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Protocol # 381.201

entering the practice visit (Visit 2).

Tehe SKAMP and PERMP were. analyzed for the Intent-to-Treat (ITT) population. For the secondary

Shire Laboratories, Inc. o fii

Name of Study Drug: IND #: ProtocolNo. | Phase: | Country:
Mixed Salts Ampbsmmme : ‘ ﬁ 381.201 II USA
Number of Subjects (planned and an )

‘The protocol called for 60 subjects to be randomized in order that 36 sub3ects complete the study, to

provide 90 percent power to detect a stavistical difference in SKAMP ratings at an alpha level 0f 0.05 (2-
tailed). An effect size of 1.0 was assumied. Fifty-one subjects enrolled in to the study and all of them were
| randomized with 44 subjects compleung the study. )

Diagnosis and Main Criteria for Inclus ‘Inclusion:
Subjects were aged 6 to 12 vears, had uﬁcﬁad DSM-IV griteria dmunn&gg of ADHD, combined or

hyperactzve suthPeS» and were ouastabie regimen and daily dose ofAdderatl’ {dextroamphetamine, or
methylphenidate without unacceptable s side effects, Bhgib{e patients were washed out for 7 days prior to

Test Product, Dose, Mode of Administration, and Batch Number::

Study medigations included SLI381 10 mg (Batch No. 9F2797), SLI381 20 mg (Batch No. 9F2702), and
| SLI381 30 mg (Batch No. 9F2703) capsules gwen orally once each day in the moming.

“Duration of Treatment: -

Prior to being randomized into the double-blind n'eatment. all subjects were dosed with a single SLI381 20
mg dose at Visit 2 (practice visit). During the double-blind phase, subjects received daily study
medication for one week with each of mannents (including placebo) plus one make-up week, resulting
| in atotal of 6 double-blmd treatment wesks.

Reference Therapy, Dose. aud*MadeofAdmthation, Bﬂch Number: ‘

“The sponsor provided Adderall® 10 mg in capsules (Batch No. B8461) and matchmg placebo capsules

| (Batch No. GUS00515.06) given oraily once each day in the morning.

| Criteria for Evaluatiow ‘

Eﬁicacz‘
The Swanson, Kotkin, Agler, M-Flynn, and Pelham (SKAMP) Rating Scale and the Permanent Product

- Measure of Performance (PERMP) Derived Measures constituted the primary efficacy variables. The
SKAMP is a rating scale with 8 .core items'and used by mdependent observers to rate the behavior of
children during an analog classroom scssmn(s) ‘Each item is rated on a 7-point i nnpanment scale (0 =
nommal, 6 = maximal impairment). Items are specific to place (classroom setting) and time (during a
typical classroom period), and the scale is used to collect multiple ratings during a laboratory school day.
The SKAMP was completed at Visits 2, 3, 4, 5, 6, 7, and 8.

The PERMP is a 10-minute written math test taken in the classroom The test consists of 4 pages of math
problems, appropriate to 2 child’s age. Subjects are instructad to work at their desks and to complete as
many problems as possible in 10 minutes. Efficacy is measured using the number of problems worked
correctly and number of problems auempmd by the subject. The PERMP was administered at Visits 2, 3,
4,5,6,7,and 8.

During each laboratory school day, the SKAMP and PERMP wete completed dunng classroom cycles at
‘approximately 0.5, 1.5, 4.5, 6.0, 7.5,9.0, 10.5, and 12 hours post dose. For the primary efficacy analyses,

efficacy analyses, both measures were analyzed for the Per Protocol (PP) populatian

s,
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- Pharmacokinetic:

| consisted of performing the same analyses for the SKAMP.and PERMP measures for the PP population.

' and T Average plasma drug concentration plots over time were presented for each of the § treatments.

| significance was tested at the 5% level.

'} PK/PD relationship:

| Safety:

‘were counted only once for each body system and preferred term for al! mc;dence tables.

Name of Study Drug: - | IND# Protocol No. | Phase: - i:mut:y:
MnxedSaItsAmphetamma . - '{ 381.201 n USA

Cntem for Evaluation: (cant'd)

Blood samples were collected to assess plasma levels of d- and l-amphetamine for all subjects uumed!ately
before dosing, at 0.5, 1.5, 3.0, 4.5, 6.0, 7.5, 9.0, 10.5, and lZﬁ-hourspostdose, as well as 24 hours post
dose, both during the practice visit (Visit-2) for a single 20.mg dose of SLI381 and the last visit (Visit 8)
following the 7* day dosing with each of the five treatments. Plasma concentrations and PK parameters
were calculated for each subject. Plasma levels of both d-amphetamine and- l-amphewnme were related to
efficacy measures, using Pearson corré[%nion coefficient, to assess PK/PD relationship.

Safety:

Alt sat‘ety parameters collected were assessed descriptively. These parameters included adverse medical
experiences (AMEs), clinical labomtozy tests (chemistry, hematology, and umaalysxs), medical history,
physical examination, and vital signs. In addition, side effect ratings coflected: from parents once each

- week and from teachers at the end of each Iaborataxy school day were assessed.

[ Statistical Methods:

Efficacy:
The primary efficacy analysis was conducted on the ITT papu!atwn, usmga, mixed-effect model of

analysis of variance (ANOVA) The model had subject nested within site as raadam effect, and treatment,
period, session, and the treatment-by-session interaction as fixed etfects. Given a significant treatment
and/or treatment-by-session effect (p<0. 05), pairwise comparisons among individial treatments were
further conducted for each session. Specxﬁcauy, planned pax:wxsecontzasts ‘were done, using linear
contrasts, to compare each of the SLI381 treatments with placebo and with Adderall® within each session.
This analysis was repeated for both SKAMP and PERMP measures. The smudary efficacy analysis

Pharmacokinetic:
Descriptive statistics of pharmacokinetic parameters following a single SLI381 20-mg dose were reported

for both d- and I-isomers. These parametets included C,,, AUCM ‘and T, Avérage plasma drug
concentration plot over time was reported. ,

Descriptive statistics of pharmacokinetic parameters followmg multiple doses, obtained during the last day
of the make-up week (V isit 8) were reported for each treatment, These parameters.included Cpy, AUCy0 |

The steady-state PK parameters were also analymdcmnpamtwely for treatment- differences using one-way
ANOVA with treatment as the factor. In addmon, plasma drug concentrations for the SLI381 10 mg vs.
Adderall® 10 mg were analyzed at each sampling time point, using a- 2-group t-test (2-sided). Statistical

The pharmacokinetic/pharmacodynamic (PK/PD) relationship was analyzed visually by plotting the
corresponding PD data obtained during Visit 8 in the same graph with the plasma congentration data for
each treatment. Correlation was assessed using Pearson correlation cosfficients between the plasma levels
and SKAMP/PERMP scores for each penent. The mean correlation with 95% confidence interval was
reported for each treatment. The analysis was cafried out for both d-amphetamine and l-amphetamine.

Observed adverse medical experiences (AMESs), coded with COSTART V hermmo!bgy, were analyzed
comparatively using paired t-test for each of the SLI381 treatment vs. either Adderall® or placebo. AMEs

Final :
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“Statistical Methods: (comued)

Safety: (continued) -
Descriptive statistics of vital signs were mported for each treatment at pre- and post dose. Changes in

clinical laboratory tests from pre-treatment (Visit 2) to-end of study (Visit 8) were reported for all the
subjects. Clinically significant changes in clinical laboratory tests were tabulated. Descriptive statistics of
side effect ratings collected from both parents and teachers were reportc& for each treatment.

SUMMARY RESULTS:
EFFICACY: ’

The mixed-effect ANOVA disclosed highly significant overall treatment effect (averaged across the scores
of the 8 sessions observed under the treatment) for all of the efficacy measures (p<0.0001). Pairwise
comparisons of active doses vs, placebo on the overall treatment average indicated that for all of the four
measures, significant improvements were seen in favor of the SLI381 doses (p<0.0001) and Adderall 10
mg (p<0.001). Results of the time course evaluation are @abumd below for each eﬁicacy measure:

Time (br)
Measure - postdose ) Average Score
Adderall SLI3EL sL381 SLI38t
' Placebo 16mg 10mg Wmg 30mg
SKAMP Attention 0.0 118 15000 155" 127 138
Ls 131 0.88%* © 127 1.16 0.98¢
45 . 140 . Q.92 L13* 107 0.90%%+
60 174 1265+ 1,260+ 1.14%%e 0.74%%*
785 - 173 L3pese 120 113 0.74%%*
9.0 1.51 1.55 140 1.26°* 1.05%s
105 174 1.60 1400+ 1.270es 1.23%s
120 144 1.59 123 CL1gee L15**
SKAMP Deportruent 00 1.88 243 228 . 226 196
LS ‘222 L0goss 191 1.69%+ 1584«
45 228 128ses 150w 1.220%4 0.90%=e
60 288 1.708%¢ 1.85we= 1.84v¢+ L13%ee
75 250 o L94nes 21308 LE7o%e L2gwes
9.0 282 2,045+ 23540 L7g%es 146%+
10.5 2.66 217 244 2.15% 1L45%+s
, 120 199 19 215 L73 1.59%
PERMP number attempted 0.0 $9.43 59.37%%s 6371 ' 68.36* 80.39
L3 ' gR6l 118864+ 10262 102.87% 110.98¢+
45 -85.61 100.21 106.12¢ A11.48%¢% - 131.29%%s
6.0 69.16. 95.83%% 102.620%¢  120.87%% 127.90%+
75 §0.39 81.16* 87.85%% [ 107.87¢se 120,124+
9.0 . 60,18 34.40% 79.80° | §9.27%e 108.19%5+
105 58.05 62.21 7895° 90.07%+ 100.20%>*
26 7348 7337 7243 9177 95.63%*
| PERMP number correct 6o 8617 56.20%*¢ §0.95%=*  6539¢ 7178
L8 8520 11272080 9174 9.1+ 105.52%¢
45 S 94.69% 102.12%  107.18%e 123,795+
6.0 6323 9029w COT90eTT 1124950+ 124.52¢%¢
15 5734 72.58. 82.12%+ 103.300*+ 115.55%%
9.0 5423 . T340 74.44% | BS.G4vee 105.020%¢
10.5 50.17 6040 73,55 ' B6.16%ee 97.39%%+
120 . 64.88 67178 6885 87258 92.54%+

3 p<0.05; ** p<0.0L; *** p<0.001 compared with placebo using planned pair-wise contrasts, fbllowing mixed-effects ANOVA

Final o o -
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Name of Study Drug: | IND#: Protocol No. | Phase: - | Country:
Mixed Salts Amphetamine g 381.201 {0 1 USA
SUMMARY RESULTS: (continued) ,

EFFICACY: (contmued)

When compared with placebo, SLI381 30 mg showed significantly lower avemge scores (p<0 01) at all of
the time points from 1.5 to 12.0-hours post dose for both SKAMP attention and deportment; SLI381 20 mg
also showed significantly lower average scores (p<0.01) at all of the tirne points from 1.5 to 12.0 hours
post dose for SKAMP attention and deportment, with 2 exceptions (attention at 1.5 hours and deportment
at 12.0 hours); SLI381 10.mg demonistrated significantly lower average scores (p<0.05) at the time points
from 4.5 to 10.5 houss post dose for SKAMP attention and deportment, with 2 exceptions (attention at 9.0
hours and deportment at 10.5 hours);. and Adderall® 10 mg had significantly lower average scores (p<0.05)
at the time points from 1.5 to 7.5 bours post dose for SKAMP atention and ﬂ'om 1.5 to 10.5 hours post

"dose for SKAMP deportment. -

For PERMP, when compared with placebo, SLI381 30 mg showed significantly higher average scores
(p<0.01) at all of the time pom:s from 1.5.to 12.0 hours post dose for both PERMP number attempted and
aumber correct; SLI381 20 mg also showed significantly hzgher -AVErage scores: (p<0 05) at all of the time
points from 1.5 to 12.0 hours post dose for PERMP number attempted and number correct; SLI381 10 mg
demonstrated significantly higher average scores (p<0.05) at the time points from.4.5 to 10.5 hours post
dose for PERMP number attempted and number correct; and Adderall® 10 mg bad significantly higher
average scores (p<0.05) at the time points from 1.5 to 9.0 hours post dose for PERMP number attempted
and from 4.5 to 10.5 hours post dose for PERMP aumber correct, with 2 exceptiosis (aumber attempted at
4.5 hous and number correct at-7.5 hours. post dose).

PHARMACOKINETICS:
Following a single dose administration of SLI381 20 mg, the T,,, (hr) was 6.78 and-6.94 for d- and I-

amphetamine, respecnvely, m(ug/mL) was 48.81 and 14.80; and AUCW (ng.tw/mL) was 703.91 and
216.20.

For d-amphetamine, after one week daily admmrstratxon of SLI381 30 mg, 20 mg, or 10 mg, the Cppy
(ng/mL) was 89.04, 54.63, and 28.82, respactively; AUC,,, (ng.hr/mL) was 1364.57, 777.24, and 431 .88,
respectively; and the T,,,, (hr) was 5.50, 5.83, and 6.38, respectively, compared to about 3.33 hours for
Adderall® 10mg. For l-amphetamine, after one week daily administration of SLI381 30 mg, 20 mg, or 10
mg, the C,,, (ng/mL) was 28.08, 17.15, and 8.82, respectively; AUC, ,, (ag.he/mL) was 443.53, 261.63,
and 138.34, respectively; and the T, (hr) was 5.50, 5,67, and 6.38, respectively, compared to 3.22 hours

'f for Addemll‘ 10mg.

PK/PD RELATIONSHIP:
The mean Pearson correlation coafﬁcxems of d- and l-amphmmme levels with the SKAMP scores were

all negative, ranging from ~0.067t0 ~0.388. The mean Pearson correlation coefficients of d-and |-
amphetamine levels with the PERMP scores were all positive, ranging from 0,410 o 0.473. The findings

'{ indicated a moderate relationship between: plasma; drug levels and pharmacodynamic measures for

amphetamine.

Final ' )
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significant time course effects for all active treatment groups vs placebo and dose-dependent
| the't2-hour cbservation period. This time-related deterioration from initial performance was most notable

- A total of 919 AMEs were reported post randomization in the study. Most of the AMEs were mild or

 throughout the day and into early evening, for a duration of about 10 o 12 hours, suggesting that this

-tmns of efﬁcacy SLI38I doses appear 10, be safe and weﬂ-tolaatei

Shire Laboratories, Inc.

Name of Study Drug: | IND# ProtocolNo. | Phase: | Country:
| Mixed Salts Amphetamine e [3si200  jm jusa
SAFETY'

During the double-blind period of the study, subjects reported a total of 919 AMEs post randomization,
.and both the overall incidences and: tetm—spectf c incidences of AMEs were similar across the 5 treatment
groups, including placebo.. No serious AMEs or deaths were reported. No AMESs were deemed definitely
treatment-related by investigators. The most commonly reported AMEs were nervousness, anorexia,
abdominal pain, insomnia; and headache.

Two (4%) of 51 subjects randomized were discontinued from the study due to AMEs: one subject on
placebo thhdrawn due to agitation aad the other on SLI38120 mg withdrawn due to stomach ache.

Mean values for clinical laboratory tests, vital signs, and the side effect ratings were similar between

| treatments. Abnormal chemxstry hematology, and urinalysis results 1 Were sporadic and infrequent.

| CONCLUSIONS: -

The objective of this study Wwas to evaluate the efficacy and safety of three SLBS! doses (10 mg, 20 mg,
30 mg), compared to placabo and Adderall® 10 mg, to assess the time course of the therapeutic response to
treatment, and to examine the pharmacekmettc profile of SLI381 after a single 20 mg dose and at steady

state for the three SLI381 doses under s&udy

T anakysis disclosed highly significant nverail treatment effect (averaged across the scores of the 8
sessions observed under the treatment) for all of the efficacy measures). Pairwise comparisons of active
doses vs. placebo on the overall treatment average indicated that for all of the ‘four measures, significant
improvements were seen in favor of the SLI381 doses and Adderall 10 mg, “Further analyses revealed

improvemeants with SLI381. Placebo-treated subjects showed a pattern of deterioration over the course of

for the PERMP measures. In contrast; SLI381 30 mg, 20 mg, and 10 mg as well as Adderall® 10 mg
showed rapid i improvement in efficacy measures by 1.5 hours post dose, both compared with placebo and
initial performance (i.e., the. first classroom- sessmn) In comparison to placebo, SLI381 30 mg, 20 mg,
and 10 mg showed continued slgmﬁcam efficacy up at 10.5to 12 hours post dose. for efficacy measures; in
contrast, Adderall® 10 mg revealed efficacy up to 9 hours post dose.

Compared to a single 20 mg dose, the amount of drug accumulation after one week daily administration of
SLI38t 20 mg was very small. as measured by area under the curve. Afterone week of daily
administration, the T, of SLI381 10 mg was about 6.4 hours for both d- and l-amphetamine, which was
approximately twice as long as that of Adderall® 10mg.

In addition, the study observed a moderate relationship between plasma drug levels and pharmacodynamic
measures for amphetamine.

moderate in intensity. None of the AMEs were considered definitely treatment-telated. The incidence of
subjects reporting AMEs was similar across the 5 treatments, No unusual or serious AMESs were reported.
The most commonly reported AMEs were nervousness, anorexia, abdominal pain; insomnia, and
headache, ailof which are typical side effects of amphetamines.

SLI381 appears to be an efficacious treatment for childhood ADHD. Dependmg upon - doses, rapid onset
occurred within the hour of dosing with amphemmme The persistence of effect of SLI381 doses lasted

medication provides 2 longer duration of action. Maintenance of amphetamine concentrations is sufficient
to extend the duration of action of the dmg There appears to be a clear dose response with SLI381 in

Final Co 10-5953
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4. GLOSSARY AND DEFINITION OF TERMS

ADHD
AME
ANOVA
ALT
AST
AUC
AUCy,
AUC, -
~AUC,,
CFR
CRF
Cain

Coux
COSTART
DISC-4.0
DSM-IV
GCP
Ingenix
IRB

ITT
NIMH
PERMP
PD

PK

PP

SAE
SKAMP
bp

Toox
WBC

Final

attention deficit hyperactivity disorder
adverse medical experience

analysis of variance

alanine aminotransferase

‘aspartate aminotransferase

area under the plasmauconcennatwn time curve

area under the concentration time profile (0 to last data pomt)
area under the concentration time profile (0 to mﬁmty)

area under the concentration time profile (0 to t hour)

- Code of Federal Regulations

case report form

minimum,plasma drug concentration

maximum plasma drug concentration

Coding Symbols for Thesaurus of Adverse Reaction Terms
Dxagnostzc Interview Schedule-Children- Version 4.0
Diagnostic and Statistical Manual of Mental stc:rders, 4th ed.
good clinical practice ,

Ingenix Pharmaceutical Services

institutional review board

Intent-to-Treat

National Institute of Mental Health \

Permanent Product Measure of Performance (math tests)-
pharmacodynamics

pharmacokinetics

Per Protocol

serious adverse event

Swanson, Kotkin, Agler, M-Flynn, and Pelham rating scale
half life

time to maximum drug concentration

white blood cell (count)
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S. ETHICS

5.1 Institutional Review Board

The study protocol, informed assent and consent form, and any amendments to the
protocol were approved by site institutional review boards (IRBs), prior to study
initiation, in conformance with 21 CFR 50 and 21 CFR 56. The approval letters are on
file at Shire. Information about all IRBs is given in- Sectzon 16, Append;x IIC, IRB
Information.

5.2  Ethical Conduct of the Study

The study was conducted in accordance with good clinical practice (GCP) and the
standard operating procedures for clinical investigation and documentation in force at
Shire Laboratories, Inc. (Shire) and Ingenix Pharmaceutical Services (Ingenix; formerly
Worldwide Clinical Tnals) Compliance with these reqmrements also indicates
conformity with the ethical. principles that have their origins in the D&claranon of
Helsinki. A trial master file containing essential documents for this study has been
established and archlved at Shire, with additional cop:es of essential documents on file at

Ingenix.
53 Sub;ect Informauon and Consent

Written informed assent with parental or guardxan consent was obtamed for each subject
prior to performance of any protocol-related activities. As part of this procedure, the
principal investigator or one of his or her associates explained orally and in writing the
nature, duration, and purpose of the study, and the action of all study drugsinsucha
manner that the subject and appointed guardian were made aware of the potential risks,
inconveniences, or adverse effects that might occur. They also were informed that the
subject could withdraw from the study at any time. A signed statement by the child’s
parent or guardian was mxmmally required to show the child’s assent to partxcxpate (For
example, “This research study has been explained to my child in my
presence, in language he ot she can understand. He or she has been encouraged to ask
quesnons both now and in the future, about the research study. He or she has assented to
take part in this research study.”) Failure on the part of the child to object was not to be
considered assent. Affirmative agreement by the child was required. The subject and
parent (or guardian) were to receive all information reqmred by federal regulations. The
principal investigator was to provxde the sponsor with a copy of the IRB-»approved
informed consent form prior to the start of the study.

The sample informed assent/consent form was written in compliance with U.S. federal
regulation 21 CFR Part 50 and other natmnal regulations as appropriate and was made
available to each investigative site to use in preparing site-specific versions. The sample
subject assent/consent form is provided in Section 16, Appendix IIC, IRB Information.
Site-specific versions are on file with the sponsor and are available upon request.

Final .
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6.  INVESTIGATORSAND STUDY ADMINISTRATIVE STRUCTURE

This study was conducted at 4 sites. The list of investigators can be:found in Section 16,
Appendix IV, Location of Studies and Investzgators. Prior to the initiation of the study, a
practice session with all 4 mvesttgators present was conducted at the University of
California - Irvine, under the direction of the lead investigator, James Swanson, PhD.
The study administrative structure is shown below.

Name and Affiliation Title - Role
James Swanson, PhD Lead Investigator - Conduct study and provide overall
University of California—Irvine ’ guidance
Joseph Biederman, MD Investigator  Conduct study
Massachusetts General Hospital : ‘
Laurence Greenhill, MD - Investigator ~ Conduct study
NY State Psychiatric Institute
*James McCracken, MD Invéstigator : . Condhict study
UCLA Neuropsychiatric lnstitute o
Shire Laboratories Inc V ‘
Simon Tulloch, MD SVP, USR&D Overall zesponsibility for clinical
. andsafety aspects of the study
Beth McGrain Associate Director, Clinical - = Sponsor’s supervisory contact for
Research. study management
Kathleen O’Brien Clinical Program Manager - Sponsor’s primary contact for
study management
Ingenix Pharmaceutical Services \ \ -
Gaston Farr Project Manager - Study management
Doniel Jackson, MD - Medical Monitor . Oversee clinical and safety aspects

of study

7. INTRODUCTION

Stimulant medications have been used successfully to treat attﬁntwn deﬁmt hyperactivity
disorder (ADHD) in children for ‘many years, and a recent National TInstitute of Mental
Health (NIMH) consensus msetmg has suggested that stimulant medications are the
single best therapeutic agent in treating sympmms of ABHD in children.

Swanson et al (1998) conducted a representative clinical trial with Adderall® a stimulant
medication, in children with ADHD. This randamxzed, double-blind, crossover study
evaluated the safety and time-course effects of 4 doses of Adderall® (5; 10, 15, and 20
mg), an active control (clinical dose of methylphenidate), and a placebo control in an
analog classroom setting. This study showed no unexpected or serious side effects and
demonstrated differences in time-response patterns between Adderall® doses and
methylphenidate that may heip tailor treatment to-meet specific clinical needs of different
children with ADHD. ‘

Final - 10-5962
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Despite the effectiveness of Adderall® in treating various symptoms of ADHD, several
potential problems may arise when pediatric subjects are required to take stimulant
medications multiple times during the day, especially when medication needs to be
administered durmg the school day. School-time dosing creates-issues related to
compliance, privacy, and the potential diversion of doses. In addmoa, clinicians
anecdotally have suggested significant variations in behavior related to the estimated
peak and trough levels of stimulant medications related to dosmg levels and intervals
between dosing. Given these factors, there is a need for an effective formulation of a
stimulant medication which, when given in the morning, produces a relatively quick
therapeutic effect that lasts thmnghont the school day, elunmaung the need for a midday
dose during the school day.

Shire Laboratories Inc. has. develcped a 2-component extended—release formulation

(SLI381 capsules) of Adderall® designed to produce pulsed-release of amphetamine salts

yielding a therapeutic effect that lasts throughout the day with one momxng dose for
treatment of attention deficit hyperactivity disorder (ADHD) and. narcolepsy

Adderall® is a single entity amphetamine drug product mixture of neutral salts of
dextroamphetamine sulfate, amphetamine sulfate, the dextro isomer of amphetamine
saccharate, and d, l-amphetamine asparate. For each Adderall® tablet, the combination of
salts and isomers results in'a 3:1 ratio of dextro- to laevo-amphetamme

The SLI381 capsule formulation is composed of 2-types of pellets of mixed salts of
amphetamine being combined with a 50:50 ratio within one capsule One type of pellet is
an immediate-release pellet deszgncd to release drug content in a mechanism similar to
Adderall™ The second type of pellet is a delayed-release pellet desxgned to release drug
content 4-6 hours after the oral administration. With the inclusion of the delayed-release
component, the 2-unit fomnlatmn, given once a day; is expected to act similarly to the
currently marketed product of Adderall"’ given twice a day, 4-6 hours apart.

A pilot study '(Protocol # 381. 102) compared the bxoavaxlabhty of three composite 20 mg
experimental formulation qd against the reference, Adderall®10 mg bid with a 4-hour
interval. The selected SLI381 formulation was bicequivalent to Addesall in terms of the
d- and l-amphetamine extent and rate of absorption. The time to maximum concentration
values for d- and l-amphetamine were not different to those of observed for Adderall®.

The purpose of this Phase H study was to assess the safc:ty and efficacy of various SLI381
doses (10 mg, 20 mg, and 30 mg) in an analog classroom setting, compared to placebo

and Adderall® 10 mg dose, using a ¢rossover design with repeated measures taken during
each testing day. This design allowed for the evaluation of the duration of drug action of
SLI381 doses during a treatment day. with reference to either placebo or Adderall® 10 mg

dose.

The study was conducted in comphance with institutional review "board and informed
consent regulations. :

Final
Date; July 31, 2000
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8. StUunYy Omcnvis ‘

Primary: To assess, under controlled conditions, the efficacy and safety of SLI381
10, 20, and 30 mg compared with placebo and with Adderall® 10 mg
administered once daily in the moming to chddren with ADHD by
Diagnostic and Statistical Manual of Mental Disorders, 4* ed (DSM-IV)
criteria.

Secondary: e * To assess the momning and afternoon therapenuc responses to SLI381.
e To examine the pharmacokinetic (PK) profile of SLI381 after single

dose and at steady state.

9, INVESTIGATIONAL PLAN

9.1  Overall Study Design and Plan

This was a randomized, multicenter, double—bhnd, placebo-and active-controlled,
crossover, multiple-dose study of 3 doses of SLI381 (10 mg, 20 mg, 30 mg) vs. one
Adderall® 10 mg dose vs. placebo i in chﬂdrendxagnosed with ADHD according to DSM-
IV criteria. There were 4 study centers. participating in this trial. Each center was asked
to randomize 15 subjects to yield a theoretical study maximum of 60 subjects randomized
with approximately 36 subjects completing. ,

The study consisted of 3. parts: a screening penod, a single-dose elassroom practice day
with a minimum I-week lead-in washout, and a 6-week double-blind medication period.
Subjects randomized into the double-blind treatment received 1 mommg dose of one of
the 5 treatments for 1 week, and crossed over to the remammg alternative treatments for
the subsequent weeks, according to the pre-prepared sxte~spec1ﬁc randomization schedule
of a 5x5 Latin square. The sixth dauble-blmd week was a make-up week intended for
duplication of one of the 5 treatments. A separate randomxzaﬁon schedule was prepared
for the make-up week for each center.

The classroom day occurred on the last day of each double-blind treatment week,
including the § core treatment weeks and the make-up week. Exght classroom sessions
were arranged on each classroom day at 0.0, 1.5, 4.5, 6.0, 7.5, 9.0, 10.5, and 12.0 hours
post dose (study medication was administered to the subject in the morning around 7:30
a.m. in the laboratory school). Efficacy measures were observed dunng each of these
classroom sessions.

9.1.1 Schedule of Assessments

The procedures that were performed throughout the study are ouﬁmed in Table 1. Unless
otherwise indicated, all assessments listed below were to be performed by the investigator
or other regular study personnel. If the subject terminated treatment early, all

Final ) \ 10-5064
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assessments called for at the final visit (Visit 8) were to be completed at the termination
visit,

Table 1 Schedule of Assessments ‘
Activity : “Screening | Practice ‘Double-blind
_Visit Number: | 2 3P 41 516 7
Week Number: 0 11 2 34 4 |5
Informed Consent " 1.
Medml History
Phys:ca! Exam
Vital Signs
Clinical Laboratory Tests
DISC Interview and Comorbid
Disorders Checklist
Administer medication
SKAMP rati
| PERMP measuresd
| Side " Side Effect Rating- Scale®
Dtspense weekly supply ot‘ )
medication’ ‘ .
Adverse Medical Expenences ‘ OXp o
Review compliance )
* Or early termination. Ifa sub,wet did not return to the classroom, the investigator made every
effort to see the subject to com;aiete all safety assmments (physical exarnination, laboratory
testing, Side Effect Rating Scale, vital signs, and inquiry of adverse medical.experiences).
b Laboratory tests included standard chemistry, hematology, electrolytes, urinalysis, and urine
pregnancy tests (for females whohadexpenence& menarche).. -
° During the practice and makeup sessions; labs included blood samples collected for PK analysis
before dosing, and 2t 0.0, 0.5, 1.5, 3.0, 4.5, 6.0, 7.5, 9.0, 10.5; 12.0, and 24 hours after dosing.
4SKAMP and PERMP measures occurred only in the classroom settmg, once weekly, on the last
day of any treatment period.
° This scale was completed by the teacher during the classroom session and collected from parents
for practice and mid-week assessments. .
f Adverse medical experiences were caﬂectcd‘swrting a4t the time informed consent/assent was
obtained.
9.12 Screening (Visit 1) and Washout Period

During the screening period, the investigator determined the. appropriateness of each
subject’s inclusion in the study. The diagnosis of ADHD was confirmed with the NIMH
Diagnostic Interview Schedule for Chlldrcn~Versmn 4.0 (DISC-4 0; Shaffer et al., 1996)
and the Comorbid Disorders Checklist (Hudmak 1993).
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Subjects and their legal guardians or caregivers signed an informed assent/consent form
at the screening visit (Visit 1).- Subjects identified at.the screening visit as eligible
candidates were scheduled to participate in 7 additional visits to take place in a laboratory
classroom over the next 7 consecutive Saturdays. Study proccdures ‘were explained in
detail at the screening visit, and the subject’s prior dose and regimen of stimulant
medication was recorded. -Subjects took an 8-minute math pretest to determine the
appropriate level of difficulty for the math tests that were to be administered in the
classroom sessions. The subject’s current sumulant treatment was then discontinued for a
washout period of at least 1 week. - \

Final . 10-5965
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9.1.3 Practice Visit (Visit 2)

A practice visit (Visit 2) scheduled for the Saturday following the washout period
allowed subjects to become acquamted with the study staff and actual classroom
procedures. All subjects were given 1 dose of SLI381 20 mg on the morning of the
practice day; and blood samples were collected for PK analysla immediately before
dosing, at 0.5, 1.5, 3.0, 4.5, 6.0, 7.5, 9.0, 10.5, and 12.0 hours, and at 24 hours (next day,
Sunday) post dose. Multlple safety and practice objective and subjective measures were
conducted throughout the classroom day. For the purpose of practice; the Swanson,
Kotkin, Agler, M-Flynn, and Pelham rating scale (SKAMP) and Permanent Product
Measure of Performance (PERMP) ‘math test were completed to assess rater
characteristics and to correlate with PK parameters. Timing of these efficacy measures
throughout the study closely matched the timing of blood draws for PK analysis (at 0.5,
1.5,4.5,6.0,7.5,9.0, 10.5. and 12.0 hours after dosing). Raters were instructed to
consistently observe the same children from week to week. Subjects whe could not
tolerate the 20 mg dose of SLI381 dunng the practice visit were excluded from double-
blind treatment. Meals were served in the classroom at the practice visit and at all
subsequent visits. Meals were standardized (i.e., similar quantity and-composition)
among sites and included bteakt‘ast, a mxd-mommg snack, lunch, anaftemoon snack, and
dinner.

9.1.4 Double-blind Treatment (V isits 3 - 8)

At the end of the practice visit (after the 24-hour blood draw on ’Sunda}’), all subjects who
tolerated the 20 mg dose of SLI381 were randomized to double-blind treatment for each
of the next 5 weeks. Saturday classes continued for those 5 weeks plus the make-up
week. For each week, subjects received one of the 5 treatments, according to the
treatment sequence assigned. These 5 treatments were placebo, Adderaﬁ" 10 mg, or
SLI381 10 mg, 20 mg, or 30 mg. Subjects were instructed to takcme dose each day in
the moming around breakfast time for the next 6 days, starting on Sunday. On the
following Saturday, subjccts ‘were asked to come to the laboratory school and participate
in the 8 classroom sessions as they did at Visit 2 (see Table 2). The dosing on the visit
day (Saturday) occurred in the classroom prior to the start of the. pmt:edures for that day.

On each visit day (Samrday), objecnve (PERMP) and subjective (SKAMP) measures
were assessed in the analog classroom setting according to a predetenmned schedule
developed by Swanson et al. (1998), which can be reviewed in Sectior 16, Appendix IIA,
Protocol Cover Sheet/Protocol. Indépendent raters using the SKAMP: (W igal etal,
1998) assessed 2 factors of classroom behavior (attention and depomnent) In addition,
subjects completed a series of math. pxoblems that were scored to obtain an objective
measure of perfonnance on problems attempted (PERMP attempted) and on problems
answered correctly (PERMP correct). Both SKAMP and PERMP measures were
completed during most 1%-hour classroom cycles (at 0.5, 1.5, 4.5, 6.0, 7.5, 9.0, 10.5 and
12.0 hours after dosing). At the end of the visit day, teachers completed weekly
(Saturday) assessments of side eﬂ:‘eets, using the Teacher Side Effect Rating Scale.
During each double-blind treatment week, parents completed similar side effect
Final -
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assessments once a week; at the end of the day. The parent’s assessment was to have
been completed on Wednesday if possible, but no earlier than Tuesday and no later than
Thursday.

9.1.5 Final Study Visit (Visit 8) .

At the final study visit (Visit 8), subjects received either the missed previous treatment, if
any, or random duplication of one of the treatments. The final visit included all
classroom procedures as well as blood draws for PK analyses, physical examination,
recording of vital signs, clinical laboratory tests (including urinalysis and urine pregnancy
test for females who had experienced menarche), SKAMP and PERMP assessments, Side
Effect Rating Scale, review of comphance, and recording of adverse medical experiences
(AME:s).

Blood samples were collected-for PK analysis immediately before dosmg, at 0.5, 1.5, 3.0,
4.5,6.0,7.5, 9.0, 10.5, and 12.0 hours, and at 24 hours {mext day, Sunday) post dose.

If a subject was discontinued at any time after entering the snxdy, the investzgator was to
make every effort to see the subject and complete any safety assessm&nts such as physxcal
examination, clinical laboratory. tests, Side Effect Ratmg Sca&e vital signs, and inquiries

about AMEs

9.2 Classroom Procedures

Classroom sessions for Visits 2 through 8 were organized in i'/z~h0ur eycles during a 12-
hour day. During the practice day (Visit 2), subjects became acquainted with each other,
with the study staff, and with the specific schedule and procedures of the classroom.

9.2.1 Recommended Staff

The classroom staff was divided mte 4 areas by function: admmtsnratwe, school, recess,
and medical. The following staﬁng resources were rccommended for each site:

Administrative: mvestxgatar and coordmatot(s)
School: 1 teacher and 2 raters ~

Recess: 1 lead counselor, 8. other. counselors \
Medical: 1 physician, 1 phatmacxst, 2 nurses, and 2 techmmans

® o o @

Additionally, 2 plﬂebotomists were present for Visits 2 ,and%&

Each member of the classroom staff had SchlﬁG roles and responsibilities. The physician
performed physical exams, evaluated vital signs,.and evaluated AMEs. The
coordinator(s) was responsible for the standardxzatwn and implementation of classroom
activities, which included training the classmom staff, assxsnng with the removal of
disruptive and aggressive students from the classroom, and serving as a substitute for
classroom staff in the event of an absence. The teacher developed and prepared materials
for each class session, prepared the classroom for each study day, and (conducte\d the class
Final - \ ‘ 10-5967
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sessions by instructing the students when to start and stop seatwork actmtzes (including
the objective math tests) and academic group games. The raters prepated and arranged
their vantage points and materials for each study day, observed student behavior in the
classroom, and completed SKAMP rating scales following each classroom session. The -
recess staff provided en}oyable activities for the group to motivate the subjects to return
for subsequent study visits.

9.2.2 Timing and Sequence of Events

Precise timing of activities was essem:lal Minute-by-minute responsxbﬂmes were
specified for each staff member to mamtam accurate timing of events. All staff members
wore watches that were synchronized at the start of the visit day. ‘

A specific sequence of éventsv defined each 1%-hour cycle, which waﬁepeated across the
day. A standard cycle included the following segments:

¢ 10-minute buffer to allow the group to stay on schedule and provide time for
preparation for each event

e 20 minutes to conduct a classroom session that included a seatwork assignment (the
10-minute math test)

¢ 60 minutes for recess

On the day of the practice visit (Visit 2) and final visit (Visit 8), schedules also included
collecting blood samples. Some variation in cycles was allowed for meals and other.
periodic activities (e.g., collection of: vitals or physical exams). Qutcome measures
(SKAMP and PERMP) were. obtained during each classroom session as outlined in Table
2.

Blood samples for PK analysis were taken only during Visit 2 (practice visit) and Visit 8
(final visit) immediately before dosing, and at 0.5, 1.5, 3.0, 4.5, 6.0, 7.5, 9.0, 10.5, 12.0,
and 24 hours after dosing using an in-dwelling catheter system.

Prior to blood sample collection, the medlcél staff obtained blood pressure and heart rate
measures. During all double-blind visits, vital signs were taken at the same time intervals

. (1.5, 4.5, and 7.5 hours after dosing).. To facilitate the process of | takmg blood samples

and collecting vital signs, counselors accompanied subjects in the same orderto a
separate nurses’ station at each of the scheduled times. A reward system was used to
facilitate insertion of the catheter and ease of blood draws. An independent technician
labeled and processed each sample meedxately aftet collectton.

Final - - 10-5968
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Table2 :Séh«eglule of Activiﬁes Across the Day

Time | Hr | Cycle qup [} Actwmes

6:45 am, \

7:00 a.m. S ) Catheber mseman'

’ Vitals/PK* mmedxately before

u 1 dosing, breakfast

7:30 am. 0 JC1 Dose, , Class 1 (blaod draw

- repeated 30 minutes after -
dosing)

3:00am. | | | Recess - \
9:00 a.m, 1.5 |C2 Class2 Vitals/PK®
9:30am. . IR ARecess/Snack

10:30am. |30 | C3° { Recess =~ PK®
1:30am. | | | Extra Recess

12:00pm. |45 | C4 | Class3  Vitab/PK*
12:30pm. | ] Lunch .
1:30pm._ |60 |C5 Class4 ~ PK"

200 p.m. . ‘ .| Recess B

3:00 p.m. 75 1C6° 'Class 5 Vitals/PK*
3:30.p.m. ) Racess/snack B
430pm. - |90 |C7 ’ Class6 PR*

5:00 p.m, L Recess o
6:00pm. |105]C8 Ciass‘7 - OPK*
| 6:30 p.m. . Recess/dinner

730pm. J1201C9 Class 8 PK*
800pm ] Dismiss ]

* Catheter insertion and sampks for PK. analysis were ;:ompleted
only at Visit 2 (ptaqt:ce visit) and Visit S(makeup visit).
Subjects were required to arrive at the clinic.at 6:45 a.m. on these
days. For all other visits, subjects were to arrive at: 7:00 a.m.

* Efficacy measures were skipped this period to allow for extra,
recess time. No clas.s time was scheduled dunngmxs cycle.

9.23 Group Academic Aqtivities , :

A series of group academic activities were completed in an order balanced over
classroom days. These activities were dynamic, interactive, and group-oriented. In
contrast with the objective math test requiring individual seatwork, these activities
allowed raters to observe a wider range of behaviors. The content of the academic games
and the materials used for each game are provxded in Appendix A of the study protocol
(see Section 16, Apperdix IIC). :

9.24 Recess Activities

During the recess penods counselors and subjects played group games that varied from
week to week. Activities included Charades; I Spy; 20 Questions;’ Taboo; Win, Lose, or
Draw; and Pmtxonary Individual games were provided as well and included cards,
Legos®, computer games, and board games. The recess staff conducted arts and crafts
activities inside or held recess on an outdoor playground. During some recess periods,
meals and snacks were served.

Final . ‘ 10-5969
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9.3 Choice of Control Groups.

The study was designed to evaluate 3 doses of SLI381 capsule formulations (10 mg, 20
mg, and 30 mg), an extended-release product of mixed amphetamine salts, against
placebo and Adderall® 10 mg, the immediate-release product of mixed amphetamine
salts. The study utilized a crossover design, in which the subject received one of 5
treatments under study for and during a given time period. 'Ihcrc:fare, the study did not
employ a control group, per se. Instead, each subject acted as his or her own control,
with the comparisons: bemg made among the test dmg formulations- VS. placebo vs.
Adderall® 10 mg.

9.4  Selection of Study Popalatmn

Subjects aged 6 to 12 years who satisfied DSM-IV criteria daagnosxs of ADHD, combined
or hyperactive subtypes, who were on a stable regimen and daily dose of Adderall®
dextroamphetamine; or methylphenidate without unacceptable side effects were eligible
for participation in the study. Spemﬁc entry criteria are detailed below.

9.4.1 Inclusion Criteria

Subjects qualified to enter the double-blind portxon of this study if they satisfied all of the
following criteria at screemng

INCLUSION CRITERIA

1. Were male or female between 6 and 12 years of age, inclusive.

2, If female and had experienced menatche, had anegative-urine pregnancy test at screening, and was using
adequate and reliable connaceptzon (¢.8.» double-barrier method) throughout the trial;

3. Met DSM.IV criteria for primary dugnos:s of ADHD (dtaguostxc code 314.01) cornbined subtype or
predominantly hyperactive-impulsive subtype based on: (1) a psychiatric evaluatmn ‘which reviewed DSM-IV
criteria, and (2) results from selected modules of the computerized parent version of the NIMH DISC-4.0
(Shaffer etal,, 1996). - ,

4. Hadbeen receiving stable regimen and total daily dose of stimulants (Adderall®; dextroamphetamine; or
methylphenidate) for at least 1 month prior to screening. The subject should not have experienced any
unacceptable side effects and must have shown an adequate response to stimulants based: on clinical assessment
from all the information available. = -

5, Provided signature of his or her assent and as such was able to understand that he or she could withdraw from
the study at any time. In addition, a parent, legal guardian, or caregiver mnst have supphcd informed consent.

6. Had adequate visual and. auditory actmy to complete assessments and was capable of understanding and
following classroom instructions.

ST, Were generally ﬁxncuonmg at age»appmpmats levels academically.

Source: Section 16, Appendix 1, Pratocal

9.4.2 Exclusion Criteria

Subjects meeting any of the: follovnng exclusion criteria prior 1;0 entering: the double-blind
portion of the study were excluded from the study:

EXCLUSION CRITERIA

Final - - 10-5870
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EXCLUSION CRITERIA

1. Had a comorbid psychiatm: diagnosis (such as psychosis, bzpolar iflness, pervasive developmental disorder,
severe obsessxve-compatswe disorder, severe depressive disorder, or severe anxiety disorder) or other
symptomatic manifestations that, in the opinion of the examining phys;c:an, would'contraindicate SLI381
treatment or confound efficacy or safety assessments, Comarbid psychiatric dxagmasxs was to be established by
the DISC-4.0 interview and 2 comorbid dzagnos:s checklist (Hudziak et al., 1993).

2 Had a history of seizure during the Jast 2 years (exclusive of febrile seizures); a tic disorder, or a family history
of Tourette’s disorder.

3. Had a documented history of aggresswe behavior serious enough to preciude participation in reguiar classroom

activities.

Were taking clonidine.or anticonvulsant drugs. -

Were taking medications that affected blood pressure or heart rate. .

Were taking other medications that ha;d central nervoussymm effects or affected performance (such as

sﬁmumﬁmmwmmuuwwmmwmmmmmmmmeMMmMM)

Had taken an investigational drug in me fast mionth.

Had a history of’ suspected substance use dlso:der (excluding nicotine).or lived wnth someone with a current

diagnosed substance use d;sorder (mozdmg to DSM-IV criteria).

9, Had documenmd adverse reactions, aiiargm, or intolerance to Adderall®.

10.  Had documented history of failure to respond clinically to.  Adderali®-

11.  Had adiagnosis of hyperthyroidism.

12. Had glaucoma.

13.  Did not return to the chmc after the screening visit.

14. mmmwdmdem@mmmkamwdmmmdemmwmmg

15.  Had concurrent chronie or acute illness (such as allergic rhinitis or. severe cold), dxsab:hty, or other condition
that might have confounded the results of rating tests administered in the - study or that might have increased
risk to the subject. Snmiady, the subject was to be excluded ifheor she had any | ‘additional condition(s) that in
the investigator's.opinion would prohibit dzesubjact from completing the study or would cause participation in
the study to not be in the best interest of the subject. This included any sxgmﬁcant xtlness or unstable medical
MMMMMWMMMwmmMmemMmmemml

AN

o N

Source: Section 16, Appendix HA, Protocal

9.4.3 Diagnostic Criteria ) ‘
The DISC 4.0 and the Comorbid Disorders Checklist were used as diagnostic tools at
9.4.3.1 DISC-4.0

The DISC-4.0 is a comprehensive, highly structured diagnostic instrument developed for
use by trained lay interviewers to ascertain the most common-diagnoses defined by the
DSM system. The DISC-4.0 elicits DSM-1V criteria for 31 diagnoses that are known to
occur in childhood. Quesuons are answered yes, 1o, sometimes, or somewhat. The entire
interview takes approximately 1 hour and is directed based on answers to previous
questlons The computerized parent version of the DISC-4.0 was used at the screening
visit in this trial. The specxﬁc diagnostic modules/sections used included anxiety
disorders, miscellaneous disorders, mood disorders, and disruptive behavmr disorders.
Symptoms of ADHD were assessed both in the present state and pnor to treatment with
medication. One interviewer from each center was trained to- adnumster the DISC-4.0

prior to initiation of the study.
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9.4.3.2 Comorbid Disorders Checklist

The Comorbid Disorders Checklist is a DSM-IV mvestxgator—completed checklist that
queries informants (parent, gxardian, caregiver, and/or subject) regardmg the subject’s
past and current symptoms of ADHD) and the followmg common, comorbid disorders:
oppositional defiant disorder, conduct disorder, separation anxiety disorder, mixed
anxiety-depressive disorder, major depressive disorder, and manic.episode. The
Comorbid Disorders Checklist was administered at sctccning.f

9.44 Removal of Subjects from Therapy or Assessment

A Sllbject was considered as. having completed the- study when he or she completed Visit
8, i.e., completed each treatment period. Ifa subject prematurely discontinued at any
time after entering the smdy, the investigator was to make every effort to see the subject
and complete safety assessments, as shown in Section 9. L1, Schedule of Assessments.

An end-of-study CRF page was completed for every subject who recexved study
medication whether or not the subject completed the study. The reason for any early
discontinuation was to be indicated on this form and described in the form’s comments
section. The primary reason for a premature withdrawal was selected from the foilcwmg
standard categories of early term:mnon ,

o Adverse Medical Experience (4dverse Reaction): Clinical or laboratory events
occurred that, in the medical judgment of the investigator and for the best interest of
the subject, were grounds for discontinuation. This included serious: and nonserious
AME:s regardless of relation to study medwaﬁon.

¢ Death: The subject died.

Withdrawal of Consent: The subject desired to withdraw from further participation in
the study in the absence of a medical need to withdraw detet;mned by the investigator.
If the subject gave a reason for this desire, this reason was to be recorded mthe case
report form (CRF).

e Protocol Violation: The subject's findings or conduct failed to meet the protocol entry
criteria or failed to adhere to the ;;totocol requirements (e.g., drug noncompliance,
failure to return for defined number of visits). The violation necessitated premature

' termination from the study.

o Lost to Follow-up: ‘The subject stopped coming for visits and smdy personnel were .
unable to contact the subject. even after issuing acertified letter.

o Other: The subject was temlmated for a reason other than those listed above, such as
theft or loss of study drugs, or termination of study by sponsor.

In case of an early termination, information normally collected at the end of the study was
to be obtained at the time of subject withdrawal, if possible. Subjects withdrawn from the
study were not to be replaced, : and. mthdrawn subjects could not re-enter the study.
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9.5  Treatments

9.5.1 Treatments Administered

Treatments included capsu!es of SLISSI 10 mg, SLI381 20 mg, SLI381 30 mg, and
Adderall® 10 mg, as well as matching placebo. Study medication was administered once

Wit G0 LTS RLALLILD

daily in the morning by subject taking 1 capsule orally. “Each treatment condition lasted
for 1 week.

At the screening visit (Visit 1), the subject’s current stimulant trcatmént was discontinued
for a washout penod of 1 week. At the practice visit (V isit 2), all subjects were given a

- wa

sxngle 20 mg dose of SLI381 capsuies

Subjects who tolerated the 20 mg dose at the practice visit were. mdomued to receive
SLI381 10 mg, SLI381 20 mg, SLI381 30 mg, Adderall® 10 mg, or placebo to be
administered as a capsule once daily in the morning starting the next day (Sunday). On
scheduled Saturday visits, subjects were given their morning dose after their arrival in the
classroom. Breakfast was given- after arrival at the classroom prior to dosing.

For the first 5 weeks of the double-blind t'eatment phase, subjects recewed a different
treatment condition until each subject had completed each treatment condition. Atthe
end of the 5-week sequence, subjects continued double-blind treatment for an extra week
(i.e., make-up week), which allowed for duphcaﬁon of one of the 5 treatment conditions.
According to the protocol, if the subject missed one of the previous 5 treatment weeks
(including the visit day), he/she would have received the first missed treatment condition
during this make-up week. If the subject completed the previous 5 treatment weeks,
he/she would have received one of the 5 treatment conditions during the make-up week
according to a pre-prepared randomization schedule.

- TREATMENTS ADMINISTERED
Treatment Designation . Study Medication Adtmmstratlon Method
A Placebo ~ Oral
B Adderall® 10mg Oral
Cc SLI38110mg - ~ Oral
D SLI381 20 mg : Oral
E ~ SLI38130mg Oral

9.5.2 Identity of Study Drug

All study medications (SLI381 capsules, Adderall® capsules, and placebo capsules) were
supplied in bottles directly to each site by the sponsor. The site’s pharmacist transferred
each treatment medication into an individual medication container of 1- week’s supply
for each subject. Each bottle was identified by lot or batch number, product name, and
strength as shown below, and a precautionary statement The product was also labeled
with manufacture date.
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IDENTITY OF STUDY DRUG (

SLI38l Plagcjebo‘ ~_Comparator
Trade name: None available Not appiicable “Adderall®
Manufacturer: Shire Laboratories, Inc. Shire Laboratories, Inc. - Shire Richwood
Dose(s): 10 mg Not applicable | 10 mg

Mo

E llla

30mg ‘
Route: Oral Oral : Oral
Formulation: Capsule Capsule ‘Capsule
Batch No./Lot No.: 10mg 9F2797 GUS00515.06 ‘B4861*

20mg  9F2702

30mg 9F2703 4

Date of Manufacture:  10.mg June 10,1999  June 28,1999 ‘May 1999

- 20mg June 14, 1999 .
30mg June 16, 1999
* Qverencapsulated commercial tablet

9.5.3 Method of Assigning Subjects to Treatments

Two randomization sequences were prepared and used in the study for each site to
randomize subjects into the double-blind treatment weeks. One was for the first 5 core
weeks of the crossover treatment, and the other was for the make-up week. The former
utilized a 5x5 Latin square to determine the treatment sequence of the subject for the first
5 weeks of double-blind treatment, The Latin square had 5 sequences: ABCDE, BCDEA,
CDEAB, DEABC, or EABCD, with' ‘approximately one-fifth of subjects being
randomized to each of the 5 sequences The latter was a simple randomization procedure.

The randomization schedules were produced by Ingcmx Phannaceutlcal Services, the
CRO contracted to manage the study. The block size was setat 15 for.both
randomization schedules.

9.5.4 Dose Selection

SL1381 doses of 10 mg, 20 mg, and 30 mg were chosen because they are currently the
only available individual dose strengths that are intended to be marketed. It was desirable
to prove the efficacy and safety of every strength of SLI381. In addmon, the 10 mg, 20
mg, and 30 mg doses of Adderall® are commonly used daily dosages in clinical practice

- when this medication was prescribed for the management of chxldrgx; with ADHD.

9.5.5 Blinding

Study medication was shxpped to each site in bulk. Each site’s phmmacxst repackaged the
study medication as-a 1-week supply of 6 capsules per treatment period for each subject

 based on the subject’s randomized treatment sequence provided by Ingenix. The

Saturday dose was kept at the clinic to ensure dosing occurred in the classroom. Ifa
subject lost a dose dunng the week, it was not to be rcplac&d

Each site was provided with a set of sealed envelopes in which the identity of the
medication was printed for each treatment week, for each randomization number. The
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envelope was to be opened only if. knowledge of the medication was necessary for
optimal emergency treatment. A copy of the randomization code was kept by Ingenix in
a secure place. No treatment codes were broken during the study

A master treatment code was keptina secured place at’ Ingemx Post. database lock,
treatment code was unblinded by the study statistician at Ingenix.

9.5.6 Prior and Concomitant Hinesses and Treatments
9.5.6.1 Prior and Concomitant llinesses.

As this study was conducted in children with ADHD who were othfmmse healthy, there
should have been no concomitant illnesses at the time of entry into the study. Ilinesses
worsening, first occumng, or detected during the study were to be documented as AMEs
on the CRF,

9.5.6.2 Prior and Cancomxfant Treaments

Medications taken within 1 month prior to study entry were recorded on the CRF. Any
medication taken by or administered to the subject during: the course of the study had to
have prior.approval by the mvestxgator and recorded in the appropriate CRF. The CRF
entry included the dose; regimen, route, indication, and dates of use.

All concomitant medwatxons received during the study are listed i in Section 14, Table
11.1.1. The most common concomitant medication during the study was local anesthetic
for catheter insertion or-blood draw (50 subjects). Other cominon concomitant
medications taken during the study included ibuprofen (9 subjects), acetaminophen (6
subjects), cold medications (8 subjects), mzﬂnple vntamms © subjects), and nutritional
supplements (5 subjects).

9.5.6.3 Excluded Medications -
The concomitant use of the medications listed below was not allowed during the trial:

Tricyclic antidepressants

Other amphetamines or pemoline

Monoamine oxidase inhibitors

Serotonin reuptake inhibitors

Neuroleptics

Benzodiazepines or benzodiazepine denvauves
Clonidine

Anticonvulsant medications

Coughv/cold preparations containing stimulants
Sedating antihistamines

Other investigational medications

® & & & o & ¢ ¢ ¢ o o
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9.5.7 Treatment Compliance

For the non-classroom days of each treatment week, treatment medxcanons were
dispensed in medication containers, which were returned at pext visit. Treatment
compliance was assessed by capsule counts, Compliance was defined as number of
capsules taken divided: by number of capsules prescnbed multiplied by 100%. Non-
compliance was defined as taking less than 80% of study medication during any
outpatient evaluation period (visit to visit). Discontinuation for non-compliance was at
the investigator’s discretion and was noted on the appmpnate CRF. '

For the classroom day of each treatment week, the subject was admxmstered the
scheduled dose in the mommg around 7:30 a.m. at the classroom by the study staff,

9.5.8 Drug Accountability : |

Study drug was shipped in bulk to each site by the sponsor and stored in a locked, limited
access area. Each site was responsible for maintenance of cumulative study drug
inventory and dispensing records. At the conclusion of the mal -all unused supplies were
returned to the sponsor :

9.6 Efficacy and Safety Variables

9.6.1 Efficacy Measures V
The primary efficacy measures used in this study included the SKAMP Rating Scale and
the PERMP Derived Meastires.

- The SKAMP is designed for mdeyendent observers to rate 13 items w;th 8 core items to
measure children’s classroom behaviors. Each item israted ona 7~pcunt impairment
scale: normal (0), slight (1), mild (2), moderate (3), severe (4), very severe (5), or
maximal impairment (6). The 8 core items represent attention (items #1 though #4:
getting started, sticking with tasks, attendmg to topic, and stopping for transition) and
deportment (items #5' though #8: interacting with students, mteractxng with staff,
remaining quiet, and remaining seated). The outcome score is defined by the average
rating score per item, calculated by averaging the scores obtained for the corresponding
items for attention and depornnent, respectively. The sc:ale can be used to assess multiple
ratings taken within a day (Swanson et al., 1998).

To keep track of multiple assessments to be completed at the end of a classroom cycle by
a single rater without having to rely on memory, an observatwm code sheet serves to note
behaviors during the session. Codes on the observation sheetaxe hnk@d to items on the
SKAMP and are written next to the appropriate category t:tie {e. g., an i for interruption
would be written next to school mles) ,

A detailed description about the SKAMP scale and its codmg system is given in
Appendix B of the study protocol in Sectzon 16, Appendzx 14,
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The PERMP measures a subject’s performance using a 10-minute written math test
performed as seatwork in the classroom. Subjects are given'4 pages of 100 math
problems appropriate to their age, and are instructed to work at their desks and to
complete as many problems as possible in 10 minutes. Performance is measured by using
the number of problems worked correctly and number of problems attempted by the
subject within the time limit. Examiples of the PERMP i items are provided in Appendix E
of the study protocol in Section 16, Appendzx 1I4.

Different versions of the PERMP were used among the subjects in this study to adjust for
age and ability as determined by the math pretest administered at scxeenmg In addition,

34 ‘dlnein orboe P APy
different versions were. used across classroom cycles and visits in this study, so thata

subject did not take the same test more than once. A staopwaﬁch was used to time the test.

9.6.2 Pharmacokinetic Parameters.

Blood samples for PK analysis were taken during Visit 2 (practice visit) and Visit 8 (final
visit) immediately before dosing, and at0.5, 1.5, 3.0, 4.5, 6.0, 7.5, 9. 0, 10.5, 12.0, and 24
hours post dose. Concentrations of d- and lﬁamphetaxmn;e in-plasma were measured by
liquid chromatography-mass spectrography at the sponsor’s lab. The following PK
parameters were calculated for both the single dose adnumstrauon and at steady state:

Parameter Description '

AUC,,, Area under the drug concentratwn-tunc pmﬁle from time O to the
Iast data point ,

AUC ¢ Area under the drug concentration-time profile: fmm time O to

(single dose only)  infinity

Crax Maximum drug concentration

T Time to maximum drug concentration

Complete details of the assay method and calculation method are provided in Section I6,
Appendix VIB: Pharmacokinetical Analytical Report/Technical Report

9.6.3 Safety Evaluanons v
9.6.3.1 Adverse Medical Experiences (AMEs)

An AME was defined as any adverse change from the subject’s baseline (pretreatment)
condition, including intercurrent illness or- {aboratory abnormality, that occurred during
the study, whether considered related to the investigational treatment or not. AMEs were
collected throughout the study begmmng at the time informed consent/assent was
obtained. Investigators queried forall AMEs in a semi-structured interview format. All
AMEs were recorded on the snbjzct s CRF. In addition, side eﬁ‘ects noted on the Side
Effect Rating Scale were considered AMEs arid were recorded as such in the AME
section of the CRF. For all AMEs, the investigator pursued and obtained adequate
information to. determine the outcome of the AME and to assess whether it met the
criteria for classification as a serious adverse event (SAE) requiring immediate
notification to the sponsor. Follow-up of the AME, even after the date of therapy
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discontinuation, was requtred until the event resolved or stabilized ata level acceptable to
the investigator.

All AME:s (including side effects noted on the Side Effect Rating Scale) were recorded in
standard terminology rather than the subject’s own words. Each AME was evaluated for
duration, intensity, and association with the study medication and other causes (additional
review was conducted by the Ingemx medical monitor). The action taken and the
outcome were also recorded. The intensity of the AME was: charactenzed as mild,
moderate, or severe using the foilomng criteria:

e Mild events were usually transient and easily tolerated, requiring no special
treatment and causing no disruption of the sub;ect’s normal daily activities.

o Moderate events introduced a low level of inconvenience or concern to the
subject and might have interfered with daily activities, but were usually improved
by simple therapeutic measures. Moderate expenences might have caused some
interference with functioning.

e Severe events interrupted the subject’s normal daﬂy actxvmes and generally
required systemic drug therapy or other treatment. They were usually
incapacitating,

When changes in the mtensnty ofan AME occurred more frequently than once a day, the
maximum intensity for the ¢ expensnce was noted. If the intensity category changed over
a number of days, these changes were recorded separately (with. distmct onset dates).

The relanonsh1p or association of the study medtcatmn in causmg or conmbutmg to the
AME was characterized as one of the following:

e Not Related

o Possible suggested that the association of the AME with the study drug was
unknown. However, the AME was not reasonably suppoxted by other conditions.

o Related suggested that a causal relationship existed between tfhe study drug and
the AME, and other conditions (concomitant illness, ptsgmssmn or expression of
the disease state, reaction to concomitant medication) did not appear to explain

the AME.

Any serious or unexpected AME, including death due to any cause that occurred durmg
the investigation, whether or not related to the study medication, was to be reported
within 24 hours. An unexpected AME was one that was not identified in nature,
intensity, or ﬁ-equency in the Investigator’s Brochure. The AME was ‘defined as an SAE

if it resulted in any of the following outcomes:

e death
. ahfeothrcatemngAME
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* apersistent or significant disability/incapacity :
¢ inpatient hospitalization (ovemxght) or prolongation of existing hospitalization
e acongenital anomaly/bmh defect

Important medical events that did not result in dcath, were not life-threatening, or did not
require hospitalization could have been considered SAEs when, based upon appropriate
medical judgment, they 3wpardxzed the patient and might have requmd medical or
surgical intervention to.prevent one of the outcomes listed in this deﬁmtlon. Examples of
such events mcluded allergic bmmhospasm requiring intensive treatment in an
emergency room or at home, blood-dyscrasia or convulsions that did not result in an in-
patient hospxtahzatzon, or the development of drug depcndency or drug abuse. A death
occurring during the study within 4. weeks of stopping the txeatment was to be reported,
whether considered treatment-related or not.

A preliminary report on each SAE was to be sent to the study monitor, who forwarded a
copy to the sponsor. Such preliminary reports were followed by detailed descriptions
including copies of hospital case reports, autopsy reports, and other clocuments when
requested and applicable.

-9.6.3.2 Physical Examination
Physical examinations were perfannedas indicated by the schedule of assessments. The
examination included a neurologic evaluation: and examination of the skin, heart, lungs,

abdomen, and lymph nodes. Heighit and weight were also recorded. An AME was
recorded for any change identified as clinically noteworthy.

9.6.3.3 Laboratmy Paiameters

The following laboratory tests were performed as indicated by the schedule of
assessments:

e Hematology: hemoglobin, hematocrit, erythrocytes, leukocytes, platelets,
differential neutrophils, lymphecytes, monocytes, eosinophils, basophils

» Chemistry: sodium, potassium, calcium, phosphorus, total protein, glucose,
alkaline phosphatase, AST, ALT, total ‘bilirubin, creatinine, albumin
Urinalysis: osmolality, pH, glucose, protein, WBC, casts -
Other: urine pregnancy test (for females who had experienced menarche)

A central laboratory (Qucst Dxag,msms, formerly Smxﬂ:l(lme Beecham) analyzed
laboratory tests. In the event of an unexplained clinically noteworthy abnormal
laboratory test value, the test was repeated immediately and followed until the test value
had returned to the normal range and/or an adequate explanation of the abnormality was

found.
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9.6.3.4 Vital Signs

Vital signs, including oral temperature, pulse, and sitting blood pressure, were performed
at screening.. For all other visits, only pulse and sitting blood pressure were measured.
The subject’s sxttmg blood pressure was to- be. measured in the same atm by the same
study personnel using the same instrument after the subject had been seated for 3
minutes. Blood pressure and heart rate measurements were to precede, not follow,
venipunctures.

9.6.3.5 Side Effect Rating Scale

The Side Effect Rating Scaleisa questionnalre designed to assess srde effects specific to
stimulant treatment. The parent version of the scale rates on a 4-point scale from 0 (no
side effects) to 3 (severe side effects) 11 items such as appetatc loss, headaches, and
motor tics. During the double-blind portion of the study, the same parent or guardian
completed the parent version of the scale once a week during the 6 intervening days
between clinical visit days. The teacher version of the scale was completed by trained
classroom personnel and was identical to the parent version except for the exclusion of 1
jtem related to sleep. Side effects were reported as AMEs on the CRF: The Side Effect
Rating Scale is included in Appendix F of the study protocol in. Sectm?z 16, Appendix IIA.

9.6.4 Appropriateness of Measwements

ADHD is one of the most common childhood mental disorders. Pharmaeologwal and
behavioral treatments of ADHD target the behavioral and cognitive symptoms associated
with the diagnosis of ADHD. The core clinical symptoms of ADHD involve mattentmn,

impulsiveness, and hyperactivity, which reflect i mpmnnents in the domains of
functioning that are central to nmastery of the major developmental tasks of childhood. A
majority of children with ADHD tend to perform poorly in school, often despite normal
intelligence, and suffer significant social and emotional impairments in the formation and
maintenance of relationships with classmates, peers, parents, and teachers.

The SKAMP and PERMP scales utilized in this study measure children’s cognitive and
behavioral performances in an analog classroom sefting, and provide the assessments for
efficacy evaluation.. They are standard measurements frequently. empiéyed in ADHD
studies designed to measure chﬂdxen’s behaviors in a classroom setting. The repeated

* application of these measures during a school day allows the assessment of duration of
drug action, in comparison with a control therapy such as placebo.

9.7  Data Quality Assurance
9.7.1 Standardization Procedures
The following steps were taken to ensure accurate, consistent, and complete data:

e Prior to study initiation, pre-study site visits were made to confirm the adequacy
of each site and assoc:zated study personnel. Study mmahan meetings were
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subsequently held at each site during which the protocol, CRF, and procedural
requirements were reviewed with the investigators and other study personnel.

e An investigators meeting was conducted by Shire and Ingenix during which
investigators and subinvestigators discussed and developed a common
understanding of the protocol, CRF, and study procedures.

¢ A central laboratory (Quest Dlagnosncs) was chosen. for analysis of laboratory
data in order to ensure consistent analysls of specimens, permit uniform reporting,
and minimize variability.

A complete, blank CRF is inéludad in Sectionl6, Appendix IIB.

9.7.2 Monitoring and Auditing

Ingenix monitored the study sites accordmg to ICH GCP guidelines and Shire standard
operating procedures. At each monitoring visit, progress of the study was assessed and
discussed with the investigator, completed CRFs were checked for cempleteness and
accuracy and were compared. to the original patient records and/or source documents,

- signed informed consent forms were inspected, and study supphes were examined.

Audits were conducted durmg the study at 2 sites by an independent auditor. Copies of
the audit reports are on file at Shire.

9.7.3 Data Management

CRFs retrieved from the investigational site were examined at Ingenix for completeness
‘and accuracy by the Data Management department and for safety by the medical monitor.
Any significant dxscrepancies on the CRFs were clarified vuﬁa the investigator, with the.
clinical research associate as liaison.

Data from the CRFs were entered ento a database by trained personnel at Ingenix.
BBN/Clintrial® was used for data entry and verification and for the update/correction
process necessitated by the edxﬂqugry process. All data were verified by a double-entry
process. Written comments were entered and sight-verified, n addition to double-data
entry and visual mspectmn, data were checked to validate ranges, consistency across data
panels, and missing values. Protocol deviations were evaluated for potential impact on
study results by Ingenix medical research personnel.

‘When all queries were answeted, aquahty control audit was conducted on a sample of
CRFs against the database. Once the audit was ccmplete and additional queries were
resolved (if needed), the database was locked (after approval by Shu-e) The locked
database was then backed up on computer tape. All assumated «queries are stored in the
Central File of Ingenix. -
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98  Statistical Methods and Determination of Sample Size
9.8.1 Statistical and Analytical Plans

The statistical analyses performed in this study were initially outlined in the study
protocol. A detailed statistical analysxs plan was developed and approved prior to
database lock, which clearly defined subject populations, statistical models, and planned
comparisons for efﬁcacy and safety evalnatzon Ingenix Biostatistics performed the
statistical analyses according the statistical analysis plan. The statistical analysis plan is
provided in Section 16, Appendix VIA, Detailed Statistical Documentation.

All statistical analyses werc; done using SAS® Version 6.12 statistical package.

9.8.1.1 Analysis Populations

The following subject analysis pupulauons were defined in the stahstxcal analysis plan

prior to database lock and analyzed in this report:’

e Study partlcnpants All subjects who satisfied inclusion/exclusion. criteria and
enrolled into the study were assessed for drug safety;

e Intent-to-treat (ITT) population: All subjects who randomized into the. double~bhnd
portion of the study and had at least one efficacy data pamt, as defined in Section
9.8.1.2, in the first § weeks of double-blind treatment (Visits 3 through 7);

e Per-protocol (PP) population:'All randomized subjects who completed the first 5
weeks of double«blmd trea!ment (Visits 3 thmugh D. )

Data from the ITT population were used for the primary efficacy analysxs The efﬁcacy
data from PP population were also used to provide supportive. evidence for the pnmary
efficacy analysis. The study panicxpants population was used for all safety summaries.

9.8.1.2 Analysis of Efficacy Endpoints

The primary efficacy analysxs was to compare SKAMP (attention, deportment) and
PERMP (attempted, correct) scores among active treatments (mcludmg SLI381 doses and
Adderall®) vs. placebo. Companson of SLI381 vs. Adderall® was of secondary

importance.

- The primary efficacy analysis was carried out using a mixed-effects medel of analysis of
variance for the ITT population. The term of subject nested within site was considered a
random effect in the model. Fixed effects included treatment, period, session, and the
treatment-by-session mteracl’lnn The overall treatment effect (averaged across the 8
scores observed on the classroom day) was tested first for significace. -

Baszd on the results of the ANOVA, planned pairwise comparisons of each of the active
treatments (including SLI381 doses and Adderall®) vs. placebo were further performed
within each classroom session, using | the method of linear contrasts (equivalent to -
multiple t-tests). The pattern or profile of the s:gmﬁcant differences. aleng the time
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domain as disclosed by these planned comparisons would indicate the onset and duration
of drug effectiveness durmg an analog school day, whxch lasted 12 hours.

In addition, placebo-adjusted SKAMP and PERMP scores were analyzed, using one-
sample t-test against a mean value of zero, to further evaluate, with reference to placebo,
the onset and duration of drug effectiveness during an analog school day. The placebo-
adjusted scores were calculated by subtracting placebo scores from- their corresponding
treatment scores for each session.

The analyses for the SKAMP and PERMP scores described above were also carried out
for the PP population to provide further evidence of treatment efficacy.

9.8.1.3 Pharmacokinetic Analysis

Pharmacokinetic parameters following a smgle dose of SLI381 20 mg were calculated
from the practice visit plasma drug concentrations. Steady state phannacolunenc
parameters after daily administration of study medication (mciudmg piacebo) for 7 days
were calculated from the final vmt plasma drug cancentratmns ‘These parameters
included the following:

Croax - Maximum dmg ‘concentration

AUCq ‘ Area under the concentration-time profile from. time 0 to the last
] datapoint

AUC, " Area under the drug concentration-time profile from time 0 to

(single dose only)  infinity

T " Time to maxamum drug concentration

Descriptive statistics and mean drug concentration-time plots were provided for these
parameters for single dose and steady state, respectively, and by treatment, where
apphcable The PK parameters at steady state were analyzed for treatment differences
using 1-way ANOVA with treatment as the factor. Statlstwal sxgmﬁcanae was defined at
the 5% level. In addmon, 2~sample t-test was utxhzed to compare plasma drug
concentrations for SLI381 10 mg vs. Adderall® 10 mg at each sampling time point.

All the analyses described above were carried out for d—amphetamme and l-amphetamme
separately. , :

9.8.1.4 Analysis of PK/PD Relatmnsh:p

The pharmacokinetic/pharmacodynamic (PK/PD). reiauonsh:p was. aaaiyzed visually by
plotting the corresponding PD data obtained during Visit 8 in the same graph with the
steady state plasma drug concentration data for each treatment. PK/PD correlation was
assessed using Pearson cmfauon coeiﬁexents of blood levels with SKAMP and PERMP
scores, respectively, for each patient. Descriptive statistics were reported on the
correlation coefficients for each treatment and the 95% confidence mterval of the mean

correlation was also presented.
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All the analyses described above were camed out for d«amphetamme and I-amphetamine
separately. f

9.8.1.5 Analyses of Safety Data

Pwtont af Bvnnonira
AAOWNWRAL VFL MAFWL&I.V

The exposure of subjects to active drug during the. double-bknd treatraent phase was
expressed for each treatment dose in terms of exposure. duration, which was categorized
as the following: 0 days, 1 day, 2-3 days, 4-7 days, and 8-14 days.

Exposure to study drug was also repértcd’ for male and female subgroups.

Early Termination
Subjects terminated from the study ‘were listed in deta;l, including the: treatment they
were receiving wheu the. temnancn occurred and prior treatments they have received.

Adverse Medical Experiences

AMEs were coded usmg COSTART V dmtxonary terminology. AMEs were assigned to
the treatment that the patient was receiving when the event occurred. AMEs with
missing/incomplete start dates were assigned to the first scheduled treatment unless there
was proof to the contrary. AMEs were counted only once for each COSTART V body
system and preferred term for all incidence tables.

The number (and percent) of subjects experiencing AMEs post dosmg or post
randomization were summarized within each COSTART V body system, preferred term,
and treatment for events. at least possibly related to the study mcdxcatxon, and for SAEs.
Ifa severzty was missing; the AME was considered moderate. If a relatmnshxp was
missing, the AME was considered possibly related to the study medication.

A listing was provided for all subj’eqts who discontinued due to an AME.

Side Effect Ratmg Scale ’
Descriptive statistics by treatment were presented for both the Parent and Teacher Side

Effect Rating Scales, which were observed once weekly durmg the core randomization
. treatment weeks (Visits 3 through 7). ,

Laboratory Tests V
Descriptive statistics were reported for the laboratory tests at each assessment point, and

changes in laboratory test values from baseline (Visit 2) to the end of the study (Visit 8)
were also presented. A hstn:g was presented for abnormal laboratory values noted at the
end of the study.

Vital Signs
Descriptive statistics were presented by treatment and the time (hour) after dosing for the

observed values.
Final - 10-5984
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Physical Examination
The number of subjects with clinically significant changes from screenmg to the end of
the study were tabulated. A lxstmg was provided of all sub,;ects with chmcaﬂy significant

changes.

Medical History

The number of subjects with medical abnormalities noted in the medical history was
tabulated by body system. A listing of the subjects w:ﬂl ongmng medical abnormalities
was provided.

9.8.1.6 Other Analyses

Protocol Deviations:

The number of subjects with protocol deviations was tabulated. Protacol deviations
included receipt of the wrong treatment or an incorect dose, failure to satisfy
mcluszon/exclusmn criteria but not discontinued, receipt of an excluded concomitant
medication, deviation from the randomization or aduumstratmn schedule, and deviations

permitted by the sponsor.

Concomitant Medication

All concomitant medications received during the study were é:splayed in a listing. Prior

and concomitant medications weresummanzedusmg the World Health Organization

Data Dictionary codmg system. Medlcatxon usage was cfassxﬁad as follows:

e Prior medxcatnon history, referring to any medmauon endmg prior to the first dose of
study medication.

o Concomitant medlcauons ongoing at baseline a,nd cantmumg into zhe study treatment
phase.

¢ Concomitant medications begun after the start of dosmg, Subjects- who were
administered the same medicatmn more than once were counted only once for that
medication. ‘

9.8.2 Determination of Sample Size

Assuming an effect size of 1.0 for the primary efficacy variables (SKAMP and PBRMP
measures), a minimum of 5 evaluable subjects for each of the’S treatment sequences was
needed to provide 90% power to. detect a statistical dxﬁ'ercnce at an alpha level of 0.05 (2-

sided), using a paired t-ytest

Given an anuclpated 40% aitrition rate (dropouts plus subjccts who missed a medication
condition), a minimum of 9 subjecm per treatment sequence-(for a total of 45 subjects)
needed to be randomized to ensure adequate completion of the study. Because of
anticipated variability in center accrual and subject retention, edch center was asked to
randomize 15 subjects to yield a theorctxcal study maxxmum of 60 subjects randomized

into the double-blind treatment.
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9.9 Changes in the Conduct of the Study or the Planned Analyses
9.9.1 Changesi in the Conduct of the Study

The protocol called for the final week of the study to bea makeup week with a separate
randomization schedule. This separate randomization was to.allow for random
duplication of a single treatment condition for subjects who'did not miss any treatment
conditions. Subjects who had missed a medication condition during the double-blind
period were to be given the missed treatment during this extra week. Subjects who had
missed more than one medxcanon condition were to be treatad w:ththe first condition that
was missed durmg the makeup week.

An operational decision was made to not use the last week as a makeup week for missed
treatments due to the lowd drop-out rate and high number of paucxxw who completed 5
weeks of treatment. Instead, the: pw-prepared separate randomization schedule was
utilized to assign treatments to subjects for the extra week asiif there were no subjects
missing any treatments during the 5 core treatments weeks.

No amendment to the protocol was issued for this change- sm#e it was considered not
representing any additional risk to the subject and did not add any a.ddmonal procedures
to the conduct of the study. :

9.9.2 Changes in the Statistical Analysis

No changes were made to the planned analyses, which were described in detail in the
statistical analysis plan that was developed and appmved prior to study database lock and
treatment unblinding. The table below lists the key areas where the analysxs
methodologies outlined in the protocol were further clarified in the stanstical analysis

plan.
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Table3  Statistical Analysis Clarifications
Area Clarified Protocol Statistical analysis plan Reasons for clarification
Study populations  Safety analysis: Safety analysis: Safety analysis:
Safety-analyzable: all randomized Study Participants: Screened patients who  Data from all study participants should be
subjects who had data after the first were admitted into the study and satisfied included for safety evaluation. The population
dose of study drug inclusion/exclusion criteria (subjects who defined in the protocol for safety analysis
Cae presented for practxce visit, Visit 2) would have excluded those terminated prior to
‘randomxzannn that occurred after Visxt 2.
Efficacy analysis: Efficacy analysis: - Efficacy analysis:
Completed: those randomi: “HIT: altrandomized sﬁbjects who igad af The ITT approach was defined as the pmnary
stibjects who completed the mll least 1 efficacy data point in the first § efficacy population to utilize all efficacy data
duration of double-blind treatment weeks of double-blind treatment (V:sits 3 available for evaluation and to avoid biases
with normal termination. Datafrom  thfough7) 4 caused by early terminations, -
oompleted subjects only was to PP: all mndomwed snbjects who The PP approach was taken to provxde ﬁmher
compnse the pnmary dataset, completed the first 5 weeks of double-blind  supportive data for drug efficacy should
treannent {Visits 3 through . patxeats recewe:the full umnentperpmmcoi :
Primary variable(s) SKAMP scores 8) SKAMP attennon and deporlment The PERPM is an objectwe megsurement and
\ subscales provides snrrogate measures for children’s
'b) PERMP number attempted and numbcr cognitive process; whereas the SKAMP is a
‘correct subjective rating scale and provides behavioral-
onented judgments from an adult ﬁgure
Both behavior and- cognition are- important
dreas fer improvement of ADHD symptoms.
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Ares Clarified Protocol Statistical analysis plan Reasons for clarification
Analytical model  'Statistical model: Statistical modei: ‘Statistical model:
Repeated measures ANOVA Mixed-effecis ANOVA Mixed-effects model can handle not only data
with repeated measures, but also mxssmg data.
With this kind of study design, it is the most
appropriate parametnc method for ITT
approach, which may include patnents with
incomplete data. .
Model effects: Model effects: Model effects: -
Treatment, session, sequence, site,and  Treatment, session, period, and treannent‘ As the study mtended to evaluate dmg efficacy
site-by-treatment - by-session interaction as the fixed-effects in a time domain in reference to a placebo, the
’ . Subject nested within center as random proposed effects for the mixed-effects model
eﬁ’ect were the most’ appropmte eﬁ‘ects with the .
treatment-by-séssion interaction bemg the
focus,
‘Covariates: Covariates: Covariates:
Assessments obtained during practice  None This was a crossover design. Using the same
session were to serve as covariates. baseline data as covariate for 5 periods was not
o - appmpﬂatemme modelprcposed :
Treatment Planned pamw:sa comparisons: hnmé pair-wise comparisons: Planped pair-wise co _g;pmsons
comparison - 8) SL1381 co:nbmed vs, Each active dose was to be ‘compared to Whereas overall tréatment effect was the focus,
placebo; / placebo for overall treatment effect. furtheranalysis was accomplishied by
b) SLI38130mgvs. placebo, Treatment compansons were to be done comparison of each active dose with placebo -
€} SL2381 20 mg vs, placebo; under each session for the following: under each session. This comparison disclosed
d) SLI381 10 mg vs. placebo; @) SLI38I 30 mg vs. placebo; approximately when the dmg effect started to.
- @) ~Adderall® 10 mg vs.~ “ by SLI381 20 g vs. placebo; become sxgmﬁcant when it would lose the-
placebo. ¢} SLI381 10 mg vs. placebo; siguificance, and whether the significant effect
d) Adderall® 10 mg vs. placebo; would last throughout the school day and into
‘e) Each SLI381 dose vs. Adderall® 10 evenmg hours,
mg.
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Arvea Clarified

Protocol Statistical analysis plan Reasons for clarification
Multiplicity: Muitiplicity: Multiplicity:
A closed testing procedure in the Significance level was set at p<0.05. No All the comparisons were a priori, and were
order presented above was proposed  special procedure was proposed to adjust p  carried out following the overall ANOVA test.
to handle the issue of multiple means  values. Given a significant effect (p<0.05) of treatment
comparisons. and/or treatment-by-session interaction, the
overall famify-wise error rate was less than
0.05.
Missing data Missing data for individual = None In térms of model execution, missing data
imputation assessments (SKAMP and PERMP) imputation is not needed for.the mxxed-effects
were o be réplaced by using the model that was to be employed.
average of values from adjacent time
points merderwcanymxt a repeated-
‘messures ANOVA on those subjects
who completed all 5 reatments.
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10. SUBJECT GROUPS

10.1 Disposition of Subjects |

Fifty-one subjects were enrolled. All of them completed the practwe visit and were
randomized into the double-blind treatment; 92% (47/51) campleted the first 5 weeks of
double-blind treatment; and 86% (44/5 1) completed the final (makeup) week (Week 6).
Table 4 below summarizes overall subject disposition. A hstmg of individual subject
disposition is presented in Sectzon 14, Table 121

Table 4 Sub;{ect Dlspgosmon :

\  No. of sub_xeats

‘Enrolied . o '51
Randomized " 51
‘ Comp!eted 44
‘Discontinued * ‘ 7

AME o 2
. Withdrew consent 1
' Lostto follow-up 2

Other* 2
Analysis populations
Efficacy \

I 49

PP ' 47
Safety 51
*One subject 2-17 muld not tolerate study; 1 subject 3-04 |

experienced menarche.

® Subjects 1-08 and 3-04 discontinued prior to any eﬁicacy
evaluations during the double-blind treatment.. :

© Subjects 2-17 and 4-08 discontinued prior to completing the
first 5 weeks of doublenblmd treatment.

Source: Sectwn]#’,, Tables 1.2.1 and 2.1.1

Ofthe 7 subjects who dlsconnnued premamrely, 2 subjects dzscpmmued due to AMEs; 2
~ were lost to follow-up; 1 withdrew because he could not tolerate being in the study; 1

withdrew because she experienced menamhe, and 1 subject withdrew consent due to
having problems at school and at home. Table § lists all subjects who ‘prematurely
discontinued, the treatment at time of discontinuation, the last study visit, study
treatments taken prior to discontinuation; and the reason for discontmuauon A listing of
early terminations is also presented in Section 14, Table 1.2.5.

Early Termination Subject Narratives

e Subject 1-08, a 9-year-old white male dlagnosed with ADHD combined subtype,
expenenced stomach ache while receiving SLI381 20 mg. 'Ih;s event, considered
severe in intensity, began on October 23, 1999 (which was the pra::twe visit day when
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he was dosed with a single 20 mg dose of SLI381). The subject had AMEs of
insomnia (moderate), appetite loss (severe), picking at skin and clothing (mild), and
alternate hot and cold flashes (moderate) on the same day He took his first dose of
double-blind medication on October 24, 1999. Medication was stopped that day All
events resolved on October 24, 1999. The subject was discontinued from the study
on November 2, 1999. The subject had a medical history of ongoing enuresis since
July 1999 and was not taking any concomitant medications at the time of the events.
The investigator considered all events possibly related to study drug.

TableS  Early Terminations

Patient Treaunentatnme‘ “Last Randomization Prior Treatment Reason for

No.

of discontinuation visit Scheme post randomization . discontinuation

108 SLI38120mg 2 DEABCD ‘None AME: stomach ache
2-17 SLI381 10 mg 4 = ABCDEE Placebo - Cther: could not tolerate
j Adderall® 10mg  being in study
3-04 SLI38130'mg 2 DEABCE SLI381 20 mg Other: experienced
menarche
3-09 SLI381 10 mg 6 DEABCB SLI381 20 mg Lost to follow-up
) SLI381 30 mg
Placebo
Adderall® 10 mg \
3-10 SLI381 30 mg 6 ABCDEC Placebo Lost to follow-up
Adderall® 10 mg ‘
SLI1381 10 mg
SLI381 20 mg :
3-11 Placebo 7 CDEABA SLI38110mg = AME: agitation
, SLI381 20 mg
SLI38130mg
~ Placebo
Adderall® 10 mg /
4-08 Placebo 4 DEABCE SLI381 20 mg ‘Withdrawal of consent
SLI381 30 mg

A=Placebo, B@Addera?_m mg, C=SLI381 10 mg, D=SLI381 20 mg, E=SLI381 30 mg
Source: Section 14, Table 1.2.1; Section 16, Appendix VII, Tables 1.1.and 12.2

Subject 2-17, an 8-year-old Hispanic male diagnosed with ADHD combined subtype,
could not tolerate the study and discontinued after Visit 4 while taking SLI381 10 mg.
The subject had first taken placebo and then Adderall® 10 mg. During the study, the
subject had post randomization AMEs of eye blinking (mild, possibly related)
stomach ache (mild, not related), defiance (moderate, not related), tiredness (mild,
possibly related), and trouble sleeping (mild, possibly related) while taking placebo
and AMEs of appetite loss (mild, possibly related), trouble sleeping (mild, possibly
related), noncompliance (moderate, not related), and defiance (moderate, not related)
while taking Adderail® 10 mg. All AMEs resolved. The subject had no remarkable
medical history and had been taking Ritalin 10 mg bid and Ritalin SR 20 mg qd prior
to entering the study.
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14, Tables 1.1.1 through 1.1.3. Since this was a crossover study and ‘ajority subjects
received all treatments, no comparisons among treatments were made for the
demographic and baseline vanablee A

113 Measurements of 'i’reatment Compliance

Treatment camphance during the core treatment weeks (ﬁrst 5 weeks of double-blind
treatment) is summarized in Section 14, Table 1.3.1 for all randoxmmd subjects.
Treatment compliance was expressed as the percentage of capsnles taken by capsule
counts compared to the number that. should have been taken.

Mual. paucm:a WEIE rmtwccu OU /ﬂ (.0 .IUU /0 weauucm—wmpudm lﬂIOHgﬂOll{ me enute D‘
week period. When assessed across treatments, compliance was considéred to be good
and very similar during the S-WQek double-blind period, ranging from 91.7% for SLI381
10 mg to 98.0% for SLI381 30 mg o
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Table6  Summary of Subjeet Demograpbxc and Baselme Ckaractemﬁcs

Characteristic / Catego:yfl"ammeter , An patients
— Q=51
Gender (number [%]of subjects) “Male (%) - 44(86.3)
‘ Female (%) 7(13.7)
Race (number [%] of subjects) 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 95
SD 19
Min-Max 60-120
Age distribution (number [%] of subjects) 6-8yr 18(35 3)
9-12 yr L 33(64.7)
Weight (Ib) Mean 83.5
sD ’ . 289
Min-Max 48.0-161.0
Height (in) Mean . 546
sD | 4.9
Min-Max 455652
Diagnosis of ADHD (number [%] of subjects)  Hyperactive C 1.0%)
_ Combined 50 (98.0%)
Duration of Treatment Gom) Mean 1.7
SD 1.7 -
Min-Max 0.0-57
Previous treaunent),(number[%] of subjects) Afxlphetmnim: only 17 (33.3%)
Methylphenidate only | 30(58.8)
None Listed -4 {1.8)

¥ Includes biack and whits, black and Fispanic.

Source: Section 14, Tables 1.1.1 tlzmuglx 113

114 Efficacy Results
" 11.4.1 Primary Efficacy Analysis

The primary efficacy analysis utilized the ITT populatxon and the averaga score per item
for SKAMP attention and depomnent and the total score of PERMP number attempted
and number correct observed for each subject, under each treatment and each classroom
session, during the 5 core double-blind treatment weeks. The analysis was carried out
usmg a mixed-effects ANOVA model for each efficacy measure. The resxﬂts are reported

in sections below.
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11.4.1.1 SKAMP Attention

Descriptive statistics of the SKAMP attention scores during the core treatment weeks for
the ITT population are presented i Section 14, Table 2. 31 and summiarized in Table 7.
Data listings of individual subjects’ SKAMP attention scores are eontamﬁd in Section 16,
" Appendix VII, Table 13.1.

Mean Scores

Mean SKAMP attention scores during the core treatment weeks (the first 5 weeks of
double-blind treatment) decreased (meroved) for all SM381 treatments at 1.5 hours post
dose, with the greatest decrease occurring at 4.5 hours post dose for- subjects taking
SLI381 10 mg and 20 mg, and at 6.0-and 7.5 hours post dose for subjects taking SLI381
30 mg. At 12 hours post dose, the mean SKAMP attention score remained below the
score at 0.0 hours for all SLI381 treatments.

Subjects taking Adderall® 10 mg showed a similar pattem of scores, which decreased at
1.5 hours post dose and maintained lower until 9.0 hours post dose. However, the score
began to increase after that time and by 12 hours post dose, the score was the same as the
score at 0.0 hours.

For subjects taking placebo, in cuﬂtrast, the mean score. mcreased at 1.5 hours post dose,
compared to at 0.0 hours, and remained higher at all time points post dose.

ANOVA

As expec  expected, results of the ANOVA (Sectzon 14, Table 2.3.3) show hlghly significant
differences for the treatment effect and the txeatment-by-sessm interagtion (p<0.0001).
In addition, the main effe:cts of permd and session were all highly significant (p<0.0001).

The average score over the 8 sessions ofthe treatment was 1. 51 1.33,1.30, 1.18 and 1.02

for placebo, Adderall 10 mg, SLI381.10 mg, 20 mg, and 30 mg, respectively. The

diffences in the average score were highly significant, when compared to placebo

treatment, for SLI381 30 mg (p<0 0001), SLI381 20 mg {p<0.000 1), SLI381 10 mg
(p<0.0001), and Adderall 10 mg @%9,001)

Planned Pairwise Mean Congpansons Over the Time Course -

Results of the planned pairwise mean comparisons of SKAMP attention scores between

active drug and placebo (Section 14, Table 2.3.4) indicate statistically significant

differences between all doses of SLI381 compared with piacebo at various time points.

When comparing SLI381 and Addera!l" with placebo there were statistically significant

(p<0.05) differences favonng active treatment as follows:

o SLI38130mg: atall time points from 1.5 to 12.0 hours post dose,

e SLI38120mg: starting at 4.5 hours and continuing to 12.0 hours post dose; and
marginal s:gmﬁcance was seen at 1.5 hours post dose (p=0.0513);
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e SLI381 10 mg: at 4.5, 6.0, 7.5, and 10.5 hours post dose~andmargmal significance
was seen at 12.0 hours post dose (p=0.0626); ‘
e Adderall® 10 mg: at 1.5, 4.5, 6.0, and 7.5 hours post dose.

When comparing the SLI381 doses with Adderall® 10 mg, statistically significant
differences in favor of SLI381 were seen at various time points. -In particular, significant
differences in favor of SLI381 doses were seen at 6.0, 7.5, 9: 0, 10.5,.and 12.0 hours post
dose for SLI381 30 mg, at 9.0, 10,5, and 12.0 hours post dose for SLI381 20 mg, and at
12.0 hours post dose for SLI381 10. mg.

Table7  Mean Scores (SD) of SKAMP Rating Scale: Attention

Date: July 31,2000

Time (ho) :
post dose Parameter ‘ Treatment .
s Adderall® | SLB381 | SLI38I SL1381
. Placebo 10 mg 10 mg 20mg 0mg |
0.0 N 44 a a T 44 41
Mean 118 T1.50%% 155% | 127 1.38
SD 0.93 121 1.05 T L15 1.08
1.5 N : — 44 | 43 2 45 42
i Mean 131 0.88%% 1.27 "1.16 0.98%%
SD 0.83 0.83° 0.93 "1.09 0.99
45 N a4 | 4 2 44 ‘ 42
Mean " 1.40 0.92%%% 1.I3% 107 0.90%%%
"SD "0.95 ~ 092 0.8 "1.09 0.82
6.0 N . 42 ‘ 2 45 . 2
“Mean . 174 1.26%+% 1.26%% | 1.14%%% 0.74%%*
SD 101 ] 118 103 | 099 0,74
7.5 N 4 | 43 42 a5 2
"Mean .73 122"* ~ 1219 | .[3%% 0.74%%%
'SD 1.01 0.87 ~0.80 "1.05 0.81
9.0 N 44 | 43 T4l 45 T4
Mean " 1.51 1.55 | 140 T 1.26%* 1.05%%+*
SD T 097 128 | 102 | 115 1.16
10.5 N 42 42 - | 40 45 a1
“Mean 174 1.60_ 140 T 127 T 13k
SD 087 | 126 L0z | 088 128
12.0 N a2 - . | 4 0 | 44 41
Mean 144 1.59 T 1.23 1.18%% 1.15%*
SD 093 121 " 0.96- 1.01 1.21
¥ p<0.05 compared with piacebo, faﬁ"owmgmmmffeczs ANGVA
** p<0.01 compared with placebo, following mixed-effécts ANOVA
*** <0.001 compared with placebo, following mixed-effects ANOVA
Source: Section 14, Tables.?.? I 233, and234
A graphical reprmentauon of the SKAMP attention scores is shown m Figure 1.
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11412  SKAMP Deportment

Descriptive statistics of SKAMP deportment scores during the core treatment weeks for
the ITT population are presented in Section 14, Table 2.3.2 and summarized in Table 8.
Data listings of individual subjects’ SKAMP deportmeat scores are ccmtamed in Section
16, Appendix VII, Table 13.1. B ~

- Mean Scores

Mean SKAMP deportment scores dntmg the core treatment weeks (the first 5 weeks of
double-blind treatment) decreased (mproved) for all SLI381 treatments at 1.5 hours post’
dose, with the greatest decrease occurring at 4.5 hours post dose for al} SLI381
treatments. At 12 hours post dose, the mean SKAMP attention score vcmamed below the

score at 0.0 hours for all SLI381 treatments.

For subjects taking Adderall® 10 mg, the mean score was at its lowest »I .5 hours post
dose, and it increased bcgmmug at 4.5 hours post dose. However, the mean score was
still lower at 12 hours post dose than the score at 0.0 hours.

For subjects taking placebo, in contrast, the mean score increased at 1 5 hours post dose -
and remained higher than the score at 0.0 hours post dose tbmughout the day and at 12.0
hours post dose.
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Table8  Mean Scores (SD) of SKAMP Rating Scale: Deportment
Time (i) T “ ‘
post dose Parameter L Treatment-
| Adderal® |  SLI381 | SLI38I SLI381
. Placebo _10mg 10 mg __20mg 30mg |
0.0 N 44 | 44 4 | 4 a1
Mean 1.88 2.43%* 228 | 276 1.96
SD 1.3 1.76 LS0 | 137 1.51
1.5 N T4 43 42 45 42
Mean 222 1.08% ¢ | 191 1.69%% 1.58%%¥
E R 137 127 1.40 " 1.26 1.58
435 N aq 42 T4 a4 42 .
“Mean, 228 1.25%%% | 1.80°% | 1J2%%¢| _ 0.90%%*
SD 131 126 | 1.8 100 0.89
6.0 N 4 42 1 4 | 4 42
 Mean 2.88 1.70%%* 185*% | Tg4ses | 3%+
"SD T 1.40 1.64 1.31 149 1.19
7.5 N 44 43 | 4 3 | 42
Mean 2.50 1.94%%+ TZA3%RE | 167%%8 | 1,00%%%
SO 134 - 1414 | 124 | 139 1.34
9.0 N T4 | 47 41 45 42
‘Mean 282 2.04%*% 239* “1.79%%¢ 1.46%%*
/ SD 116 1.46 - T141 | 145 1.33
10.5 N 42 . |42 | 40 | 45 41
Mean 266 207 | 244 | 215%* 1AS¥**
SD .37 | 142 1.52° 169 1.51
12.0 N 42 | 42 T 40 . . | 44 41
Mean - .99 1.91 2.15 T 113 1.50%*
SD 125 145" 132 1.26 1.57

*  p<0.05 compared with piicabo; ﬁaﬁowmg mmedveffects ANOVA

** p<0.01 compared with piam:bo, faﬂowmg mmed-effects ANOVA \
**% p<0.001 compared with placebo, fc&owmg mixed-effects ANOVA
Source: Section 14, Tablasz.? 2 2.3.5, and 2.3.6

A graphical representation of the SKAMP deportment scores is shown in Figure 2.
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Figure2 Mean SKAW'Depommgnt Score by Treatment and Classroom Session (ITT)

ANOVA

As expected results of the ANOVA (Section 14, Table 2.3.5) show highly significant
differences for the treatment effect and treatment-by-session mteracthn (p<0.0001). In
addition, the main effects of period and session were all highly \signiﬁ‘cant (p<0.0001).

The average score over the 8 sessmns ofthetreatmc:ntwas246 1.82,2.11, 1.79 and 1.42
for placebo, Adderall 10 mg, SLI381 10 mg, 20 mg, and 30 mg, respecnvely The
diffences in the average score were. highly significant, when camparcd to placebo
treatment, for SLI381 30-mg: (p<0 0001), SLI381 20 mg (p<0‘0001), SLIB&I 10 mg

© (p<0.0001), and Adderall 10 mg (p<0.0001).

Planned Pairwise Mean Comparisons Over the Time Course .

Results of the planned pairwise mean comparisons of SKAMP depommmt scores
between active drug and placebo (Sez;fzon 14, Table 2.3. 6) indicate statistically significant
differences between all doses of SLI381 compared with placebo at various time points.
When comparing SLI381 and Adderall® with placebo, there were statistically significant
(p<0.05) differences favoring active treatments as follows:

e SLI381 30 mg: atall tlme points from 1. 5 to 12.0 hours. post dose,

Final :
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. SLIBSI 20'mg; atall time points from 1.5 to 10.5 hours; margmai significance was
seen at 12.0 ‘hours post. dose (p=0.0531);
e SLI381 10 mg: at4.5,6.0,7.0, and 9.0 hours post dose; margmal significance was
 seen at 1.5 hours post dose (p=0.0725) and 10.5 hours post dose (p=0.0724);
¢ Adderall® 10 mg: at all time points from 1.5 to 10.5 hours post dose.

When comparing the SLIB81 doses with Adderall® 10 mg, statlstxcal!y significant
differences in favor of SLI381 30 mg were seen at various time point, In particular,
significant differences were seen at all time points from 4.5 to 12,0 hours post dose for
SLI381 30 mg. |

11.4.1.3 PERMP Number Attempted

Descriptive statistics of the PERMP number attempted during the core treatment weeks
for the ITT population are presented in Section 14, Table 2.3.7 and summarized in Table
9. Data listings of individual subjects’ PERMP scores are contained i m Section I 6,
Appendix VII, Table 14.1.

Mean Scores

Mean PERMP number atte:mpted during the core treatment weeks (’che first 5 weeks of
double-blind treatment) increased (imptoVed) for all SLI381 treatments at 1.5 hours post
dose, with the greatest increase. occurring . at post dose hours from 4.5t0 10.5 hours,
depending upon the doses. At 12 hours post dose, the mean PERMP pumber attempted
remained above the score at 0.0 hours for all SLI381 treatments.

For subjects taking Adderall® 10 mg, the mean scores increased at. 1.5 houxs post dose
with the peak effect at 4.5 hours post dose and started to decrease aﬂ:erward

For subjects taking placebo, the mean scores started to decrease at4.5 hours post dose
and continued the downward trend thmughout the day.

ANOVA
As expec expected, results of the ANOVA (Section 14, Table 2.3. 9) show !nghly significant

differences for the treatment and treatment-by-session interaction (p<0.0001). In
addition, the session effect was highly significant (p<0 OGOI), and the petxad effect was

also significant (p<0 05).

The average score over the 8 sessions of the treatient was 73.20, 84. 63 §6.98, 97.88.and
109.49 for placebo, Adderall 10 mg, SLI381 10 mg, 20 mg; and 30 mg, respectively. The
diffences in the average score were highly significant, when compaxed 1o placebo
treatment, for SLI381 30 mg (p<0.0001), SLI381 20 mg (p<0, 0001}, SLI381 10 mg
(p<0.0001), and Adderaif 10 mg (p<0 001).
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Results of the planned pamse mean comparisons of PERMP number attempted scores

between active drug and placebo (Sectwn 14, Table 2.3.1 0) indicate stanstxcally

IV PO .5 - MR

i

AN TR O

significant differences between all doses of SLI381 and placebo at various time points.
When comparing SLI381 and Adderall® with placebo, there were statistically significant
(p<0.05) differences favoring. active treatments as foﬂows.

[ ]

SLI381 30 mg: atall time points from 1.5 to 12.0 hours post dose;
SLI381 20 mg: atall nmapomts from 1.5 to 12.0 hours-post dose;

e SLI381 10 mg: atall time points from 4.5 to 10.5 hours post dose;

L] L TRV S

Adderall® 10 mg: at 1.5, 6.0, 7.5. and 9.0 hours postdose.

e b Wil

Table9  Mean Scores (SD) of PELRMP Rating Scale: Numbgr. Attempted
post dose Parameter Treatment
: Adderall® | SLI3SI SLI381 SLI381
Placebo 10mg 10mg - 20 mg 30 mg
0.0 N 44 | 41 k 41 - 44 41 |
Mean 8943 59.37%%% | 63.719% | 68.36% 30.39
TSD T 5622 3843 4538 36.39 53.56
15 TN 44 . | 43 2 a5 42
Mean 83.61 T118.86%%% |  102.62 102.87° 110.98%*
SD 58.24 6504 =~ | 5845 | 6L16. 5228
45 N Y 42 & | 44 42
Mean__ 8561 . | 10021 " 106.12% TI1A8¥¢% | 131.20%%*
TSD 64.94 56,71 " 63.86 | 62.65 56.21
6.0 N g7 a2 2 45 42
Mean "69.16 9583” 102.62%%% | 12D.87%%* | 127.00%**
SD 1 4928 6200 | 6022 |  64.50 61.68
7.5 N 44 43 a1 45 | 4
Mean _ 6039 “81,16* —8785% | 10787 120.125%*
SD 4237 52,51 5754 65.57 60.74
5.0 (B3] y7} 2 & 4 42
Mean T 60.18. - 8440% | 7980% | 8927+ | T08.I9%**
SD 4692 59.88 5022 "55.67 62.27
10,5 ™ 42 a2 40 45 a1
| Mean 58.05 “6221 78.05% 1 90.07%%% | 100.20%**
SD 41,79 §1.93 49.38, "50.61 54.12
12.0 N T2 a1 40 - a1
| Mean 7348 7337 7343 91.77%* 95.63%+
SD 5194 4548 4476 _ 59.36 54.89

* p<0.05 mmpared “with plaoebo fo}lowmg mxxed-etfeets ANOVA
** p<0.01 compared with placebo, foltowmg mixed-effects ANOVA
**#+ p<0.001 compared with placebo, following. mlxed-effects ANGVA.
Source: Section 14, Tables 2.3.7, 2.3.9, and 2.3.10

A graphical representation of the PERMP number attempted is shown in Figure 3.
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Figure3 Mean PEi!M‘P Number Attempted »by Treatment and Qlaéépo@m Session (ITT)

When companng the SLI381 doses with Adderall® 10 mg, stausticaﬂy significant
differences in favor of SLI381 were seen at various time points. In particular, significant
differences favoring of SLI381 were seen at all time points from 4.5 to 12.0 hours post
dose for SLI381 30 mg; at 6.0, 7.5, 10. S, and 12.0 hours post: for 8L13“81 20 mg, and at

10.5 hours post dose for SLI381 10:mg.

11.4.1.4 PERMP Number Correct

Descriptive statistics of the PERMP number correct during the core treatment weeks for
the ITT population are presentzd inSection 14, Table 2.3.8 and summarized in Table 10.
" Data listings of individual subjects PERMP scores are contained in’ Sectzon 16, Appendix.

VII, Table 14.1.

Mean Scores

Mean PERMP number corréct during the core treatment weeks (the first 5 weeks of
double-blind treatment) increased (improved) for all SLI381 treatments at 1.5 hours post
dose, with the greatest increase occurring at post dose hours from 1.5 t0.9.0 hours,
depending upon doses. At 12 hours post dose, the mean. PERMP number correct
remained above the score at 0.0 hours for all SLI381 treatments.
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For subjects taking Adderall® 10 mg, the mean number correct: peaked at 1.5 hours and
then started to decrease afterward.. However, it still remained ingher at the end of the day
than at the beginning of the day.
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For subjects taking placebo, in contrast, the mean number correct started to decrease at
4.5 hours post dose and continued to its downward trend throughout the day.

Table 10 Mean Scamf (SED) of PERMP Ratmg Scale: Number C‘orrect

Date: July 31, 2000

[ Time (hr) «
post dose Parameter | Treatment )
| Adderal® | SLI381 | SLI381 SLI381
Placebo 10 mg. I0mg |  20mg 30 mg
0.0 N 4 ar 4 a_ 4|
Mean _ 8677 | 56.20%** |  60.95°%* | _ 65.39¢ 77.18
SD 5600 | 38.02 4430 | 45.96 52.45
1.5 N S 43 2 | 45 42
Mean ~85.20 112.72%%% .| §7.74" T98.11* 103.52%
SD 58.46 " 68.89 " 59.85 61.27 54.72
4.3 N 44 42 42 a4 42
Mean T1.77 "94.69% 102.12** 107.18%%+ | 123.79%%%
SD 5106 59.06 62.34 61.91 55.70
6.0 N a4 42 1T 42 4 42
Mean 6323 | 9029%F% | g7.00% | 11249°%% | 124.52%%*
SD 4431 | 63.84 6032 | . 61.94 61.14
735 N 4 | 43 41 45 42
‘ Mean 57.34 | 72.58 82.12%% | 103.80%%% | 115.55%%*
SD 43.25 54.47 57.40. "64.50° 60.62
9.0 N 4 | 42 41 43 42
Mean 5423 7340% 74.44% “85.64%%% | 105.02%%* |
SD 46,02 53.30 4890 |  35.55 61.38
10.5 N 42 43 0 14 | a4
Mean _ 50.17 60,40 73.55%% | 86.16%** | 97.39%%
, ) 40.02 51.42 4859 |  50.86 53.60
2.0~ N 42 41 4 |4 41
Mean 64.38 "67.78 - | 68.85 87257 | o54%
SD 5030 48,00 4511 60.72 54.30
"*  p<0.05 compared with plapebo Eotlowmgm:xed—effects ANOVA
e .01 compared with placebo, following mixed-effects ANOVA
*+* n<0.001 compared : with placebo, following mixed-effects ANOVA ,
Source: Section 14, Tables 2.3.8,2.3.11, ami2312 :
A graphical representation of the PERMP number correct is shown in Figure 3.
Final
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ANOVA
As expected results of the ANOVA (.S'ectzon 14; Table 2.3.11) show highly slgmﬁcant

differences for the treatment. effect: and treatment-by-session interaction (p<0.0001). In
addition, the session effect was htghly significant (p<6;0001), and the period effect was

also significant (p<0.05).

The average score over the 8 sessions of the treatment was 67.56, 78. 69 82.43,93.31 and
105.41 for placebo, Adderall 10 mg, SLI381 10 mg, 20 mg, and 30 mg, respectively. The
diffences in the average score were lughly significant, when compared to placebo
treatment, for SLI381 30 mg (p<00001), SLI381 20 mg (p<0 0001), SLI381 10 mg
(p<0.0001), and Adderail 10 mg (p<:0 001).

Planned Pairwise Mean Comparisons:Over the Time Course

Results of the planned pairwise mean comparisons of PERMP number correct scores
between active drug and placebo (Secnon 14, Table 2.3.12) indicate sfatistically
significant differences between all doses of SLI381 and placebo at various time points.
When comparing SLI381 and Adderall® with placebo, there were statistically significant
(p<0.05) dlﬁ'erences favonng active treatments as follows:

o SLI381 30 mg: atall time pomts from 1.5 to 12.0 hours post dose, L

e SLI381 20 mg: at all time points from 1.5 to 12.0 hours post dose;
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s SLI381 10 mg: atall time pmnts from 4.5 to 10.5 hours post dose,
o Adderall® 10 mg: at 1.5, 4.5, 6:0, and 9.0 hours post dose; marginal significance was
seen at 7.5 hours post dose. \

When comparing the SLI381 doses with Adderall® 10.mg, statisncally significant
differences in favor of SLI381 were seen at various time points. In particular, significant
differences favoring SLI381 were seen at all time points from 4.5 to 12.0 hours post dose
for SLI381 30mg, at all time points from 6.0 to 12.0 hours post dose for SLI381 20 mg,
and at 10.5 hours post dose for SLI381 10 mg.

11.4.2 Secondary Efficacy Analyses

The secondary efficacy analysis involved the same analyses ptcformeﬁ for the primary
efficacy analysis;, thh the exception that it was prefonned for the PP population.

11.4.2.1 SKAMP Scores

Descriptive statistics of the SKAMP attention and depormlent scores durmg the core
treatment weeks for the PP-population are presented in Section 14, Table 2.4.1 and Table
2.4.2, respectively. . Data listings of individual subjects’ SKAMP scores are contained in
Section 16, Appendix VII, Table 13.1. k

Mean Scores

SKAMP attention score results for ﬂae PP population were similar- to those of the ITT
population. The mean attention score during the core treatment weeks (the first 5 weeks
of double-blind treatment) decreased-at 1.5 hours post dese, thh the greatest decrease
occurring at 4.5 hours post dose for subjects taking SLI381. 10 mg and'subjects taking
SLI381 20 mg and at 7.5 hours post dose for subjects taking. SLI381 30 mg. At 12 hours
post dose, the mean SKAMP attention score remained below the score at 0.0 hours for all
SLI381 treatments. The mean score increased for sub;ects taking placebo at 1.5 hours
post dose and remained hzghet thmughout the day and at 12:0 hours post dose. Subjects
takmg Adderall® 10 mg had decreased scores at 1.5 hours post dose; but scores began to
increase at 4.5 hours post dose; at 12 hours post dose, the score was slightly higher than

~ the score at 0.0 hours.

SKAMP deportment score results for the PP populatmn were also sum;lat to those of the
ITT population. The mean deportment score during the core tfeaunem weeks (the first 5
weeks of double-blind treatment) decreased at 1.5 hours post dose, with the greatest
decrease occurring at 4.5 hours postdose for subjects taking SLI381 treatments. At 12
hours post dose, the mean SKAMP deportment score remained below the score at 0.0
hours for all SLI381 treaxments The mean score increased for sub;ecw taking placebo at
1.5 hours post dose and remained higher throughout the day and at 12.0 hours post dose.
Subjects taking Adderall® 10 mg had decreased scores at 1.5 hours post dose, but scores
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began to increase at 45 hours post dose, at 12 hoars post dose;, the score was lower than
the score at 0.0 hours.

ANOVA

The results of the ANOVA. (Sectwtz 14, Table 2.4.3 and Tabla 2.4, 5) for PP pnpulanon
were aimilai' to those of ITT yuymuun, auuwmg xugmy ﬁlgmﬂcam; ueaunent«oy—-sessxon
interaction (p<0.0001) for SKAMP attention and depaztment In addition, the main
effects of treatment, period, and session were all highly sxgmﬁcant (p<0.0001) for both
attention and deportment. :

Planned Pairwise Mean Compaus«ms /
Results of the planned pairwise mean comparisons of SKAMP attention and deportment
scores between active drug and placebo (Section 14, Table 2.4.4 and 2.4.6) indicate
statistically significant differences (p<0.05) between both SLI381 20 and 30 mg vs.
placebo starting at 1.5 hours post dose.and continuing’ throughout the day until 12.0 hours
post dose for SKAMP attention and deportment. Slgmﬁcmtdzﬁ’emnges (p<0.05)
between SLI381 10 mg and placebo were seen at 4.5, 6.0, 7.5, anid 10.5 hours post dose,
with marginal significance at 12.0 hours post dose for attention, and from 4.5 to 9.0 hours
post dose for deportment.. Significant differences (p<0.05) between Adderall® 10 mg and
placebo were seen from 1.5 to 7.5 hours post dose for attention and from 1.5 to 10.5
hours post dose for deportment.

When comparing the SLI381 doses with Adderall® 10 mg, stansucaily significant
differences in favor of SLI381 were seen at various time points. In particular, significant
differences favoring SLI381 were seen starting from 4.5 to 6 .0 hours post dose
throughout the rest.of the day for SLI381 30 mg. For SLI381 20 mg vs. Adderall® 10 mg,
significant differences were seen. at 9.0, 10.5, and 12.0 hours. post dose for attention.
Compared to SL138 1 10 mg, Adderall" 10 mg shaw«ad Iower scores (p<0 05) at L. 5 hours
however consmtent wnh the drug composmon of SLBSI 10 mg that has 50:50 drug
substance for immediate release vs. delayed release pellets

11422 PERMP Scores

Descriptive statistics of the PERMP number attemyted and number cm'rect during the
core treatment weeks for the PP population are presented in Section 14, Table 2.4.7 and
Table 2.4.8, respectively. Data listings of individual subjects” P!ERMP scores are
contained in Section 16, Appendzx v Table 14.1.

Mean Scores
PERMP number attempted for the PP population was s:mllar to that of the ITT

population. The mean number attempted during the core treatment weeks (the first 5
weeks of double-blind treatment) increased at 1.5 hours post éose, thh the greatest

Final ‘
Date: July 31, 2000 : . ‘ 10-6007



Shire Laboratories Inc. Pagc 55 S : Protocol # 381.201

increase occurring at 4.5, 6.0, and 4. 5 hours post dose for subjects taking SLI381 10, 20,
and 30 mg, respectively. At 12 hours post dose,. the mean number attémpted remained
above the score at 0.0 hours for all SLI381 treatments. The mean decreased for subjects
taking placebo at 1.5 hours post dose and remained lower throughout the day and at 12.0:
hours post dose. Subjects taking Adderall® 10 mg had increased scores at 1.5 hours post
dose, but scores began to decrease at 4.5 hours post dose; at 12 hours post dose , the score
was slightly hzgher than the score at 0.0 hours. o

PERMP number correct for the PP population was also. stmilar to that of the ITT
population. The mean number correct durmg the core treatment weeks (the first 5 weeks
of double-blind treamxent) increased at 1.5 hours post dose, with the greatest increase
occurring at 4.5, 6.0, and 6.0 hours post dose for. subjects taking SLI381 10, 20, and 30
mg, respectively. At 12 hours post dose, the mean number correct remamed above the
score at 0.0 hours for all SLI381 treatments. The mean decreased for subgects taking
placebo at 1.5 hours post dose and remamed lower thmughauz the day and at 12.0 hours
post dose. Subjects taking Adderall® 10 mg had increased scores at 1.5 hours post dose,
but scores began to decrease at 4.5 hours post dose* at 12 hours past dose, the score was

~ higher than the score at 0.0 hours. ,

ANOVA
The results of the ANOVA (Section - I 4, Table 2.4.9 and Table 2.4.11) for the PP

population were similar to those of the ITT population, showing lnghly s1gmﬁcant
treatment-by-session interaction (p<0.0001) for PERMP number attempted and correct.
In addition, the main effects of treatment and session were all highly significant
(p<0.0001), and the period effect was also significant (p<0.05).

Planned Pairwise Mean. Compansons '

Results of the planned pairwise mean comparisons of PERMP number attempted and
number correct between active drug and placebo (Section 14, Table 2.4.10 and 2.4.12)
indicate statistically significant differences, in favor of active treatments, at all time
points from 1.5 to 12.0 hours post.dose for the SLI381 30 mg and 20 mg, and at all time
points from 4.5 to 10.0 hours post. dese for the SLI381 10 mg. Statistically sxgmﬁcant

. differences between Adderall® 10 mg and placebo were seen at 1.5, 6.0, 7.5, and 9.0
hours post dose for number attemptgd and at 1.5, 4.5, 6.0, and 9.0 hom‘s post dose for

number correct.

When comparing the SLI381 doses with. Adderaﬂ"’ 10'mg, statistically significant
differences in favor of SLI381 were seen at various time points. In particular, significant
differences (p<0.05) were seen between SLI381 30 mg and Adderall® 10 mg from 4.5 to
12.0 hours post dose for both measures; and between SLI38120 mg and Adderall® 10 mg
from 4.5 to 12.0 hours post dose for number correct and at 6.0, 7.5, 10.5, and 12.0 hours
post dose for number attempted; and between SLI381 10 mg and Adderall® 10 mg at 10.5

hours post dose for both measures.
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11.4.2.3 Placebo-Adjusted. Eﬁicacy Scares '

Placebo-adjusted SKAMP and PERMP scores were calculated by s:zbtracnng placebo
scores from their correspondmg treatment scores for each classroom:session for each
treatment during the core u'eament weeks for the PP population. The tesultant mean
scores for SKAMP are presented in Section 14, Tables 2.5.1 and 2.5.2. Resultant mean
PERMP scores are presented in Secnon 15, Tables 2 5.3 and 2.54.

Overall, patterns were mxmlar to the non adjusted scores.
11.4.3 Pharmacokinetic Analysis- -

11.4.3.1 Plasma Drug Con&entration Following A Single 20 mg Dose

Descriptive statistics for the plasma drug concentrations and PK parameters observed
following a single dose. administration of SLI381.20 mg (practice visit) are presented in
Section 14, Tables 3.1.1 and 3.1.2, respectively. Plasmadzug concentratmmtzme plots
are presented in Section. 1 4, Figure 1.1. 3.

Following the admlmstratmn of asingle 20 mg dose of SLI381, the AUCW was 703.91
ng.hr/mL for d-isomer and 216.20:ng.hr/mL for l-isomer; the C,,,, was 48.81 ng/mL for
d-isomer and 14.80 ng/mL for l-isomer; and the T, was about 7 hours for both isomers.
The mean AUC, 55, AUC; 4 Copgo and T, fonowmg asingle 20 mg « dose are summarized

in Table 11.

Table 11 AUCp.24, AUCM,{', Cmax, and Tmax Fullowmg A Smgle 20 mg Dose
Admlmstratmn \

Measure Pamcter AUCW : AUCW - Coxe Toax
) ~_(nghr/ml) (nghr/ml) (ng/ml) (br)

d-amphetamine  Mean_ 70391 9366 4881 ~6.78
SD 190.25 3190 1352 309

l-amphetamine Mean 216.20 309.0 ) '14.80 g 6.94
SD 59.50 . 1150 . 4.28 3.28

Source: Section 14, Table 3.1.2

11.43.2 Plasma Drug Concentration at Steady State

Descriptive statistics for the plasma d-amphetamme concentrations and PK parameters
observed at steady state during the extra double-blind week are presented in Tables 3.2.1
and 3.2.2, zespectlvely Descnptzve statistics for the plasma l-amphetamine concentration
and PK parameters observed at steady state-during the extra double-blind week are
presented in Tables 3.23 and 3.2. 4, respectively. Plasma drug concentration-time plots are
presented in Section 14, Figure 1.1.1 for d-isomer and Figure 1.1.2 jbr lisomer.

For d-amphetamine, following a 1-week admmlsh:ation of orxce~a-day SLI381 doses or
Adderall® 10 mg, the mean AUC, ,, was 1364.37 ng hr/mL, 777.24 ng.ht/mL, and 431.88
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ng.hr/mL for SLI381 30 mg, 20 mg, and 10 mg; respectively, compared to 422.51
ng.hr/mL for Adderall® 10 mg. The mean C,,, was 89.04 ng/mL, 54.63 ng/mL, and
28.82 ng/mL for SLI381 30 mg, 20 mg, and 10 mg, respectively, compared to 33.80
ng/mL for Adderall® 10 mg. The mean T,,,, was S.50 hr, 5.83 hr, and'6.38 hr for SLI381
30 mg, 20 mg, and 10.mg, respectively, compared to 3.33 hr for Adderall® 10 mg.

For l-amphetamine, following a.1-week administration of once-a-day SLI381 doses or
Adderall® 10 mg, the mean AUC,,, was 443.53 ng.hr/mL, 26 1.63 nghr/mL, and 138.34
ng.hr/mL for SLI381 30 mg, 20 mg; and 10 mg, respectively; compared to 142.82
ng.hr/mL for Adderall® 10 mg, The mean C,,, was 28.08 ng/mL, 17.15 ng/mL, and 8.82
ng/mL for SLI381:30 mg, 20 mg, and 10 mg, respectively, compared to 10.64 ng/mL for
Adderall®10 mg. The mean T, was 5.50 b, 5.67 hr, and 6.38 hr for SLI381 30 mg, 20
mg, and 10 mg, respectively, compared to 3.22 hr for Adderall® 10 mg.

When adjusted for dose; the mean AUC and C,,, weresnmlar among the SLI381 doses
and Adderall® 10 mg, and the mean T,,,, of SLI381 10 mg was 3 hours longer than that of
Adderall® 10 mg. \

Table 12 provides descriptive statistics. for d- and l-amphetamine at steady state during
the final week of the study. S :

Table 12 AUCy.24, Cnax, and Tryax at Steady State During Final Week

Parameter , " Measure AUCq Cone T
Treatment (mght/mlL - (@gml) ()
d-amphetamine S T T >
SLI38130 mg (n=6) Mean 1364.37 © 89,04 5.50
: v SD . 36431 1564 . 205
SLI381 20 mg (n=9) Mean 77724 5463 © 583
‘ s - 304.32 - 18.76 175
SLI381 10 mg (n=8) - Mean 431.38 2882 = 638
' SD 123,01 618 347
Adderall® 10mg (n=9). Mean 422.51 3380 333
SD 138.27 S 1107 1.25
l-amphetamine
SLI381 30 mg (n=6) Mean 443.53 28.08 5.50
‘ Sh 133.67. - 649 205
SLI38120mg (0=9) = Mean 261.63 17.15 5.67
'SD"- 120.15 - 6.80 222
SLI381 10 mg (n=8) Mean 13834 882 . 638
SD 4025 © 185 347
Adderall® 10 mg (0=9) Mean = 14282 10.64 322
SD 46.42 . 349 . 146

Source: Section 14,-Table 3.2.2 and 3.2.4
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Results of the comparative analys:s of the steady state PK parameters are presented in
Section 14, Table 3.2.5. Results of the comparative analysxs of the steady state plasma
drug levels between SLI381 10 mg and Adderall® 10 mg are presented in Section 14,
Table 3.2.6.

11.4.4 Analysis of PK/PD Relationship

The plasma drug concentration-time averages and the scores of efficacy measures
obtained at the make-up week are. p!otted in the same graph in Section 14, Figures 2.1.1
and 2.1.2. An analysis of Pcarsnn correlation between plasma drug levels and efficacy
measures was carried out. Descriptive statistics of the correlation are presented in Section
14, Tables 3.3.1 and 3.3.2 and summarized in Table 13 below.

Table 13  Correlation-Coefficients (r) Between d—-‘an\d I-Amphetamine Levels and
Pharmacodynamic Measures During Final Week

| Treatment Pearson —SKAMP PERMP
' Attention ‘Deportment . Number Attempted Number Correct

d-amphetamine ; S
SLI381 30 mg (n=6) Mean 0. 388 -0.305 0456 0.466

95% CI (-0.758, -0. 019y (-0.737,0.127) {-0.038, 0.951) (-0.025, 0.957)
SLI38120mg (n=9)  Mean -0.320 0.358 0463 0.450

95%CIL  (-0.674,0.034) (-0.625,-0.090)*  (0.254, 0.613)* (0.239, 0.660)*
SLI381 10 mg (n=8) Mean <0.231 - «0.156, 0453 0.448

95%CI . (-0:548,0.085) {-0.408, 0.097) {0.186, 0.721)* {0.175,0.721)*
Adderall 10 mg (n=9)  Mean -0.150 0.074 - 0446 0.469

95% CI (-~0.466, 0.165) (-0.309, 0.160) (0.091, 0.801)* (0.124, 0.814)*
l-amphetamine :
SLI381 30 mg (n=6) Mean -0.376 0.315 0.462 0.473

C95%CL (-0.755,0.004) (-0.730,0.990)  (-0.028,0.953) (-0.014, 0.960)

SLI38120mg(n=0)  Mean 0347 -0.369 0.426 0.410

95% C1 {(-0.658,:0.037)* (~0 653 -0.084)*  (0.223, 6.629)* (0.208, 0.612)*
SLI381 10 mg (n=8) Mean. 0210 0.457 0.451

95%Cl ~ (-0.527,0.108) (-0 4&4 0. 114) (0.199, 0.716)* (0.186, 0.716)*
Adderall 10 mg (v=9) Mean 0130 0067 . 0428 0.451

-95% CI (-0.438,0.178) {-0.311, 0.177) (0.068, 0.788)* (0.102, 0.801)*

¥ p<0.05

Source: Section 14, Table 3.3.1 and 3.3.2

The mean Pearson correlation cceﬁic:ents of d- and l-amphetamine levels with the
SKAMP scores were all negative, rangmg from <0.067 to —0.388. Although there were
only a few subjects (n=6 to 9), 4 out of the 16 coefficients reached statistical significance

at the 0.05 level (2-sided).

The mean Pearson correlation coefficients of d- and I-amphetamine levels with the
PERMP scores were all positive, ranging from 0.410 to 0.473. Although there were only
a few subjects (n=6 to 9), 12 out of the 16 coefficients reached statistical significance at

the 0.05 level (2-sided).
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The findings indicate there was a moderate relationship between plasma drug levels and
pharmacodynamic measures for amphetamine.

115 Efficacy Conc!uswns

The mixed-effect ANOVA. dxsctosed highly significant overall treatment effect (averaged
across the scores of the 8 sessions observed under the treatment) for all of the efficacy
measures (p<0. 0001) Pairwise compansons of active doses vs. placebo on the overall
treatment average indicated that for all of the four measures, significant improvements
were seen in favor of the.SLI381 doses (p<0.0001) and Adderall 10 mg (p<0.001).

ANOVA results showed aslo significant treatment-by-session effect (p<6 .0001) for all
efficacy measures. When compared with placebo, SLI381 30 mg dose showed
significantly lower average scores (p<0 01) at all-of the time points from 1.5 to 12.0
hours post dose for both SKAMP attention and deportment; SLI381 20 mg dose also
showed significantly lower average scores (p<0.01) at all of the time points from 1.5 to
12.0 hours post dose for SKAMP attention and deportment, with 2 exceptions (attention
at 1.5 hours and deportment at 12.0 hours); SLI381 10 mg dose demonstrated
significantly lower average scores (p<0.05) at the time points from 4.5to 10.5 hours post
dose for SKAMP attention and deportment, with 2 exceptions (attention at 9.0 hours and
deportment at 10.5 hours), and Adderall® 10 mg dose had significantly lower average
scores (p<0.05) at the time points from 1.5 to 7.5 hours post dose for SKAMP attention
and from 1.5 to 10. 5 hours post dose for SKAMP deportment. ’

For PERMP, when compared mth placebc SL1381 30 mg dose showed significantly
higher average scores (p<0.01) atall of the time points from 1.5 to 12.0 hours post dose
for both PERMP number attempted and number correct; SLI381 20 mg dose also showed
significantly higher average scores (p<0.05) at all of the time points from 1.5 to 12.0
hours post dose for PERMP:number attempted and number correct; SLI381 10 mg dose
demonstrated significantly higher average scores (p<0. 05) at the time points from 4.5 to
10.5 hours post dose for PERMP number attempted and number correct; and Adderall®
10 mg dose had sxgmﬁcantly higher average scores. (p<0.05).at the time points from 1.5

" 10 9.0 hours post dose for PERMP number attempted and from 4.5 to 10.5 hours post

dose for PERMP number correct, with 2 exceptions (number attempted at 4.5 hours and
number correct at 7.5 hours post dose).

When compared with Adderall® 10 mg, significant differences (p<0.05) in favor of
SLI381 were seen in the mean SKAMP attention from 6.0 to 12.0 hours post dose for the
SLI381 30 mg, from 9. 0to 12.0-hours post. dose for the SLI381 20 mg, and at 12.0 hours
for the SLI381 10 mg. For SKAMP: depor.tment, significant differences (p<0.05) in favor
of SLI381 30 mg were seen from 4.5 to 12.0 hours post dose. For both PERMP number
attempted and number correct, significant differences (p<0.05) favoring of SLI381 were
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seen from 4.5 to 12 0 hours post dose for SLI381.30 mg, from 6.0 to- 12.0 hours post for
SLI381 20 mg, and at 10.5 hours post dose for SLI381 10 mg.

The ITT analysis revealed sxgmﬁcant time course effects for all active treatment groups
vs. placebo and dose-dependent improvements with SLI381. Placebo treated subjects
shawed a pattern of deterioration over the course of the 12 hr observation period. This

time-related deterioration from initial performance was most: notable for the PERMP
measures. In contrast, SLI381 30 mig, 20 mg, and 10 mg as well as Adderall® 10 mg
showed rapid improvement in efficacy measures by 1.5 hours post dose, both comparing
to placebo and initial performance. In comparison to placebo, SLI381 30 mg, 20 mg, and
10 mg showed continued sxgmﬁcam efficacy up to 10.5 to 12 hours post dose for efficacy
measures; in contrast, Adderall®. 10 mg rcvealed continued efficacy up to 9 hours post
dose.

The results from the PP population were similar to and coﬁsistent with those observed for
the ITT population, an indication of the robustness of the statistical findings.

For d- and l-amphetamine, respectively, the T, (hr) was 6.78 and 6.94; C_,, (ng/mL)
was 48.81 and 14.80; and AUC,,, (ng.hr/mL) was 703.91 and 216.20, following a single
dose administration of SLI381 20 mg.

For d-amphetamine, after 1- week daily administration of SLI381 30-mg, 20 mg, or 10
mg, the C,,, (ng/mL) was 89 04, 54,63, and 28.82, respecuvely, AUC, ., (ng.hr/mL) was
1364.37, 777.24, and 431.88, respectively; and the T, (hr) was 5.50, 5.83, and 6.38,
respectively, compared to about 3.33 hours for Adderall® IO mg. Forl-amphetamine,
after one week daily administration of SLI381 30 mg, 20 mg, or 10 mg, the C,,,, (ng/mL)
was 28.08, 17.15, and 8.82; respectively; AUC,,, (ng. hr/mL) was 443.53, 261.63, and
138.34, respectively; and the T, (br) was 5.50, 5.67, and 6. 38, reSpecuvely, compared to
about 3.22 hours for Adderall® 10 mg.

Compared to a single 20 mg dose, the amount of dmg accumulation after one week daily
administration of SLI381 20 mg was very small as msasured by area under the curve.

The study observed a moderate relationship between plasma drug levels and
pharmacodynamic measures for amphetamine.

12.  SAFETY EVALUATION
12.1 Data Sets Analyzed

Safety information collected from all study participants (n=51) was utilized to assess for
drug safety. The information mcludes AMESs, clinical laboratory tests, vital signs,
physical examination, and medical instory Subjects’ scores of the Side Effect Rating
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Scale rated by parent and teacher were also reported descnpuvely for each treatment

condition.

12.2 Extent of Exposure

Subject drug exposure during the xandomxzed n'eannent weeks is presented in Section 14,
Table 4.1.1 and summarized in Table 14. All of the 51 study participants received a
single SLI381 20 mg dose-at the practice visit. During the randomized treatment phase,
length of exposure for most subjects was between 4 to 7 days for each treatment.

Table 14 Subjeet Drug Exposure During Randomized Phases (N=51)
Length of Treatment
exposure (days)  SLI381 SLI381 \SLI381 . Adderall“’
10 mg _20mg 30mg  Placebo 10 mg
0 3 i T2 2 3
1 0 1 6 [} 1]
23 0 0 0 1 0
4-7 39 40 41 3% 37
8-14 9 9 8 10 11

Source: Section 14, Table 4.1.1

12.3  Adverse Medical ‘Expeﬁ‘gncw (AMEs)
12.3.1 Brief Summary of Adverse Medical Experiences

Section 14, Tables 5.1.1 and 5.1.3 present the number of AMEs by body system and
preferred term. Listings of the individual adverse medical experiences are contained in
Section 16, Appendix VII, Tables 18 1 through 18.3. Table 15 summarizes the number of
subjects reporting AMEs by body system and preferred term (> 10% of any treatment).
Table 16 summarizes the number af post randomization AMEs (2 10 AMEs in any
treatment).

The overall incidence of subjects reporting any AMEs post randomization was similar
between the 5 treatments (ranging between 81.6% for placebo and 93.8% for Adderall®
10 mg). No subjects reported serious AMES, and no subjects died during the study. Two
subjects discontinued due to an AME: 1 subject while recemng placebo and 1 subject

while receiving SLI381 20 mg.

12.3.2 Number and Percent of Subjects Reporting Adverse Medical Expgriences

Section 14, Tables 5.2.1, 5.2.2, 5.2.3, 5.2.4, and 5.2.5 present the number and percent of
patients reporting AMEs post randomization. During the double-blind treatment weeks,
subjects reported a total of 919 AMEs (Table 16). The overall incidence of any AMEs

- was similar among treatments: 40 subjects (81.6%) reported 161 AMEs while receiving
placebo, 45 subjects (93. 8%) reported 200 AMEs while recejving Adderall® 10 mg, 40
subjects (83.3%) reported 174 AMES while receiving SLI381 10 mg, 45 subjects (50.0%)
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reported 200 AMEs whxle receiving SLI381 20 mg, and 41 subjects (83 7%) repomd 184
AMEs while receiving SLI381 30 mg. Thirty-six subjects (73.5%) reported AMEs that
were classified as posszbiy treatment-related while receiving placeba, 41 subjects (85.4%)

while receiving Addera"" 10 mg, 35 s"kmﬂts (72. 9%) while receiving SLIBS! 10 mg, 39

subjects (78.0%) while receiving SLI38I 20 mg, and 39 subjects (79.6%) while receiving
SLI381 30 mg. No AMEs were considered definitely treatment-related.

The most commonly repox:ted AMEs were nervousness, anorexia, abdomma! pain,
insomnia, and headache.

The number of patients reporting. AMEs classified as severe in intensity was similar
across the treatments (Section 14, Table 5.2.6): 7 (14.3%) while taking placebo, 8

(16.7%) while taking Adderall® 10 mg, 6 (12.5%) while taking SLI381 10 mg, 9 (18.0%)
while taking SLI381 20 mg, and § ( 16.3%) while taking SLI381 30. mg. The most
frequent AME:s classified as severe in intensity were nervousness, insomnia, anorexia,
and headache.

Table 15 Number (%) of Subjects Reporting Post Randolmzatmn Adverse Medical
Experiences (210% of any Treutment)

(COSTAKT) ’ . Number (%) omubjed's* .
Body System SLIB”&I‘ © SLI38T = SLI381 ) Adderall® |
Preferred Term | 10mg 20mg  30mg Plagebo 10mg
Subjects with any AMEs 40(83.3) 45(90.0) 41(83.7) 40(81.6)  45(93.8)
Body as a Whole ’
Abdominal pain 14(29.2) 18(36.0) © 17(34.7) 12(Q24.5) 16 (33.3)
Headache | 12(25.0) 15(300) 12(4.5) 12(24.5) 12 (25.0)
Asthenia A 8(167) 12 (24.0) 1224 8(16.3) 11(22.9
Malaise : 7(146)  8(16.0) 4(82)  7014.3) 11 (22.9)
Digestive
Anorexia 1327.1) 20(40.0) 27(55.1) - 11(224) 22 (45.8)
Nervous !
Nervousness 26(54.2) 28(56.0) 21429) 29 (59.2) 22 (45.8)
Insomnia \ 6(12.5) 16(32.0) 14 (28 6) 10 (204) 17 (354)
Anxiety 1327.1)  11Q2.0) 9(184) 10(204) 11 (22.9)
Emotional lability 13Q27.1) 9(18.0) 6 (122) 5(102) 10 (20.8)
Depression ) 5104y 1122.0) 36 5 (10.2) 4 (8.3)
Personality disorder -5(104) - 120 2.1 5(10.2) 6 (12.5)

* Subjects reporting more than-one episode under each pret'erred term were counted only once.
Source: Section 14, Table5.2.2
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Table 16 Number of Post Randnlmzation Adverse Medical Experiences Reported (> 10

Episodes in any Treatraent)
(COSTART) ‘ ; ____ Number of AMES
Body system | SLI381 SLI381  SLI38I "~ Adderall® |
| Preferred term 10mg 20 mg 30 mg Placebo 10 mg
Total Events 174 200 ~ 18§ 16l 200
Body as a Whole ,
Abdominal pain . 14 19 19 14 21
Headache 14 18 15 14 17
Asthenia , 9 14 12 10 15
Malaise \ 7 10 4 8 13
Digestive ) :
Anorexia 13 24 36 11 27
Nervous
Nervousness 44 5 - 28 39 33
Insomnia 1 s 17 18 10, 18
Anxiety 15 11 9 12- 12
Emotional [ability 18 13 9 6 - 10

Source: Section 14, Table 5.1. l

12.4  Deaths, Other Serious Adverse Events, Subjects Withdrawn for AMEs, and
Other Significant Adverse Events

12.4.1 Deaths
No deaths were reported during the study.

12.4.2 Other Serious Adverse Medical Experiences ‘
No serious AMESs were reported during the study (Section 14, Table 5.3.1).

12.4.3 Other Significant Adverse Medical Experiences
No other significant AMEs were reported during the study.

12.4.4 Subjects Withdrawn for Adverse Medical Experiences

Two of 51 (3.9%) subjects withdrew from the study due to AMEs (Section 14, Table

© 5.3.2. One subject (#3-11) withdrew due to agitation while receiving placebo, and 1
subject (#1-08) withdrew due to stomach ache while receiving SLI381 20 mg. Narratives

of these subjects are presented in Section 12.4.5.

12.4.5 Narratives of Subjects Withdrawn for Adverse Medical Experiences

¢ Subject 1-08, a 9-year-old white male diagnosed with ADHD combined subtype,
experienced stomach ache while receiving SLI381 20 mg. This event, considered
severe in intensity, began on October 23, 1999 (the practice day with a single dose of
SLI381 20 mg). The subject had AMEs of insomnia (moderate), appetite loss
(severe), picking at skin a.nd clothing (mild), and alternate hot and cold flashes
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(moderate) on the same day. He took his first dose of double-blind medication
(SLI381 20 mg) on October 24, 1999. Medication was stopped that day, and he was
discontinued from: the study on November 2, 1999. The subject had a medical history
of ongoing enuresis since July 1999 and was not taking any concomitant medications
at the time of the events. The investigator considered all events possrbly related to
study drug. All events resolved on October 24, 1999.

¢ Subject 3-11, a 7- year-old black male diagnosed with ADHD combined subtype,
experienced agitation while receiving placebo. This event, considered moderate in
intensity, began on November 29, 1999 (Day 38 of double-blind treatment). The
subject had previous AMEs of erabby-irritable, buccal-lingual movements, and
vomiting (all considered mild in intensity) while taking SLI381 10 mg; appetite loss
(mild), crabby-lmtable (mild), 1 tearful (mild), sad (mild), depressed (mild), worried
(inild), anxious (mﬂd), motor tics (mild), insomnia (severe), and listless (mild) while
taking SLI381 20 mg; appetite loss and insomnia (both considered moderate in
mtensxty) while taking SLI381 30 mg; irritable (moderate), depressed (mild), and
insomnia (mild) while taking Adderall® 10 mg; and irritable (moderate) and depressed
(mild) while taking placebo. The subject had no remarkable medical history and was
not taking concomitant medications during the study. He was discontinued from the
study on Day 39. The investigator considered all AMEs possibly related to study
drug. All events resolved within 1 day of onset.

12.5 Clinical Laboratoery Results

Section 14, Table 8.1.1 pmwdes summaries of laboratory ﬁndmgs and Section 14, Table
8.2.1 has a listing of all subjects thh abnormal laboratory results at the end of the study.

12.5.1 Hematology

Most subjects had normal. hematology values at end of study. There were abnormal
hematology values that. owurred infrequently. The following abnornial values occurred
in 5 or more subjects: high eosinophils (16 subjects); high neutrophils, segments (7
subjects); high lymphocytes (6 subjects); and low hematocrit (6 sutgwcts) These
abnormal values could not be attributed to a spectﬁc treatment since they were observed
at the end of the crossover study ‘after subjects had received multiple treatments. Section
16, Appendix VII, Table 19.3 has hstmgs of individual subjects’ hematology values.

12.5.2 Chemistry

Most subjects had normal chemistry values at end of study. Abnormal chemxstry values
occurred infrequently. Six subjects had high abnormal glucose values at end of study.
These abnormal values couid not be attributed to a specific treatment since they were
observed at the end of the crossover study after subjects had received ‘multiple treatments.
Section 16, Appendix VI, Table 19.2 has listings of individual subjects’ chemistry values.
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12.5.3 Urinalysis

Most subjects had normal urinalyses at end of study. Abnormal unnaiyses occurred
infrequently. The followmg were present in 5 or more subjects: bacteria (17 subjects)
and mucous threads (11 subjects). These abnormal values could not be attributed to a
specific treatment since they were observed at the end of the crossover study after
subjects had received multiple treatments. Section 16, Appendix VII, Table 19.4 has
listings of individual subjects” unnalysxs values.

12.6  Vital Signs, Physical Fmdmgs, and Other Observations Re!ated to Safety

12.6.1 Vital Signs

Descriptive statistics for sitting systolic blood pressure, sitting chastohc blood pressure,
and sitting pulse rate are included in Section 14,, Tables 6.1.1, 6.1.2, cnd 6.1.3
respectively. Section 16, Appendix VII, Table 16.1 has listings of individual subjects’
vital signs. Mean vital signs readings were similar across treatments (including placebo)
and from time point to time. pomt (measured at pre dose and. at 1.5, 4.5, and 7.5 hours
post dose). Minimum and maximum readmgs were also similar across treatments and
time points. Unusually high or low readings were sporadic and infrequent, and no trends
were noted.

12.6.2 Physical Examinations

Four subjects had clinically significant physical examination changes from screening to
follow-up (Section 14, Tables 9.1.1 and 9.1.2). Ope 12-year-old female subject had mild
facial acne, 1 male subject had a small postenor cervical node, and 2 male subjects had
mild cervical adenopathy secondary to URL These abnormalities could not be attributed
to a specific treatment since they were observed at the end of the crossover study after
subjects had received multiple treatments. Section 6, Appendix VII, Table 17.1 has
listings of individual subjects’ physical exammauon results.

12.6.3 Medical History

Forty-four subjects (86%) had some type of medical abnormahty at scrcemng The most
common abnormalities were in the respiratory (9 subjects), CNS and sense organs (10
subjects), and other (15 subjects) body systems as described in Section 14, Table 10.1.1.
The most common ongoing medical abnormalities were allergies. ‘Ongoing medical
abnormalities are listed i in Section 14, Table 10.1.2.

12.6.4 Other Safety Measures

Mean values for the Side Effect Rating Scale were similar across treatments. Results
from the parent version of the scale showed the lowest mean score (fewer and/or less
severe side effects) at the SLI381 10 mg dose, while results from the teacher version of
the scale showed the lowest mean score at the SLI381 30 mg dose. Section 14, Table
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7.1.1 presents mean values for the ,Siﬁe\Effzect Rating Scale; Section 16, Appendix VII,
Table 15.1 has individual subjects’ Side Effect Rating Scale scores.

12,7 Safety Conélusians

Overall, SLI381 appears to be safe and well-tolerated. A total 0f 919 AMEs were
reported post randomization. Most of the AMEs were mild or moderate in intensity.
None of the AMEs were considered definitely treatment-related. The incidence of
subjects reporting AMEs was similar across the 5 treatments, with no- evidence of a dose-
response relationship among the SLI381 doses. No unusual or serious AMEs were

- reported in this study The most cmmnonly reported A.MEs Were nervousness, anorexia,
abdominal pain, insomnia, and headache, all of which are typical side effects of
amphetamines.

Two subjects (3 9%) discontinued due to AMEs: 1 subject while receiving placebo and 1
subject while receiving SLI381 20 mg. There were no deaths during the study.

Mean values for clinical laboratory tests, vital signs, physical examinations, and the Side
Effect Rating Scale were similar across treatments including placebo. Most abnormal
hematology, chemistry, and urmalysxs results were infrequent and sporadic.

13. mscussxox AND OVEW CONCLUSIONS

The objectxve of this study was to evaluate the efficacy and safety of 3 doses of SLI381
compared with placebo and with Adderall® 10 mg, to assess the time course of the
therapeutic response to SLI381, and to examine the pharmacokinetic profile of SLI381
after single dose and at steady state.

Efficacy ‘

The mixed-effect ANOVA disclosed highly significant overall treatment effect (averaged
across the scores of the 8 sessions observed under the treatment) for all of the efficacy
measures. Pairwise comparisons of active doses vs. placebo on the overall treatment
average indicated that for all of the four measures, significant xmpxovements were seen in
favor of the SLI381 doses and Adderall 10 mg.

When compared with placebo, subjects on SLI381 30 mg and 20 mg showed highly
significant improvements from 1.5 1o 12.0 hours post dose for both SKAMP attention and
deportment, and subjects on SLI381 10 mg demonstrated significant improvements from
4.5 to 10.5 hours post dose for SKAMP attention and deportment. In contrast, Adderall®
10 mg had significant improvements from 1.5 to 7.5 hours post dose for SKAMP
attention and from 1.5 to 10.5 houxs”post dose for SKAMP deportment.

For PERMP, when compared with p!acebo subjects on SLI381 30 mg and 20 mg showed
highly significant improvement from 1.5 to 12.0 hours post dose for both PERMP
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number attempted and number correct and subjects on SLI381 10 mg demonstrated
significant improvement from 4.5 to 10.5 hours post dose for PERMP number attempted
and number correct. In contrast, Adderall® 10 mg had significant improvement from 1.5
to 9.0 hours post dose for PERMP number attempted and from 4.5 to- 10 5 hours post
dose for PERMP number correct

When compared with Adderall® 10 mg, significant. improvements.on the efficacy
measures were seen from 4.5 to 12. 0 hours post dose in favor of the SLI381 30 mg, from
6.0 to 12.0 hours post dose in favor of the SLI381 20 mg, and from 10.5 to 12.0 bours in
favor of the SLI381 10 mg‘

The ITT analysis revealed significant time course effects for all acttve treatment groups
vs. placebo and dose-dependent improvements with SLI381. Placebo-treated subjects
showed a pattern of deterioration over the course of the 12-hour observation period. This
time-related deterioration from initial performance (i.e., the first classroom session) was
most notable for the PERMP measures. In contrast, SLI381 30 mg, 20 mg, and 10 mg as
well as Adderall® 10 mg showed rapid improvement in efficacy measures by 1.5 hours
post dose, both compared to placebo and initial performance. In comparison to placebo,
SLI381 30 mg, 20 mg, and 10 mg showed continued significant efﬁcascy up to 10.5 to 12
hours post dose for efficacy measures; in contrast, Adderall® 10 mg revealed efficacy up

to 9 hours post dose.

The results from the PP population were similar to'and consistent with those observed for
the ITT population, an indiﬁcationvqﬁﬂxe robustness of the statistical findings.

Pharmacokinetics
For d- and l-amphetamine, respecuVely, the T, (hr) was 6.78 and 6.94; C,,, (ng/mL)
was 48.81 and 14.80; and AUC,,, (ng.he/mL) was 703.91 and 216. 20, following a single

dose admunslranon of SL1381 20 mg.

For d-amphetamine, after 1-week daily administration of SLI381 30 mg, 20 mg, or 10
mg, the C,,, (ng/mL) was 89.04, 54,63, and 28.82, respecuvely, AUC, 5, (ng.hr/mL) was
. 1364.37, 777.24, and 431.88, respectively; and the T, (hr) was 5.50,5.83, and 6.38,

respectively, compared to about 3.33 hours for Adderall® 10 mg. For l-amphetamine,
after one week daily administration of SLI381 30-mg, 20 mg, or 10 mg, the C,, (ng/mL)
was 28.08, 17.15, and 8.82; respeetzvely, AUC,.,, (ng.hr/mL) was 443.53, 261.63, and
138.34, respectively; and the T, (br) was 5.50, 5.67, and 6.38, respectively, compared to
about 3.22 hours for Adderall® 10 mg.

Compared to a single 20 mg dose, the amount of drug accumulation after one week daily
administration of SLI381 20 mg was very small as measured by area under the curve.
After one week daily administration, the T, of SLI381 10 mg was about 6.4 hours for
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both d- and l-amphetamme, whxch was approxunately twice as kmg as that of Adderall®
10 mg.

PK/PD relationship
The study observed a moderate m%xonsinp between plasma drug levels and
pharmacodynamic measures for: amphetammg

Safety

Overall, SLI381 appears to be safe and well-tolerated. A total of 919 AMEs was reported
post randomization. Most of the AMEs was mild or moderate in intexisity. None of the
AMEs was considered definitely treatment-related. The incidence of subjects reporting
AMEs was similar across the 5 treatments. No unusual or serious AMEs were reported in
this study. The most commonly repotted AMESs were nervousness, anorexia, abdominal
pain, insomnia, and headache, all of which are typical side effects of amphetammes

Two subjects (3.9%) discontinued due to AMEs: 1 subject while receiving placebo and 1
subject while recewmg SLI381 26 mg. There were no deaths during: the study.

Mean values for clinical laboratory : tests vital signs, physical cxammatmns and the Side
Effect Rating Scale were similar across treatments. Abnormal chemistry, hematology,
and urinalysis results were sporadic and mﬁequent )

Overall conclusxons

'SLI381 appears to be an efficacious treatment for chﬁdhood ADHD. . ‘Depending upon

doses, rapid onset occurred within the hour of dosing with. amphetamne The persistence
of effect of SLI381 doses lasted thmughout the day and into-early evening, for a duration
of about 10 to 12 bours, sugge.stmg that this medication provides a longer duration of
action. Maintenance of amphetamine concentrations is sufficient to extend the duration
of action of the drug. There appears to be a clear dose-response relationship with SLI381
in terms of efficacy. SLI381 doses appear to be safe and wcll-«tolerated
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1.2.2  Summary of Subject Randomization by Site 11
1.23  Summary of Subject Study Outcome by Site 21.1
124  Summary of Subject Study Outcome by Treatment 21.1
1.2.5  Listing of Early Terminations by Site 3.1
4.1
8.1
V 21.1
1.3.1 Subject Treatment Compliance During the Core Treatment Weeks — Randomized Subjects 12.2
2.1.1 Study-Defined Analysis Populations by Site 1.1
Final
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TABLE
No. TITLE SOURCE
TABLE*
2.1.2 © Demographic Characteristics of the Study-Defined Analysis Populations 3.1
2.13 Disease Diagnosis and Treatment Characteristics of the Study-Defined Analysis Populations 4.1
: 8.1
22.1  Descriptive Statistics of SKAMP Scores Obtained After Administration of a Single SLI381 20 mg Dose 13.1
222  Descriptive Statistics of PERMP Scores Obtained After Administration of a Single SLI381 20 mg Dose 14.1
23.1  Descriptive Statlsncs of SKAMP Attention Scores Obtained During Randomxzed Treatment for the ITT 13.1
A Populatmn
- 232 Descnptwe Statistics of SKAMP Depertment Scores Obtained During the C(}re Treatment Weeks for the 13.1
E ITT Population
233  Mixed-Model ANOVA of SKAMP Attention Scores for the ITT Population 13.1
234 Planned Pairwise Mean Comparisons of SKAMP Attenuon Scores between Active and Reference Drug 13.1
for the ITT Population
235 M}xed—Modﬂ ANOVA of SKAMP Deportment Scores for the ITT Pk)pulation 13.1
2.3.6 Planned Pairwise Mean Comparisons of the SKAMP Deportment Scores between Active and Reference 13.1
Drug for the ITT Population
2.3.7 Descnptlve Statistics of PERMP Number Attempted Obtained Dunng Core Treatment Weeks for the ITT 14.1
Population .
2.3.8  Descriptive Statistics of PERMP Number Correct Obtained During Core Treatment Weeks for the ITT 14.1
Population
239  Mixed-Model ANOVA of PERMP Number Attempted for the ITT Population 14.1
2.3.10  Planned Pairwise Mean Comparisons of PERMP Number Attempted between Active and Reference Drug 14.1
for the ITT Population
2.3.11 Mixed-Model ANOVA of PERMP Number Correct for the ITT Population 14.1
Final



)

Shire Laboratories Inc. Page 75 Protocol # 381.201

Date: July 31, 2000

TABLE
No. TITLE SOURCE
TABLE*

2.3.12  Planned Pairwise Mean Comparisons of PERMP Number Correct between Active and Reference Drug for 14.1
the ITT Population

24.1  Descriptive StatlSUCS of SKAMP Attenuon Scores Obtamed During Core T reatment Weeks for the PP 13.1
Population ’

24.2  Descriptive Statistics of SKAMP Department Scores Obtained Durmg Core Treatment Weeks for the PP 13.1

/ Population

243 Mlxed—Model ANOVA of SKAMP Attention Scores for the PP Populatwn 13.1

244  Planned Pairwise Mean Compansons of SKAMP Attention Scores between Active and Reference Drug 13.1
for the PP Population

245  Mixed-Model ANOVA of SKAMP Deportment Scores for the PP Population 13.1

24.6  Planned Pairwise Mean Comparisons of SKAMP Deportment Scores between Active and Reference Drug 13.1

- for the PP Population

2.4.7  Descriptive Statistics of PERMP Number Attempted Obtained During Core Treatment Weeks for the PP 14.1
Population ‘

2.4.8  Descriptive Statistics of PERMP Number Correct Obtamed During Core T1 eatment Weeks for the PP 14.1
Population ,

249  Mixed-Model ANOVA of PERMP Number Attempted for the PP Population 14.1

2.4.10 . Planned Pairwise Mean Compansans of PERMP Number Aﬁempted between Active and Reference Drug 14.1
for the PP Population ‘

24.11 Mixed-Model ANOVA of PERMP Number Correct for the PP Population 14.1

2.4.12  Planned Pairwise Mean Comparisons of PERMP Number Correct between Active and Reference Drug for 14.1
the PP Population

Final
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TABLE
No. TiTLE SOURCE
TABLE*
2.5.1  Descriptive and Inferential Statistics for the Placebo Adjusted SKAMP Attention Scores Obtained During 13.1
the Core Treatment Weeks for the PP Population
252 Descriptive and Inferential Statistics for the Placebo Adjusted SKAMP Deportment Scores Obtained 13.1
During the Core Treatment Weeks for the PP Population
2.5.3  Descriptive and Inferential Statistics for the Placebo Adjusted PERMP Number Attempted Obtamed 14.1
During the Core Treatment Weeks for the PP Population '
2.54  Descriptive and Inferential Statistics for the Placebo Ad}usted PERMP Number Correct Obtamed Durmg 14.1
A - the Core Treatment Week for the PP Population r \
3.1.1 Descnptwe Statxst;cs for the Plasma Drug Concentration Observed Aftera Smgle Dose Admlmstratxon of 20.2
” SLI381 20 mg : 204
3.1.2  Descriptive Statistics for the Plasma PK Parameters Observed After a Single Dose Admmxstratmn of SLI - 20.3
381 20 mg -20.5
3.2.1  Descriptive Statistics for the Plasma D—Amphetamme Concentratmn Observed at Steady State Dunng the 20.2
Makeup Week :
3.2.2  Descriptive Statistics for the Plasma D-Amphetamine PK Parameters Observed at Steady State Dumng the 20.3
‘ Makeup Week A
323 Descnpnve Statistics for the Plasma L—Amphetannne Observed at Steady State Durmg the Makeup Week 204
324 Descriptive Statistics for the Plasma L-Amphetamine PK Parameters Observed at Steady State Durmg the 20.5
Makeup Week \
3.2.5  Comparative Analysis of the Steady State PK Parameters 20.3
20.5
3.2.6  Comparative Analysis of the Steady State Plasma Drug Levels between SLI381 10 mg and Adderall® 10 20.2
mg by Sampling Time 20.4
Final
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TABLE
No. TITLE SOURCE
TABLE*
33.1 Descriptive Statistics of the Pearson Correlation Coefficients (r) Between the D-Amphetamine Levels and 13.1
the PD Measures Obtained During the Makeup Week. 14.1
20.2
3.32  Descriptive Statistics of the Pearson Correlation Coefficients (r) Between the L-Amphetamine Levels and 13.1
the PD Measures Obtained During the Makeup Week 14.1
, S , o ‘ o » : 20.4
4.1.1 Patient Drug Exposure During Randomized Treatment Weeks { f 12.2
5.1.1  Number of Adverse Medical Experiences by Body System and Preferred Term > 181
o o I ’ 182
18.3
5.1.2 Number of Adverse Medical Experiences by Body System and Preferred Term — Serious Events 18.1
: : 18.2
A 18.3
5.1.3  Number of Adverse Medical Experiences by Body System and Preferred Term — Non-serious Events 181
* 18.2
183
5.2.1 Number (%) of Patients Reporting Post-Randomization Adverse Medical Expenences by Body System 18.1
and Preferred Term All Causahty ( , 182
: , : 18.3
5.2.2  Number (%) of Patients Reporting Post-Randomization Adverse Medical Experiences by Treatment 18.1
‘Group, Body System, and Preferred Term 18.2
18.3
Final
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TABLE
No. TITLE SOURCE
TABLE*
523  Number (%) of Patients Reporting Unrelated Post-Randomization Adverse Medical Experiences by 18.1
Treatment Group, Body System, and Preferred Term 18.2
| v 18.3
52.4  Number (%) of Patients Reporting Possibly Related Post-Randomization Adverse Medical Experiences 18.1
by Treatment Group, Body System, and Preferred Term . 18.2
52.5  Number (%) of Patients Reporting Related Post-Randomization Adverse Medical Experiences by 18.1
: Treatment Group, Body System, and Preferred Term o - , y 182
] ' o R ’ ‘ © 183
5.2.6  Number (%) of Patients Reporting Related or Possibly Related Severe Post-Randomization Adverse 18.1
Medical Experiences by Treatment Group, Body System, and Preferred Term 18.2
‘ ‘ / , 18.3
5.3.1 List of Serious Adverse Events , 18.1
‘ 18.2
o 183
5.3.2  List of Patients Withdrawn Due to Adverse Medical Experiences s 3.1
A 21.1
6.1.1  Descriptive Statistics. for the Sitting Systolic Blood Pressure (mm Hg) , 16.1
6.1.2  Descriptive Statistics for the Sitting Diastolic Blood Pressure (mm Hg) 16.1
6.13 Descriptive Statistics for the Sitting Pulse Rate (bpm) , 16.1
7.1.1  Descriptive Statistics for the Side Effect Rating Scale Obtained During the Core Randomization 15.1

Treatment Weeks (Visits 3-7)

Final
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TABLE
No. TiTLE SOURCE
TABLE*
8.1.1  Descriptive Statistics for the Laboratory Parameters 19.2
” ‘ 19.3
19.4
8.2.1  Listing of the End of Study Abnormal Laboratory Parameters o 19.2
, : 19.3
: 194
9.1.1 Number (%) of Patients with Chmcally Slgmﬁcant Physlcal Examination Changes from Screenmg to 17.1
Follow-up 4
9.1.2  Listing of Clinically ngmﬁcant Physxcal Exatmnatxon Changes from Screening to Follow-up 17.1
10.1.1  Number (%) of Patients with Medical Abnormalities at Screening 5.1
10.1.2 . Listing of Ongoing Medical Conditions - : ‘ 5.1
11.1.1  Listing of Concomitant Medications Received During the Study / 4.1
Figl  Mean SKAMP Attention Score by Treatment and Classroom Session (ITT) 131
Fig2  Mean SKAMP Deportment Score by Tréatment and Classroom Session (ITT) ‘ 13.1
Fig3  Mean PERMP Number Attempted by Treatment and Classroom Session (ITT) \ 14.1
Fig4  Mean PERMP Number Correct by Treatment and Classroom Session dTTm ’ 14.1

* All source tables are located in Section 16, Appendix VII, Patient Data Listings.

Final
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. Table 1.1.1
Demographic and Enrollment Information by Site - Study Participants
’ Protocel # 381.201

{Page 1 of 3 )

. Subject Randomization Subject Enrollment End Study Age Weight Height
Site Number* Number** Initials Date Datek**’ Gender Race {yr) {1b}) - {in)
Site 1 01 01 10/17/1989 12/05/198%9 Male Black 12.0 127.0 . 60,2

03 Q3. 1071741999 12/14/19%9 - Mdle white 8.0 55.0 51.5
04 04 10/17/1899 12/05/1999 Female White 10.0 82.0 57.5
05 05 10/17/199% 12/05%/1999 Male White 8.0 52,0 51.5
07 a7 18/17/199% 12/05/1999 Male White 7.0 52.0 51.0
08 © 0B 10/17/1999% 11/02/19%99 Male ‘White 9.0 88.0 54.0
09 09 10/17/19%9 12/05/199¢ Male Black 12.0 110.06 59.5
11 11 10/17/1999 12/05/1939 Male HWhite 8.¢ 62.0 53.5%
1z 12 10/17/1999 12/05/1999 Male  White . 6.0 52.0 _45.5
i3 13 10/17/1999 12/05/1999 Female White 7.0 53.0 48.5
14 14 1071771999 12/05/1999 HMale White 7.0 68.0 $1.3
15 06 1071771999 12/05/1999 Female Black 9.0 98.0 54.0
16 02 .10717/1999 12/05/1999% Male Bhite 7.0 - 57.0 48.5
01 01 10/03/1999 11/21/1999° Male Hispanic 11.0 153.0 59.5
02 02 10/03/1999 11/21/1999 Male  Hispanic 8.0 88.0 51.3
05 - 03 10/03/1999 11/21/1999 Male  Hispanic 11.0 77.0 57.0
.06 04 10/03/199% -117/21/1999% Male White . 12.0 109.0 58.0
09 15 10/03/1999 11/21/199%9% Female Hispanic 10.0 80.0 88.5
13 113 1G/03/19988% 11/21/1999 Male Higpanic 8.0 68.0 51.5%
15 08 10706371999 11/21/1999 Male Black 6.0 58.0 49,5
16 09 10/03/1999 11/21/19%9 Male Hispanic 7.0 50.0 47.5
17 10 10103/1399(‘11/1111999 Male Hispanic 8.0 75.0 48.5
18 i1 1070371999 11/21/199% Male Hispanic 9.0 102.0 85.3
20 14 10/03/198% 11/21/193%9 Male Black 10.0 71.0 55.7

* Migsing subject numbers represent screéen failpres.
** Missing randomization numbers were not assigned.
*%% Last day in study from CRF page 102 (End of Study Form).

Generation: 04MAY00 t01_1_1.sas/COPPR

Final
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Table 1,1.1
Demographic and Enrollment Information by Site - Study Participants
Protocol # 381.201

{(Page 2 of 3 )

Subject Randomization Subject Enrollment End Study Age Weight Height
Site Numbexr* Rumber** Initials - Date Date*** Gender Race {yr) (1b) (in)
Site 2 21 13 . 10/03/1989 11/21/1999 Male Black 12.0 76.0. . 59.5
Site 3 0z 01 ) 10/17/1999 12/05/1999 Male White 11.0 132.0 .61.8
03 "g2 10/17/1999 12/05/199% Male wWhite 9.0 11%.0 48.0
04 T 03 10/17/71999 12/20/1999 Female White 12.0 146.0 65,2
06 04 10/17/1999 12/05/19%89 Male White 7.0 69.0 51.0
08 05 10/17/1999 12/05/199% Male Black 12.0 142.0 58.0
a9 06 10/17/1999 11/20/1999 Male Hispanic 11.¢ 106.0 58.0
10 07 10/17/199% 11/20/1999 Fémale Hispanic 11.0 7.0 58.0
i1 08 10/17/1999  12/05/1999 male Black 7.0 74.0 49.5
12 09 10/717/199% 12/05/1999 Male Hispanic 10.0 73.0 54.0
15 10 10/17/1999 12/05/1999 Male  White 11.0 97.0 60.5.
16 11 10/171/1992 12/05/1999 Male Hispanic . 8.0 88.0 52.0
17 12 10/17/1899 12/05/1999 Male Other 8.0 48.0 47.0
18 13 1071771999 12/05/19%2 Male Other .7.0 49,90 46.5
19 1a 10717719989 12/05/1999 Male ‘White 12.0 193.0 60.3
20 15 10/17/1999 12/05/199% Male White 5.0 83.0 55.5
Site 4 01 01 09/26/1999 11/14/199% Female White 12.¢0 96.0 62.8
02 02 09/26/1999 11/14/1999 Male White 8.0 60,0 50.0
43 03 08/26/1999 11/14/1999 Male White 11.0 £8.0 54.0
04 04 09/26/1859 11/14/1999 Male White - 12.0 88.9 57.5
05 05 09/26/19%9% 11/14/1999 Male Asian . 11.9 161,90 62.0
66 05 09/26/199% 11/14/1999 Male #hite 12.0 104.0 63.5
08 08 0972671998 11/13/1989 Male White 11.0 0.0 55.0
* Missing subjedt numbers represent screen failures.
** Missing randomization numbers were not assigned. .
*** Last day in study from CRF page 102 (End of Study Form).
Generation: 04MAYQQ t01_1 _1.sas/COPPR
Final

Date: July 31, 2000
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. Table 1.1.1 . (Page 3 of 3)
Demographic and Enrcliment Information by Site - Study Participants
’ Protocol # 381.201

Subject Randomization Subject Enrollment End Study Age Weight Height
Site Number* Number** Initials Date Date*** Gender Race {yr) {ib) (in)
Site 4 09 09 09/26/1999 11/14/1999 Male Asian 11.0 54,0 54.0

.10 10 - : 09/267/1999 11/14/1999 Male  BAsian 11.0 56.0 55.0

11 11 09/26/1999 11/14/199% Male White 11.0 60.0 53.0
12 12 09/26/1999 11/14/19%9 Male Other 9.0 75.0 55.0
Mean 4 : . 9.5 83.5 54.6
s.D. ' 1.9 28.9 4.9
Minimum 09/26/1999 11/02/1999 ’ 6.0  48.0 45.5
Maximum . 10/17/1998 12/20/19%99 - 12.0 161.0 65.2
* Missing’éubﬁéct GumbArs represent screen faiiﬁres$
*#x Missing randomization numbers were not assigned.
x*x Lagt day in study from CRF page 102 (End of Study Form).
Generation: 04MAY0O t01_1_l.sas/COPER

Final
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Table 1.1.2 (Page 1 of 1)
Demographic Characteristics by Site -~ Study Participants
Protocol # 381.201

Site
Parameter Total Site 1 Site 2 Site 3 Site 4
Total Subjects N 31 13 12 15 11
' Gender Male N (%) 44 ( 86.3%) 10 ( 76.9%) 11 { 91.7%) 13 ( 86.7%) 10 ( 90.9%)
Female N (%) . 70{ 13.7%) 3 {23.1%) 1 { 8.3%) 2 { 13.3%) 10 9.1%)
Race White N (%) 25 ( 49.0%) 10 { 76.9%) 1 { 8.3%) T ( 46.7%) 7 { 63.6%)
Black N (%) 8 ( 15.7%) 3 (23.1%) 3 { 25.0%) 2 { 13.3%) 0 ( 0.0%)
Higpanic N (%) 12 ( 23.5%) 0 ( 0.0%) 8 { 66.7%) 4 { 26.7%) 0 { 0.0%)
Asian N (%) 3 ( 5.9%) G ( 0.0%) 0 ( 0.0%) 8 ( 0.0% 3 { 27.3%)
Other N (%) -3 5.9%)- 6 ( 0.0%) 0 ( 0.0%) 2 { 13.3%) 1 ( '9.1%)
Age 6-8 years N (%) 18 ( 35.3%) 8 { 61.5%) 5 ( 41.7%) 5 { 33.3%) 0 { 0.0%)
9-12 years N (%) 33 { 64.7%) -5 { 38.5%) 7 ( 58.3%) 10 ( 66.7%) 11 (100.0%)
Age (yr} N 51 13 12 15 11
Mean (SD) 9.5 (1.9 8.5 (1.9) 9.3 (2.0) 9.7 (1.9 10.9 (1.0)
Min - Max = 6.0 - 12.0 6.0 - 12.0 6.0 - 12.0 7.0 - 12.0 9.0 - 12.90
Weight (1b) N 51 13 . 12 - 15 11
Mean (SD} 83.5 (28.9) | 73.5 (25.3) 83.9 (27.3) 93.5 (30.7) 81.1 (31.2)
Min - Max 48.0 - 161,0 52.0 ~ 127.0 50.0 - 153.0 48.0 - 146.0 54.0 - 161.0
Height (in} N <51 © 13 12 15 11
: Mean {(SD} 54.6 (4.9 52.8 (4.3) 54.3 (4.4) 55.1 (5.9) 56.5 (4.4)
Min -~ Max 45,5 -~ 65.2 45.5 - 60.2 47.5 - 59,5 46.5 ~ 65.2 50.0 - $3.5
Generation: 04MAYO0O t01_1_2.s2s/COPPR
Final

Date: July 31, 2000



Shire Laboratories Inc.

, i N

Table 1.1.3
and Treatment-Related Characteristics by Site - Study Participants
Protocol # 381.201

Disease Diagnosis

Parameter

Site 2

Total Subjects

Diagnosis

Duration Tmt. (yr)

Previous Tmt.

Hyperactive
13 (100.0%)

<N

None ‘Listed
Amphetamine only

-1

e of
zTEE
R -
o~

12

0.0%)

12 {100.0%)

11
(1.8}
- 5.7

g.3%)
33.3%)
58.3%)

NOTE: Duration of treatment computed from the medication start and stop dates.
of date was replaced by 01 to compute duration.

Generation: 04MAY(O

Final
Date: July 31, 2000
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Table 1.1.4 (Page 1 of 1)
Demographic Characteristics by Treatment Sequence ~ Study Participants
Protocol # 381.201

AR S

Sequence*
Parameter Total ABCDE BCDEA CDEAB DEABC EABCD
Total Subjects N 51 12 10 9 11 9
Gender Male N (%) 44 ( 86,3%) 10 ( 83.3%) 8 ( 80.0%) 9 (100.0%) 10 ( 90.9%) 7 ( 77.8%)
. Female N (%) T ¢ 13.7%) 2 { 16.7%) 2 ( 20.0%) Q0 { 0.0%) 1 (¢ 9.1%) 2 { 22.2%)
Race . White N (% 25 { 49.0%) 6 { 50.0%) & ( 60.0%) 2 ( 22.2%) 6 1 54.5%) 5 { 55.6%)
Black B (% 8 { 15.7%) o { 0.0%) 2 { 20.0%) 4 { 44.4%) 1 92.1%) 1 11.1%)
Hispanic N %) 12 ( 23.5%) 4 { 33.3%) 1 { 10.0%) 1 (11.1%) 3 ( 27.3%) 3 ( 33.3%)
Asian N (%) 30 5.9%) 0 ( 0.0%) 1 (10.0%) 1 (11.1%) I {( 9.1%) 0 ( 0.0%)
Other N (%) 3 { 5.9%) 2 {16.7%) - 0 ¢ 0.0%) “1{11.1%) . 0 0.0%) 0 { 0.0%)
Age 6-8 years N (%) 18 ( 35.3%) 5 ( 41.7%) 1 16.0%) 5 ( 55.6%) 4 ( 36.4%) 3 ( 33.3%)
9-12 years N (3) 33 { 64.7%%) 7 { 58.3%) 9 ( 90.0%) 4 ( 44.4%) T { 63.6%) 6 { 66.7%)
Age (yr) ’ N 51 12 - 10 ] ’ 11 9
’ Mean (8D) 9.5 (1.9) 8.8 (1.5) 16.6 (1.6) 9.4 (2.2) 9.5 (2.1) 9.7 (2.0}
Min -~ Max 6.0 ~ 12.0 6.0 -~ 11.0 7.0 - 12.0 7.0 - 12.0 6.0 - 12.0 7.0 - 12,0
Weight (1b) N 51 12 10 9 11 9
Mean {SD) 83.5 (28.9) 69.6 (15.7) 99.9 (29.0) 78.7 (30.7) 78.0 (29.4) 95.2 (32.2)
Min - Max 48.0 - 161.0 49.0 - 102.0 68.0 - 161.0 48.0 - 142.0 .50.0 - 146.0 53.0 - 153.0
Height (in} B 51 1z 10 9 o1 9
Mean {(SD} 54.6 (4.9) 52.3 (4.1y 57.7 {4.0) 53.8 .{4.5) 54.7 (5.4} 35.0 (5.6)
" Min - Max 45.5 - 65.2 45.5 - 58.0 51.3 - 62.8 47.0 - 59.5 47.5 -~ 65.2 48,0~ 63.5
*A=Placebo B=Adderall 10mg C=SLI381 10mg D=SLI381 20mg E=SLI381 30mg
Generation: 25AUGOQ t01_1_4.sas/COPPR
Final

Date: July 31, 2000
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Table 1.1.,5 (Page 1 of 1 )
Disease Diagnosis and Treatment-Related Characteristics by Treatment Sequence - Study Participants
Protocol # 381,201

Sequence*
Parameter Total ABCDE BCDEA CDEAB DEABC EABCD
Total Subjects N 51 12 10 9 11 9
Diagnosis Hyéeréctivé N (%) 1 (¢ 2.0%) 1 ( 8.3%) 0 (¢ 0.0%) 0 ¢ 0.0%) 0 ( 0.0%) 0 ¢ 0.0%)
. Combined N (5) 50 ( 98.0%) 11 ( 91.7%) 10 (100.0%) 9 (100.0%) 11 (100.0%) 9 (100.0%)
Dur., Tmt. (yr) N . 47 10 9 8 11 9
Mean ({(SD) 1.7 {1.7) 2.0 (1.5) 2.0 (1,1 0.7 (1.3) 1.6 (1.4) 2.2 (2.4)
Min - Max 0.0 - 5.7 0.1 - 5.0 0.1 - 5.0 6.0 - 4.0 0.0 - 4.6 0.1 = 5.7
Previous Tmt. None Listed N (%) 4 ( 7.8%) 2 { 16.7%) 1 10.0%) 1 ( 11.1%) 0 ( 0.0%) 0 0.0%)
Amphetamine only N (%) 17 { 33.3%) 4 ( 33.3%) 4 ( 40.0%) 4 ( 44.4%) 4 ( 36.4%) 1 {(11.1%)
MPH only N (%) 30 ( 58.8%) 6 ( 50.0% 5 ( 50.0%) 4 ( 44.4%) 7 { 63.6%) 8 { 88.9%)
*A=Placebo B=Adderall 10mg C=5LI381 10mg D=SL1381 20mg E=8LI381 30mg

NOTE: Duration of treatment computed from the medication start and stop dates. Missing day or month
of date was replaced by 01 to compute duration.

Generation: 25AUGO0 £01_1 5.sas/COPPR

Final
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Table 1.2.1 {Page 1 of 3 )
Randomization and Study Outcome of Individual Subjects by Site
Protocol # 381.201

Time on

Subject Randomization Randomization Treatment Study Last Drug**

Site Number Number Date Sequence  QOutcome Visit* {days)
Site 1 01 01 10/23/1999% EABCDC Complete study 8 42
03 03 10/23/1999 DEARCB Complete study 8 42
04 04 10/23/1999 ABCDEB Complete study 8 42
05 05 10/23/1989 ABCDEA Complete study 8 42
a7 07 10/23/1999 CDEABE . Complete study 8 42
08 08 10/23/1999 DEABCD AME: STOMACH ACHE 2. 1
09 09 10/23/1998% CDEABC Complete study 8 42
11 i1 10/23/1999 CDEABD Complete study 8 42
1z 12 ’ .10723/1999 ABCDEB Complete study 8 42
13 13 10/2371999 EABCDE Complate study 8 42
14 14 10/23/199% BCDEAA Complete study 8 42
15 06 10/23/19%% BCDEAR Complete study 8 42
16 02 10/23/1999 DEABCD Complete study 8 42
Site 2 01 01 10/09/1999 EABCDE Complete study 8 42
02 02 10/09/199% CDEABA Complete study 8 42
05 03 10/09/1999 . DEABCB " Complete study 8 42
06 04 10/09/1999 BCDEAD Complete study 8 42
09 15 10/09/199%¢% EABCDE Complete study 8 42
13 06 10/09/1939 ABCDEB Complete study 8 42
15 08 . 10/09/199% DEABCA Complete study 8 42
16 09 10/09/1999 DEABCC Complete study 8 42
17 10 10/09/199%9 ABCDEE Other: COULD NOT TOLERATE BEING IN STUDY 4 20
18 11 10/09/199%99 . ABCDED Cémplete study ’ 8 42

20 14 10/09/1999 BCDEAR Complete study 8 42 -
21 13 10/09/19%9% CDEABD Complete study 8 42
* Last study visit with efficacy information.
** Calculated as the date of last dose minus the date of first dose plus one.
NOTE: A=Placebo B=Adderall 10mg C=SLI381 10mg D=SL1381 20mg E=SLI381 30mg
Generation: 04MAYOO t0l_2_1.sas/COPPR

Final
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Table 1.2.1 {Page 2 of 3 )
Randomization and Study Outcome of Individual Subjects by Site
Protocol 381.201

Time on
Subject Randomization Randomization Treatment Study Last Drug**
Site Number Number Date Sequence Outcome Visit* (days)
Site 3 . 02 01 10/23/1999 BCDEAD Complete study 8 42
03 02 10/23/1999 EABCDE Complete study : ’ 8 42
04 03 10/23/1999 DEABCE Other: UCLA IRB EX CRIT: GIRLS WHO HAD 2 14
. MENARCHE
06 04 10/23/1999 EABCDE Complete study 8 42
08 05 18/23/1999 CDEABD Complete study 8 42
09 06 16/23/1999 DEABCB Lost to follow-up 6 40
10 07 10/23/1999 ABCDEC Lost te follow-up 5 40
11 08 16/23/1599 CDERBA AME: AGITATION 7 - 38
17 09 10/23/1999 BCDEAA Complete study g 42
15 10 10/23/1999 DEABCB Complete study 8 42
16 11 10/23/1999 EABCDC Complete study 8 42
17 12 10/23/1999 CDEABA Complete study 8 42
18 13 10/23/199% ABCDEC Complete study 8 42
19 14 18/23/1999 BCDEAD Complete study 8 42
20 15 10/23/1999 ABCDEB Complete study 8 42
Site 4 g1 01 10/0271999 BCDEAC Complete study 8 42
02 02 10/02/199%9 ABCDEB Complete study 8 42
03 03 10/02/1999 EABCDE Complete study 8 42
04 04 10/02/199% BCDEAB Complete study 8 42
05 05 16/02/1999 BCDEAA Complete study 8 42
06 06 10/02/1999 EABCDA Complete study 8 42
08 08 10/02/1999 DEABCE  Withdrawal of consent 4 16
09 69 10/02/1999 DEABCE Complete study 8 42
10 10 10/02/1999 CDEABC Complete study 8 42
11 i1 10/062/1999 ABCDEC Complete study 8 42
- * Last study visit with efficacy information.
** Calculated as the date of last dose minus the date of first dose plus one.
NOTE: A=Placebo B=Adderall 10mg C=S11381 10mg D=SLI381 20mgy E=SLI1I381 30mg
Generation: 04MAYQOOQ £01_2_1.sas/COPPR
Final

Date: July 31, 2000
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Table 1.2.1 {Page 3 of 3 )
Randomization and Study Outcome of Individual Subjects by Site
Protocol # 381.201

: Time on
Subject Randomization Randomization Treatment Study Last Drug**
Site Number Number Date Sequence Qutcome Visit* {days)
Site 4 12 12 10/02/1999 ABCDED Complete study 8 42
= Last study visit with efficacy information.
** Calculated as the date of last dose minus the date of first dose plus one.
NOTE: A=Placebo B=Adderall 10mg C=SLI381 10mg D=SL1381 20mg E=SLI381 30mg
Generation: 04MAYOO ‘ t01 2 1.sas/COPER

Final
Date: July 31, 2000



