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B. Full Novartis CTRD Template

Sponsor
Novartis Pharmaceuticals Corporation

Generic Drug Name

Methylphenidate hydrochloride

Therapeutic Area of Trial

Neuroscience/Psychiatry

Approved Indication

Methylphenidate hydrochloride is currently indicated in the treatment of ADHD in children aged
6 years or older, and in adults. Methylphenidate hydrochloride is also indicated in the treatment
of narcolepsy.

Protocol Number
CRIT124D2302
Title

A 40-week, randomized, double-blind, placebo-controlled, multicenter efficacy and safety study
of methylphenidate hydrochloride extended release in the treatment of adult patients with
childhood-onset of attention deficit hyperactivity disorder (ADHD)

Study Phase

Phase I1lb

Study Start/End Dates

Study Start: 24 Nov 2010 (first patient first visit)
Study Completion: 07 Aug 2012 (last patient last visit)

Study Design/Methodology

This was a randomized, double-blind, placebo-controlled, multicenter efficacy and safety study
in adult patients with ADHD with the following treatment periods: pre-randomization period,
treatment Period 1 (3 weeks titration followed by 6 weeks fixed-dose), treatment Period 2 (5
weeks titration to individual optimal dose) and treatment Period 3 (6 months withdrawal).

Centers

67 centers in 9 countries: Belgium (5), Colombia (3), Denmark (1), Germany (28), Norway (2),
Singapore (1), South Africa (3), Sweden (3), United States (21)
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Publication

1. V. Kumar, Y. Ginsberg, T. Tvedten, T. Arngrim, A. Philipsen, P. Gandhi, CW. Chen, M.
Huss. RIT-AB-40527 RIT-AB-40450 Methylphenidate hydrochloride modified release
(MPH-LA) in adults with attention deficit hyperactivity disorder (ADHD): Safety.
ADHD Atten Def Hyp Disord. 2013; (5): 111-247.

2. Y. Ginsberg, M. Huss, A. Philipsen, T. Tvedten, T. Arngrim, D. Gruener, K. Carter, CW.
Chen, P. Gandhi, V. Kumar. Methylphenidate hydrochloride modified release (MPH-LA)
in adults with attention deficit hyperactivity disorder (ADHD): self-rated, observer-rated
and physician-rated assessments show consistently significant improvement compared to
placebo. ADHD Atten Def Hyp Disord. 2013; (5): 111-247.

3. V. Kumar, Y. Ginsberg, T. Tvedten, T. Arngrim, D. Gruener, A. Philipsen, K. Carter,
CW. Chen, M. Huss. RIT-AB-38509 40 week, double-blind, placebo-controlled, efficacy
and safety study of methylphenidate hydrochloride modified release (MPH-LA) in adult
ADHD: study design. ADHD Atten Def Hyp Disord. 2013; (5): 111-247.

4. M. Huss, Y. Ginsberg, A. Philipsen, T. Tvedten, T. Arngrim, D. Gruener, K. Carter, CW.
Chen, V. Kumar. RIT-AB-38509 40 week, double-blind, placebo-controlled, efficacy and
safety study of methylphenidate hydrochloride modified release (MPH-LA) in adult
ADHD. ADHD Atten Def Hyp Disord. 2013; (5): 111-247.

Test Product (s), Dose(s), and Mode(s) of Administration

Investigational therapy was methylphenidate hydrochloride, modified release hard capsules taken
once daily in doses of 40, 60, or 80 mg

Statistical Methods

Statistical methods: Evaluation of the change from baseline to the end of Period 1 (Week 9)
treatment in the total score of the DSM-IV ADHD RS was performed using an analysis of
covariance (ANCOVA) model with treatment group and center as factors, and baseline DSM-1V
ADHD RS total score as covariate. For the SDS, the same ANCOVA model was utilized with
treatment group and center as factors, and baseline SDS total score as covariate.

For treatment failure during Period 3, a logistic-regression analysis using treatment as factor and
DSM-IV ADHD RS total score at baseline 1 and baseline 2 as covariates was performed. Any
missing DSM-1V ADHD RS scores were imputed based on the Multiple Imputation (MI)
approach and the dichotomized responses (failure/non-failure) were created according to the
treatment failure definition.

A logistic regression model with treatment as factor and baseline (visit 3 value) as covariate was
performed to analyze the proportion of patients with clinical improvement on the CGI-1 scale.
The same logistic model was performed for CGI-S scale.

The same ANCOVA models were utilized for CAARS and ASRS rating scales.
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Study Population: Inclusion/Exclusion Criteria and Demographics

Inclusion Criteria

Diagnosis of attention deficit/hyperactivity disorder (ADHD) with a confirmed onset in
childhood according to DSM-1V criteria

Female patients of childbearing potential must be practicing an acceptable method of
contraception

Exclusion Criteria

Patients with body mass index (BMI) less than 18.5 kg/m? or more than 35 kg/m?
History of alcohol or substance abuse within the last six months

History of seizures or use of anticonvulsant medication

Any psychiatric condition that requires medication or may interfere with study
participation

Pre-existing cardiovascular disorders including severe hypertension, heart failure,
myocardial infarction, etc.

Significant respiratory, hepatic, gastrointestinal, renal, hematological or oncologic
disorder

Diagnosis of glaucoma, hyperthyroidism, pheochromocytoma

Diagnosis of family history of Tourette’s syndrome

Pre-existing cerebrovascular disorders such as cerebral aneurysm, vascular abnormalities
including vasculitis or stroke
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Participant Flow

Patient disposition for Period 1 {All patients)

Ritalin LA Ritalin LA Ritalin LA All
40 mg 60 my B0 mg Ritalin L&  Placebo All
N=181 N=182 N=181 N=544 N=181 N=T25
Disposition/reason n(%) ni%) n(% ) ni% ) n{%) ni%)
Screened A, A A, A, I A, BE3
Randomized 181 162 181 544 181 725
Completed all Perod 1 186 (862) 147 (808) 145(80.1) 448(824) 155(856) 603(832)
wisits™
E-:::lnpbezteu and Entered 152(B840) 141775 138(76.2) 431(73.2) 153(845) 584(3808)
ernod
Discontinued
Total 29(16.0) MN(R25H 43(238) NMI(208) 280155 141194
Adverse event(s) 13( 7.2) 18( 99 26(144)  5T(105) 31T B0 ( B.3)
Unsatisfactory
therapeutic effect 20 1.1 2{ 1.1) 4 2.2 B{ 1.5) 11{ 6.1) 19{ 2.8
P atient withdrew
consent 528 8( 44) 6( 33) 19( 38) Ti(39 (38
Lost to follow-up 4{ 2.2 6( 3.3) 301N 13( 24) 4{ 22 17( 2.3
Administratve problems 0 0.0) 1( 0.9) 1( 0.8) 20 04) 2011 4( 0.6)
P rotocol deviation 3( 28 6( 3.3) 317N 14( 28) 1({ 08) 15( 2.1)

* Includes patients who discontinued the study for amy reason 3t Visit 8 and did not continue into Perod 2.

Denominator used in the percentage calculations: randomized patients.

NA=not applicable

Patient disposition for Period 2 {All Randomized patients in Period 1)

Dispesition reasen

Entered Period 2

Completed all Period 2 \isits™
Completed and Entered Period 3
Discontinued

Taotal

Adverse Event(s)
Unsatisfactory therapeutic effect
Subject withdrew consent

Lost to follow-up

Protocol deviation

AllRitalin LA

N=T25
n(%)
384 (100.0)
537( 92.0)
489(83.7)

95 ( 16.3)
22( 38)
40( 68)
20( 34)
10( 1.7)
3( 05)

Percentages for completingfdiscontinuing in Period 2 are based on the number of patients entered in

Period 2.

* Includes patients who discontinued the study for any reason at Visit 13 and did not continue into Period 3.
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Patient disposition for Period 2 by treatment group in Periocd 1
Randomized set for Periecd 1

Ritalin L& Ritalin L& Ritalin L& 211 Ritalin
40 mg E0 mg B0 mg LA Placebo
N*=181 N*=182 N*=181 =544 *=181
Disposition/reason n{¥) ni%) ni%) ni%) ni%)
Entered Period 2 152 (100.0) 141 (100.7 138 (100.0) 431 (100.0) 153 (100.90)
Complstad all periocd 2 wisits 141 [ 92.8) 132 | 23, 125 ( 90.6) 393 { 92.3) 139 | %0.8)
Completed and entersd period 3 127 | 83.¢6) 123 | 87.2) 114 { 82.8) 384 ( B4.5) 125 ( 81.7)
ADHD RS»>=30% improvement in period 2 140 [ 92.1) 133 [ 24.3) 128 ( 92.8) 401 { 93.0) 133 { %0.2)
Discontinued
Total 25 [ le.4) 18 ( 12.3) 24 ( 17.4) 87 ( 15.5) 23 ( 18.3)
Ldverse Event(s) 30 2.0) 4 [ 2.9) 7 ( 5.1) 14 { 3.2) 3 { 5.2)
Unsatisfactory therapeutic effect 13 | B.8) 7 ( 5.0) 7T { 5.1) 27 { €.3) 13 {( B.5
Subject withdrew consent g [ 32.9) 20 1.4} B { 5.8) 16 { 3.7) 4 { Z.g)
Lost to follow-up 3 ( 2.0) i 2.1) 1 {( 0.7) 7 1l.8) 3 ( 2.0)
Protocol deviation o ( 0.0) 20 L.4) 1L { 0.7 3 ( 0.7 a( 0.0
Patient disposition for Period 3 (Randomized Set for Period 3)
Ritalin Ritalin Ritalin
LA LA LA All
40 myg 60 mg 80 mg Ritalin LA Placebo All
N=114 N=132 N=120 N=366 N=123 N=485
Dispesitieon/reasen ni%) ni%) ni%) ni%) ni*) nj%)
Randomized in Period 1* 131 182 181 544 181 725
Completed Period 1% 156 147 145 448 155 603
Completed Period 2* 141 132 125 398 139 537
Randomized at end of Period 2 114 132 120 366 123 489
Completed BOS26) B3@7T7) TOS5B3) 193(527) 42(34.1) 235(48.1)
Discontinued
Total 54{474) B9(523) S0(41.7) 173(47.3) 81(659) 254(51.9)
Abverse event(s) 2(4.4) 11(83) 650 22(6.00 ar4.1 27953
Abnormal laboratory value(s) 0{00) O0{00) 0O{00) 0{0D0) 1{0.8) 1(032)
Abnormal test procedure result(s) 0] 0.0) 0{0.0) 1(08) 1 03) 0f 0.0 10 02)
Unsatisfactory therapeutic effect 28(246) 42(318) 29242) 99(270) 62(504) 161(32.9)
Patient's condition no longer reguires 109 000y O00) 103 00O 1 02)
study' drug
Patient withdrew consent 12(105) 6(4.5) 4033) 22(6.00 3(24) 25(5.1)
Lost to foll ow-up 3( 2.6) 4(3.0) B S0) 13(3.8) 24 16( 3.3)
Administrative problems 0{00) O{0m 108 103  0(0.0) 1(02)
Protocal deviation S5(44) 6(45 325 14(38 757 21043

* Randomized set far Period 1.

Denominator used in the percentage calcuations: randomized patients in Perod 3.
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Baseline Characteristics

Demographic and background characteristics by treatment
{Randomized Set for Period 1)

Ritalin Ritalin Ritalin All

LA 40mg LA 80mg LA& B0mg Ritalin L& Placebo All

(N=181) (N=182) ({N=181) (N=544) (N=181) (M=T25)
Age [years)
n 181 182 181 844 181 725
Mean 351 348 349 349 368 354
Median 35.0 340 34.0 MS 380 350
SD 11.37 10.79 11.13 11.08 1215 11.38
Min 18 18 18 18 18 18
kT B0 &0 a7 B0 B0 &0
Age group -n(%)
18-30 72 (398 Y8 429y TF1  (392) 221 (408) 66 (365) 287 (39.6)
31-40 39 215 45 (M7 40 (221) 124 (228) 38 (1. 162 (2.3
41-50 56 (309 45 (M7 57 (315) 158 (290) 47 (E0) 205 (283
51-60 14 (7.7 14 (7.7) 13 (7.2) 41 (7.9) 30 (1em) T (9.8)
Sex -nh)
Male 94  B19 105 (57.7) 95 (525) 294 (540) 101 (558) 395 (4.9
Female 87 @81 ¥ (423) 86 (479 260 (460) 80 (44.2) 330 (459
Race - n(%)

Caucasian 160 (884) 155 (85.2) 165 (912) 480 (882) 169 (934) 649 (B9.5)

Elack g (2.8) 7 (3.8) 4 (22 16 (2.9 4 (2.2) 20 (2.8)
Asian [ (3.3) 7 (3.8) 4 (22) 17 (3.1 1 (0.6) 16 (2.9)
Mathve 0 (0.0) 1 (0.5) 1 (05) 2 (0.4) 1] (0.0} 2 (0.3)
Amencan

P acific 0 {0.0) 1] (0.0 1] (0 0 (0.0 ] (0.0} 1] (0.0
Islander

Other 10 (5.59) 12 (6.6) T (3.9 29 (5.3) 7 (3.9) 36 (5.0)
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Ritalin Ritalin Ritalin All

LA 40mg LA s0myg L& 80myg Ritalin LA Placebho All

(N=181) (N=182) (N=181) (N=544) (N=181) (N=T25)
Ethnicity - n(%)
Hispanic 21 (11.8) 19 (104 12 (5.8) a2 (9.6) 15 (8.3 67 9.2)
fLating
Chinese 1 (0.8 1 (0.8 1 (0.8) 3 (0.8) 2 (1.13 ] (0.7
Indian 4 (2.2 4 (22 a (0.0) a (1.9 1] (0.0 a (1.1
Japanese 1 (0.e) 0 (0. a (0.0 1 (0.2 0 0.0y 1 0.1
f ixed 3 (1.7 2 (1.1 1 (0B) G (1.1 1 0.8) T 1.0y
ethnicity
Other 191 @34y 188 (BS5Y) 167 (923) 474 (8¥1) 163 (90.1) 63T (87O
Height (cm)
n 181 182 181 244 181 724
b eEan 1726 1737 17368 173.3 172.8 173.2
h edlian 172.0 174.0 1750 174.0 173.0 174.0
5D 89.66 9.36 968 9.596 9.87 9.64
fdin 14/ 147 145 145 147 145
Pl i 202 199 195 202 205 205
Weight (kg)
n 181 182 181 244 181 724
b Ean 76.49 77 T6.8 T6.8 778 7.0
h edlian 4.0 762 778 T6.0 794 76.0
5D 15.35 14 92 14 82 15.01 16 R 1542
fdin 47 43 47 43 44 43
o 143 145 118 145 133 145
Smoking status
Current a5 (304 66 (36.3) 90 (2Fe) 171 (31.4) 296 (30% 227 (31.3)
smoker (yes)
Cigarettes a2 (287 B3 (357 49  (2F1) 166 (30.49) 94 (298 220 (303
Cigars 1 (0.5) 2 (1.1 1 (0.5) 4 (0.7 1 i0.e) ] (0.7
Fipe a (0.0 0 (0.0 0 (0.0 a (0.0 1 (0.e) 1 0.1
Other 3 (1.7 1 (0.a) 0 (0.0 4 (0.7 1 (0.e) ] (0.7
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Demographic for patients in Period 2 by treatment

Randomized set for Period 3

Age (vears)

Lge group -ni%)
18-30
31-40
41-50
S51-6&0

Sex - n(%)
Male
Female

Race - n(%)
Caucasian
Black
Asian
Hative Zmerican
Pacific Islander
Other

Ritalin
LA 40mg
(H=114)

114

34.¢

31.5

11.65

18

58

53 (4€.5)
18 (1&.7)
32 (28.1)
10 (3.8)
4 (47.4)
&0 (52.8)

100 (87.7)
2 (1.8)
2 (1.8)
0 (0.0)
0 (0.0)
0 (3.8)

Lge (years) is at Period 1 baseline and Height

Ethnicity - n(%)
Hispanic/Latino
Chinese
Indian (Indian

subcontinent)

Japanese
Mixed Ethnicity
Other

Height (cm)

Mean
Median
D
Min
Max

Weight (kg)

Mean
Median
sD
Min
Max

Ritalin
LL 40mg
(H=114)
17 (14
0 1]
1 1]
0 (a.
0 (a.
98 (B4,

114

171.3

170.0
9.73

146

133

114

72.9
71.6

13.7¢

48

20

Rge (years) is at Period 1 baseline and Height

Ritalin Ritalin
LA &0mg LA Blmg
(H=132) (H=120
132 20
35.9 37.8
36.0 40.0
11.57 10.3%
18 18
&0 &0
48 (34.8) 34 (28.3
32 (24.2) 2 {22.5)
41 (31.1) 45 (37.5)
13 (9.8) 14 (11L.7
74 (56.1) 74 (&L.7)
58 (43.9) 4e  (38.3)
120 (90.9) 113 (94.2
1 (0.8) 4 (3.3
2 (1.5) 1 (0.8)
0 {0.0) 1 0.3)
0 (0.0) 0 0.0)
9 (6.8) 1 (0.8)
(cm) is at screening.

Ritalin Bitalin
LA e0mg LA B0mg
(N=132) (N=120)
14 (10.8) € (5.
1 (0.8) 0 (0.
3 2.3) 1 (0.
1 (0.8) 0 (0.
0 (0.0) 2 (1.
113 (85.8) 111 (92,
132 20
173.9 175.2
175.0 175.0
9.13 9.25
155 150
198 2058
132 20
77.0 82.8
75.0 g2.9
13.42 16.08
52 4
115 128
(cm) is at screening.

a)
a)
)

|:|]
7
5)

211
Ritalin LR
(N=3£¢)

368
36,1
38.0
11.42
18
€0
133 (36.3)
78 (21.3)
118 (32.2
37 (10.1)
202 (55.2)
€4 (44.8)
333 (91.0)
7 (L.9)
5 (L.4)
1 0.3)
D 0.0)
20 {5.5)

Demographic for patients in Period 3 by trsatment
Randomized set for Period

3
all
Ritalin LA
(N=368)
37 (10.1)

1 (0.3
5 (L.4)
1 {0.3)
z  {0.5)
320 (87.4)
366
173.5
174.0
5.47
146
205
366
77.6
75.9
14.35
a5
128

Placebao
(N=123)
123
34,8
34.0
11.51
18
&0
52 (42.3)
27 (22.0)
31 (25.2
13 (10.€)
71 (57.7)
52 (42.3)
107 (87.0
7 (5.7)
3 (2.4)
1 0.8
0 0.0
5 (4.1)
Placebao
(=123}
10 B.1)
2 (1.6)
0 (0.0}
0 (0.0}
2 (1.6)
109 (88.€)
123
173.5
175.0
9.37
147
180
123
7.4
7.4
le.20
44
145

a1l
(N=489)
489
35,8
37.0
11.44
13
80
185 (37.8
105 (21.5)
149  (30.5)
50 (10.2
273 (55.8)
216 (44.2)
440  (90.0
14 (2.9)
3 (L.6)
2 (0.4)
0 (0.0
25 (5.1)
211
(N=489)
47 (9.8)
3 (0.8)
5 (1.0}
1 (0.2)
4 (0.8)
429 (87.7)
489
173.5
174.0
9,43
146
205
489
77.8
76.2
15.26
44
145
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Demographic for patients in Period 3 by trsatment
Randomized set for Period 3

Ritalin Ritalin Ritalin 211
LA 40mg LA e0mg LA G0mg Ritalin LA Placebao AlL
(H=114) (H=132) (H=120) (N=3€E) (=123} (H=489)
BMI (kg/m=*Z2)
n 114 132 120 366 123 489
M=an 24.8 25.5 26.8 25.7 25.9 25.7
M=dian 24.4 24.9 26.7 25.2 25.7 25.3
sD 3.75 3.81 3.87 3.89 4.24 3.86
Min 18 18 1lg 18 18 18
Max 35 35 5 35 44 44

Smoking status

Current smoker (ves) 35 (30.7) 37 (28.0) 36 (30.0) 108 (2%.5) 38 (30.9) 146 (29.%)}
Cigarettes 34 (29.8) 36 (27.3) 36 (30.0) 106 (29.0) 37 (30.1) 143 (29.2)
Cigars 2 (l.8) 1 (0.8} 0 (0.0} 3 ({0.8) 0O (0.0) 3 (0.6}
Pipe 0 (0.0} 0 (0.0} 0 (0.0} 0 {0.0) 1 (0.8) 1 (0.2}
Other 0 (0.0} 1 (0.8} 1 (0.8) 2 {0.5) 0 (0.0} 2 (0.4}

Outcome Measures

Primary Outcome Result(s)

Analysis of improvement from baseline 1 to end of Period 1 on
DSM-IV ADHD RS total score by treatment f LOCF (Full Analysis Set
for Period 1) - Primary endpoint

Ritalin LA Ritalin L& Ritalin LA
Statistics 40 myg _ E0mgyg BOmyg ~ Placebo
Visit2 (Baseline1) N 174 175 179 172
Mean <Nt 389 34 391
Median 320 38.0 400 380
sD 6.19 557 5.55 595
Min a0 30 29 21
[E 54 24 53 54
Final visit® M 160 155 156 161
Mean 237 24.0 25 295
Median 25 24.0 21.0 310
sD 12 62 11.30 1153 11.64
Min 0 4 0 2
Max 54 50 a4 54
Improvementfrom N 120 1595 196 161
Baseline 1 Mean 16.0 14.7 16.8 97
sD 12.18 10.12 11.36 11.05
LS mean 1545 14.71 16.36 9.35
LS mean dfference from 610 (368, 536(292,779) 7.0 (4.59,
placebo{95% Cl) 8.53) 9.4
p-value™ =0.0001 «<0,0001 <0.0001
significance lever™ 00167 0.0208 0.0313

9|Page



) NOVARTIS

Improvermnent is a decrease and is calculated as baseline 1 - Final Yisit value.

LS mean = Least sguares mean changes from the Analysis of Covanance (ANCCWA) modelwith treatm ent
group, center as factors and baseline DSM-1Y ADHD RS total score a5 covariate.

*LOCF using the final wisit for each patient with data in the Saweek fixed-dose phase of Period 1.
Twio-sided p-value based on the difference between each Ritalin LA group and Flacebo.

TrSignificance level =the final two-sided level of significancelalpha) for the test following the extended
gatekeeping procedure. Statistical significance is indicated if p < sigrificance level,

Analysis of improvement from baseline 1 to end of Period 1 on SDS
total score by treatment / LOCF {FAS for Period 1) - Primary endpoint

RitalinLA  Ritalin LA  Ritalin LA

Stafistics 40 mg 60 mg 80 mg Placebo
Visit 2 (Baseline 1) M 172 171 176 166
Mean 207 19.2 196 19.9
Median 210 200 200 200
SD a7 6.14 5.68 517
Min 1 1] 0 2
Mz an an 30 a0
Final visit® L 151 149 149 154
Mean 145 149 138 16.9
median 150 150 130 18.0
sD 7.39 7.25 7.18 71
Min 0 o 0 0
Pl an an 30 an
Improvem ent from M 151 146 148 152
basaline 1
Mean 6.4 4.7 6.1 29
SD 754 7.08 7.3 747
LS mean 2.89 4.90 6.47 2.03
LS mean difference from 286 (133, 187(033, 344019,
placebo(95% C1) 4 .38) 3.41) 497
p-value™ 0.0003 00176 <0.0001
significance level™™ 00167 00205 0.0313

Improvement is a decrease andis calculated as baseling 1 - Final Visit value.

LS mean = Least squares mean changes from the Analysis of Covanance (ANCCOWVA) model with treatment
Qroup, center as ractors and baseling S05 total score as covanate.

*LOCF using the final visit for each patient with data in the &-week fixed-dose phase of Period 1.
“Two-sided povalue based on the difference between each Ritalin LA aroup and Placebo

=rSignificance level =the final two-sided level of significance (alpha) for the test following the extended
gatekeeping procedure. Statistical sigrificance is indicated if p < sigrificance level,
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Percentage of treatment failures during Period 3 (Full Analysis Set for
Period 3) - Primary endpoint

All Ritalin LA vs Placebo
Al Ritalin LA Placebo Palue™
N=352 N=115 Odds ratio (significance
n %) n (%) B5% Cl) learad™™)
Without imputation
Treatment failure 29 (16.8) S0(43.9)
Mot treatment failure 188 (334) 36(31.3
Missing treatment failure status * 104 (29.5) 29(25.2)
With imputation
Treatment failure * 75 (21.3) 57 (49.86) 0.3(0.2, 0.4) <00001(0.0500)
Mot treatment failure 277 (78N 98 (50.4)

One patient in Ritalin LA 80mg does not hiave post baseline 2 measurements.

*\where the treatment failure status was missing and therefore requiring imputation, the missing DSM-IV ADHD
RS scores were derrved using the Multiple Imputation approach.

* A treatment failure durng Period 3 is defined as: 30% or more worsening on OsM-Y ADHD RS rating scale
score from Period 3 baseline at Visit 13 (randomization 2) AND |ess than 30% remaining improvement from
Perod 1 baseline score (sit 2) on DSM-IV ADHD RS rating scale.

** Based on comparison between the proportion of treatment failures each Ritalin LA group and Placebo from
the logistic regression model using treatment, center as factors, and ADHD RS total score at re-randomization
baseline for period 3 a3 covanate,

== Significance level = the final two-siced alpha for the test following extended gatekeeping procedure,

Percentage of treatment failures during Periocd 3 by dose group
Full analysis set for Period 3

Ritalin LA 40mg Ritalin LA &0mg Ritalin LA E50mg Placebo
N=110 N=128 =114 N=115
n (%) n (%) n (%) n (%)
Without imputation
Treatment failure 13( 11.8) 26( 20.3) 20( 17.5) 50 43.5)
HNot treatment failure €0( 54.5) €4 50.0) €4 ( 5&.1) 3e( 21.3
Missing Treatment failure status 37( 33.8) 38( 29.7) 29( 25.4) 28 25.2)
With imputaticn
Treatment failure * 16( 16.4) 34( 26.8) 23( 20.2) 57( 4%.6)
Not treatment failure 92( 83.8) 94 73.4) 91({ 79.8) S8 S50.4
Odds ratio (95% CI)[Ritalin L2 0.2( 0.1, 0.4) 0.4( 0.2, 0.7) 0.3( 0.1, 0.5)
vs Placebo]
p-value ** <0.0001 0.0008 <0.0001

One patient in Ritalin LR 80 mg group does not have any period 3 wvisit.

The missing DSM-IV ADHD RS scores are imputed based on the Multiple Imputation

*Treatment failure is defined as: 100x(D3SM-IV ADHD RS total score during Period 3 - DSM-IV ARDHD RS total score at
re-randomization (wvisit 13))/DSM-IV ADHD RS total score at re-randomization (visit 13) >= 30% AND

100x= (DSM-IV ADHD RS total scors during Period 3 - DSM-IV ADHD BS total scores at randomization (visit Z) ) /DSM-IV
ADHD RS total score at randomization (visit Z) > - 30%.

**Based on compariscon between the proportion of treatment failures each Ritalin LA group and Placebo from the logistic
regression model using treatment,and both baseline scores as covariates.
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Secondary Outcome Result(s)

Proportion of patients with improvement on CGI-l scale from baseline
1 to end of Period 1 by treatment / LOCF (Full Analysis Set for
Period 1) — Key Secondary Endpoint

Ritalin LA Ritalin LA Ritalin LA

40 mg 60 mg 80 mg Placebo
N=174 N=175 N=179 N=172
n (%) 90 (56.3) 85 (54.8) 89 (57.1) 51 (31.7)
Odds-ratio* 2.44 225 2.51
95% CI for odds-ratio (1.52, 3.93) (1.40, 3.64) (1.56, 4.05)
p-value** 0.0002 0.0009 0.0002
significance level*** 0.0167 0.0250 0.0500

Improvement on the CGI-l scale is defined as a visit rating of 1 “very much improved” or 2 “much improved”

on the CGl-l scale.

*The odds of Ritalin LA-treated patient having improvement on the CGI-I| scale relative to the odds of a
Placebo treated patient based on the logistic regression model using treatment, and baseline (Visit 3 value)

as covariate.
*LOCF using the last visit for the patient in the 6-week fixed-dose phase of Period 1.

** Two-sided p-value based on comparison between each Ritalin LA group and Placebo using the logistic

regression model.

***Significance level = the final two-sided level of significance (alpha) for the test following the extended

gatekeeping procedure. Statistical significance is indicated if p < significance level.

n (%) is based on evaluable patients.

Analysis of the proportion of patients with iﬁp:ovemen: on CGI-I scale in Period 1
by treatment and visit/ LOCF

Full analysis set for Period 1

Ritalin LA Ritalin LA

40 mg €0 mg 80 mg Placebo

Visitc Statistics N=174 K=175 H=17% H=172
Visit 3 n (%) 40 ( 23.7) 30 ( 17.9) 40 ( 23.1) 13 ( 7.8)
Visit 4 n (%) €5 ( 39.4) 52 ( 31.3) €3 ( 37.7) 30 ( 18.2)
Visit S n (%) 72 ( 45.8) 73 ( 46.8 73 ( 47.1) 48 ( 25.€)
Visit € n (%) 83 ( 55.0) B2 ( 58.2) B4 ( 57.5) 49 ( 32.9)
Visit 7 n (%) 90 ( 59.€) 86 ( €0.1) 87 ( €0.8) 4z ( 28.4)
Final visit n (%) 90 ( 56.3) 85 ( 54.8) B9 ( 57.1) 51 ( 31L.7)

Odds-ratio* Z.44 2.2% 2.51

95% CI for odds-ratic {1.52, 3.93) ( 1.40, 3.64) { 1.56, 4.05)

p-valus** 0.0002 0.0009 0.0002

significance level®*®s 0.01&7 0250 0.0500
n (%) is based on evaluable patients.

the CGI-I scale is defined as a visit rating of 1 “very much improved” or 2 "much improved” on the

Inprovement on
CGI-I scale.

gate

odds of Ritalin LA-treated patient having improvement on the CGI-I scale relative to the odds of a Placebo treated
nt based on the logistic regression model using treatment, and baseline as covariate.

using the final wvisit for the patient in E-week fixed-dose phase of Period 1.

-sided p-value based on comparison between each Ritalin LA group and Placebo using the logistic regression model.
icance level = the final two-sided level of significance (alpha or the test following the extended

keeping procedure. Statistical significance is indicated if p < significance level.
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Improvement from baseline 1 in DSM4Y ADHD RS total score, SDS
total score, CAARS-0O:S total score and ASRS total score at the end of
Period 2 (Visit 13/ Week 14) (Full Analysis Set for Period 2)

All Ritalin LA Group (T otal N=563)

Efficacy Assessment at Visit 13/ Week 14 N Mean SD

DSk-1% ADHD total score 494 248 897
SDS total score 480 101 1.25
CAARS-0.S total score 411 15.4 15.25
ASRS total scone 480 32 1416

* The majority of patients had attained their individual optimal dose at \Visit 13/ Week 14

CGIH rating at the end of Period 2 (Visit 13/ Week 14) (Full Analysis Set
for Period 2)

All Ritalin LA Group (N=563)

1 =Very much improved 2- Much improved
n- ﬂ*- ": lJ,-’-
CGH rating atVisit 13/ Week 14 1935 396 230 467

* The majority of patients had attained their individual optimal dose at Visit 13/ WWeek 14.
* Based on patients with available data (492)

Al Ritalin 1A
Ne5E3

CR& (Ch
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CGI-S rating at the end of Period 2 (Visit 13/ Week 14) (Full Analysis

Set for Period 2)
All Ritalin LA Group (N=563)
1= Normal, not ill atall 2- Boderline mentally ill
n* %= n* %=
CGIS rating at Visit 13/ Week 14 a1 185 151 30.7

* The majority of patients had attained their individual optimal dose at Visit 13/ Week 14.
* Based on patients with available data (492)

All Ritalin IA
Gender/Age Group N=5¢3
(in years) n (%)
Visit 13 (Week 14) Overall 1 (Normal, not ill at all) 91( 16.2)
2 (Borderline mentally ill) 151( 2¢.8
3 (Mildly ill) 183( 34.3)
4 (Moderately ill) SO( 8.9)
S (Markedly ill) " L.2)
¢ (Severely ill) 0
7 (Among the most extremely 0

ill patients)
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Analysis of change from baseline 2 to end of Period 3 on DSMdV
ADHD RS total score by treatment / MMRM analysis {Full Analysis Set

for Period 3)
Ritalin LA Ritalin LA Ritalin L& All

Statistics 40 mg 80 mg g0 mg RitalinLA Placebo
Visit13 N 110 128 114 352 115
(Baseline 2)

MWean 123 131 14.9 134 14.0

Wedian 11.0 13.0 15.0 130 14.0

sD T.07 6.06 7.559 6.95 754

Mlin 0 1] ] ] ]

hla 28 29 30 30 33
Final visit*® '] 101 121 106 328 106

MWean 154 18.3 17.2 17.1 235

Median 14.0 17.0 17.0 15.0 24.0

5D 11.39 1091 1021 1087 1287

Mlin 0 1] 0 ] ]

hlax 54 1 a7 54 47
Final score ] 101 121 106 328 106
change from
Baseline2

Wean an 51 26 a6 9.3

5D 1007 1085 867 9.95 11.95

LS mean 0.40 2.4 1.16 1.37 6.30

LS mean -590(-7.88,- -3.89(-581,- -514(-7.10- -4.94(-656 -

difference from 392) 1.97) 3.18) 3.32)

placebo(95%

(]

pevalue™™ <0.0001 <0.0001 <0.0001 =0.0001

LS Mean = least squares mean, SE = standard error of the mean, Cl = confidence interval.

Worsening from Baseline 2 is calculated as Final Visit value - Visit 13 value,

MMREM (mixed-effect models for repeated measures). DSM-IY ADHD RS total score change from baseline =
treatmert, center, visit (categorcal), treatment by visit interaction, baseline score and baseline score by wisit

interaction.
*No multiple imputation approach was applied.
= Twio-sided p-value based on the difference between each Ritalin LA group and Placebo.
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Analysis of change from baseline 2 to end of Period 3 on SDS total
score by treatment / LOCF Multiple Imputation {(Full Analysis Set for

Period 3)
Ritalin LA Ritalin L& Ritalin LA Aall

Statistics 40 mg 60 mg 80mg RitalinLA Placebo
¥isitl3 (Baseline2) N 110 128 112 350 115

hean a7 a8 11.2 949 93

Median a0 a0 10.0 an 90

s 2.34 B35 6.40 b6.14 266

Min ] 0 1] 0 0

e 21 30 28 30 29
Final visit M 100 118 103 an 102

Mean 108 119 13.2 120 143

Median 11.0 11.0 13.0 11.0 145

S0 7.03 711 6.60 697 797

Min 1] ] 1] 1 0

hax 30 30 30 30 28
Final score change N 100 118 101 J19 102
from baseline2

Mean 2.1 2.3 2.0 21 2.0

sD 6.34 719 6.81 6.79 3.1%9

LS mean ™ 1.30 1.86 282 198 548

LS mean difference 418 - 2.621(- -2.66 (- -3.52(-

from placebo (95% Cl)* 6.03-2.33) 5.38-185) 456-077) 503-2.02)

vl ue™ <0.0001 =0.0001 0.0058 =0.0001

Final wisit onhy includes non-missing end visit values.

Change from baseline is calculated as Final Visit value — baseling 2 value.

Analysis of Covariance (ANCOVA) model is used with treatment group, center as factors and baseline

(Perod 3) SDS total score as covariate
Final visit only includes non-missing end visit vaues

* For missing SDS total score at weelk 40, 1ast available post-baseline score at earty discontinuation is camied
forward. If no postbaseline score is available, missing 505 total scores at week 40 are imputed based on the

Multiple Imputation approach within each treatment am.
* Based on comparison betwesn Ritalin LA and Placebo.
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Enalysis of the proportion of patients with worsening from baseline 2 on CGI-I scale in Period 3
by treatment / LOCF
Full analysis set for Period 3

Ritalin LA Ritalin LA Ritalin L&

40 mg 60 mg B0 mg All Ritalin LA Placebo
Statistics N=110 N=1Z28 N=114 N=35Z N=115
n (%) e ( 5.9 13 { 10.8) S { 4.9) 24 [ 7.3) 21 ( 19.49)
Odds-racio* 0.26 0.50 0.20 0.32
95% CI for odds-ratio ( 0.10, 0.86) { 0.24, 1.05) ( 0.07, 0.55) { 0.17, 0.61)
p-valus¥¥ 0.0050 0.0&E8 0.0020 0.000%

Worsening in CGI-I is a score of € or 7. n (%) is based on evaluable patisnts.

*The odds of Ritalin LA-treated patient having worsening on CGI-I scale relative to the odds of a Placebo-treated
patient based on the logistic regression model using treatment, and baseline 1 as covariate.

** Two-sided p-value based on comparison between each Ritalin LA group and Placebo using the logistic regression

model. Statistical signficance is indicated if p < 0.05

Proportion of patients with ;rorsening on CGI-S scale from baseline 2
to end of Period 3 by treatment / LOCF/Multiple Imputation (Full
Analysis Set for Period 3)

Ritalin LA Ritalin LA Ritalin LA

40 mg 60 mg 80 mg AllRitalin LA  Placebo
Statistics N=110 N=128 N=113 N=351  ON=114
n (%) 39 (38.2) 50 (41.7) 35 (32.7) 124 (37.7) 72 (85.5)
Odds-ratio" 0.32 0.35 0.25 0.31
95% Cl for odds-ratio (0.18,055) (0.21,0.80) (0.14,0.45) (0.19, 0.48)
p-value** <0.0001 0.0001 <0.0001 <0.0001

n(%) based on evaluable patients. Worsening from baseline 2 to end of Period 3 defined as increase on CGI-S.
For missing CGI-S score at week 40, last available post-baseline score at early discontinuation is camed
forward.

If no post-baseline score is available, missing CGI-S score at week 40 is imputed based on the Multiple
Imputation approach within each treatment arm.

*The odds of Ritalin LA-treated patient having worsening on CGI-S scale relative to the odds of a
Placebo-treated patient based on the logistic regression model using treatment, center as factors, and baseline
1 as covanate.

** Two-sided p-value based on comparison between each Ritalin LA group and Placebo using the logistic
regression model. Statistical significance is indicated if p < 0.05.

17|Page



) NOVARTIS

Analysis of the proportion of pati ¢ith worsening from baseline 2 on CGI-S scale in Period 3

/ LOCF/Multiple Imputation
nalysis set for Period 3

Ritalin LX Ritalin IA

€0 mg 80 mg All Ritalin LA Placebo

Statistics N=12¢2 N=114 N=352 N=11S
a (%) SO ( 41.7) 38 ( 32.7) 124 ( 37.7) 72 ( 65.95)
Odds-ratio* 0.3% ).31
9S% CI for odds-ratio ( 0.21, 0.60) 4s) ( 0.19 .48)
p-value** 0.0001 <0.0001

n (%) based on evaluable patients. Worsening from baseline 2 to end of Period 3 defined as increase on CGI-S.

*The odds of Ritalin LA-treated patient having worsening on CGI-S scale relative to the odds of a Placebo-treated
patient based on the logistic *eq:ess on model using treatment, and baseline 1 as ¢ iate,
For missing CGI-S score at week 40, last available post-baseline score at early discontinuation is carried forward.

If no post-baseline score is av e--eo.e missing CGI-S score at week 40

is imputed base n the Multiple Imputation

appx >ach within QAy\ treatment arm.
** Two-sided p-value based on comparison between each Ritalin LA group and
Placebo using the logistic regression model. Statistical signficance is indicated if p < 0.08

Analysis of change from baseline 2 to end of Period 3 in CAARS-0O:S
total score by treatment f LOCF/Multiple Imputation (Full Analysis Set

for Period 3)
Ritalin LA RitalinLA RitalinlLa All Flaceb
Statistics 40 mg 60 mg B0 mg Ritalin LA o
Visit13 (Baseline2) N 109 126 113 348 115
Mean B 296 343 308 333
Median 20 260 330 300 330
sD 12.73 1254 14 60 1349 1319
Iin o B 2 o 7
Max g8 64 73 73 73
Final visit ] 76 g2 83 251 73
Mean 2.0 anzy 3435 306 362
Median 250 29.0 340 290 340
sD 13.39 1408 14.62 14.41 1482
Min o B o 0 0
s 63 62 75 75 73
Final score change N 76 92 83 21 78
from baseline 2
Mean =27 1.7 -0.2 -03 29
sD 11.74 1200 14.23 12,78 15.26
LS mean ® -2.89 149 286 053 6.40
LS mean difference from  -9.29(- -491 (- -354(- -585(-929-
placebo (95% CI) ™ 134-518) 885097 758,049 2.44)
pvalue™ <0.0001 0.0147 0.0855 0.0008

Final isit only includes non-missing end visit values,

Worsening is an increase and is calculated 25 Final Visit value — baseline 2 value,
Amalysis of Covanance (ANCOWVA) model is used with treatment group, center as factors and baseline (Period

3)total score as covariate .

* For missing total score & week 40, last available post-baseline score at eany discontinuation is carmed
forward. If no post-baseline score is available, missing total scores at week 40 are imputed based on the

Multiple Imputation approach within each treatment arm.
** Based on comparison between Ritalin LA and Placebo.
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Analysis of change from baseline 2 to end of Period 3 in ASRS total
score by treatment / LOCFMultiple Imputation {(Full Analysis Set for

Period 3)
Ritalin L& Ritalin LA RitalinLA Al
Statistics 40 mg e0mg 80mg RitalinLA Placebo
Yisitl3 (Baseline2) N 110 128 113 351 115
hean 26.8 280 306 28.5 292
Median 27.0 270 30.0 280 300
sD 1321 11.02 11.34 1.9 1207
Min 0 1 0 0 2
lE 72 o6 92 72 58
Final visit N 99 1149 105 323 103
Mean 23.9 319 333 318 36.9
Median 29.0 J0.0 0 30.0 38.0
sD 14.95 12.58 13.03 13.82 1423
tdin I o 0 I 0
hax 72 69 T2 T2 68
Final score change N 99 119 105 323 103
from baseline2
Mean 3.0 3.8 3.0 33 8.0
sD 1264 12.66 11.54 1227 16.39
LS mean * 1.66 280 3.24 257 B.9a
LS mean difference from 731 (- -6.18 (- -5.74 (- -6.41 (-
placebo (95% CI) ™ 10.9-3.76) 9.55-281) 935-213) 9.30-3.53)
p-value™ <0.0001 00003 00018 <0.0001

Final “isit onty includes non-missing end visitvalues.

Change from haseline is calculated as Final visit value — baseling 2 value.

Anahysis of Covanance (ANCOWVA]) model is used with treatment group, center as factors and baseling
(Perod 3) total score a5 covariabe

Final wisit onby includes non-missing end visit values.

* For missing total score at week 40, 1ast available post-baseline score at earty discontinuation is camied
forward, If no post-baseline score is avalable, missing tota scores at week 40 are imputed based on the
Multiple Imputation approach within each treatment anm .

* Based on comparison between Ritalin LA and Placebo.
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Safety Results

Number (%) of patients with AEs during Period 1 by primary system
organ class and treatment (Safety Analysis Set for Period 1)

Ritalin LA RitalinLA  Ritalin LA All
40mg 60 mg 80 mg Ritalin LA Placebo
N=180 N=181 MN=181 N=542 N=180
ni%) n(%) ni%) ni%) ni%)
Primary system organ class _ _ _ _ _
Any primary system organ class 131 (72.8) 134 (74.0) 136 (751) 401 (74.0) 108 (60.0)
Blood and Lymphatic System Disorders 0 (00 0 (00 1 (08)y 1 (0.2) 1] (0.0}
Cardiac Disorders 19 (83) 24 (133) 24 (133 63 (11g 1 (0.6)
Ear and Lakyrinth Disorders 5 @28 7 (3% 8 (44 20 (37 4 (2.2)
Endocringe Disorders 1 06y O (0o 0o ((o0Oy 1 (0.2) 0 (0.0)
Eye Disorders 4 (22 5 (28 6 (33 153 (28 4 (2.2)
Gastrointestinal Disorders 67 (372 61 (337) 68 (376) 19 (362) 29 (16.1)
General Disarders and Administration 30 (8T 33 (182) 33 (1B 96 (1T W (150
Site Conditions
Immune Systemn Disorders 1 0By 0O (0 2 (11)y 3 (08 0 (0.0}
Infections and Infestations 42 (233 28 (195) 34 (188 104 (192) 40 (222)
Imjury, Poisoning and Procedural 6 (33) 5 (28 6 (33) 17 (3.1) 2 (1.1)
Complications
Imvestigations 12 |87y 10 (53 24 (133) 46 (8.9 & (3.3)
Metabolism and Mutrition Disorders 40 (222 49 (2T1) 49 (271 138 (255 13 (7.2)

Musculoskeletal and Connective Tissue 10 (56) 12 (668) 10 (55) 32 (59 11 (6.1)
Disonders

Mersous Systemn Disorders 63 (35.0) 59 (326) 52 (287 174 (32.1) 45 (250)
Psychigtric Disorders 56 (32.2) 63 (348) 87 (370 188 (347 25 (139
Renal and Urninary Disorders 1 0By 2 (1.1 2 1)y 5§ (09 0 (0.0)
Feproductive System and Breast 3 (1.7 ] (2.8) (5 33y 14 [(2.8) 2 (1.1)
Disonders

Respiratory, Thoracic and Mediastinal 6 (33) B (44) 12 (68) 26 (@48 4 (22)
Disorders

Skin and Subcutaneous Tissue 16 8.9 18 (99 21 (ML) 95 (101 11 [B.1)
Disorders

Vascular Disorders 6 (33 & (33 5 (28 17 (31) 1 (08)

AE s that occurred after patient's treatrment end date are not included,

20|Page



) NOVARTIS

Number (%) of patients with most frequent AEs during Period 1 by
preferred term and treatment (==5% for any group) (Safety Analysis
Set for Period 1)

Ritalin LA RitalinLA Ritalin LA All

40 mg g0 mgy 80mg  RitalinLA  Placebo

N=180 N=181 N=181 N=542 N=180

n%) h(%) ni%) n(%) ni%)
Total no. of patients with AEs 131 (728) 134 (74.0) 136 (75.1) 401 (74.0) 108 (60.0)
Decreased appetite 39 (217) 49 (2711 48 (265 136 (251) B 44
Headache 39 (217) 42 (2327 30 (166) 111 (208) 30 (16.7)
Dry movth M (189) 39 (215 37 (204) 110 (203 4 (2.2)
Nausea 15 (8.3) 20 (11.00 23 (127 5 (107) 9 (5.0
Nasopharyngitis 22 (1221 15 (B3 17 (947 84 (100 17 (9.4
Insomnia 13 (7.2 18 (39) 13 (72) 44 (81 7 (3.9
Hyperhidrosis 12 (67) 14 (7.7) 17 (94) 43 (79 5 (28
P alpitations B (44) 15 (83) 16 (8B) 3@ (72 1 (06
Fatigue 11 (6.1 16 (88 11 (&1 3/ (70 11 (6.1
Dizziness 12 (67 9 (50) 11 (&1) 32 (583 5 (2.8
Irritability 11 (6.1) 12 (66 9 (500 32 (59 8 (44
ArKiety B (44 11 (1) 10 (85 29 (54) 1 (06
Initial insormnia 9 (500 4 (22) 15 (83 B (52 2 (1.1)
Restlessness 9 (50) 10 (55 7 (3® 2% (48 5 (2.8
Tachycardia 6 (3.3 10 (55 10 (55 26 (48 0 (0.0
Abdominal pain upper E (33 3 (17 13 (72 2 @n 7 (39
Diarthoea 4 (22 4 (220 9 (80) 17 (310 12 (67

AEs are sorted by descending frequency within "All Ritalin LA" groug.
AEs that occurred after patient's treatment end date are not included.
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Number (%) of patients with AEs during Period 2 by primary system

organ class (Safety Analysis Set for Period 2)

Primary system organ class

Any primary system organ class

Elood and Lymphatic System Disorders
Cardiac Disorders

Congenital, Famiial and Genetic Disorders

Ear and Labyrinth Disorders

Endocring Disorders

Eve Disorders

Gastointestinal Disorders

General Disorders and Administration Site Conditions
Immune System Disorders

Infections and Infestations

Injury, Poisoning and Procedura Complications
Irvvestigations

Metabolism and Nutrition Disorders
Musculoskeletal and Connective Tissue Disorders
MNervous Systern Disorders

Psychiatric Disorders

Renzal and Urinary Disorders

Reproductive System and Breast Disorders
Respiratory, Thoracic and Mediastinal Disorders
Skin and Subcutaneous Tissue Disorders
Wascular Disorders

All
Ritalin LA
N=580
ni%)

378 (85.2)
1 (0.2)
59 (10.2)
1 (0.2)
11 (1.9)
1 (0.2)
6 (1.0)
105 (18.1)
75 (12.9)
4 (0.7)
87 (15.0)
17 (2.9)
29 (5.0
64 (11.0)
27 @.7)
121 (20.9)
145 (25.0)
3 (0.5)
6 (1.0)
27 (@.7)
33 (5.7)
7 (1.2)

AEs that occumred ater patient's treatrment end date are not included
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Number (%) of patients with most frequent AEs during Period 2 by
preferred term {>=5%) (Safety Analysis Set for Period 2)

All
Ritalin LA

N=580

ey
Total heo. of patients with AEs 378 (65.2)
Headache 78 (13.4)
Decreased appette B2 (10.7)
Dry mouth a0 (85)
Masopharynotis 43 (74
Mauses 37 (64
Insomnia 34 (89
Palpitations 25 (a0
Tachycardia 25 (50)

AEs are sorted by descending frequency within "All Ritalin LA" group.
AEs that occurred after patient's treatrment end date are not included.
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Number (%) of patients with AEs during Period 3 by primary system

organ class and treatment (Safety Analysis Set for Period 3)

Ritalin LA Ritalin LA Ritalin L&
40 mg

N=113
n(%)

Primary system organ class
Any primary System organ class B4 (56.6)
Blood and Lymphatic System Disorders 1 (0.9)
Cardiac Disorders 5 (44)
Congenital, Familial and Genetic 0o (00O)
Disorders
Ear and Latyrinth Disorders 2 (18
Endocrine Disorders 0o (00)
Eye Disorders 2 18
Gastrointestinal Disorders 13 (11.5)
General Disorders and Administration 6 (53)
Site Conditions
Hepatobiliary Disorders o (00
Immune System Disorders 1 (09
Infections and Infestations 28 (24.8)
Injury, Poisoning and Procedural 5 (4.4)
Complications
Investigations 4  (359)
Metabolism and Nutrition Disorders 4 (35)
Musculoskeletal and Connective Tissue 11 (2.7)
Disorders
Mervous System Disorders 14 (124)
Psychiatric Disorders 12 (10.6)
Renal and Urinary Disorders 0o (00)
Reproductive System and Breast 4 (3.9
Disorders
Respiratory, Thoracic and Mediastinal 5 (44)
Disorders
Skin and Subcutaneous Tissue Disorders 6 (5.3)
Vascular Disorders 2 (18)

60 mg
N=130
ni%)
75 (577)
2 (15)
2 (15)
1 (08)
1 (08)
1 {08)
a (3N
15 (1185)
B (62)
0 (00
0 (00)
27 (208)
B (62)
4 (an
6 (486)
9 (69)
21 (16.2)
15 (115)
1 (08)
0 (00)
5 (38)
4 (@an
3 (23)

80 mg
N=118
n(%)
58 (49.2)
0 (00)
7T (59
0 (00)
1 (08)
0 (00)
3 (25
16 (136)
3 (25)
1 (08)
1 (08)
26 (220)
4 (34
4 (34)
4 (34)
8 (68)
12 (102)
14 (119)
3 (25
0 (00)
5 (42)
2 (N
3 (25)

All
Ritalin LA
MN=351
n()
197 (34.6)
3 (08
14 (3.9
1 (03
4 (1.1
1 {03
9 (25
44 (12.2)
17 4.7
1 (0.3
2 (08
81 (224)
17 47
12 (33
14 (3.9
28 (7.8
47 [(13.0)
41 (11.4)
4 (1.1
4 (1.1
15 4.2
12 (33
8 (22

Placebo
N=121
ni%)
44 (364)
0 (0.0)
2 1n
0 (00
1 (08)
0 (00
0 (00)
6 (5.0)
7 (58)
0 (00)
0 (00)
18 (149)
3 (25)
a (33
2 (17
9 (74)
12 (9.9)
12 (99)
0 (00)
1 (08)
3 (25)
2 (7
1 (08)

AEs ocourred after patient's treatment end date are notincluded,
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Number (%) of patients with most frequent AEs during Period 3 by

preferred term and treatment (>=5% for any group) (Safety Analysis
Set for Period 3)

RitalinLA RitalinLA  Ritalin LA All
40 my 60 mg 80mg  Ritalin LA  Placebo
N=113 N=130 N=118 N=361 N=121
(%) %) (%) (%) (%)
Total no. of patients with AEs 64 (566) 75 (57.7) 58 (49.2) 197 (548) 44 (36.4)

N asopharyngitis 1M (87 168 (13.8) 15 (127) 44 (1220 6 (5.0
Headache 12 (106) 14 (108 11 (93 37 (102) 9 (7.4

AE s are sorted by descendng frequency within "All Ritalin LA" group.
AE s oocurred after patient's reatment end date are not included.
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Number (%) of patients with AEs during the entire study by primary
system organ class and treatment (Safety Analysis Set for Period 1)

All
Ritalin LA Placebo
N=655 N=275
n(%) n(’%)

Primary system organ class .

Ay primary system organ class 566 (M4) 143 (520)
Blood and Lymphatic System Disorders g (0.7) 0 (0.
Cardiac Disorders 115 (16.5) 3 (1.1)
Congenital, Familial and Genetic Disorders 1 (0.1} 0 (0.09
Ear and Latyrinth Disorders 35 (5.0 5 (1.8)
Endocrne Disonders 3 (04 1] (0.0
Eve Disorders 30 (4.3) 4 (1.9)
Gastroirtestinal Disorders 280 (403) 34 (12.4)
eneral Disorders and Administration Site Conditions 164  (238) e} (12.4)
Hepatobiliary Disorders 1 (0.1) 0 (0.0}
Immune System Disorders 9 (1.3) 0 (0.0
Infections and Infestations 223 (321) 56 {20.4)
Injury, Poisoning and Procedural Complications 49 (7.1 ] (1.8)
Investigations 75 (10.8) 10 (3.6)
Metabolism and Mutrition Disorders 186 (26.8) 15 (5.9)
Musculoskeletal and Connective Tissue Disorders 7 (11.1) 19 (6.9
Nervous System Disorders 267 (3/4) 57 {20.7)
Psychiatric Disorders 30 (43.3) 36 (13.1)
Renal and Urinary Disorders 12 (1.7 1] (0.0
Reproductive System and Breast Disorders 21 (3.0 3 (1.1
Respiratory, Thoracic and Mediastinal Disorders 63 (9.1 T (2.9
Skin and Subcutaneous Tissue Disorders 86  (124) 13 (4.7)
Yascular Disorders 29 (4.2) 2 (0.7

AEs that occurred after patient's treatment end date are not included.
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Mumber (%) of patients with most frequent AEs during the entire study
by preferred term and treatment (>= 5% for any group) (Safety

Analysis Set for Period 1)

All
Ritalin L& Placebo
N=655 N=275
ni%) ni%)
Total no. of patients with AEs 586 B1.4) 143 (52.0)
Decreased appetite 182 (26.2) 8 (2.9)
Headache 178 (256) 39 (14.2)
Dry mouth 142 (20.4) &4 (1.5)
Masophanmgitis 122 (17.6) 22 (8.0)
Mausea a3 {13.4) 9 (3.3)
Insomnia 77 {(11.1) g (3.3)
Fatigue G4 9.2 14 (5.1)
Palpitations 63 9.1 2 (0.7)
Hyperhidrosis G2 B9 ] (1.8
Tachycandia a6 @.1n 0 (0.0)
Dizziness 55 (7.9 ] (1.8)
Arviety a0 (7.2 | (1.1)
Irritatility 50 (7.2 9 (3.3)
Restlessness 48 (6.9 7 (2.9)
Diarrhoea a1 4.3 14 (5.1)

AEs are sorted by descending frequency within “All Ritalin LA" group.
AES that occurred after patient's treatment end date are not included,
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Number (%) of patients with AEs adjusted for exposure time starting

in Period 1 based on All Ritalin LA AEs with |IDR difference of >=1 per
1000 patient weeks compared to Placebo (Safety analysis set for

Period 1)
Ritalin L& Ritalin LA Ritalin LA All Frequency
40 mg 60 mg B0 mg Ritalin L& Placebo range for
N=180 N=181 N=181 M=542 N=180 Ritalin L&
Primary SOC FT=1453.0 FT=1447 3 FT=14194 FT=4355.T FT=14523 40 mg
PT ni%) IDR ni%) DR ni%) IDR ni*) IDR Ni{%) IDR
Cardiac Disorders
Palpitations A 94 19 104 16 11.3 a9 a9 1 0.7 commaon
(44), 8.3) (6.8) (7.2) (0.8)
Tachwcardia 6(33) 40 10 62 10 7.0 26 6.0 1] 0.0 COMmon
15.5) (5.5) (4.8) (0.0)
Gastrointestinal Disorders
Dry routh 3 28 39 265 37 6.1 110 252 4 27 wverycammon
(18.9) (21.9) (20.4) (20.3) (2.2
Mausea 13 0.0 20 138 23 16.2 a8 133 ) 6.0 common
(8.3) (11.0) (12.7) (10.7) (5.0
Chspepsia 2(1.1) 13 3 2.1 2 1.4 T 1.6 1} 0.0 cammon
(1.7} (1.1} (1.3 (0.0
Toothache I(1.7) 20 2 14 2 14 7 1.6 1] 0.0 comman
(1.1) 1.1) (1.3) (0.0}
Abdaminal 1{08)y 07 i 07 3 21 5] 1.1 ] 00 uncommon
pain 0.6} (1.7) (0.9) (0.0)
General disorders and administration site conditions
Irritability 1" 74 12 B3 9 6.3 32 73 3 54 Commaon
(6.1) (6.6) (5.0) (5.9 (4.4)
Thirst 3T 20 2 14 B 42 11 25 1 (1} Common
(1.1) (3.3) (2.0 (0.6)
Feseling jittery 2{1.1) 13 1 o7 2 1.4 5 1.1 0 0.0 common
i0.&) (1.1} (0.9 (0.0
Infections and infestations
Maso- 2 14.7 13 104 17 12.0 24 124 17 114 verycommaon
pharyngitis (12.2) 8.3 (9.4) (10.0) (9.4)
Gastro- 1(0&) 07 3 21 1 0.7 3 1.1 1] 00 wuncommon
enteritis (1.7) (0.6) (0.9 (0.0)
Investigations
Wyeinght ] 3.3 ] 3.8 A 472 16 37 2 1.3 Carmmaon
decreased (28) (2.8) (3.3) (3.0) (1.1
Blood pressure 4 (2.2 2.7 0 0.0 3 26 12 28 1 0.7 cormman
increased (oo (4.4 (2.2) (0.8)
Heart rate 1(06) 07 1] 0.0 A 472 7 164 1] 0.0  uncamman
increased (.o (3.3 (1.3 (0.0
Metabolism and nutrition disorders
Decreased 39 26.1 49 33.9 48 338 136 312 a 2.4 werycommon
appetite (21.7) (27.1 (26.9) (25.1) (4.4)
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Ritalin LA Ritalin LA Ritalin LA All Frequency
40 mg 60 mgy 80 myg Ritalin LA Placebo range for
N=180 N=181 N=181 N=542 N=180 Ritalin LA
Prmary SOC FT=1493.0 FT=1447.3 FT=14194 FT=4355.7 FT=1492.2 40 my
PT n{%) IDR n{%) IDR ni%) IDR ni%) IDR MNi{%) IDR
Musculoskeletal and connective tissue disorders
Muscle 000y 0.0 4 28 1 0.7 5] 1.1 1] 0.ao -
tightness (2.2) (0.6) (0.9) (0.0}
Mervous system disorders
Headache 39 26.1 42 29.0 30 21.1 111 2058 30 201 werycommaon
(21.71 (23.2) (16.6) (20.5) (16.7)
Dizziness 12 g.0 9 5.2 11 7.7 32 7.3 g 34 commaon
(6.7) (5.0) (6.1) (5.9) (2.8)
Tremar T(39) 47 ] 4.1 ] 3.8 18 4.1 1 0.7 camman
(3.3) (2.8) (3.3) (0.6)
Akathisia 1(06) 07 2 14 2 1.4 ] 1.1 1] 0.0  uncommon
(1.1] (1.1) (0.9) (0.0)
Psychiatric disorders
Insamnia 13 8.7 14 124 13 9z 44 101 7 4.7 comman
(7.2) (2.9 (7.2) (8.1) (3.9
Anxiety gdd) 54 11 7.6 10 7.0 29 6.7 1 0.7 cammon
6.1] (5.9) (5.4) (0.5)
Initial insomnia 2(50) 6.0 4 28 15 10.6 28 6.4 2 1.3 carmman
(2.2) (8.3) (5.2) (1.1
Restlessness 9(50) 6.0 10 5.9 7 449 26 6.0 ] 34 common
(5.5) (3.9) (4.8) (2.8)
Agitation 2(28) 3.3 3 2.1 7 49 15 34 1 0.7 carmman
(1.7] (3.9) (2.8) (0.5)
Sleep disorder 5 3.3 ] 3.5 4 28 14 3.2 3 20 carmman
(2.8) (2.8) (2.2) (2.6] (1.7
Depression 9(28) 33 ] 348 3 2.1 13 3.0 1 07 cammon
(2.8) (1.7 (2.4) (0.5)
Likico 1(06) 07 4 28 | 2.1 & 1.8 1] 0.0  uncormmaon
decreased (2.2) (1.7 (1.3) (0.0}
Fanic attack  2(1.1) 1.3 1 07 ] 358 5] 1.8 1 07 cammon
(0.5) (2.8) (1.3) (0.5)
Mermousness  3(1.7) 2.0 3 2.1 1 nr 7 1.6 1] 0.0 comman
(1.7) (0.6) (1.3) (0.0}
Stress 000y 0.0 1 0.7 5] 3.5 ] 14 1] 0.ao -
(0.5) (2.8) (1.1 (0.0}
Tension 1(06) 07 3 2.1 1 0.7 ] 1.1 1] 0.0  uncormmaon
(1.7) (0.6) (0.9) (0.0}
Respiratory, thoracic and mediastinal disorders
Oyspnoea 20117 1.3 4 28 4 28 10 23 1] oo cammon
(2.2] (2.2 (1.8) (0.0}
Cough 2 1.3 1 Qs 4 28 7 16 1] 0.0 comeman
(1.1 (0.6] (2.2) (1.3) (0.0}
Skin and subcutaneous tissue disorders
Hyperhidrosis 12 a.0 14 97 17 12.0 43 949 ] 34 cammon
(6.7) (7.7 (9.4) (7.9 (2.8)
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Ritalin LA Ritalin LA Ritalin LA All Freguency
40 mgyg 60mg B0 myg Ritalin LA Placebo range for
N=180 N=181 N=181 N=b42 N=180 Ritalin LA
Primary SOC FT=1453.0 FT=1447.3 FT=14194 FT=4359.7 FT=1452.3 40 myg
PT ni%) IDR ni%) DR n(%) IDR ni%) IDR Ni{%) IDR
Vascular Disorders
Peripheral 2011 1.3 3 2.1 3 2.1 ] 1.8 a 0o COFon
coldness (1.7) (1.7) (1.5) (0.0}

Primary system ongan classes are presented alphabetically;, preferred tenmn s are sorted within prim ary system
organ class indescending frequency as reported inthe All Ritalin LA column.

A patient with multiple occurrences of an AE under on treatment is counted only once in the AE cateqory for that
treatment.

Frequences are defined as follows: very cammaon (=1/10), commoniz1/100 to <1/10); uncommon (=1/1000 to

< 1/100]).

AEs ococumed after patient's treatmert end date are not included.

Ahbreviations: |IDRE= Incidence density rate per 1000 personweeks, calculated as 1000*n/F T, FT= follow-up time in
weeks, PT=preferred temn,; and S0C=system organ class

MNumber {%) of patients with AEs adjusted for exposure time starting
in Period 3 based on All Ritalin LA AEs with IDR difference of >=1 per
1000 patient weeks compared to Placebo (Safety analysis set for

Period 3)
Ritalin L& Ritalin L& Ritalin LA Al Frequency
40 mg 80 mg 80 my Ritalin LA Placebo range for
N=113 N=130 N=118 N=361 N=121 Ritalin L&
Primary SOC FT=2032.6 FT=2138.7 FT=2257.1 FT=56428.4 FT=15055 40 mg
PT ni%) IDR ni) IDR ni%) IDR n(%) IDR MN(%) IDR
Cardiac disorders
Tachycardia 4 20 1 0.5 5 22 0 16 1] 0.0 common
(3.5) (0.8) (4.2) (2.8) (0.0
Gastrointestinal disorders
Diry mouth 2 1.0 2 09 3 13 7 1.1 1] 0.0 comman
(1.8) (1.9) (2.9) (1.9) (0.0)
Infections and Infestations
Masopharyngitis 11 54 18 84 15 6.6 G 6.8 6 4.0  common
(9.7) (13.8) (12.7) (12.2) (5.0
Metabolism and nutrition disorders
Decreased 4 20 6 28 3 13 13 20 o 0.0  common
appetite {3.5) {4.6) (28) (36) (0.0}
Nervous system disorders
Dizziness D@0y 00 5(38) 2.3 201 0% 7019 11 000 00 -

Primary system ongan classes are presented alphabetically, prefemed terms are sorted within primary system organ
class in descending frequency as reported in the All Ritalin LA colmn.

A patient with multiple occurrences of an AE under on treatment i5 counted only once in the AE category for that
treatrment,

Frequencies are defined as follows: very common (=1/10); commonz 1100 to <1/10); uncommoniz1/1000 to
=1/100).

AEs occurred after patient's treatment end date are not included.

Abbreviations: F T= follow-up time inweeks, IDR = Incidence density rate per 1000 person weeks, calculated as
1000*nF T, PT=preferred terms, and SOC=system organ class
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Mumber (%) of patients with AEs adjusted for exposure time starting
during the entire study based on All Ritalin LA AEs with IDR
difference of >=1 per 1000 patient weeks compared to Placebo [Safety
analysis set for Period 1)

All
Ritalin L& Placebo Frequency
Primary SOC N=695 N=275 range for
PT FT=135355 FT=2558.9 All Ritalin LA
ni%) IDR n(%) IDR
Cardiac disorders
Palpitations (9.1) 46 2(0.7) 0y common
Tachycardia 56 (B.1) 4.1 o{o0oy 00 common
Gastrointestinal disorders
Diry mouth 142 (20.4) 104  4(1.5) 1.3 VErY COMmmon
Nausea 93(13.4) 6.8 9(3.3) 3.0 ey COMmaon
Dyspepsia 13(1.9) 10 000}y oo COmmon
Toothache 13(1.9) 10 0(0.0) 0o common
General disorders administrative site
conditions
Feeling jittery 15 (2.2) 1.1 0(0.0) 0.0 COM Mo
Infections and infestations
MNasopharyngitis 122 8.9 2 73 WEry COmman
(17.6) (8.0)
Investigations
Weight decreased 27 (3.9) 2.0 2(0.7) 0.7 commaon
Metabeolism and nutriton disorders
Decreased appetite 182 (26.2) 13.3 8(29) 2.7 WEMY COMmmon
Nervous system disorders
Dizziness 85 (7.9) 40 5(1.8) 1.7 Common
Tremor 31(4.9) 23 1({0.4) 0.3 COMmmaon
Psychiatric disorders
Insomnia T7(11.1) 56 9(3.3) 3.0 WERY COMMmon
Anxiety 20(7.2) a7 an. 1.0 COmmon
Restliessness 43 (6.9) 35 T(2.5) 23 Camman
Initial insormnia 34 (4.9) 25 2(0.7) 0.7 COMInOn
Mervousness 30 (4.3) 22 000}y oo common
Sleep disorder 5 (4.0) 2.1 3{(1.1) 10 common
Agitation 23(3.3) 1.7 1{04) 03 cofmmon
Respiratery theracic and mediastinal
disorders
Cough 2(32) 16 1{04) 0.3 COMMmorn
SKin subcutaneous tissue disorders
Hyperhidrosis 62 (6.9) 4.5 5(18) 1.7 commaon

Primary system organ classes are presented alphabetically, preferred terms are sorted within primany system
argan class in descending frequency as reported in the All Ritalin LA, column,

A patient with multiple occurrences of an AE under on treatment i$ counted onky once in the AE cateqgory for that
treatment.

Frequencies are defined as follows: very common (=140}, commoniz 1400 to < 1/10); utncommon(=1/1000 to
<1100,

AE s occumed after patient's treatment end date are not included.

Abbreviations: F T= follow-up time inweeks; IDR = Incidence densiby rate per 1000 person weeks, calculated as
1000°rdFT, PT=preferred term; and SOC=systemn organ dass.
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Number (%) of patients who had adverse events starting in Period 2
by time interval of onset and preferred term, displayed by Period 1
treatment {Safety analysis set for Period 2)

AllRitalin LA in Placebo
Peried 1 inPeriod 1
N=428 N=152

Week 041 n % n H
Total no. pts with AEs 56 (13.1) 32 21.1)
Fatigue 4 (0.9 2 (1.39)
Irritability 2 (0.5 1 (0.7
Increased appetite 2 (0.5) 1] (0.
Somnolence 2 (0.3) 0 (0.0
Tension 2 (0.5) 0 (0.0)
Panic attack 1 (0.2) 0 (0.0}
Arwiety 0 (0.0} 1 0.7
Menvousness 1] (0.0} o] (3.3)
Restlessness 0 (0.0 1 0.7
Week 12

Tetal ne. pts with AEs 74 (17.3) 37 24.3)
Irritability 8 (1.9 0 (0.0)
Fatigue 3 (0.7 1 0.7
Feeling jittery 1 (0.2 1 (0.7
Depressed |level of consciousness 1 (0.2) a (0.0)
Sedation 1 (0.2) o (0.0
Ariety 2 (0.3) 3 (2.00
MNenousness 3 (0.7 0 (0.0)
Restlessness 2 (0.5) 2 (1.3)
Depressed mood 1 (0.2) 1 (0.7)
Depression 1 (0.2) 1 0.7
Agitation 0 (0.0 1 (0.7

A, patient with multiple occurrences of an AE under on treatment is counted only once in the AE category for
that treatment.

A patient with multiple adverse events within a primary system organ class is counted onty once in the total
row,

AES occurmred after patient's treatrnent end date are not included,
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Number (%) of patients who had adverse events startingin Period 3 by
time interval of onset and preferred term (Safety analysis set for

Period 3)
All Ritalin LA Placebo
N=361 N=121

Week 0-2 n % n %
Total no. pts with AEs 62 (17.2) 16 (13.2)
Fatigue 2 (0.8) 2 (1.7
Iritatility 2 (0.8) 1] (0.0}
Increased appetite 1 (0.3) 0 (0.0
Restlessness 4 (1.1} 1 (0.8)
Depressed mood 1 (0.3) 0 (0.0
Panic attack 1 (0.3) 1] (0.0}
Week 26

Total no. pts with AEs 49 (13.6) a (74)
Iritability 2 (0.6) 1] (0.0
Depression 1 (0.3) 1] (0.0
Major depression 1 (0.3) 1] (0.0
Panic attack 1 (0.3} 1 (0.8)

A patient with multiple occurences of an AE under on treatment is counted onby once in the AE cateqory

for that treatment.

A patient with multiple adverse events within a primary system organ class is counted only once in the total

o
AES occurred after patient's treatment end date are not included.

Number (%) of patients who died, had SAEs, or discontinued because
of AEs/SAEs starting in Period 1 by treatment (Safety Analysis Set for

Period 1)
Ritalin LA RitalinLA Ritalin LA All
40 myg 60 my gomg Ritalin LA Placebo
N=180 N=181 N=181 N=542 N=180
n (%) ni%)  n(%) n (%) n(%)
Total ne. of patients with AEs 131 (72.8) 134 (74.0) 136 (75.1) 401 (74.0) 108 (650.0)
Sernious AES or significant AEs
Ceath 0 0 ] ] 0
SAE(s) 1 (0B) 2 (1.1} 1 e 4 0.7 2 (1.1)
Ciscontinued due to AE(s) 12 (67 20 (118) 28 (155 81 (11.3) 4 (2.2)
Discontinued due to SAE(S) 0 0 ] 1] 1 (0.6)

AE3s occurred after patient's treatment end date are not included.
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Number (%) of patients who died, had SAEs, or discontinued because
of AEsS/SAEs starting in Period 2 by treatment (Safety Analysis Set for

Period 2)
All
Ritalin LA

MN=580

n (%)
Total no. of patients with AEs 78 (65.2)
Serious AEs or significant AEs
Death 1]
SAE(s) 2 (0.3)
Discontinued due to AE(s) 22 (3.8)
Discontinued due to SAE(s) 1 (0.2)

AEs occurred after patient's treatmert end date are not included

Number (%) of patients who died, had SAEs, or discontinued because
of AEs/SAEs starting in Period 3 by treatment (Safety Analysis Set for

Period 3)
RitalinLA Ritalin LA Ritalin LA All

40 mg 60 mg 80 myg Ritalin L& Placebo

M=113 N=130 N=118 N=381 N=121

n %) n %) ni%) ni%) ni%)
Teotal ne. of patients with AEs 64 (B66) TS (57T.T) 58 (49.2) 157 (548) 44 (3B4)
Serious AEs or significant AEs
Dieath 0 0 0 0 0
SAE(s) 0 0 3 (2% 3 (08 2 (1.7
Discontinued due to AE(S) 3 2% 2 ®%) 6 (31) 18 (20 4 (3.3)
Discontinued due to SAE(s) 0 0 1 (0.8 1 (0.3 0

AE s occurred after patient's treatment end date are not included.

Mumber (%) of patients who died, had SAEs, or discontinued because
of AEsS/SAEs during entire study by treatment (Safety Analysis Set for

Period 1)
All
Ritalin LA Placebo

N=655 N=275

nik)  nek)
Teotal no. of patients with AEs 566 814) 143 (52.0)
Serious AES or significant AEs
Death 1] 0
SAE(s) g (1.3) 4 (1.5)
Discortinued due to AE(S) L2 142y 8 (2.9)
Discontinued due to SAE(s) 2 (0.3) 1 (04)

AE 5 occumred after patient's treatment end date are not included.
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Number (%) of patients with SAEs by primary system organ class and
preferred term starting in Period 1 by treatment {Safety Analysis Set
for Period 1)

Ritalin LA Ritalin LA Ritalin LA All

40 mg E0mg BOmg RitalinLA Placebo
N=180 N=181 N=181 N=542 N=180

ni%) n(%) n{%) n(%) n%)
Primary system organ class/

and preferred term . . . .

Total 1 (08 2 (11) 1 (08) 4 {©7) 2 (1.1)
Ear and Lalyyrinth Disorders

-Total 0 (00p 0O (0OO0) O (OO 0O (0O 1 (086)
Sudden hearing l0ss 0 (@0 0O (@O) O (OO O (O 1 ([08)
Wertiga 0 {00y 0O {(DOy O (00 O (DO 1 (06)
Endocrine Disorders

-Total 1 (08 0O (@O0 0O (@D 1 (@2 0 (0O
Goitre 1 (0& 0 (00)y 0 (@O0 1 02y 0 (00O
Infections and Infestations

-Total 0 @0 0 @o) 1 (0@ey 1 (02 1 (08
Infected hites 0 (o0 0O (@DO)y v (0B 1 (02 0 (OO
Eve infection 0 (00 O (00) O (OO 0O (0O 1 (06)
Memnous Systemn Disorders

-Total o (@0 1 (@s&) 0 (OO 1 (02 1 (08
Loss of consciousness o (@0 1 (06) 0O (OO 1 (023 0 (0O
Synicope 0 (@00 0 (@O0) 0 (0D 0 (OO 1 (06)
Psychiatric Disorders

-Total 0O {00y 0 (0DO) 0O OOy O (0O 1 (0D8)
Agitation 0O (@0 0 (@O0) 0O @Dy 0O (OO 1 (DB
Depression 0o (00p 0O (@DO) O (0D O (O 1 (DB
Reproductive Systemn and Breast Disorders

-Total o (ooy 1 (06) 0O (00D) 1 (02 0 (0.0)
Orvarian cyst ruptured o (@0 1 (@) 0O (0D 1 (02 0 [©OO

Primary system organ classes are presented alphabetically, preferred terms are sorted within primany system
organ class in descending order of frequency in Al Ritalin LA column,
AESs occurred after patient's treatment end date are not included.
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Number (%) of patients with SAEs by primary system organ class and

preferred term starting in Period 2 by treatment (Safety Analysis Set

for Period 2)
All
Ritalin L&
N=580
ni%)
Primary system organ class/
and preferred term . .
Total 2 (0.3)
Injury, Poisoning and Procedural Complications
-Total i (0.2)
Concussion 1 (0.2
Rib fracture 1 (0.2)
Psychiatric Disonders
-Total i (0.2)
Panic attack 1 (0.2

Primary system argan classes are presented alphabetically preferred terms are sorted within primary
system organ class in descending order of frequency in All Ritalin LA columin.
AEs that occurred after patient's treatment end date are not included.
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Number (%) of patients with SAEs by primary system organ class and
preferred term starting in Period 3 by treatment {Safety Analysis Set
for Period 3)

Ritalin LA Ritalin LA Ritalin L& All
40mg 80 myg 80mg RitalinLA Placebo
N=113 N=130 N=118 N=361 N=121
nek) n(%) n(%) ni%) n(%)
Primary system organ class/

and preferred term . . . . .
Total 0 Oy 0o [(00) 3 (25 3 (08B 2 (1.7)
Hepatobiliary Disorders

-Total 0o @0y 0 (00 1 @08 1 (03 0 (0O
Cholecystitis 0 @0y 0 (0O 1 @©8x 1 (03 0 (00O
Cholelithiasis 0 @0y 0 {00y 1 @08y 1 (03 0 (0O
Irfections and Infestations

-Total 0 @0y 0 (0 0O @Oy 0O (00y 1 (08
Localised infection 0 @0y 0 {(0D0Oy O WOy 0O (0Oy 1 (08
Paychiatric Disarders

-Total o0 @0y 0 (00 1 @08 1 (03 0 (0O
Adjustment disorder o @O0y 0 {0y v @8 1 (03 0 (00
Suicide attermpt 0 @0y 0 {00y 1 (@08 1 (03 0 (00
Renal and Urinary Disorders

-Total 0o @0y 0 (0D 11 @8 1 (03 0 (00O
Mephrolithiasis 0 @0y 0 {90y 1 @8 1 (03 0 (00
Respiratory, Thoracic and Mediastinal Disorders

-Tatal 0 @0y 0O (DOy O @OV O (DOy 11 (08
Tansillar hypertrophy 0 @0y 0 {00y 0O (@O 0O (00y 1 (08

Primary system organ classes are presented alphabetically; preferred terms are sorted within primary system
organ class in All Bitalin LA column,
AEs that occurred after patient's treatrnent end date are not included,
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Number (%) of patients with SAEs by primary system organ class and
preferred term during the entire study by treatment (Safety Analysis
Set for Period 1)

All
Ritalin L& Placebo
N=5655 MN=2T5
ni%) ni%)
Primary system organ class/
and preferred term _
Total 9 13y 4 {(1.5)
Ear and Lakyrinth Disorders
-Total 0 omm 1 (0.4
Sudden heanng loss ] oo 1 0.4)
Wertigo 0 om 1 0.4)
Endocrne Disorders
-Total 1 01y O (0.0
Goitre 1 01y 0 (0.0
Hepatobiliary Disorders
-Total 1 01 0 (0.0}
Cholecystitis 1 (01 0 (0.
Cholelithiasis 1 01y O (0.0}
Infections and |nfestations
=Total 1 o1 2 (0.7
Infected bites 1 01y 0 (0.0
Eye infection ] oo 1 (0.4}
Localised infection 0 oo 1 (0.4)
Injury, Poisoning and Procedura Complications
-Total 1 01y 0 (0.0
Concussian 1 01y 0 (0.0
Fib fracture 1 {01y 0O (0.0}
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=

All
Ritalin LA Placebo
N=695 N=275
n(%) n(%)
Primary system organ class/
and preferred tetrm
Mersous System Disorders
-Total 1 01y 1 o4
Loss of consciousness 1 01y 0 (X))
Syncope 1] 0o 1 0.4
Psychiatic Disorders
-Total 2 (03 1 o4
Adjustment disorder 1 01y 0 (X))
Fanic attack 1 @1y 0 .o
Suicide attermnpt 1 o1y 0 .o
Agitation 1] (0oy 1 o4
Depression 1] (00) 1 04
RFenal and Urnary Disorders
-Total 1 o1y 0 0.0
Mephrolithiasis 1 01y 0 )
Reproductive Systemn and Breast Disorders
-Total 1 {01y 0O (0.0
Créarian cyst nuptured 1 01y 0 .o
Respiratory, Thoracic and Mediastinal Disorders
-Total 1] (0oy 1 o4
Tonsillar hypertropty 1] oy 1 0.4

Frimary systern organ classes are presented alphabetically: preferred terms are sorted within primary
systern argan class in descending order of frequency in All Ritalin LA column.

AEs that occurred after patient's treatrment end date are notincluded.
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MNumber (%) of patients who discontinued due to adverse events
starting in Period 1 by preferred term and treatment (>=0.4% patients
in All Ritalin LA group) {Safety Analysis Set for Period 1)

Ritalin L& RitalinLA Ritalin LA All
40 my 60 mg E0 mg Ritalin LA Placebo
N=180 MN=181 N=181 N=542 N=180
~oni%) n(i) n%)  ni%) n(%)
Teotal no. of patients with AEs 131 (72.8) 134 (74.0) 136 (75.1) 401 (74.0) 108 (80.0)
Ne. discontinued due te AE 12 |7 21 (118 22 (155 €1 (113 4 (22)
Ariety 3 g o4 22 2 (M o9 (N 1 (08)
Decreased appetite o oo 2 (N 4 22 & (1.1 0 (0D
Headache i o8 3 (N 2 (11y & (1) 0 (0D
Agitation T (o8 1 (@& 3 (1.7 & (05 1 (0.8)
Depressed mood 2 (1Y 1 @ 2 11y & (0% 0 (0D
Depression T (08 3 (1.7 1 (0oe) & (05 1 (0.8)
Insomnia 1 (o0& 1 (@8 3 (17 & (09 0 (0D
Dizziness 2 0N 1 (0ey 1 0ey 4 (07 0 (0.0
Fatigue o oo 4 (22) 0 Wom 4 @OV 0 (0O
Irntability 1 (@& 1 (06 2 {11y 4 (07 0 (00
Mausea i1 (o8& 1 (@08 2 (1) 4 (07 0 (0O
Palpitations 1 0E 2 (11 1 (08 4 (D7) 0 (00
Restlessness i @& 1 (@8 2 (1) 4 (07 0 (0D
Tachytarda 2 (. 1 (@B 1 06) 4 (0.7) ] (0.0
Dry mouth 2 (i1 0o (O0O) 1 (OB 3 (0E 0 (0O
Cryspnoea o @O 2 {11y 1 (@Osy 3 (0g 0 (0D
Hyperhidrosis o {@oom 1 (@8 2 {11y 3 (D& 0 (0D
Afgression 1 0g 0O {00y 1 (0s) 2 (D4 0 (00O
Apathy o {@om 0o (@ 2 (11 2 (04 0 (0D
Blood pressure increased o oo 0o (@O 2 (11 2 (04 0 (0O
Disturbance in attention 2 (i1 0o (@) o0 @Wé 2 (@4 0 (0D
Irmpulse-control disorder 1 0 0O {00y 1 (0s) 2 (D4 0 (00O
Panic attack o @O o (@O 2 (1) 2 (04 1 (0.8)
Tremor o @Oy 1 (@) 1 (0B 2 (04 0 (0O

AEs are sofed by descending frequency within "All Ritalin LA" groug.
AE 5 that ocourred after patient's treatment end date are notincluded.
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Number (%) of patients who discontinued due to adverse events
starting in Period 2 by preferred term and treatment (Safety Analysis

Set for Period 2)
All
Ritalin LA
N=580
n(%)
Total no. of patients with AEs 378 (85.2)
Neo. discontinued due te AE 22 (38)
Arviety 4 (0.7
Mervousness 4 (0.7
Elood creatine phosphokinase increased 2 (0.3)
Depression 2 (0.3)
Agoression i (02
Agitation 1 (0.2)
Blood pressure increased 1 (0:2)
Change in sustained attention 1 (02)
Cognitive disorder 1 (02)
Decreased appetite i (0.2)
Depressed maood 1 (02
Heartrate abnormal 1 (0:2)
Heartrate increased 1 (02
Hepatic enzyme increased 1 (02)
Hyperidrosis 1 (02)
Irritability 1 (0.2)
Lethargy i (0.2)
Loss of libido 1 (02)
Muscle twitching 1 (02)
Nausea 1 (02
Palpitations 1 (0.2)
Panic attack 1 (02
Psychotic disorder 1 (02
Rash 1 (02)
Sleep disorder 1 (02
Somnolence 1 (02)
YWeight decreased 1 (0.2)

AEs are sored by descending frequency within "All Ritalin LA™ group,
AEs that occurred after patient's treatrment end date are not included.
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Number (%) of patients who discontinued due to adverse events
starting in Period 3 by preferred term and treatment (>=0.5% in All
Ritalin LA group) (Safety Analysis Set for Period 3)

Ritalin LA RitalinLA Ritalin LA All
40 my 60 mg 80 my Ritalin LA Placebo
N=113 N=130 N=118 N=3561 N=121
ni’) ni%) ni%) n(%) i)

Tetal no. of patients with AEs 64 (566) 75 (57.7) 58 (49.2) 197 (548) 44 (354)
MNo. discontinued due to AE 3 @27 9 (B9 6 (91) 18 (500 4 (33
Decreased appetite 1 @ 0 @O 1 (08 2 (06 0o (00
Depression o @oy 1 (@08 1 (08 2 (08 1 (0.8)
Headache o (@oy 1 o8 1 (08 2 (@B 0 (OO
Nausea 0O @0 0 @D 2 (1.7) 2 (06 0 (0.0

AEs are sorted by descending frequency within "All Ritalin LA group.

AEs occumed atter patient's treatment end date are not included.
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Mumber (%) of patients (>=0.3% patients in All Ritalin LA} who
discontinued due to adverse events during the entire study by
prefemred term and treatment (Safety Analysis Set for Period 1)

All
Ritalin LA Placebo
N=g55 N=2T5
n(%) ni)
Tetal no. of patients with AEs 566 (B1.4) 143 (52.0)
Ma. discontinued due to AE L (14.2) 8 (29)
Ariety 14 (2.0 1 (04)
Decreased appetite 9 (1.3) 0 (0.0
Depression 9 (1.3) 2 (07
Headache = (1.2) 0 (0.0
Mausea 7 (1.0 0 (0.0
Agitation = (0.9) 1 (0.4)
Depressed mood ] (0.9 0 (0.0
Irritability B (0.9) 0 (0.0
Palpitation:s = (0.9) 0 (0.0
Insomriza g (0.7) 0 (0.
Dizziness 4 (0.6) 0 (0.0
Fatigue 4 (0.6) 0 (0.0
Hyperhidrosis 4 (0.E) 0 (0.0
Mernousness 4 (0.g) 0 (0.0
Panic attack 4 (0.6) 1 (04
Restlessness 4 (0.8) 0 (0.0
Tachycardia 4 (0.E) 0 (0.0
Aggression 3 (0.4) a (0.0}
Apathy 3 (0.4) a0 (0.0
Blood pressure increased 3 {(0.4) a (0.0}
Dry mouth 3 (0.4) 0 (0.0
Cryspnoea 3 (0.4) 0 (0.0
Sleep disorder 3 (0.4) 0 (0.09
Anger 2 (0.3) 0 (0.0
Blood creatine phosphokinase increased 2 (0.3) 1] (0.0}
Constipation 2 (0.3) 0 (0.0
Disturbance in attention 2 (0.3) 0 (0.0
Flat affect 2 (0.3) 0 (0.0
Heart rate increased 2 (0.3) 0 (0.0
Impulse-control disorder 2 (0.3) 0 (0.0
Loss of libido 2 (0.3) 0 (0.0
Major depression 2 (0.3) 0 (0.0
Tremaor 2 (0.3) 0 (0.0
Weight decreased 2 (0.3) 0 (0.0}

AE s are soted by descending frequency within "All Ritalin LA" group.
AEs that occurred after patient's treatment end date are notincluded.
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Other Relevant Findings

Mumber (%) of patients with newly occurring clinically notable
abnormalities in Hematology/Chemistry values during Period 1 by
treatment (Safety analysis set for Period 1)

Ritalin LA  RitalinLA  RitalinLA  AllRitalin

40 my 60 mg B0 mg LA Placebo

Parameter Criterion Totaln(%) Totaln(%) Totaln(%) Tetaln{%) Total n{%)
Glucose <278mmolL 17 0(00 26 0(00) 28 1(38) 71 1(14) 15 0{00)
=11 1mmollL 17 0(00) 26 0(00) 28 2(71) 71 2(28) 15 0(00)

SGEPTALT) =110 UL 17 0(00y 25 O(00) 28 1(38) 70 1(14) 15 0{00
WEC (total) = 15 10°0L 17 0(00) 26 0(00) 28 1(36) 71 1(14) 15 0(00)

Consider patients who discontinued in Period 1.

Total = Number of patients with evaluable criteron (i.e. whose baseline laboratony values ame not outside the
clirically notable limits and who have post-baseline laboratory values),

n=Mumber of patients meeting the crtenon | .. whose post-baseling laboratory values are clinicalty notatbly
abnormal.

Patients are assigned to the treatment they were receiving during Perod 1.

Denominators for the percentage calculations are the number of patients with evaluable criterion.

Number (%) of patients with newly occurring clinically notable
abnormmalities in Hematology/Chemistry values during Period 2 by
treatment (Safety analysis set for Period 2)

Parameter Criterion Total nit%)
Creatinine = 176.8 ymaolL 344 2004
Platelet count (direct) < 100 10°/L 538 1(0.2)
Gamma Glutamyltransferase =120 UL 542 1002
Glucose < 2.78 mmolL 542 2004
> 111 mmoliL 542 1(0.2)

Haematocnt = 03 wiv 537 1(0.2)
LDH = 500 UL 529 2(04)
Lymphocytes <10 % 537 3(0.6)
=60 % 537 204
Potassium =B UL Jd4 1(0.2)
SGOT (AST) > 100 UL 545 4(0.7
SGPT (ALT) > 110 UL 545 2(04)
Sodium > 154 UL 546 1{0.2)
Uric Acid > 594 8 mmalL 344 1(0.2)

Total = Number of patients with evaluable criterion (i.e. whose baseline laboratory values are not outside
the clinically notable limits and who have post-baseline laboratory values).

n = Mumkber of patients meeting the cnterion i.e. whose post-baseling laboratory values are clinically
niotably abnomnal

Denominators for the percentage calculations are the number of patients with evaluable criterion.
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Mumber (%) of patients with newly occurring clinically notable
abnommalities in Hematology/Chemistry values during Period 3 by
treatment (Safety analysis set for Period 3)

RitalinLA  Ritalin LA RitalinLA&  All Ritalin
40 myg 80 my 80 myg LA Placebo
Total Total Total Total Total
Parameter Criterion n(%} ni%) ni%) n%) n(% )
Creatinine = 1768 unolL 100 18 108 326 106
oo 000 o(0m o{o0m 1005
Eosinophils =10 % 899 18 107 324 104
1(1.0) 1(0.9) 0(0.0) 2(0.8) 1(1.0
Famma = 120 UL 100 & 105 323 104
Glutamyitransferase o(omo o(om (1.0 1(0.3) 0(0.m
Glucose < 278 mmolL 95 17 108 J23 103
oo 0(0.0) 0(0.0) 0{0.0 1(1.0
Haematocrit < 03wy 99 "7 108 324 106
oo o{o0.mo (0.9 1(0.3) 0(0.m
Lymphocytes <10 % 89 118 108 325 106
1(1.0 0(0.0) 0(0.0) 1(0.3) o oo
Potassium =B 100 "7 108 325 105
o{0.0 0{o0.0) ofo0m O{0.0; 1{1.0
SGOT (AST) = 100U 100 n7 108 J25 104
o{oo 000 1(0.9) 1(0.3) o(0.m
SGPT (ALT) = 110uUL 100 "7 108 325 104
o{0.0 000 1({0.9 1(0.3) of{o.m
Bilinukin (total) > 34.2 umoliL 100 k] 108 327 106
o{o0o 000 1(0.9 1(0.3) o(0.m
Uiric Acid = 594 8 mmolL 100 19 107 326 105
0(0.0) 0(0.0) 1(0.9) 1{0.3) o(om

Total = Mumber of patients with evaluable criterion (i.e. whose baseline laboratory values are not outside the

clinically notable limits and who have post-baseline laboratory values).

n = Number of patients meeting the criterion |.e. whose post-baseline laboratory values are clinically notably

abnomnal.

Patierts are assigned to the treatment they were recening durng Period 3.

Denominators for the percentage calculations are the number of patierts with evaluable criterion.
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Number (%) of patients with clinically notable changes in vital signs
at any time during Feriod 1 by treatment (Safety analysis set for

Period 1)
Ritalin LA Ritalin LA Ritalin LA All
40 mg 60 mg B0Omg RitalinLA
n % n % n % n % Placebo
N=120 N=181 N=181 N=542 N=180
n(%) nik) n(%) ne%) n(%)
Systolic BP (mmHg) High 0 (00 0 (O) 0 (D) 0 (@O 0 (0O
Low 2 {11y 0 (Oy 0 0O 2 (@04 0 (0O
Highandlow 0 (00) 0 (00) ©0 (00) 0 (©WO0O) 0 (0O)
Total 2 (11) 0 (0O 0 (0D 2 04 0 (0.0
Diastalic BP (mmHg) High 0 (00y 1 (@6 0 (00) 1 (02 0 (0.0)
Low 0 (00) 0O (0O) 1 (06 1 (02 0 (0O
Highandlow O {00y O (00) 0O (00) 0O {(©QO)y 0 (0.0}
Total 0 {00y 1 (06} 1 (06 2 (D4 0 (00O)
Heart Rate (bpm) High 0 (00 3 (7)) 2 (11 5 (09 0 (0O
Low 1 (0e) 1 (06) 0 QO 2 (D4 1 (08
Highandlow 0 (00) 0 (00) ©0 (00) 0 {(©WO0) 0 (0O)
Tota 1 (08) 4 (220 2 (M 7 13 1 g
Weight (ko) Decrease 0 {(00) 0O (0O0y 0 (0O) 0 (DO0) 0 (0O)

Consider patients who discontinued in Period 1.

M: the number of patients with both baseline 1 and non-missing post-baseline measurements.

n; the number of patients with one or more notable change during the period.

Patients who discontinued in Period 1 are considered. Onby walues within the time window of the

scheduled visit are used in the analyses.
Motable ranges:

Heart Rate »120 bpm and increase by 15; < 50 bpm and decrease by 15

Systolic Blood Pressure =180 mmHQ and increase by 20, < 90 mmH g and decrease by 20
Diastolic Blood Pressure =105 mmHg and increase by 15, < 50 mmHQ and decrease by 15

Welght 27% decrease from Baseline weight
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Mumber (%) of patients with clinically notable changes in vital signs at
any time during Period 2 by treatment (Safety analysis set for

Period 2)
All
Ritalin LA
n %
N=580

ni%)
Systalic BF (mmHa) High 0 (0.0
Loy 1] (0.0)
High and Low 1] (0.0)
Total 1] (0.0)
Diastolic BP {mmHg) High 2 (0.4)
Loy i (0.2)
High and Low 1] (0.0)
Total 3 (3.5)
Heart Rate {bpm) High i (0.2
Low 2 0.4)
High and Low 0 (0.0)
Total 3 (0.5)
Weight (kg) Decrease 36 (7.3)

M: the number of patients with both baseline 1 and non-missing post-baseline measurements durng Period 2,

n; the number of patients with one or more notable change during the period,

Patients who discontinued in Perod 2 are considered,

Oy values within the time window of the scheduled visit are used in the analyses.

Notable ranges:

Heart Rate = 120 bpm and increase by 15, <50 bprm and decrease by 15

Systolic Blood Pressure =180 mmHg and increase by 20, < 90 mmHg and decrease by 20
Diastolic Blood Pressure =105 mmHg and increase by 15, <50 mmHg and decrease by 15

Weight =7% decrease from Baseling weight
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Number (%) of patients with clinically notable changes in vital signs
at any time during Period 3 by treatment {Safety analysis set for

Period 3)
Ritalin LA Ritalin LA Ritalin LA All
40 myg 60myg 20myg RitalinLA
n% n % n % n % Placebo
N=1132 N=130 N=118 N=361 N=121
ni%) ni%) ni%) ni%) n%)
Systolic BP (mmHg) High 1] (coy 0 @O 0 (0O 0o O O oo
L 1] (coy 0 @O 1 ms 1 OFH 0O 0o
Highé Low 1] (coy 0 @O 0 (0O 0o O O oo
Total o (o) 0 @Oy 1 08 1 03 0 (00O
Diastolic BP (mmHg) High 1 (09 0 @Oy 3 25 4 (1.1 0 (0.0
Ly o @Oy 0 @O0y 0 OOy 0 OOy 0 (00
High Lo o @Oy 0 @O0y 0 OOy 0 OOy 0 (00
Total 1 (09 0 @O0y 3 25 4 (1.1y 0 (00
Heart Fate (bpm) High 1 0y 0 @Ol 0 oo 1 OFH 0O oo
L o (@m0 OO 3 (25:; 3 08 0 0O
High Lo 0o (@m0 @O 0 ooy 0 OO o0 (00O
Total 1 (09 0 oo 3 (25 4 (1.1 0 00O
Wieight (ko) Decrease 4 (28 4 @33 7 (8A 15 @& 0 00

M the number of patients with both baseline 2 and non-missing post-baseline measurements during
FPeriod 3.

n: the nurmber of patients with one or more notable change during the period.

Patients who discontnued in Period 3 are considered..

Oinly walues within the time window of the scheduled visit are used in the anakyses.

Motable randes:

Heart Fate =120 bpm and increase by 13; < 30 bpm and decrease by 15

Systolic Blood Pressure =180 mmHg and increase by 20; < 30 mmHg and decrease by 20

Diastolic Blood Pressure =103 mmHg and increase by 13; < 50 mmHg and decrease by 15

Weight =7% decrease from Baseline weight
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Number (%) of patients with ECG abnommalities during Period 1 by
treatment (Safety analysis set for Period 1)

Ritalin LA RitalinLA Ritalin LA All

40 my 80 my 20 my Ritalin LA Placebo

N=180 N=181 N=181 N=542 N=130
Abnomality type/Finding ni%) ni%) ni%) ni%) ni%)
Any ECG abnommality 2 (83) T (200) 4 ({118} 13 (140) 8 (3038)
Rhythm
Sinus bradycardia o ooy 2 (37 0 om 2 (22 0 (0.0
Sinus tachycardia o ooy 1 (2@ 1 2 2 (22 0 (0.m
Ectopic Supraventricular Rhythm o ooy 1 (2= 0 (001 1 (1.1 0 (0.0
Conduction
First degree &Y block 1T @2 2 (a7 0o [om 3 (33 1 (3.8)
FEEE o (0 o {00y 0O o0y 0 (0O 2 (77
[ CD o (0 o {00y 0O o0y 0 (0O 1 (3.8)
LAH o ooy 1 (29 0 (00 1 (1.1 1 (3.8)
IFEEE o ooy 0o (0O O (om0 (0O 2 (7.7
ST segment
Cepressed ST segment 1T 42y 0 00y o omm 1 (1.1 0 (0.0
T waves
Flat T waves o ooy 0 (0 o (om0 (00O 1 (3.8)
Inverted T waves 142 0 (oo 1 (291 2 (22) 1 (3.8)
ECTOPY
WRC o (oo 1 {29y 0 (oo 1 (1.1 1 (3.8
APC o (oo o (oo 20 {59 20 (29 1 (3.8)

Consider patients who discontinued in Period 1.

Patients are assigned to the treatrment they were receiving in Period 1.

FPercentages are based on the number of patients with available data durng the pedod.

APC=atrial premature contraction, Ay =atricventricular, IRBBE =incormplete right bundle branch block;
[ CD=intraventricular conduction delay; LaH=Ieft anteriar hemiblock, RBBB=right bundle branch block;
WP C=ventricular premature contraction.
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Number (%) of patients with ECG abnormalities during Period 2 by
treatment (Safety Analysis Set for Period 2)

All
Ritalin LA
N=580
n(%)

Abnermality typeFinding
Any ECG abnormality 65 ' (11.8)
Rhythm

Sinus bradycardia 2 (0.4)

Sinus tachycardia 17 (3.1)

Ectopic Supraventicular Rinthm 4 (0.7
Conduction

First degree AV block 12 (2.2)

REBE 2 (0.4)

IVCD 3 (0.5)

LAH 4 (0.7)

IREBE 4 (0.7)
ST segment

Depressed ST segment 2 (0.4)
T waves

Flat T waves 7 (1.3)

Inverted T waves B (1.1
ECTOPY

WVPC 4 (0.7)

APC o (1.4

APC=ztrial premature contraction Av=atrioventricular, IRBEB=incomplete right bundle branch block;
IVCD=intraventricular conduction delay, LAH=left anteror hemiblock, RBBE=rght bundle branch
block; WP C=ventricular premature contraction.

Patients are assigned to the treatrment they were receiving in Period 2.

Patients who discontinued in Period 2 are considered.

Percentages are based on the number of patients with available data during the period.
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Number (%) of patients with ECG abnommalities during Period 3 by
treatment {Safety analysis set for Period 3)

RitalinLA Ritalin LA Ritalin LA All
40 my 60myg B0 my Ritalin LA Placebo
N=113 N=130 N=118 N=361 N=121
(%) () n(% ) ni% ) ni%)
Abnomality typeFinding
Any ECG abnormality 12 (120) 6 (5.0) 16 (145) 34 (103) 11 (9.9)
Rhythm
Sinus bradycardia 1 (10 1 @8 2 (18 4 (127 3 (27
Sinus tachycardia 5 G0 2 (17 1 (09 B (24 1 (0.9
Ectopic Supraventricular Riythm 0 0 @O 1 (09 1 (03 0 (00
Conduction
First degree AV block 1 (o) 0 @O 3 (27 4 (127 2 (18
REEBB 0 @0 0 (00 0O (00) 0 (00) 1 (09
I CD 0 ©0) 1 (OB 1 (09 2 (@06 2 (1.8
LAH 1 (10 0 @O0 0 (0O 1 (03 1 (0.9
ST segment
Depressed ST segment 1 (1o 0 @O0 1 (08 2 (0§ 0 (0.0
T waves
Flat T waves 1 (1o 0 @O 1 (08 2 (08 2 (1.8
Inverted T waves 0 @0) 1 (08 2 (1.8 3 (0% 0 (0.0
ECTOPY
Vil 1 (10 1 @8 4 (38 6 (18 0 (00
APC 1 (10 0 @O0 2 (18 3 (0m 1 (09
Cther Artfythmia 0 @O0) 0 (OO 1 (09 1 (03 0 (0.0

APC=afrial premature contraction; Ay =atrioventricular; WYCD=intraventricular conduction delay; LAH=1eft
anterior hemiblock;, REEB=right bundle branch block; WVPC=wentricular premature contraction.

Patients are assigned to the treatrment they were receiving in Period 3.

Percentages are based on the number of patients with available data during the perod.

Patients who discontinued in Period 3 are considered.
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Number (%) of patients with clinically notable changes in ECG during
Period 1 by treatment (Safety analysis set for Period 1)

All Placebo
Ritalin LA RitalinLA Ritalin LA Ritalin LA
40mg 60mg 80 my
N=180 N=181 N=181 N=542 N=180
ni) n(%) ni) n(%) nit)
QT » 500ms o (oo 0 @O0y o (@ 0 (00 0 (00
QTcE = a00ms o @Oy 0 @Oy O (@O 0 (OOy 0 (00
CTcF > 500 ms o @Oy 0o @Oy o (@@ 0 (0O 0 (00
QT inc from baseline =30 ms 1 (86) 7 (X33 0 (0D 8 (103 1 (58)
CITcE inc from baseling =30ms o @oom 3 (W0m 3 (0@ &6 (77 1 (5E8)
CQITCF inc from baseline =30ms o ooy 3 (Wm o @, 3 (3.8 0 (00
PR inc from baseline = 25% t0 awalue =200 ms o @Oy 0o @Oy o (@@ 0 (0O 0 (00
CIRS inc from baseline = 25% to awvalue o (o o @O0y o (@O 0 (00O 0 {00

=100 ms

Consider patients who discontinued in Period 1.
Percentages are based on patients with both baseline and post baseline values.

Number {%) of patients with clinically notable changes in ECG during
Period 2 by treatment (Safety analysis set for Period 2)

QT = 800ms a
QTcB = 500ms a
CITcF = 500 ms a
QT inc fram baseline =30 ms 25
QTCE inc fram baseline 230 ms G
CGTcF inc from baseline =30 ms 16

PR inc from baseline = 25% to awvalue =200 ms
QRS inc from baseline = 28% to avalue =100 ms ]

All
Ritalin LA

N=580
n{%)

n: the number of patients meeting the criterion.

Cinly patients with both baseling and post-baseline measurements are included in the table.

CITCE (Bazett's QTo) interval was calculated as QT/Sguare root of (REA 0007
CITcF (Friderica's QTc) interval was calculated as QT/Cube root of (RRA000).
Percentages are based on patients with both baseline and post baseline values.

52|Page



) NOVARTIS

Number (%) of patients with clinically notable changes in ECG during
Period 3 by treatment {Safety analysis set for Period 3)

Ritalin LA  RitalinLA  Ritalin LA All

40 mg 60 mg 80mg  RitalinLA Placebo

N=113 N=130 N=118 N=361 N=121

n(%) Nl N N (%)

QT > 500 ms O (00y 0O (0O 0 (00) 0 (0D 0O (0O
QTcE » 500 ms 0 (00y 0 (0O 0 (00y 0 (00 0O (0O
QTcF = 500 ms 0 (O0y 0 @Oy 0 (0O 0 (0o 0 (@O
QT inc from baseline =30 ms 8 (317 12 (107 14 (128) 34 (104) 26 (24.1)
QTcB inc from baseline =30 ms 5 (917 8 (B 7T (B4 24 (T4 2 (19
QTcF inc from baseline 230 ms 3 (30 3 (28 4 (37 10 (3N 4 (37
PR inc from baseline = 25% o avalue O (00y 0 (0O 0 (00y 0 (0D 0O (0O

=200 ms
GRS inc from baseline = 25% to avalue ] 0.0y 0 @.o 0 (0.0 ] ooy o .o
=100 ms

Fatients are assigned to the treatment they were receiving in Period 3.
Fatients who discontinued in Period 3 are considered.
FPercentages are based on patients with both baseling and post baseling values.

Date of Clinical Trial Report
7 November 2012

Date Inclusion on Novartis Clinical Trial Results Database

06 August 2013
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