blind ratings of attention and deportment and a pertormance measure (math test) obtained every 1.5 hours

over a 12-hour period. Results: SLI381 was well tolerated. All active treatment conditions displayed significant time
course effects and were superior to placebo in improving efficacy measures. Dose-dependent improvements were evi-

dent for SLI381. SLI381 20 and 30 mg and Adderall all showed rapid improvements by 1.5 hours, but only the SLI381 20-

and 30-mg doses showed continued activity at 10.5 and 12 hours for classroom behavior and math test pertormance

versus placebo. Conclusions: These data provide support for the benefit of this novel, once-daily amphetamine prepa-
ration in the treatment of ADHD. The longer duration of action of SLI381 has the potential to simplify psychostimulant

dosing, thus reducing dose diversion and eliminating the need for in-school administration. SLI381 appears to be a use-
ful treatment option for many children with ADHD. J. Am. Acad. Child Adolesc. Psychiatry, 2003, 42(6):673—683. Key
Words: attention-defieit/hyperactivity disorder, amphetamine, Adderall”, ADDERALL XFt‘“, stimulant, children.

Psychostimulant medications comprise a mainstay of

treatment For attention—deficit/hyperactivity disorder

(ADHD), with a long history of research documenting
the acute efficacy of both amphetamine and methyl-
phenidate (Arnold et 31., 1978; Barkley, 1990; Bradley,
1950; Connors, 1972; MTA Cooperative Group, 1999;
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Pelham et al., 1990; Spencer et al., 1996; Swanson et al.,

1978; Weiss et al., 1971). However, clinical experience

and a variety of research data suggest that there is a con-
tinued need to develop strategies to optimize these treat-

ments, especially as they are applied in community practice
settings. Specifically, the short duration of action of avail—
able stimulants necessitates multiple daily doses for many

children to provide effective symptom management

(l’elham et 31., 1987; Swanson et al., 1978). Some have

suggested the brief duration of action may undercut the
possible long-term benefit of stimulant treatment (Schachar
and Sugarman, 2000). Clinically, children with ADHD
often experience difficulty with evening homework require-
ments and less structured family routines, requiring addi—

tional medication later in the day. The complexity of

multiple daily dosing schedules contributes to reduced
compliance and may increase the likelihood of drug diver—
sion. Both practice patterns and poor compliance also
serve to reduce the overall benefit of psychostimulant
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treatment of many children with ADHD (Brown et al.,

1987; Kauffman et al., 1981; MTA Cooperative Group,

1999). Therefore, there is a need to develop drug deliv—

ery systems that can effectively treat ADHD symptoms

with a single daily dose.

In spite of the frequency of use of amphetamine-con—

taining products for the treatment of ADHD, there is a

surprising paucity of studies on the pharmacokinetic (PK)

and behavioral time course of effects of low—dose amphet—
atnine administration for ADHD (Brown et a1, 1979, 1980;

I’elham et al., 1999; Swanson et al., 1998). The current

study describes the efficacy, tolerability, and detailed time

course of SL1381 (Adderall XRT”), a unique drug delivery
system containing the mixture of amphetamine salts con-

tained in a currently approved treatment, Adderall®, on

symptoms ofADHD in a sample ofchildren with ADHD.
Adderall is a racemic mixture of dextro— and levo-isomers

of amphetamine composed of equal parts of ampheta—
mine salts (d—amphetamine sulfate, d—amphetamine sac—

charate, oil—amphetamine aspartate monohydrate, and

£1, [-amphetamine sulfate). The mixture yields a 3:1 ratio

of dextro— to levo-isomers of amphetamine. A previous
analog classroom pharmacodynamic study of Adderall
documented the time course of behavioral and classroom

performance effects across a dose range of 5 to 20 mg
given once, with behavioral effects evident up to approx—

imately 5 to 7 hours postdose for the highest dose con—
dition (Swanson et a1., 1998). Pelham et a1. (1999) studied

Adderall effects in a summer treatment program and
found apparent benefits up to 7 hours after administra-

tion. James er al. (2001) recently described locomotor

activity effects of amphetamine preparations up to 12
hours postdose, but they did not repeatedly probe dis—
ruptive behavior or academic performance. It is interest—

ing that the Swanson er al. (1998) report also demonstrated

the pattern of deterioration on placebo in performance

across morning into afternoon assessments, highlighting
the importance of providing appropriate control groups
for time-response studies.

This study was aimed to systematically evaluate the effi-

cacy and tolerability ofSl,1381 as a treatment for ADHD,

using an analog classroom observational procedure. SLI381

is designed to release two pulses of active medication,

modeling the PK profile of Adderall administered twice

daily with doses administered approximately 4 hours apart.

A 20-mg dose of SL1381 is bioequivalent to Adderall 10

mg b.i.d., with a 4—hour interval (Michaels et al., 2001).

In addition, the study adds to the literature on the behav—

674

ioral and cognitive effects of amphetamines in children
with ADHD.

METHOD

The study was conducted at four academic sites under local Lllll-
versity human subject protection committee approval. Subjects were
recruited at the four sites through a combination ofadvertising and
distribution of information about study participation at local outpa-
tient clinics. All subjects provided written assent for study participa—
tion; parents provided written consent for their child‘s enrollment.
Families were compensated $50 for participation in each all-day ana»
log classroom day.

Subjects

Potential subjects were screened to meet the following eligibility
criteria: (1) age 6 to 12 years; (2) diagnosis ofDSM—IVADHD (com-
bined or hyperactive-impulsive subtype as determined by a compre-
hensive clinician evaluation and selected modules of the Diagnostic
Interview Schedule for Children, Version IV—Lifetime [DISC—1V1)
(Shaffer et al., 2000) administered by a research staff member with
suitable training; (3) no evidence of mental retardation; and (4) his-
tory of positive response to psycltostimnlant medication, or no prior
stimulant treatment. Information pertaining to co-occurring psy-
chopathology from the clinical evaluation was supplemented by the
Comorbid Disorders Checklist (Hudziak et al., 1993), a pflfem‘FCPOYt
questionnaire composed ofDSM—III—R symptom items. All diagnoses
were based on DS/W—IVcriteria. Subjects were excluded if they met
criteria for any of the following: (1) comorbid psychiatric conditions
including psychosis, pervasive developmental disorder, bipolar disor—
der; (2) severe obsessive—compulsive disorder, severe depressive or anx-
iety disorder (severe defined as any comorbid disorder with impairment
necessitating concurrent treatment of any type); (3) a clinically sig-
nificant medical condition (eg, seizure disorder, hypertension, abnor-
mal laboratory test result); (4) need for ongoing medical treatment;
(5) intolerance of psychostimulants; (6) history of nonresponse to
Adderall; or (7) history ofa tie disorder. A total of 51 subjects met all
eligibility criteria and provided consent for participation. The char—
acteristics of the sample are listed in Table 1.

Study Design

Following screening and a 1—week washout period with discontin-
ttation of previous stimulant medication, 51 eligible subjects were
enrolled and assessed in an analog classroom setting on 7 consecutive
Saturdays. The first prerandomization study day involved the open—
label administration of 20 mg ofSLl381 to all subjects with repeated
plasma sampling for [K analyses to assess individual tolerability to the
drug, to acquire data on SLI381’s I’K profile, and to familiarize sub-
jects with the research environment and procedures. The study design
which followed the first study day was randomized, double—blind,
crossover, placebo- and active-controlled. Subjects who tolerated the
initial study day and exposure to SL138] were then randomly assigned
in a crossover design to each of five treatment weeks: SLI381 10 mg
(equivalent to Adderall 5 mg b.i.d. with a 4-hour dosing interval),
SL138] 20 mg (equivalent to Adderall 10 mg b.i.d.). SL138] 30 mg
(equivalent to Adderall 15 mg b.i.d.), Adderall 10 mg, and placebo,
each administered daily at 7:30 A.M. A Latin square design was used
to determine the randomization sequence for individual subjects for
the first 5 weeks with approximately one fifth of the sample random-
ized to each of five treatment sequences. Randomization schedules

1. AM. ACAI). CHILD ADOLESC. PSYCHlATRY, 42:6, jUNE 2003
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TABLE 1

Demographic and Baseline Characteristics of Randomized Sample
All Patients (N: 51)

 

Characteristic 

Gender: 71 (%)
Male 44 (86.3)
Female 7 (13.7)

Race: 72 (We)
White 25 (49.0)
Black 8 (15.7)

Hispanic 12 (23.5)
Asian/Pacific Islander 3 (5-9)
Other 3 (5.9)

Age (yr): mean i SD 9.5 a 1.9
Weight (lb): mean i SD 83.5 :t 28.9
Height (in): mean 1 SD 54.6 1 4.9
ADHD diagnosis: n (0%))

Hyperactive-impulsive 1 (2.0)
Combined 50 (98.0)

Duration of prior stimulant
treatment: mean i SD (yr) 1.7 i 1.7

ADHD treatment before study
entry: 71 (”/u)

Amphetamine only 17 (33.3)
MCthylpbenidate only 30 (58.8)
None listed 4 (7.8) 

Note: ADHD = atrention-deficit/hyperactivity disorder.

were generated by the sponsor of the study and distributed to the on-
site research pharmacists. A sixth treatment week was included as a
potential makeup week and as a week for additional PK sampling across
all treatment groups, and treatment assignment was handled by a sep—
arate procedure. Those subjects who had not completed one of the
five randomly assigned treatment conditions were assigned to the missed
condition during the final week; those subjects who had completed all
prior treatment weeks were randomly assigned to repeat one of the live
treatment conditions. All subjects were invited to return for the final
analog classroom session. During the final analog classroom day of the
makeup week, PK sampling was again performed on all subjects.

Pharmacokinetic Sampling

When a subject arrived at the laboratory for study visits 1 and 7, an
indwelling catheter was inserted into an antccubital vein for plasma
sampling. PK samples were obtained at predose, 0.5, 1.5, 3, 4.5, 6, 7.5.
9, 10.5, 12, and 24 hours after administration ofSL1381. Concentrations

of d- and l-amphetamine were assayed using validated liquid
Chromatography—mass spectroscopy methodology at a central labora—
tory. Results of the PK analyses will be presented in a separate report.

Analog Classroom Protocol

Subjects were assessed in groups of children during consecutive
analog Classroom study days held on Saturdays at each site. The sched-
ule and procedures for the analog classroom days were based on a
modification of well—validated procedures used in previous time—
response stimulant studies (Pelham ct al., 1995; Swanson et 211., 1978,
1998, 2000). On each classroom day, subjects were instructed to arrive
at the laboratory at approximately 7:00 A.M.; they remained until
7:30 or 8200 PM. All subjects were administered study material cap-
sules by study physicians at 7:30 AM. The daily schedule consisted

}. AM. ACAD. CHILD ADOLESC. I‘SYCHlA'l'RY. 42:6, jUNE 2003

ANALOG CLASSROOM ASSESSMliN'l' OP ADDERALI. XR

of alternating classroom, play, meals or snacks, and research activi—
ties, with a classroom period scheduled every 1.5 hours, beginning
immediately after morning dose administration and recurring at 1.5,
4.5, 6.0, 7.5, 9.0, 10.5, and 12.0 hours after administration. To allow
extra recess time for study subjects, no classroom (efiicacy assessment)
period was scheduled at 3.0 hours. Each classroom period lasted a
total of 45 minutes and was directed by two teachers for the group
of 10 to 15 subjects. In addition, each classroom contained two observers
who simultaneously rated the behaviors of one half of the study group,
rising a behavioral observation system described previously (Swanson
et al., 1998, 2000). All classroom raters had completed reliability train—
ing for behavioral assessments. Outside of the classroom period, a
separate group of research staff (counselors) directed and supervised
subjects’ activities. To avoid confounding observation of medication
effects, no behavioral or other treatment approaches were used dur—
ing the analog classroom days.

Dependent Measures

Several primary and secondary efficacy measures were obtained
during the study. Primary efficacy variables included the Swanson,
Kotkin, Agler, M-Flynn, and l’elham (SKAMI’) scale Attention and
Deportment variables (Swanson et al., 2000), as completed by the
classroom raters during each classroom period. Test-retest reliability
and concurrent validity ofthe SKAMP are high (Wigal et al., 1998).1n
addition, academic performance was assessed using :1 Permanent Product
Measure of Performance (PERMP). a 10—minute age—appropriate math
test that was scored [0 yield absolute number of problems attempted
and problems correct (Swanson er al., 2000). These measures have
been shown to be sensitive to both dosage and time effects in prior
stimulant research (Swanson et .11., 1998).

Secondary measures included a global behavior rating scale (Parent
Global Assessment) that parents were instructed to complete at mid—
week during each of the six treatment weeks. Parents also completed
a weeldy Side Effect Rating Scale specific to stimulant treatment. l‘iach
analog classroom day, teachers completed the Teacher Side Effect
Rating Scale and adverse events were noted by study physicians or
research staff.

Data Analysis

Statistical analyses were conducted on the primary efficacy vari—
ables using a mixed—effects analysis ofvariance (ANOVA) model, with
fixed-effect terms of treatment (placebo, SL1381 10, 20, 30 mg, and
Adderall 10 mg), period (weeks 1 through 5). session (0.5, 1.5, 4.5,
6, 7.5, 9, 10.5, 12 hours postdose), and treatment—by—session inter-
action. In those cases in which the overall treatment—by—session effect
was significant (p < .05), additional comparisons of individual treat-
ments versus placebo were performed with pairwise comparisons of
individual means. As no evidence for possible carryover effects were
noted (which would reduce drug—placebo or dose—dependent improve—
ments), no secondary analyses for carryover effects were performed.
All]; values reported are two»tailed.

RESULTS

Fifty—one children were enrolled in the study. The mean

age of the total sample was 9.5 ($1.9) years. The sample

consisted of 44 boys and 7 girls. The subjects had a mean

duration of prior psychostimulant medication treatment

of 1.7 (:17) years. Of those children with a history of
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