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1.6 SEICETHERARRFICETIEH
1.6.1  SEIZEFTBHEBKRR

7 MEXEF NI OEERNG/ZEMEREE (AD/HD) A LT 2012 4 6 H
BECHARZET 87 OESUIHIER (BRJN:E# S (European Union, LLF EU) 21 » E%E &
te] THARINTND, EU TOARIIMHAFRIESF I L D, BRA~OMEIGI AL S
TWADIE 30 OEIIHIR TH 5D, IWot4 13T TOEIHIFIZ I T Strattera® T
b5, SEIZEIT DT MEXET VOERIRMARE 1.6-1 |]TRT,

£16-1 SEIZBITE7 FEXFEFUOORIBKR (201245 6 BRAE)

E4 KFH /N BN
Algeria 200845 H 17 H O X
Argentina 200347 H 1 H O O
Aruba 200542 A 22 H O X
Australia 200441 H 16 A O O
Austria 200644 H 20 H O X
Bahrain 200544 H 27 H O X
Belgium 20064F3 A 20 H O X
Botswana 200747 A 31 H O X
Brazil 201148 A 30 H O X
Canada 2004412 H 24 H O O
Chile 200446 A 24 H O O
China 200645 A 30 H O X
Colombia 200444 A 23 H O @)
Costa Rica 20044510 A 12 H O @)
Croatia 200745 H 2 H O X
Curacao 2004411 H 16 H O X
Cyprus 200549 A 26 A O X
Czech Republic 2005412 A 14 H O X
Denmark 200645 H 10 H O X
Dominican Republic 2003411 A 25 H O @)
Ecuador 200542 H 16 H O O
Egypt 200743 A 1 H O X
El Salvador 200448 4 20 H O O
Estonia 2005411 A 11 H O X
Finland 200645 H 23 H O X
Germany 200412 H 2 H O X
Greece 200643 A 23 H O X
Guatemala 200447 A 24 H O O
Honduras 2004412 H 7H O X
Hong Kong 200547 H 1 H O X
Hungary 20064F 1 A 16 H O X
Iceland 2005412 A 1 H O X
Iran 200641 A 1 H O X
Iraq 200842 A 19 H O X
Ireland 200642 A 10 H O X
Italy 200744 A 24 H O X
Jamaica 200542 A 17 H O X
Jordan 20054F 8 A 4 A O X
Kazakhstan 2006412 H 25 H O X
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x16-1 HEICEITS7 FEXFEFUDOERBRR (201246 A

RE)  E)

E4 KFH /N BN
Kenya 200543 A 17 H O X
Korea, South 2006549 H 29 H O O
Kuwait 200449 A 13 H O X
Latvia 2005412 A4 19 H O X
Lebanon 200545 H 4 H O X
Lithuania 2005412 H 19 H O X
Luxembourg 2006424 A 6 H O X
Macau 20044510 A 12 H O X
Malaysia 200547 A 28 H O O
Malta 200549 A 26 H O X
Mexico 200345 H 29 H O O
Morocco 2007411 A 30 H O O
Namibia 200642 A 8 H O O
Netherlands 2004412 A 15 H O X
New Zealand 20051 A 15 H O O
Nicaragua 200541 H 10 H O O
Nigeria 200645 H 28 H O X
Norway 2004 4F 11 A 25 H O X
Oman 200545 A 30 H O X
Pakistan 20064E9 A 12 H O O
Panama 200542 H 22 H O O
Peru 200442 A 23 H O @)
Philippines 2004410 A 14 H O O
Poland 200641 H 19 H O X
Portugal 2005410 H 25 H O X
Qatar 200641 H 23 H O X
Romania 2004412 4 20 H O X
Russia 2005412 A 9H O @)
Saudi Arabia 200641 A 17 H O X
Singapore 200544 H 4 H O O
Slovakia 2005412 A 1 H O X
Slovenia 200549 A 26 A O X
South Africa 20054F 6 A 3 A O @)
Spain 200644 A 18 H O X
Sweden 200644 A 21 H O X
Switzerland 200944 A 8 H O X
Syria 2006410 A 2 A O X
Taiwan 200649 A 26 A O O
Thailand 200548 A 3 H O O
Trinidad and Tobago 200547 H 5 H O X
Tunisia 201041 H 26 H O X
Turkey 2007412 A 6 H O O
Ukraine 200941 H 29 H O O
United Arab Emirates 20054E2 A 12 H O X
United Kingdom 200445 H 27 H O X
United States 20024 11 A 26 H O O
Venezuela 200548 A 18 H O O
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#1.6-2 KERUVEUIZEITSERES. Bl - 2. #IibiE. AiZ - A=
(2012 % 6 BEAE)
P NEs| EU
k784 | STRATTERA® STRATTERA®
ﬁi?%; 71 7L 10, 18, 25, 40, 60, 80,100 mg H 7 E L 10, 18, 25, 40, 60, 80, 100 mg
A N T T FILER KM/ L R E A NI T ZIXAENIRE T 2 7T A
(AD/HD) ORI % #EIE &5, L LT 6mULEO/NERSIOFEVEDEE
AD/HDIRIFRICBIT DA NI 77 0HM | XM/ 28 EEE (AD/HD) OIR¥ % ik
R 1Z. AD/HD ® DSM-IV 33EICAE L=/ | iEE T 5, 1B#IE AD/HD OREMZ 3 ERLA
RN et gIc Lz 6 507 T2 RABREBR, | LAFHER 5420, ZEIE DSMIV 03
FANZRRIZ LT 2 D7 Z st et | #E 7213 ICD-10 A KT A e > TIT
KON D OHERRIERBR CHESL S LTV bz nidze s,
2,
5 BOS, A7 739 10, BFEOA
BEIOke LTFO/NBEHFEVEDOHE - A | B LDOLTERETE S, 1 B 1 [EERE
FITIIX 1 BAESE LT 05 mgkg Dy | THORBBHEDE (BN £ I3A9ME)
BB L. I3 Ak L= L 1B | 0B WEEIT. | B 2 BEHEIHT
B 12 mgke & BAZICHERET 5, #1E | THEFBRELS UIY FHTRLEE L TRX
B EFRES /Y HTRSHEIDT T | 740y "B ELNDZ ENnb 5,
Beh53 5, 12mgkg/ B ZBx2HEICE
WTEBRBRRT 4w MNIRD bNAD | BE 70 kg LT O/NE/FFAED &
> 7, ANZ770F 1 AHAELE LTK 0.5 mgkg
N FOED T HHREIT 14mgkg £ | ORAT 2L, WIHIAREZ &K 7 HHE
1 100 mg OWFTHUMEN ST ZE 2 A2 e L7=d &, BRRNE & AAEMEIZFES W
L. THET 5, HELHER A R0 1.2 mgkg/
HThs (BEOEEBLLOTKROT M
IKE 70 kg B2 D/NEROFEDVEL NI | FEFrlFoGEICIYRLRD) , 12
BAOHE- AT TIX 1 AHE4mg | mgky B ZB2 5 HRBICBNTESRDLN
NOERERARL, KIK3HMMELZ2HE |27 40 v PiERRO LN o7z, 1.8
1 HAERN 80Omg # BFEICH & 5, 81 | mgkg HEBxH5HED 1 BEGRO 1.8
i - B G705 & P RIB /S T RSFICHT | mgkg 2822 1 AHEOZ NI S
- THET D, IDIC2~4EM%. +07% | LTy, BRAHIZE W T HIRE & ks
B RO EEICITEE 100mg ET | 52 LAENAEA N D D,
WECTE2, ARZE THEDRSHEK
5L AYET AT — 2 30, HEI0kg 22 5/NEVEOHE
KT 70 kg LA EO/NR RO EE N | AP T T 713 1 BEE LT 40 mg 22
NOFRHAESE 1 HHEIX 100mg ThH 5, BianZ b, PIMAEEZRIK 7 ARG L
e b, BEFEE L BRMEITE SO T
MRy B S T 5, HELEHERF BT 80 mg TH B, 80
—f%AIZ AD/HD OEMPRLIIEMMSLE | mg 2B 2HBICBVWTELRERT
Wb R D, AFlE 12~1.8mgkg | v MNIBD Lo Te, RRKHESE 1 H
?D 1 HMAEICTHRE R LI/NNEHO FHEIE 100 mg TH D, 120 mg 2 H
AD/HD BTk DHERFRIE DO 7 ¢ B0 1 [#HFERN 150 mg 2825 1 A
v MI, BEEINEEERRICEVIFAS | EOREMIIHL SN TRy, A
nNTnsd, LT, HEFFEREME TR, 9E | B THIEE LMk T 5 2 &Nl e H e
BEROBRBRHECREGINEIMEZ R LE | Bd D,
AENE STV, A FTT T 2EH
MEAT 5561, EMAEA OBFICD
WCRA ORI 728 A2 S0 HRE
sz &,
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120mg ## 2% 1 EHEE 150mg ZH 2
% 1 B HEOZ &I ST,

kEEAE O &HE - 2 HD 246
4% AD/HD HEITRD & 5 I HEFEK
THLOMBEEIND, PEEOHFAE
(Child-Pugh Class B) HEE&EDOHIEIH & X
O HEMABTBREHE (FREEEDZRN
BEOHE) © 50%FETHADT LI L,
HE A4 8% (Child-Pugh Class C) T
X, IR ER KO AERETEE AR
25% % TRV TDHZ L,

387 CYP2D6 FHEHIPEH K X iT CYP2D6
Poor Metabolizer D Eifi# — "%t F
U, INFREF F=U DL DT
7172 CYP2D6 BAEHIA 5 DOKE 70 kg
UTFo/WNR, FVPFEEFANTT 7%
0.5 mg/kg/ B HBALA L, 4 HEZICIERD
BB EN TR EICEEER B S T35
GDH, BEEEARED 1.2mgkgHET
WEILZ L,

nNRaxtFo, IAFFETF, F=UU
D X 5T )72 CYP2D6 FLEHI% 5
R 70 kg #Hx B/NR K OEDFEIF N
BAIFZANTTT 40mg BnHREL, 4
HFZIER P YE SN T YR A RICER
WRHELNTHEDH, WF BEHED
80mg/H £ CHETHI &,

KA OLAHE O 1= 5 OB INE H
AD/HD JBFIZBT 2 S E ORI A 7 v
ANBIEZIH/E > THEAT S Z L,
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NTED, Tz, WYIARRER 2 20 Tl
LTH I,

| FEE2BZTT MEXBTF L DOIGE Lk
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
STRATTERA safely and effectively. See full prescribing information for
STRATTERA.

STRATTERA® (atomoxetine hydrochloride) CAPSULES for Oral Use
Initial U.S. Approval: 2002

WARNING: SUICIDAL IDEATION IN CHILDREN AND
ADOLESCENTS

See full prescribing information for complete boxed warning.
. Increased risk of suicidal ideation in children or adolescents (5.1)
. No suicides occurred in clinical trials (5.1)
. Patients started on therapy should be monitored closely (5.1)

Contraindications:

Severe Cardiovascular Disorders (4.5) 08/2011
Warnings and Precautions:

Effects on Blood Pressure and Heart Rate (5.4) 06/2012

INDICATIONS AND USAGE--------m-mmmeeeee

STRATTERA® is a selective norepinephrine reuptake inhibitor indicated for
the treatment of Attention-Deficit/Hyperactivity Disorder (ADHD). (1.1)

Initial, Target and Maximum Daily Dose (2.1)

(Acute and Maintenance/Extended Treatment)

Body Weight Initial Daily Target Total Maximum Total
Dose Daily Dose Daily Dose

Children and 0.5 mg/kg 1.2 mg/kg 1.4 mg/kg

adolescents up to

70 kg

Children and 40 mg 80 mg 100 mg

adolescents over

70 kg and adults

Dosing adjustment — Hepatic Impairment, Strong CYP2D6 Inhibitor, and in
patients known to be CYP2D6 poor metabolizers (PMs). (2.4, 12.3)

Each capsule contains atomoxetine HCI equivalent to 10, 18, 25, 40, 60, 80, or
100 mg of atomoxetine. (3, 11, 16)

CONTRAINDICATIONS

. Hypersensitivity to atomoxetine or other constituents of product. (4.1)

. STRATTERA use within 2 weeks after discontinuing MAOI or other
drugs that affect brain monoamine concentrations. (4.2, 7.1)

. Narrow Angle Glaucoma. (4.3)

. Pheochromocytoma or history of pheochromocytoma. (4.4)

. Severe Cardiovascular Disorders that might deteriorate with clinically
important increases in HR and BP. (4.5)

. Suicidal Ideation — Monitor for suicidality, clinical worsening, and
unusual changes in behavior. (5.1)

. Severe Liver Injury — Should be discontinued and not restarted in
patients with jaundice or laboratory evidence of liver injury. (5.2)

. Serious Cardiovascular Events — Sudden death, stroke and myocardial

infarction have been reported in association with atomoxetine treatment.
Patients should have a careful history and physical exam to assess for
presence of cardiovascular disease. STRATTERA generally should not
be used in children or adolescents with known serious structural cardiac
abnormalities, cardiomyopathy, serious heart rhythm abnormalities, or

other serious cardiac problems that may place them at increased
vulnerability to its noradrenergic effects. Consideration should be given
to not using STRATTERA in adults with clinically significant cardiac
abnormalities. (5.3)

. Emergent Cardiovascular Symptoms — Patients should undergo prompt
cardiac evaluation. (5.3)
. Effects on Blood Pressure and Heart Rate — Increase in blood pressure

and heart rate; orthostasis and syncope may occur. Use with caution in
patients with hypertension, tachycardia, or cardiovascular or
cerebrovascular disease. (5.4)

. Emergent Psychotic or Manic Symptoms — Consider discontinuing
treatment if such new symptoms occur. (5.5)
. Bipolar Disorder — Screen patients to avoid possible induction of a

mixed/manic episode. (5.6)
. Aggressive behavior or hostility should be monitored. (5.7)

. Possible allergic reactions, including anaphylactic reactions,
angioneurotic edema, urticaria, and rash. (5.8)

. Effects on Urine Outflow — Urinary hesitancy and retention may occur.
(5.9)

. Priapism — Prompt medical attention is required in the event of

suspected priapism. (5.10, 17.5)

. Growth — Height and weight should be monitored in pediatric patients.
(5.11)

. Concomitant Use of Potent CYP2D6 Inhibitors or Use in patients known
to be CYP2D6 PMs — Dose adjustment of STRATTERA may be
necessary. (5.13)

ADVERSE REACTIONS

Most common adverse reactions (=5% and at least twice the incidence of
placebo patients)

. Child and Adolescent Clinical Trials — Nausea, vomiting, fatigue,
decreased appetite, abdominal pain, and somnolence. (6.1)
. Adult Clinical Trials — Constipation, dry mouth, nausea, fatigue,

decreased appetite, insomnia, erectile dysfunction, urinary hesitation
and/or urinary retention and/or dysuria, dysmenorrhea, and hot flush.
6.1
To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly and
Company at 1-800-LillyRx (1-800-545-5979) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS
. Monoamine Oxidase Inhibitors. (4.2, 7.1)
. CYP2D6 Inhibitors - Concomitant use may increase atomoxetine steady-

state plasma concentrations in EMs. (7.2)

. Antihypertensive Drugs and Pressor Agents - Possible effects on blood
pressure. (7.3)

. Albuterol (or other beta, agonists) - Action of albuterol on
cardiovascular system can be potentiated. (7.4)

. Pregnancy/Lactation - Pregnant or nursing women should not use unless
potential benefit justifies potential risk to fetus or infant. (8.1, 8.3)
. Hepatic Insufficiency - Increased exposure (AUC) to atomoxetine than

with normal subjects in EM subjects with moderate (Child-Pugh Class
B) (2-fold increase) and severe (Child-Pugh Class C) (4-fold increase).
(8.6)

. Renal Insufficiency - Higher systemic exposure to atomoxetine than
healthy subjects for EM subjects with end stage renal disease - no
difference when exposure corrected for mg/kg dose. (8.7)

. Patients with Concomitant Illness - Does not worsen tics in patients with
ADHD and comorbid Tourette’s Disorder. (8.10)
. Patients with Concomitant Illness — Does not worsen anxiety in patients

with ADHD and comorbid Anxiety Disorders. (8.10)

See 17 for PATIENT COUNSELING INFORMATION and the FDA-
approved Medication Guide
Revised: 06/2012

FULL PRESCRIBING INFORMATION: CONTENTS*
WARNING: SUICIDAL IDEATION IN CHILDREN AND
ADOLESCENTS
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23 General Dosing Information
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FULL PRESCRIBING INFORMATION

WARNING: SUICIDAL IDEATION IN CHILDREN AND ADOLESCENTS

STRATTERA (atomoxetine) increased the risk of suicidal ideation in short-term studies in children or adolescents
with Attention-Deficit/Hyperactivity Disorder (ADHD). Anyone considering the use of STRATTERA in a child or
adolescent must balance this risk with the clinical need. Co-morbidities occurring with ADHD may be associated with an
increase in the risk of suicidal ideation and/or behavior. Patients who are started on therapy should be monitored closely
for suicidality (suicidal thinking and behavior), clinical worsening, or unusual changes in behavior. Families and caregivers
should be advised of the need for close observation and communication with the prescriber. STRATTERA is approved for
ADHD in pediatric and adult patients. STRATTERA is not approved for major depressive disorder.

Pooled analyses of short-term (6 to 18 weeks) placebo-controlled trials of STRATTERA in children and adolescents
(a total of 12 trials involving over 2200 patients, including 11 trials in ADHD and 1 trial in enuresis) have revealed a
greater risk of suicidal ideation early during treatment in those receiving STRATTERA compared to placebo. The average
risk of suicidal ideation in patients receiving STRATTERA was 0.4% (5/1357 patients), compared to none in placebo-
treated patients (851 patients). No suicides occurred in these trials [see Warnings and Precautions (5.1)].

INDICATIONS AND USAGE

11 Attention-Deficit/Hyperactivity Disorder (ADHD)

STRATTERA is indicated for the treatment of Attention-Deficit/Hyperactivity Disorder (ADHD).
The efficacy of STRATTERA Capsules was established in seven clinical trials in outpatients with ADHD: four 6 to 9-week
trials in pediatric patients (ages 6 to 18), two 10-week trial in adults, and one maintenance trial in pediatrics (ages 6 to 15) /see

Clinical Studies (14)].
1.2 Diagnostic Considerations




A diagnosis of ADHD (DSM-1V) implies the presence of hyperactive-impulsive or inattentive symptoms that cause
impairment and that were present before age 7 years. The symptoms must be persistent, must be more severe than is typically
observed in individuals at a comparable level of development, must cause clinically significant impairment, e.g., in social, academic,
or occupational functioning, and must be present in 2 or more settings, e.g., school (or work) and at home. The symptoms must not be
better accounted for by another mental disorder.

The specific etiology of ADHD is unknown, and there is no single diagnostic test. Adequate diagnosis requires the use not
only of medical but also of special psychological, educational, and social resources. Learning may or may not be impaired. The
diagnosis must be based upon a complete history and evaluation of the patient and not solely on the presence of the required number
of DSM-IV characteristics.

For the Inattentive Type, at least 6 of the following symptoms must have persisted for at least 6 months: lack of attention to
details/careless mistakes, lack of sustained attention, poor listener, failure to follow through on tasks, poor organization, avoids tasks
requiring sustained mental effort, loses things, easily distracted, forgetful. For the Hyperactive-Impulsive Type, at least 6 of the
following symptoms must have persisted for at least 6 months: fidgeting/squirming, leaving seat, inappropriate running/climbing,
difficulty with quiet activities, “on the go,” excessive talking, blurting answers, can’t wait turn, intrusive. For a Combined Type
diagnosis, both inattentive and hyperactive-impulsive criteria must be met.

1.3 Need for Comprehensive Treatment Program

STRATTERA is indicated as an integral part of a total treatment program for ADHD that may include other measures
(psychological, educational, social) for patients with this syndrome. Drug treatment may not be indicated for all patients with this
syndrome. Drug treatment is not intended for use in the patient who exhibits symptoms secondary to environmental factors and/or
other primary psychiatric disorders, including psychosis. Appropriate educational placement is essential in children and adolescents
with this diagnosis and psychosocial intervention is often helpful. When remedial measures alone are insufficient, the decision to
prescribe drug treatment medication will depend upon the physician’s assessment of the chronicity and severity of the patient’s

symptoms.

2 DOSAGE AND ADMINISTRATION

2.1 Acute Treatment

Dosing of children and adolescents up to 70 kg body weight — STRATTERA should be initiated at a total daily dose of
approximately 0.5 mg/kg and increased after a minimum of 3 days to a target total daily dose of approximately 1.2 mg/kg
administered either as a single daily dose in the morning or as evenly divided doses in the morning and late afternoon/early evening.
No additional benefit has been demonstrated for doses higher than 1.2 mg/kg/day [see Clinical Studies (14)].

The total daily dose in children and adolescents should not exceed 1.4 mg/kg or 100 mg, whichever is less.

Dosing of children and adolescents over 70 kg body weight and adults — STRATTERA should be initiated at a total daily
dose of 40 mg and increased after a minimum of 3 days to a target total daily dose of approximately 80 mg administered either as a
single daily dose in the morning or as evenly divided doses in the morning and late afternoon/early evening. After 2 to 4 additional
weeks, the dose may be increased to a maximum of 100 mg in patients who have not achieved an optimal response. There are no data
that support increased effectiveness at higher doses [see Clinical Studies (14)].

The maximum recommended total daily dose in children and adolescents over 70 kg and adults is 100 mg.

2.2 Maintenance/Extended Treatment

It is generally agreed that pharmacological treatment of ADHD may be needed for extended periods. The benefit of
maintaining pediatric patients (ages 6-15 years) with ADHD on STRATTERA after achieving a response in a dose range of 1.2 to
1.8 mg/kg/day was demonstrated in a controlled trial. Patients assigned to STRATTERA in the maintenance phase were generally
continued on the same dose used to achieve a response in the open label phase. The physician who elects to use STRATTERA for
extended periods should periodically reevaluate the long-term usefulness of the drug for the individual patient /see Clinical Studies
(14.1)].
2.3 General Dosing Information

STRATTERA may be taken with or without food.

STRATTERA can be discontinued without being tapered.

STRATTERA capsules are not intended to be opened, they should be taken whole [see Patient Counseling Information
(17.6)].

The safety of single doses over 120 mg and total daily doses above 150 mg have not been systematically evaluated.

2.4 Dosing in Specific Populations

Dosing adjustment for hepatically impaired patients — For those ADHD patients who have hepatic insufficiency (HI), dosage
adjustment is recommended as follows: For patients with moderate HI (Child-Pugh Class B), initial and target doses should be
reduced to 50% of the normal dose (for patients without HI). For patients with severe HI (Child-Pugh Class C), initial dose and target
doses should be reduced to 25% of normal [see Use In Specific Populations (8.6)].

Dosing adjustment for use with a strong CYP2D6 inhibitor or in patients who are known to be CYP2D6 PMs — In children
and adolescents up to 70 kg body weight administered strong CYP2D6 inhibitors, e.g., paroxetine, fluoxetine, and quinidine, or in
patients who are known to be CYP2D6 PMs, STRATTERA should be initiated at 0.5 mg/kg/day and only increased to the usual target
dose of 1.2 mg/kg/day if symptoms fail to improve after 4 weeks and the initial dose is well tolerated.




In children and adolescents over 70 kg body weight and adults administered strong CYP2D6 inhibitors, e.g., paroxetine,
fluoxetine, and quinidine, STRATTERA should be initiated at 40 mg/day and only increased to the usual target dose of 80 mg/day if
symptoms fail to improve after 4 weeks and the initial dose is well tolerated.

3 DOSAGE FORMS AND STRENGTHS

Each capsule contains atomoxetine HCI equivalent to 10 mg (Opaque White, Opaque White), 18 mg (Gold, Opaque White),
25 mg (Opaque Blue, Opaque White), 40 mg (Opaque Blue, Opaque Blue), 60 mg (Opaque Blue, Gold), 80 mg (Opaque Brown,
Opaque White), or 100 mg (Opaque Brown, Opaque Brown) of atomoxetine.

4 CONTRAINDICATIONS

4.1 Hypersensitivity
STRATTERA is contraindicated in patients known to be hypersensitive to atomoxetine or other constituents of the product
[see Warnings and Precautions (5.7)].

4.2 Monoamine Oxidase Inhibitors (MAOI)

STRATTERA should not be taken with an MAOI, or within 2 weeks after discontinuing an MAOI. Treatment with an MAOI
should not be initiated within 2 weeks after discontinuing STRATTERA. With other drugs that affect brain monoamine
concentrations, there have been reports of serious, sometimes fatal reactions (including hyperthermia, rigidity, myoclonus, autonomic
instability with possible rapid fluctuations of vital signs, and mental status changes that include extreme agitation progressing to
delirium and coma) when taken in combination with an MAOI. Some cases presented with features resembling neuroleptic malignant
syndrome. Such reactions may occur when these drugs are given concurrently or in close proximity /see Drug Interactions (7.1)].

4.3 Narrow Angle Glaucoma
In clinical trials, STRATTERA use was associated with an increased risk of mydriasis and therefore its use is not
recommended in patients with narrow angle glaucoma.

4.4 Pheochromocytoma

Serious reactions, including elevated blood pressure and tachyarrhythmia, have been reported in patients with
pheochromocytoma or a history of pheochromocytoma who received STRATTERA. Therefore, STRATTERA should not be taken by
patients with pheochromocytoma or a history of pheochromocytoma.

4.5 Severe Cardiovascular Disorders

STRATTERA should not be used in patients with severe cardiovascular disorders whose condition would be expected to
deteriorate if they experience increases in blood pressure or heart rate that could be clinically important (for example, 15 to 20 mm Hg
in blood pressure or 20 beats per minute in heart rate). /[See Warnings and Precautions (5.4)].

5 WARNINGS AND PRECAUTIONS

5.1 Suicidal Ideation

STRATTERA increased the risk of suicidal ideation in short-term studies in children and adolescents with Attention-
Deficit/Hyperactivity Disorder (ADHD). Pooled analyses of short-term (6 to 18 weeks) placebo-controlled trials of STRATTERA in
children and adolescents have revealed a greater risk of suicidal ideation early during treatment in those receiving STRATTERA.
There were a total of 12 trials (11 in ADHD and 1 in enuresis) involving over 2200 patients (including 1357 patients receiving
STRATTERA and 851 receiving placebo). The average risk of suicidal ideation in patients receiving STRATTERA was 0.4% (5/1357
patients), compared to none in placebo-treated patients. There was 1 suicide attempt among these approximately 2200 patients,
occurring in a patient treated with STRATTERA. No suicides occurred in these trials. All reactions occurred in children 12 years of
age or younger. All reactions occurred during the first month of treatment. It is unknown whether the risk of suicidal ideation in
pediatric patients extends to longer-term use. A similar analysis in adult patients treated with STRATTERA for either ADHD or major
depressive disorder (MDD) did not reveal an increased risk of suicidal ideation or behavior in association with the use of
STRATTERA.

All pediatric patients being treated with STRATTERA should be monitored appropriately and observed closely for
clinical worsening, suicidality, and unusual changes in behavior, especially during the initial few months of a course of drug
therapy, or at times of dose changes, either increases or decreases.

The following symptoms have been reported with STRATTERA: anxiety, agitation, panic attacks, insomnia, irritability,
hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania and mania. Although a causal link between the
emergence of such symptoms and the emergence of suicidal impulses has not been established, there is a concern that such symptoms
may represent precursors to emerging suicidality. Thus, patients being treated with STRATTERA should be observed for the
emergence of such symptoms.

Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in
patients who are experiencing emergent suicidality or symptoms that might be precursors to emerging suicidality, especially if these
symptoms are severe or abrupt in onset, or were not part of the patient’s presenting symptoms.

Families and caregivers of pediatric patients being treated with STRATTERA should be alerted about the need to
monitor patients for the emergence of agitation, irritability, unusual changes in behavior, and the other symptoms described
above, as well as the emergence of suicidality, and to report such symptoms immediately to healthcare providers. Such
monitoring should include daily observation by families and caregivers.



5.2 Severe Liver Injury

Postmarketing reports indicate that STRATTERA can cause severe liver injury. Although no evidence of liver injury was
detected in clinical trials of about 6000 patients, there have been rare cases of clinically significant liver injury that were considered
probably or possibly related to STRATTERA use in postmarketing experience. Because of probable underreporting, it is impossible to
provide an accurate estimate of the true incidence of these reactions. Reported cases of liver injury occurred within 120 days of
initiation of atomoxetine in the majority of cases and some patients presented with markedly elevated liver enzymes [>20 X upper
limit of normal (ULN)], and jaundice with significantly elevated bilirubin levels (>2 X ULN), followed by recovery upon atomoxetine
discontinuation. In one patient, liver injury, manifested by elevated hepatic enzymes up to 40 X ULN and jaundice with bilirubin up to
12 X ULN, recurred upon rechallenge, and was followed by recovery upon drug discontinuation, providing evidence that
STRATTERA likely caused the liver injury. Such reactions may occur several months after therapy is started, but laboratory
abnormalities may continue to worsen for several weeks after drug is stopped. The patient described above recovered from his liver
injury, and did not require a liver transplant. However, severe liver injury due to any drug may potentially progress to acute liver
failure resulting in death or the need for a liver transplant.

STRATTERA should be discontinued in patients with jaundice or laboratory evidence of liver injury, and should not
be restarted. Laboratory testing to determine liver enzyme levels should be done upon the first symptom or sign of liver dysfunction
(e.g., pruritus, dark urine, jaundice, right upper quadrant tenderness, or unexplained “flu like” symptoms) /see Warnings and
Precautions (5.12); Patient Counseling Information (17.3)].

5.3 Serious Cardiovascular Events

Sudden Death and Pre-existing Structural Cardiac Abnormalities or Other Serious Heart Problems

Children and Adolescents — Sudden death has been reported in association with atomoxetine treatment at usual doses in
children and adolescents with structural cardiac abnormalities or other serious heart problems. Although some serious heart problems
alone carry an increased risk of sudden death, atomoxetine generally should not be used in children or adolescents with known serious
structural cardiac abnormalities, cardiomyopathy, serious heart rhythm abnormalities, or other serious cardiac problems that may place
them at increased vulnerability to the noradrenergic effects of atomoxetine.

Adults — Sudden deaths, stroke, and myocardial infarction have been reported in adults taking atomoxetine at usual doses for
ADHD. Although the role of atomoxetine in these adult cases is also unknown, adults have a greater likelihood than children of
having serious structural cardiac abnormalities, cardiomyopathy, serious heart rhythm abnormalities, coronary artery disease, or other
serious cardiac problems. Consideration should be given to not treating adults with clinically significant cardiac abnormalities.

Assessing Cardiovascular Status in Patients being Treated with Atomoxetine

Children, adolescents, or adults who are being considered for treatment with atomoxetine should have a careful history
(including assessment for a family history of sudden death or ventricular arrhythmia) and physical exam to assess for the presence of
cardiac disease, and should receive further cardiac evaluation if findings suggest such disease (e.g., electrocardiogram and
echocardiogram). Patients who develop symptoms such as exertional chest pain, unexplained syncope, or other symptoms suggestive
of cardiac disease during atomoxetine treatment should undergo a prompt cardiac evaluation.

5.4 Effects on Blood Pressure and Heart Rate

STRATTERA should be used with caution in patients whose underlying medical conditions could be worsened by increases in
blood pressure or heart rate such as certain patients with hypertension, tachycardia, or cardiovascular or cerebrovascular disease. It
should not be used in patients with severe cardiovascular disorders whose condition would be expected to deteriorate if they
experienced clinically important increases in blood pressure or heart rate /see Contraindications (4.5)]. Pulse and blood pressure
should be measured at baseline, following STRATTERA dose increases, and periodically while on therapy to detect possible clinically
important increases.

The following table provides short-term, placebo-controlled clinical trial data for the proportions of patients having an
increase in: diastolic blood pressure >15 mm Hg; systolic blood pressure >20 mm Hg; heart rate greater than or equal to 20 bpm, in
both the pediatric and adult populations (see Table 1).

Table 1*
Pediatric Acute Adult Acute
Placebo-Controlled Placebo-Controlled
Maximum” Endpoint Maximum” Endpoint
Atomoxetine Placebo | Atomoxetine | Placebo | Atomoxetine | Placebo | Atomoxetine | Placebo

% % % % % % % %
DBP
(>15 mm Hg) 21.5 14.1 9.3 4.8 12.6 8.7 4.8 35
SBP
(>20 mm Hg) 12.5 8.7 4.9 33 12.4 7.8 4.2 32
HR
(>20 bpm) 234 11.5 12.2 3.8 22.4 8.3 10.2 2.0

a

Abbreviations: bpm=beats per minute; DBP=diastolic blood pressure; HR=heart rate; mm Hg=millimeters mercury; SBP=systolic
blood pressure.

®  Proportion of patients meeting threshold at any one time during clinical trial.



In placebo-controlled registration studies involving pediatric patients, tachycardia was identified as an adverse event for
0.3% (5/1597) of these STRATTERA patients compared with 0% (0/934) of placebo patients. The mean heart rate increase in
extensive metabolizer (EM) patients was 5.0 beats/minute, and in poor metabolizer (PM) patients 9.4 beats/minute.

In placebo-controlled registration studies involving adult patients, tachycardia was identified as an adverse event for
1.5% (8/540) of STRATTERA patients compared with 0.5% (2/402) of placebo patients.

Orthostatic hypotension and syncope have been reported in patients taking STRATTERA. In child and adolescent registration
studies, 0.2% (12/5596) of STRATTERA-treated patients experienced orthostatic hypotension and 0.8% (46/5596) experienced
syncope. In short-term child and adolescent registration studies, 1.8% (6/340) of STRATTERA-treated patients experienced
orthostatic hypotension compared with 0.5% (1/207) of placebo-treated patients. Syncope was not reported during short-term child
and adolescent placebo-controlled ADHD registration studies. STRATTERA should be used with caution in any condition that may
predispose patients to hypotension, or conditions associated with abrupt heart rate or blood pressure changes.

5.5 Emergence of New Psychotic or Manic Symptoms

Treatment emergent psychotic or manic symptoms, e.g., hallucinations, delusional thinking, or mania in children and
adolescents without a prior history of psychotic illness or mania can be caused by atomoxetine at usual doses. If such symptoms occur,
consideration should be given to a possible causal role of atomoxetine, and discontinuation of treatment should be considered. In a
pooled analysis of multiple short-term, placebo-controlled studies, such symptoms occurred in about 0.2% (4 patients with reactions
out of 1939 exposed to atomoxetine for several weeks at usual doses) of atomoxetine-treated patients compared to 0 out of 1056
placebo-treated patients.

5.6 Screening Patients for Bipolar Disorder

In general, particular care should be taken in treating ADHD in patients with comorbid bipolar disorder because of concern for
possible induction of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms described above
represent such a conversion is unknown. However, prior to initiating treatment with STRATTERA, patients with comorbid depressive
symptoms should be adequately screened to determine if they are at risk for bipolar disorder; such screening should include a detailed
psychiatric history, including a family history of suicide, bipolar disorder, and depression.

5.7 Aggressive Behavior or Hostility

Patients beginning treatment for ADHD should be monitored for the appearance or worsening of aggressive behavior or
hostility. Aggressive behavior or hostility is often observed in children and adolescents with ADHD. In short-term controlled clinical
trials, 21/1308 (1.6%) of atomoxetine patients versus 9/806 (1.1%) of placebo-treated patients spontaneously reported treatment
emergent hostility-related adverse events. Although this is not conclusive evidence that STRATTERA causes aggressive behavior or
hostility, these behaviors were more frequently observed in clinical trials among children and adolescents treated with STRATTERA
compared to placebo (overall risk ratio of 1.33 [95% C.I. 0.67-2.64 - not statistically significant]).

5.8 Allergic Events
Although uncommon, allergic reactions, including anaphylactic reactions, angioneurotic edema, urticaria, and rash, have been
reported in patients taking STRATTERA.

5.9 Effects on Urine Outflow from the Bladder

In adult ADHD controlled trials, the rates of urinary retention (1.7%, 9/540) and urinary hesitation (5.6%, 30/540) were
increased among atomoxetine subjects compared with placebo subjects (0%, 0/402 ; 0.5%, 2/402, respectively). Two adult
atomoxetine subjects and no placebo subjects discontinued from controlled clinical trials because of urinary retention. A complaint of
urinary retention or urinary hesitancy should be considered potentially related to atomoxetine.

5.10 Priapism

Rare postmarketing cases of priapism, defined as painful and nonpainful penile erection lasting more than 4 hours, have been
reported for pediatric and adult patients treated with STRATTERA. The erections resolved in cases in which follow-up information
was available, some following discontinuation of STRATTERA. Prompt medical attention is required in the event of suspected
priapism.
5.11 Effects on Growth

Data on the long-term effects of STRATTERA on growth come from open-label studies, and weight and height changes are
compared to normative population data. In general, the weight and height gain of pediatric patients treated with STRATTERA lags
behind that predicted by normative population data for about the first 9-12 months of treatment. Subsequently, weight gain rebounds
and at about 3 years of treatment, patients treated with STRATTERA have gained 17.9 kg on average, 0.5 kg more than predicted by
their baseline data. After about 12 months, gain in height stabilizes, and at 3 years, patients treated with STRATTERA have gained
19.4 cm on average, 0.4 cm less than predicted by their baseline data (see Figure 1 below).
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Figure 1: Mean Weight and Height Percentiles Over Time for Patients With Three Years of STRATTERA Treatment

This growth pattern was generally similar regardless of pubertal status at the time of treatment initiation. Patients who were
pre-pubertal at the start of treatment (girls <8 years old, boys <9 years old) gained an average of 2.1 kg and 1.2 cm less than predicted
after three years. Patients who were pubertal (girls >8 to <13 years old, boys >9 to <14 years old) or late pubertal (girls >13 years old,
boys >14 years old) had average weight and height gains that were close to or exceeded those predicted after three years of treatment.

Growth followed a similar pattern in both extensive and poor metabolizers (EMs, PMs). PMs treated for at least two years
gained an average of 2.4 kg and 1.1 cm less than predicted, while EMs gained an average of 0.2 kg and 0.4 cm less than predicted.

In short-term controlled studies (up to 9 weeks), STRATTERA-treated patients lost an average of 0.4 kg and gained an
average of 0.9 cm, compared to a gain of 1.5 kg and 1.1 cm in the placebo-treated patients. In a fixed-dose controlled trial, 1.3%,
7.1%, 19.3%, and 29.1% of patients lost at least 3.5% of their body weight in the placebo, 0.5, 1.2, and 1.8 mg/kg/day dose groups.

Growth should be monitored during treatment with STRATTERA.

5.12  Laboratory Tests

Routine laboratory tests are not required.

CYP2D6 metabolism — Poor metabolizers (PMs) of CYP2D6 have a 10-fold higher AUC and a 5-fold higher peak
concentration to a given dose of STRATTERA compared with extensive metabolizers (EMs). Approximately 7% of a Caucasian
population are PMs. Laboratory tests are available to identify CYP2D6 PMs. The blood levels in PMs are similar to those attained by
taking strong inhibitors of CYP2D6. The higher blood levels in PMs lead to a higher rate of some adverse effects of STRATTERA
[see Adverse Reactions (6.1)].

5.13  Concomitant Use of Potent CYP2D6 Inhibitors or Use in patients who are known to be CYP2D6 PMs

Atomoxetine is primarily metabolized by the CYP2D6 pathway to 4-hydroxyatomoxetine. Dosage adjustment of
STRATTERA may be necessary when coadministered with potent CYP2D6 inhibitors (e.g., paroxetine, fluoxetine, and quinidine) or
when administered to CYP2D6 PMs. [See Dosage and Administration (2.4) and Drug Interactions (7.2)].

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

STRATTERA was administered to 5382 children or adolescent patients with ADHD and 1007 adults with ADHD in clinical
studies. During the ADHD clinical trials, 1625 children and adolescent patients were treated for longer than 1 year and 2529 children
and adolescent patients were treated for over 6 months.

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a
drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.

Child and Adolescent Clinical Trials

Reasons for discontinuation of treatment due to adverse reactions in child and adolescent clinical trials — In acute child and
adolescent placebo-controlled trials, 3.0% (48/1613) of atomoxetine subjects and 1.4% (13/945) placebo subjects discontinued for
adverse reactions. For all studies, (including open-label and long-term studies), 6.3% of extensive metabolizer (EM) patients and
11.2% of poor metabolizer (PM) patients discontinued because of an adverse reaction. Among STRATTERA-treated patients,
irritability (0.3%, N=5); somnolence (0.3%, N=5); aggression (0.2%, N=4); nausea (0.2%, N=4); vomiting (0.2%, N=4); abdominal
pain (0.2%, N=4); constipation (0.1%, N=2); fatigue (0.1%, N=2); feeling abnormal (0.1%, N=2); and headache (0.1%, N=2) were the
reasons for discontinuation reported by more than 1 patient.

Seizures — STRATTERA has not been systematically evaluated in pediatric patients with seizure disorder as these patients
were excluded from clinical studies during the product’s premarket testing. In the clinical development program, seizures were
reported in 0.2% (12/5073) of children whose average age was 10 years (range 6 to 16 years). In these clinical trials, the seizure risk
among poor metabolizers was 0.3% (1/293) compared to 0.2% (11/4741) for extensive metabolizers.

Commonly observed adverse reactions in acute child and adolescent, placebo-controlled trials — Commonly observed adverse
reactions associated with the use of STRATTERA (incidence of 2% or greater) and not observed at an equivalent incidence among
placebo-treated patients (STRATTERA incidence greater than placebo) are listed in Table 2. Results were similar in the BID and the
QD trial except as shown in Table 3, which shows both BID and QD results for selected adverse reactions based on statistically
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significant Breslow-Day tests. The most commonly observed adverse reactions in patients treated with STRATTERA (incidence of
5% or greater and at least twice the incidence in placebo patients, for either BID or QD dosing) were: nausea, vomiting, fatigue,

decreased appetite, abdominal pain, and somnolence (see Tables 2 and 3).

Additional data from ADHD clinical trials (controlled and uncontrolled) has shown that approximately 5 to 10% of pediatric
patients experienced potentially clinically important changes in heart rate (=20 beats per min) or blood pressure (=15 to 20 mm Hg)
[see Contraindications (4) and Warnings and Precautions (5)].

Table 2: Common Treatment—-Emergent Adverse Reactions Associated with the Use of STRATTERA
in Acute (up to 18 weeks) Child and Adolescent Trials

Adverse Reaction®

Percentage of Patients Reporting Reaction

STRATTERA Placebo
(N=1597) (N=934)

Gastrointestinal Disorders

Abdominal pain® 18 10

Vomiting 11 6

Nausea 10 5
General Disorders and Administration Site Conditions

Fatigue 8 3

Irritability 6 3

Therapeutic response unexpected 2 1
Investigations

Weight decreased 3 0
Metabolism and Nutritional Disorders

Decreased appetite 16 4

Anorexia 3 1
Nervous System Disorders

Headache 19 15

Somnolence® 11 4

Dizziness 5 2
Skin and Subcutaneous Tissue Disorders

Rash 2 1

a

Reactions reported by at least 2% of patients treated with atomoxetine, and greater than placebo. The following reactions did not

meet this criterion but were reported by more atomoxetine-treated patients than placebo-treated patients and are possibly related
to atomoxetine treatment: blood pressure increased, early morning awakening, flushing, mydriasis, sinus tachycardia, asthenia,
palpitations, mood swings, constipation. The following reactions were reported by at least 2% of patients treated with
atomoxetine, and equal to or less than placebo: pharyngolaryngeal pain, insomnia (insomnia includes the terms, insomnia, initial
insomnia, middle insomnia). The following reaction did not meet this criterion but shows a statistically significant dose

relationship: pruritus.

discomfort.

Somnolence includes the terms: sedation, somnolence.

Abdominal pain includes the terms: abdominal pain upper, abdominal pain, stomach discomfort, abdominal discomfort, epigastric

Table 3: Common Treatment-Emergent Adverse Reactions Associated with the Use of STRATTERA in Acute (up to 18
weeks) Child and Adolescent Trials

Adverse Reaction Percentage of Patients Percentage of Patients
Reporting Reaction from Reporting Reaction from
BID Trials QD Trials
STRATTERA Placebo STRATTERA Placebo
(N=715) (N=434) (N=882) (N=500)
Gastrointestinal Disorders
Abdominal pain® 17 13 18 7
Vomiting 11 8 11 4
Nausea 7 6 13 4
Constipation® 2 1 1 0
General Disorders
Fatigue 6 4 9 2
Psychiatric Disorders
Mood swings® 2 0 1 1
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Abdominal pain includes the terms: abdominal pain upper, abdominal pain, stomach discomfort, abdominal discomfort, epigastric
discomfort.

Constipation didn’t meet the statistical significance on Breslow-Day test but is included in the table because of pharmacologic
plausibility.

Mood swings didn’t meet the statistical significance on Breslow-Day test at 0.05 level but p-value was <0.1 (trend).

The following adverse reactions occurred in at least 2% of PM patients and were either twice as frequent or statistically
significantly more frequent in PM patients compared with EM patients: insomnia (15% of PMs, 10% of EMs); weight decreased (7%
of PMs, 4% of EMs); constipation (7% of PMs, 4% of EMs); depression' (7% of PMs, 4% of EMs); tremor (5% of PMs, 1% of EMs);
excoriation (4% of PMs, 2% of EMs); conjunctivitis (3% of PMs, 1% of EMs); syncope (3% of PMs, 1% of EMs); early morning
awakening (2% of PMs, 1% of EMs); mydriasis (2% of PMs, 1% of EMs).

'Depression includes the following terms: depression, major depression, depressive symptoms, depressed mood, dysphoria.

Adult Clinical Trials

Reasons for discontinuation of treatment due to adverse reactions in acute adult placebo-controlled trials — In the acute adult
placebo-controlled trials, 11.3% (61/541) atomoxetine subjects and 3.0% (12/405) placebo subjects discontinued for adverse reactions.
Among STRATTERA-treated patients, insomnia (0.9%, N=5); nausea (0.9%, N=5); chest pain (0.6%, N=3); fatigue (0.6%, N=3);
anxiety (0.4%, N=2); erectile dysfunction (0.4%, N=2); mood swings (0.4%, N=2); nervousness (0.4%, N=2); palpitations (0.4%,
N=2); and urinary retention (0.4%, N=2) were the reasons for discontinuation reported by more than 1 patient.

Seizures — STRATTERA has not been systematically evaluated in adult patients with a seizure disorder as these patients
were excluded from clinical studies during the product’s premarket testing. In the clinical development program, seizures were
reported on 0.1% (1/748) of adult patients. In these clinical trials, no poor metabolizers (0/43) reported seizures compared to 0.1%
(1/705) for extensive metabolizers.

Commonly observed adverse reactions in acute adult placebo-controlled trials — Commonly observed adverse reactions
associated with the use of STRATTERA (incidence of 2% or greater) and not observed at an equivalent incidence among placebo-
treated patients (STRATTERA incidence greater than placebo) are listed in Table 4. The most commonly observed adverse reactions
in patients treated with STRATTERA (incidence of 5% or greater and at least twice the incidence in placebo patients)
were: constipation, dry mouth, nausea, fatigue, decreased appetite, insomnia, erectile dysfunction, urinary hesitation and/or urinary
retention and/or dysuria, dysmenorrhea, and hot flush (see Table 4).

Additional data from ADHD clinical trials (controlled and uncontrolled) has shown that approximately 5 to 10% of adult
patients experienced potentially clinically important changes in heart rate (=20 beats per min) or blood pressure (=15 to 20 mm Hg)
[see Contraindications (4) and Warnings and Precautions (5)].

Table 4: Common Treatment-Emergent Adverse Reactions Associated with the Use of
STRATTERA in Acute (up to 25 weeks) Adult Trials

Adverse Reaction” Percentage of Patients Reporting Reaction
STRATTERA Placebo

System Organ Class/Adverse Reaction (N=540) (N=402)
Cardiac Disorders

Palpitations 3 1
Gastrointestinal Disorders

Dry mouth 21 7

Nausea 21 5

Constipation 9 3

Abdominal pain® 7 5

Dyspepsia 4 3

Vomiting 3 2
General Disorders and Administration Site Conditions

Fatigue 9 4

Chills 3 1

Therapeutic response unexpected 3 1

Feeling jittery 2 0
Investigations

Weight decreased 2 1
Metabolism and Nutritional Disorders

Decreased appetite 11 2
Nervous System Disorders

Dizziness 6 4
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Somnolence® 4 3

Paraesthesia 3 1

Sinus headache 3 1

Tremor 2 0
Psychiatric Disorders

Insomnia’ 15 7

Libido decreased 4 2

Sleep disorder 3 1
Renal and Urinary Disorders

Urinary hesitation and/or urinary retention 7 1

Dysuria 3 0
Reproductive System and Breast Disorders

Erectile dysfunction® 9 1

Dysmenorrhea’ 6 2

Ejaculation delayed® and/or ejaculation disorder® 3 1

Menstruation irregular’ 2 0
Skin and Subcutaneous Tissue Disorders

Hyperhidrosis 4 1

Rash 2 1
Vascular Disorders

Hot flush 8 1

a

Reactions reported by at least 2% of patients treated with atomoxetine, and greater than placebo. The following reactions did not
meet this criterion but were reported by more atomoxetine-treated patients than placebo-treated patients and are possibly related
to atomoxetine treatment: early morning awakening, peripheral coldness, tachycardia, prostatitis, testicular pain, and orgasm
abnormal. The following reactions were reported by at least 2% of patients treated with atomoxetine, and equal to or less than
placebo: headache, pharyngolaryngeal pain, irritability.

Abdominal pain includes the terms: abdominal pain upper, abdominal pain, stomach discomfort, abdominal discomfort, epigastric
discomfort.

Somnolence includes the terms: sedation, somnolence.

Insomnia includes the terms: insomnia, initial insomnia, middle insomnia.

¢ Based on total number of males (STRATTERA, N=326; placebo, N=260).

T Based on total number of females (STRATTERA, N=214; placebo, N=142).

Male and female sexual dysfunction — Atomoxetine appears to impair sexual function in some patients. Changes in sexual
desire, sexual performance, and sexual satisfaction are not well assessed in most clinical trials because they need special attention and
because patients and physicians may be reluctant to discuss them. Accordingly, estimates of the incidence of untoward sexual
experience and performance cited in product labeling are likely to underestimate the actual incidence. Table 4 above displays the
incidence of sexual side effects reported by at least 2% of adult patients taking STRATTERA in placebo-controlled trials.

There are no adequate and well-controlled studies examining sexual dysfunction with STRATTERA treatment. While it is
difficult to know the precise risk of sexual dysfunction associated with the use of STRATTERA, physicians should routinely inquire
about such possible side effects.

6.2 Postmarketing Spontaneous Reports

The following adverse reactions have been identified during post approval use of STRATTERA. Unless otherwise specified,
these adverse reactions have occurred in adults and children and adolescents. Because these reactions are reported voluntarily from a
population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

Cardiovascular system — QT prolongation, syncope.

Peripheral vascular effects — Raynaud’s phenomenon.

General disorders and administration site conditions — Lethargy.

Nervous system disorders — Hypoaesthesia; paraesthesia in children and adolescents; sensory disturbances; tics.

Psychiatric disorders — Depression and depressed mood; anxiety.

Seizures — Seizures have been reported in the postmarketing period. The postmarketing seizure cases include patients with
pre-existing seizure disorders and those with identified risk factors for seizures, as well as patients with neither a history of nor
identified risk factors for seizures. The exact relationship between STRATTERA and seizures is difficult to evaluate due to
uncertainty about the background risk of seizures in ADHD patients.

Skin and subcutaneous tissue disorders — Hyperhidrosis.

Urogenital system — Male pelvic pain; urinary hesitation in children and adolescents; urinary retention in children and
adolescents.
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7 DRUG INTERACTIONS

71 Monoamine Oxidase Inhibitors

With other drugs that affect brain monoamine concentrations, there have been reports of serious, sometimes fatal reactions
(including hyperthermia, rigidity, myoclonus, autonomic instability with possible rapid fluctuations of vital signs, and mental status
changes that include extreme agitation progressing to delirium and coma) when taken in combination with an MAOI. Some cases
presented with features resembling neuroleptic malignant syndrome. Such reactions may occur when these drugs are given
concurrently or in close proximity [see Contraindications (4.2)].

7.2 Effect of CYP2D6 Inhibitors on Atomoxetine

In extensive metabolizers (EMs), inhibitors of CYP2D6 (e.g., paroxetine, fluoxetine, and quinidine) increase atomoxetine
steady-state plasma concentrations to exposures similar to those observed in poor metabolizers (PMs). In EM individuals treated with
paroxetine or fluoxetine, the AUC of atomoxetine is approximately 6- to 8-fold and Cg,max is about 3- to 4-fold greater than
atomoxetine alone.

In vitro studies suggest that coadministration of cytochrome P450 inhibitors to PMs will not increase the plasma
concentrations of atomoxetine.

7.3 Antihypertensive Drugs and Pressor Agents
Because of possible effects on blood pressure, STRATTERA should be used cautiously with antihypertensive drugs and
pressor agents (e.g., dopamine, dobutamine) or other drugs that increase blood pressure.

7.4 Albuterol

STRATTERA should be administered with caution to patients being treated with systemically-administered (oral or
intravenous) albuterol (or other beta, agonists) because the action of albuterol on the cardiovascular system can be potentiated
resulting in increases in heart rate and blood pressure. Albuterol (600 mcg iv over 2 hours) induced increases in heart rate and blood
pressure. These effects were potentiated by atomoxetine (60 mg BID for 5 days) and were most marked after the initial
coadministration of albuterol and atomoxetine. However, these effects on heart rate and blood pressure were not seen in another study
after the coadministration with inhaled dose of albuterol (200-800 mcg) and atomoxetine (80 mg QD for 5 days) in 21 healthy Asian
subjects who were excluded for poor metabolizer status.

7.5 Effect of Atomoxetine on P450 Enzymes

Atomoxetine did not cause clinically important inhibition or induction of cytochrome P450 enzymes, including CYP1A2,
CYP3A, CYP2D6, and CYP2C9.

CYP3A Substrate (e.g., Midazolam) — Coadministration of STRATTERA (60 mg BID for 12 days) with midazolam, a model
compound for CYP3A4 metabolized drugs (single dose of 5 mg), resulted in 15% increase in AUC of midazolam. No dose adjustment
is recommended for drugs metabolized by CYP3A.

CYP2D6 Substrate (e.g., Desipramine) — Coadministration of STRATTERA (40 or 60 mg BID for 13 days) with
desipramine, a model compound for CYP2D6 metabolized drugs (single dose of 50 mg), did not alter the pharmacokinetics of
desipramine. No dose adjustment is recommended for drugs metabolized by CYP2D6.

7.6 Alcohol

Consumption of ethanol with STRATTERA did not change the intoxicating effects of ethanol.
7.7 Methylphenidate

Coadministration of methylphenidate with STRATTERA did not increase cardiovascular effects beyond those seen with
methylphenidate alone.

7.8 Drugs Highly Bound to Plasma Protein

In vitro drug-displacement studies were conducted with atomoxetine and other highly-bound drugs at therapeutic
concentrations. Atomoxetine did not affect the binding of warfarin, acetylsalicylic acid, phenytoin, or diazepam to human albumin.
Similarly, these compounds did not affect the binding of atomoxetine to human albumin.

7.9 Drugs that Affect Gastric pH
Drugs that elevate gastric pH (magnesium hydroxide/aluminum hydroxide, omeprazole) had no effect on STRATTERA
bioavailability.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C — Pregnant rabbits were treated with up to 100 mg/kg/day of atomoxetine by gavage throughout the
period of organogenesis. At this dose, in 1 of 3 studies, a decrease in live fetuses and an increase in early resorptions was observed.
Slight increases in the incidences of atypical origin of carotid artery and absent subclavian artery were observed. These findings were
observed at doses that caused slight maternal toxicity. The no-effect dose for these findings was 30 mg/kg/day. The 100 mg/kg dose is
approximately 23 times the maximum human dose on a mg/m” basis; plasma levels (AUC) of atomoxetine at this dose in rabbits are
estimated to be 3.3 times (extensive metabolizers) or 0.4 times (poor metabolizers) those in humans receiving the maximum human
dose.

Rats were treated with up to approximately 50 mg/kg/day of atomoxetine (approximately 6 times the maximum human dose
on a mg/m’ basis) in the diet from 2 weeks (females) or 10 weeks (males) prior to mating through the periods of organogenesis and
lactation. In 1 of 2 studies, decreases in pup weight and pup survival were observed. The decreased pup survival was also seen at
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25 mg/kg (but not at 13 mg/kg). In a study in which rats were treated with atomoxetine in the diet from 2 weeks (females) or 10 weeks
(males) prior to mating throughout the period of organogenesis, a decrease in fetal weight (female only) and an increase in the
incidence of incomplete ossification of the vertebral arch in fetuses were observed at 40 mg/kg/day (approximately 5 times the
maximum human dose on a mg/m’ basis) but not at 20 mg/kg/day.

No adverse fetal effects were seen when pregnant rats were treated with up to 150 mg/kg/day (approximately 17 times the
maximum human dose on a mg/m’ basis) by gavage throughout the period of organogenesis.

No adequate and well-controlled studies have been conducted in pregnant women. STRATTERA should not be used during
pregnancy unless the potential benefit justifies the potential risk to the fetus.

8.2 Labor and Delivery
Parturition in rats was not affected by atomoxetine. The effect of STRATTERA on labor and delivery in humans is unknown.

8.3 Nursing Mothers
Atomoxetine and/or its metabolites were excreted in the milk of rats. It is not known if atomoxetine is excreted in human milk.
Caution should be exercised if STRATTERA is administered to a nursing woman.

8.4 Pediatric Use

Anyone considering the use of STRATTERA in a child or adolescent must balance the potential risks with the clinical need
[see Boxed Warning and Warnings and Precautions (5.1)].

The pharmacokinetics of atomoxetine in children and adolescents are similar to those in adults. The safety, efficacy, and
pharmacokinetics of STRATTERA in pediatric patients less than 6 years of age have not been evaluated.

A study was conducted in young rats to evaluate the effects of atomoxetine on growth and neurobehavioral and sexual
development. Rats were treated with 1, 10, or 50 mg/kg/day (approximately 0.2, 2, and 8 times, respectively, the maximum human
dose on a mg/m” basis) of atomoxetine given by gavage from the early postnatal period (Day 10 of age) through adulthood. Slight
delays in onset of vaginal patency (all doses) and preputial separation (10 and 50 mg/kg), slight decreases in epididymal weight and
sperm number (10 and 50 mg/kg), and a slight decrease in corpora lutea (50 mg/kg) were seen, but there were no effects on fertility or
reproductive performance. A slight delay in onset of incisor eruption was seen at 50 mg/kg. A slight increase in motor activity was
seen on Day 15 (males at 10 and 50 mg/kg and females at 50 mg/kg) and on Day 30 (females at 50 mg/kg) but not on Day 60 of age.
There were no effects on learning and memory tests. The significance of these findings to humans is unknown.

8.5 Geriatric Use
The safety, efficacy and pharmacokinetics of STRATTERA in geriatric patients have not been evaluated.

8.6 Hepatic Insufficiency

Atomoxetine exposure (AUC) is increased, compared with normal subjects, in EM subjects with moderate (Child-Pugh
Class B) (2-fold increase) and severe (Child-Pugh Class C) (4-fold increase) hepatic insufficiency. Dosage adjustment is
recommended for patients with moderate or severe hepatic insufficiency [see Dosage and Administration (2.3)].

8.7 Renal Insufficiency

EM subjects with end stage renal disease had higher systemic exposure to atomoxetine than healthy subjects (about a
65% increase), but there was no difference when exposure was corrected for mg/kg dose. STRATTERA can therefore be administered
to ADHD patients with end stage renal disease or lesser degrees of renal insufficiency using the normal dosing regimen.

8.8 Gender
Gender did not influence atomoxetine disposition.

8.9 Ethnic Origin
Ethnic origin did not influence atomoxetine disposition (except that PMs are more common in Caucasians).

8.10  Patients with Concomitant Illness

Tics in patients with ADHD and comorbid Tourette’s Disorder — Atomoxetine administered in a flexible dose range of 0.5 to
1.5 mg/kg/day (mean dose of 1.3 mg/kg/day) and placebo were compared in 148 randomized pediatric (age 7-17 years) subjects with a
DSM-1V diagnosis of ADHD and comorbid tic disorder in an 18 week, double-blind, placebo-controlled study in which the majority
(80%) enrolled in this trial with Tourette’s Disorder (Tourette’s Disorder: 116 subjects; chronic motor tic disorder: 29 subjects). A
non-inferiority analysis revealed that STRATTERA did not worsen tics in these patients as determined by the Yale Global Tic
Severity Scale Total Score (YGTSS). Out of 148 patients who entered the acute treatment phase, 103 (69.6%) patients discontinued
the study. The primary reason for discontinuation in both the atomoxetine (38 of 76 patients, 50.0%) and placebo (45 of 72 patients,
62.5%) treatment groups was identified as lack of efficacy with most of the patients discontinuing at Week 12. This was the first visit
where patients with a CGI-S>4 could also meet the criteria for “clinical non-responder” (CGI-S remained the same or increased from
study baseline) and be eligible to enter an open-label extension study with atomoxetine. There have been postmarketing reports of tics
[see Adverse Reactions (6.2)].

Anxiety in patients with ADHD and comorbid Anxiety Disorders — In two post-marketing, double-blind, placebo-controlled
trials, it has been demonstrated that treating patients with ADHD and comorbid anxiety disorders with STRATTERA does not worsen
their anxiety.

In a 12-week double-blind, placebo-controlled trial, 176 patients, aged 8-17, who met DSM-IV criteria for ADHD and at least
one of the anxiety disorders of separation anxiety disorder, generalized anxiety disorder or social phobia were randomized. Following
a 2-week double-blind placebo lead-in, STRATTERA was initiated at 0.8 mg/kg/day with increase to a target dose of 1.2 mg/kg/day
(median dose 1.30 mg/kg/day +/- 0.29 mg/kg/day). STRATTERA did not worsen anxiety in these patients as determined by the
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Pediatric Anxiety Rating Scale (PARS). Of the 158 patients who completed the double-blind placebo lead-in, 26 (16%) patients
discontinued the study.

In a separate 16-week, double-blind, placebo-controlled trial, 442 patients aged 18-65, who met DSM-IV criteria for adult
ADHD and social anxiety disorder (23% of whom also had Generalized Anxiety Disorder) were randomized. Following a 2-week
double-blind placebo lead-in, STRATTERA was initiated at 40 mg/day to a maximum dose of 100 mg/day (mean daily dose 83
mg/day +/- 19.5 mg/day). STRATTERA did not worsen anxiety in these patients as determined by the Liebowitz Social Anxiety Scale
(LSAS). Of the 436 patients who completed the double-blind placebo lead-in, 172 (39.4%) patients discontinued the study. There have
been postmarketing reports of anxiety [see Adverse Reactions (6.2)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
STRATTERA is not a controlled substance.

9.2 Abuse
In a randomized, double-blind, placebo-controlled, abuse-potential study in adults comparing effects of STRATTERA and
placebo, STRATTERA was not associated with a pattern of response that suggested stimulant or euphoriant properties.

9.3 Dependence

Clinical study data in over 2000 children, adolescents, and adults with ADHD and over 1200 adults with depression showed
only isolated incidents of drug diversion or inappropriate self-administration associated with STRATTERA. There was no evidence of
symptom rebound or adverse reactions suggesting a drug-discontinuation or withdrawal syndrome.

Animal Experience — Drug discrimination studies in rats and monkeys showed inconsistent stimulus generalization between
atomoxetine and cocaine.

10 OVERDOSAGE

10.1 Human Experience

No fatal overdoses occurred in clinical trials. There is limited clinical trial experience with STRATTERA overdose. During
postmarketing, there have been fatalities reported involving a mixed ingestion overdose of STRATTERA and at least one other drug.
There have been no reports of death involving overdose of STRATTERA alone, including intentional overdoses at amounts up to
1400 mg. In some cases of overdose involving STRATTERA, seizures have been reported. The most commonly reported symptoms
accompanying acute and chronic overdoses of STRATTERA were gastrointestinal symptoms, somnolence, dizziness, tremor, and
abnormal behavior. Hyperactivity and agitation have also been reported. Signs and symptoms consistent with mild to moderate
sympathetic nervous system activation (e.g., tachycardia, blood pressure increased, mydriasis, dry mouth) have also been observed.
Most events were mild to moderate. Less commonly, there have been reports of QT prolongation and mental changes, including
disorientation and hallucinations.

10.2 Management of Overdose
Consult with a Certified Poison Control Center for up to date guidance and advice. Because atomoxetine is highly protein-
bound, dialysis is not likely to be useful in the treatment of overdose.

11 DESCRIPTION

STRATTERA® (atomoxetine HCI) is a selective norepinephrine reuptake inhibitor. Atomoxetine HCI is the R(-) isomer as
determined by x-ray diffraction. The chemical designation is (-)-N-Methyl-3-phenyl-3-(o-tolyloxy)-propylamine hydrochloride. The
molecular formula is C;;H,;NO*HCI, which corresponds to a molecular weight of 291.82. The chemical structure is:

H,C
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\-CHs
H

* HCI

Atomoxetine HCI is a white to practically white solid, which has a solubility of 27.8 mg/mL in water.

STRATTERA capsules are intended for oral administration only.

Each capsule contains atomoxetine HCI equivalent to 10, 18, 25, 40, 60, 80, or 100 mg of atomoxetine. The capsules also
contain pregelatinized starch and dimethicone. The capsule shells contain gelatin, sodium lauryl sulfate, and other inactive ingredients.
The capsule shells also contain one or more of the following:

FD&C Blue No. 2, synthetic yellow iron oxide, titanium dioxide, red iron oxide. The capsules are imprinted with edible black
ink.

12 CLINICAL PHARMACOLOGY
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12.1 Mechanism of Action
The precise mechanism by which atomoxetine produces its therapeutic effects in Attention-Deficit/Hyperactivity
Disorder (ADHD) is unknown, but is thought to be related to selective inhibition of the pre-synaptic norepinephrine transporter, as
determined in ex vivo uptake and neurotransmitter depletion studies.

12.2 Pharmacodynamics

An exposure-response analysis encompassing doses of atomoxetine (0.5, 1.2 or 1.8 mg/kg/day) or placebo demonstrated
atomoxetine exposure correlates with efficacy as measured by the Attention-Deficit/Hyperactivity Disorder Rating Scale-IV-Parent
Version: Investigator administered and scored. The exposure-efficacy relationship was similar to that observed between dose and
efficacy with median exposures at the two highest doses resulting in near maximal changes from baseline /see Clinical Studies

(14.2)].

12.3 Pharmacokinetics

Atomoxetine is well-absorbed after oral administration and is minimally affected by food. It is eliminated primarily by
oxidative metabolism through the cytochrome P450 2D6 (CYP2D6) enzymatic pathway and subsequent glucuronidation. Atomoxetine
has a half-life of about 5 hours. A fraction of the population (about 7% of Caucasians and 2% of African Americans) are poor
metabolizers (PMs) of CYP2D6 metabolized drugs. These individuals have reduced activity in this pathway resulting in 10-fold higher
AUC:s, 5-fold higher peak plasma concentrations, and slower elimination (plasma half-life of about 24 hours) of atomoxetine
compared with people with normal activity [extensive metabolizers (EMs)]. Drugs that inhibit CYP2D6, such as fluoxetine,
paroxetine, and quinidine, cause similar increases in exposure.

The pharmacokinetics of atomoxetine have been evaluated in more than 400 children and adolescents in selected clinical
trials, primarily using population pharmacokinetic studies. Single-dose and steady-state individual pharmacokinetic data were also
obtained in children, adolescents, and adults. When doses were normalized to a mg/kg basis, similar half-life, C,.x, and AUC values
were observed in children, adolescents, and adults. Clearance and volume of distribution after adjustment for body weight were also
similar.

Absorption and distribution — Atomoxetine is rapidly absorbed after oral administration, with absolute bioavailability of
about 63% in EMs and 94% in PMs. Maximal plasma concentrations (Cy,x) are reached approximately 1 to 2 hours after dosing.

STRATTERA can be administered with or without food. Administration of STRATTERA with a standard high-fat meal in
adults did not affect the extent of oral absorption of atomoxetine (AUC), but did decrease the rate of absorption, resulting in a 37%
lower Cpax, and delayed T, by 3 hours. In clinical trials with children and adolescents, administration of STRATTERA with food
resulted in a 9% lower Cux.

The steady-state volume of distribution after intravenous administration is 0.85 L/kg indicating that atomoxetine distributes
primarily into total body water. Volume of distribution is similar across the patient weight range after normalizing for body weight.

At therapeutic concentrations, 98% of atomoxetine in plasma is bound to protein, primarily albumin.

Metabolism and elimination — Atomoxetine is metabolized primarily through the CYP2D6 enzymatic pathway. People with
reduced activity in this pathway (PMs) have higher plasma concentrations of atomoxetine compared with people with normal activity
(EMs). For PMs, AUC of atomoxetine is approximately 10-fold and Cg,max is about 5-fold greater than EMs. Laboratory tests are
available to identify CYP2D6 PMs. Coadministration of STRATTERA with potent inhibitors of CYP2D6, such as fluoxetine,
paroxetine, or quinidine, results in a substantial increase in atomoxetine plasma exposure, and dosing adjustment may be necessary
[see Warnings and Precautions (5.13)]. Atomoxetine did not inhibit or induce the CYP2D6 pathway.

The major oxidative metabolite formed, regardless of CYP2D6 status, is 4-hydroxyatomoxetine, which is glucuronidated.
4-Hydroxyatomoxetine is equipotent to atomoxetine as an inhibitor of the norepinephrine transporter but circulates in plasma at much
lower concentrations (1% of atomoxetine concentration in EMs and 0.1% of atomoxetine concentration in PMs).
4-Hydroxyatomoxetine is primarily formed by CYP2D6, but in PMs, 4-hydroxyatomoxetine is formed at a slower rate by several
other cytochrome P450 enzymes. N-Desmethylatomoxetine is formed by CYP2C19 and other cytochrome P450 enzymes, but has
substantially less pharmacological activity compared with atomoxetine and circulates in plasma at lower concentrations (5% of
atomoxetine concentration in EMs and 45% of atomoxetine concentration in PMs).

Mean apparent plasma clearance of atomoxetine after oral administration in adult EMs is 0.35 L/hr/kg and the mean half-life
is 5.2 hours. Following oral administration of atomoxetine to PMs, mean apparent plasma clearance is 0.03 L/hr/kg and mean half-life
is 21.6 hours. For PMs, AUC of atomoxetine is approximately 10-fold and Cg ma is about 5-fold greater than EMs. The elimination
half-life of 4-hydroxyatomoxetine is similar to that of N-desmethylatomoxetine (6 to 8 hours) in EM subjects, while the half-life of N-
desmethylatomoxetine is much longer in PM subjects (34 to 40 hours).

Atomoxetine is excreted primarily as 4-hydroxyatomoxetine-O-glucuronide, mainly in the urine (greater than 80% of the
dose) and to a lesser extent in the feces (less than 17% of the dose). Only a small fraction of the STRATTERA dose is excreted as
unchanged atomoxetine (less than 3% of the dose), indicating extensive biotransformation.

[See Use In Specific Populations (8.4, 8.5, 8.6, 8.7, 8.8, 8.9)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis — Atomoxetine HCI was not carcinogenic in rats and mice when given in the diet for 2 years at time-weighted
average doses up to 47 and 458 mg/kg/day, respectively. The highest dose used in rats is approximately 8 and 5 times the maximum
human dose in children and adults, respectively, on a mg/m” basis. Plasma levels (AUC) of atomoxetine at this dose in rats are
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estimated to be 1.8 times (extensive metabolizers) or 0.2 times (poor metabolizers) those in humans receiving the maximum human
dose. The highest dose used in mice is approximately 39 and 26 times the maximum human dose in children and adults, respectively,
on a mg/m” basis.

Mutagenesis — Atomoxetine HCI was negative in a battery of genotoxicity studies that included a reverse point mutation
assay (Ames Test), an in vitro mouse lymphoma assay, a chromosomal aberration test in Chinese hamster ovary cells, an unscheduled
DNA synthesis test in rat hepatocytes, and an in vivo micronucleus test in mice. However, there was a slight increase in the percentage
of Chinese hamster ovary cells with diplochromosomes, suggesting endoreduplication (numerical aberration).

The metabolite N-desmethylatomoxetine HCI was negative in the Ames Test, mouse lymphoma assay, and unscheduled DNA
synthesis test.

Impairment of fertility — Atomoxetine HCl did not impair fertility in rats when given in the diet at doses of up to
57 mg/kg/day, which is approximately 6 times the maximum human dose on a mg/m” basis.

14 CLINICAL STUDIES

14.1 ADHD studies in Children and Adolescents

Acute Studies — The effectiveness of STRATTERA in the treatment of ADHD was established in 4 randomized, double-
blind, placebo-controlled studies of pediatric patients (ages 6 to 18). Approximately one-third of the patients met DSM-IV criteria for
inattentive subtype and two-thirds met criteria for both inattentive and hyperactive/impulsive subtypes.

Signs and symptoms of ADHD were evaluated by a comparison of mean change from baseline to endpoint for STRATTERA-
and placebo-treated patients using an intent-to-treat analysis of the primary outcome measure, the investigator administered and scored
ADHD Rating Scale-IV-Parent Version (ADHDRS) total score including hyperactive/impulsive and inattentive subscales. Each item
on the ADHDRS maps directly to one symptom criterion for ADHD in the DSM-IV.

In Study 1, an 8-week randomized, double-blind, placebo-controlled, dose-response, acute treatment study of children and
adolescents aged 8 to 18 (N=297), patients received either a fixed dose of STRATTERA (0.5, 1.2, or 1.8 mg/kg/day) or placebo.
STRATTERA was administered as a divided dose in the early morning and late afternoon/early evening. At the 2 higher doses,
improvements in ADHD symptoms were statistically significantly superior in STRATTERA-treated patients compared with placebo-
treated patients as measured on the ADHDRS scale. The 1.8 mg/kg/day STRATTERA dose did not provide any additional benefit
over that observed with the 1.2 mg/kg/day dose. The 0.5 mg/kg/day STRATTERA dose was not superior to placebo.

In Study 2, a 6-week randomized, double-blind, placebo-controlled, acute treatment study of children and adolescents aged 6
to 16 (N=171), patients received either STRATTERA or placebo. STRATTERA was administered as a single dose in the early
morning and titrated on a weight-adjusted basis according to clinical response, up to a maximum dose of 1.5 mg/kg/day. The mean
final dose of STRATTERA was approximately 1.3 mg/kg/day. ADHD symptoms were statistically significantly improved on
STRATTERA compared with placebo, as measured on the ADHDRS scale. This study shows that STRATTERA is effective when
administered once daily in the morning.

In 2 identical, 9-week, acute, randomized, double-blind, placebo-controlled studies of children aged 7 to 13 (Study 3, N=147,
Study 4, N=144), STRATTERA and methylphenidate were compared with placebo. STRATTERA was administered as a divided dose
in the early morning and late afternoon (after school) and titrated on a weight-adjusted basis according to clinical response. The
maximum recommended STRATTERA dose was 2.0 mg/kg/day. The mean final dose of STRATTERA for both studies was
approximately 1.6 mg/kg/day. In both studies, ADHD symptoms statistically significantly improved more on STRATTERA than on
placebo, as measured on the ADHDRS scale.

Examination of population subsets based on gender and age (<12 and 12 to 17) did not reveal any differential responsiveness
on the basis of these subgroupings. There was not sufficient exposure of ethnic groups other than Caucasian to allow exploration of
differences in these subgroups.

Maintenance Study — The effectiveness of STRATTERA in the maintenance treatment of ADHD was established in an
outpatient study of children and adolescents (ages 6-15 years). Patients meeting DSM-1V criteria for ADHD who showed continuous
response for about 4 weeks during an initial 10 week open-label treatment phase with STRATTERA (1.2 to 1.8 mg/kg/day) were
randomized to continuation of their current dose of STRATTERA (N=292) or to placebo (N=124) under double-blind treatment for
observation of relapse. Response during the open-label phase was defined as CGI-ADHD-S score <2 and a reduction of at least 25%
from baseline in ADHDRS-IV-Parent:Inv total score. Patients who were assigned to STRATTERA and showed continuous response
for approximately 8 months during the first double-blind treatment phase were again randomized to continuation of their current dose
of STRATTERA (N=81) or to placebo (N=82) under double-blind treatment for observation of relapse. Relapse during the double-
blind phase was defined as CGI-ADHD-S score increases of at least 2 from the end of open-label phase and ADHDRS-IV-Parent:Inv
total score returns to >90% of study entry score for 2 consecutive visits. In both double-blind phases, patients receiving continued
STRATTERA treatment experienced significantly longer times to relapse than those receiving placebo.

14.2  ADHD studies in Adults

The effectiveness of STRATTERA in the treatment of ADHD was established in 2 randomized, double-blind, placebo-
controlled clinical studies of adult patients, age 18 and older, who met DSM-IV criteria for ADHD.

Signs and symptoms of ADHD were evaluated using the investigator-administered Conners Adult ADHD Rating Scale
Screening Version (CAARS), a 30-item scale. The primary effectiveness measure was the 18-item Total ADHD Symptom score (the
sum of the inattentive and hyperactivity/impulsivity subscales from the CAARS) evaluated by a comparison of mean change from
baseline to endpoint using an intent-to-treat analysis.
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In 2 identical, 10-week, randomized, double-blind, placebo-controlled acute treatment studies (Study 5, N=280; Study 6,
N=256), patients received either STRATTERA or placebo. STRATTERA was administered as a divided dose in the early morning
and late afternoon/early evening and titrated according to clinical response in a range of 60 to 120 mg/day. The mean final dose of
STRATTERA for both studies was approximately 95 mg/day. In both studies, ADHD symptoms were statistically significantly
improved on STRATTERA, as measured on the ADHD Symptom score from the CAARS scale.

Examination of population subsets based on gender and age (<42 and >42) did not reveal any differential responsiveness on
the basis of these subgroupings. There was not sufficient exposure of ethnic groups other than Caucasian to allow exploration of
differences in these subgroups.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
STRATTERA®
Capsules 10 mg” 18 mg” 25 mg’ 40 mg’ 60 mg” 80 mg’ 100 mg”
Color Opaque Gold, Opaque Opaque Opaque Opaque Opaque
White, Opaque Blue, Blue, Blue, Brown, Brown,
Opaque White Opaque Opaque Blue Gold Opaque Opaque
White White White Brown
Identification LILLY 3227 | LILLY 3238 | LILLY 3228 | LILLY 3229 | LILLY 3239 | LILLY 3250 | LILLY 3251
10 mg 18 mg 25 mg 40 mg 60 mg 80 mg 100 mg
NDC Codes:
Bottles of 30 0002-3227- 0002-3238- 0002-3228- 0002-3229- 0002-3239- 0002-3250- 0002-3251-
30 30 30 30 30 30 30

a

Atomoxetine base equivalent.

16.2  Storage and Handling

Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
See FDA-approved Medication Guide.

General Information
Physicians should instruct their patients to read the Medication Guide before starting therapy with STRATTERA and to reread
it each time the prescription is renewed.

Prescribers or other health professionals should inform patients, their families, and their caregivers about the benefits and risks
associated with treatment with STRATTERA and should counsel them in its appropriate use. The prescriber or health professional
should instruct patients, their families, and their caregivers to read the Medication Guide and should assist them in understanding its
contents. Patients should be given the opportunity to discuss the contents of the Medication Guide and to obtain answers to any
questions they may have.

Patients should be advised of the following issues and asked to alert their prescriber if these occur while taking STRATTERA.
Suicide Risk

Patients, their families, and their caregivers should be encouraged to be alert to the emergence of anxiety, agitation, panic
attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, mania, other
unusual changes in behavior, depression, and suicidal ideation, especially early during STRATTERA treatment and when the dose is
adjusted. Families and caregivers of patients should be advised to observe for the emergence of such symptoms on a day-to-day basis,
since changes may be abrupt. Such symptoms should be reported to the patient’s prescriber or health professional, especially if they
are severe, abrupt in onset, or were not part of the patient’s presenting symptoms. Symptoms such as these may be associated with an
increased risk for suicidal thinking and behavior and indicate a need for very close monitoring and possibly changes in the medication.

17.3

171

17.2

Severe Liver Injury

Patients initiating STRATTERA should be cautioned that severe liver injury may develop. Patients should be instructed to
contact their physician immediately should they develop pruritus, dark urine, jaundice, right upper quadrant tenderness, or
unexplained “flu-like” symptoms [see Warnings and Precautions (5.2)].

17.4  Aggression or Hostility
Patients should be instructed to call their doctor as soon as possible should they notice an increase in aggression or hostility.
17.5  Priapism

Rare postmarketing cases of priapism, defined as painful and nonpainful penile erection lasting more than 4 hours, have been
reported for pediatric and adult patients treated with STRATTERA. The parents or guardians of pediatric patients taking
STRATTERA and adult patients taking STRATTERA should be instructed that priapism requires prompt medical attention.

17.6  Ocular Irritant
STRATTERA is an ocular irritant. STRATTERA capsules are not intended to be opened. In the event of capsule content
coming in contact with the eye, the affected eye should be flushed immediately with water, and medical advice obtained. Hands and

any potentially contaminated surfaces should be washed as soon as possible.



17

17.7  Drug-Drug Interaction
Patients should be instructed to consult a physician if they are taking or plan to take any prescription or over-the-counter
medicines, dietary supplements, or herbal remedies.

17.8 Pregnancy
Patients should be instructed to consult a physician if they are nursing, pregnant, or thinking of becoming pregnant while
taking STRATTERA.

17.9 Food
Patients may take STRATTERA with or without food.

17.10 Missed Dose
If patients miss a dose, they should be instructed to take it as soon as possible, but should not take more than the prescribed
total daily amount of STRATTERA in any 24-hour period.

17.11 Interference with Psychomotor Performance
Patients should be instructed to use caution when driving a car or operating hazardous machinery until they are reasonably
certain that their performance is not affected by atomoxetine.

Literature revised June 14, 2012
Eli Lilly and Company

Indianapolis, IN 46285, USA
www.strattera.com
Copyright © 2002, 2012, Eli Lilly and Company. All rights reserved.
PV 6268 AMP



SUMMARY OF PRODUCT CHARACTERISTICS



1 NAME OF THE MEDICINAL PRODUCT

STRATTERA 10 mg, 18 mg, 25 mg, 40 mg, 60 mg, 80 mg or 100 mg hard capsules.
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each hard capsule contains atomoxetine hydrochloride equivalent to 10 mg, 18 mg, 25 mg,
40 mg, 60 mg, 80 mg or 100 mg of atomoxetine.

For a full list of excipients, see section 6.1.
3 PHARMACEUTICAL FORM

Capsule, hard

STRATTERA 10 mg capsules: hard capsule, opaque white, imprinted with “Lilly 3227 and
“10 mg” in black ink.

STRATTERA 18 mg capsules: hard capsule, gold (cap) and opaque white (body), imprinted
with “Lilly 3238” and “18 mg” in black ink.

STRATTERA 25 mg capsules: hard capsule, opaque blue (cap) and opaque white (body),
imprinted with “Lilly 3228 and “25 mg” in black ink.

STRATTERA 40 mg capsules: hard capsule, opaque blue, imprinted with “Lilly 3229” and
“40 mg” in black ink.

STRATTERA 60 mg capsules: hard capsule, opaque blue (cap) and gold (body), imprinted
with “Lilly 3239” and “60 mg” in black ink.

STRATTERA 80 mg capsules: hard capsule, opaque brown (cap) and opaque white (body),
imprinted with “Lilly 3250” and “80 mg” in black ink.

STRATTERA 100 mg capsules: hard capsule, opaque brown, imprinted with “Lilly 3251~
and “100 mg” in black ink.

4 CLINICAL PARTICULARS
4.1 Therapeutic indications

Strattera is indicated for the treatment of Attention-Deficit/Hyperactivity Disorder (ADHD) in
children of 6 years and older and in adolescents as part of a comprehensive treatment
programme. Treatment must be initiated by a specialist in the treatment of ADHD. Diagnosis
should be made according to DSM-IV criteria or the guidelines in ICD-10.

Additional information for the safe use of this product:

A comprehensive treatment programme typically includes psychological, educational and
social measures and is aimed at stabilising children with a behavioural syndrome
characterised by symptoms which may include chronic history of short attention span,
distractability, emotional lability, impulsivity, moderate to severe hyperactivity, minor
neurological signs and abnormal EEG. Learning may or may not be impaired.

Pharmacological treatment is not indicated in all children with this syndrome and the decision
to use the drug must be based on a very thorough assessment of the severity of the child’s
symptoms in relation to the child’s age and the persistence of symptoms.



4.2 Posology and method of administration

For oral use. Strattera can be administered as a single daily dose in the morning, with or
without food. Patients who do not achieve a satisfactory clinical response (tolerability or
efficacy) when taking Strattera as a single daily dose might benefit from taking it as twice
daily evenly divided doses in the morning and late afternoon or early evening.

Dosing of children/adolescents up to 70 kg Body Weight:

Strattera should be initiated at a total daily dose of approximately 0.5mg/kg. The initial dose
should be maintained for a minimum of 7 days prior to upward dose titration according to
clinical response and tolerability. The recommended maintenance dose is approximately
1.2mg/kg/day (depending on the patient’s weight and available dosage strengths of
atomoxetine). No additional benefit has been demonstrated for doses higher than
1.2mg/kg/day. The safety of single doses over 1.8mg/kg/day and total daily doses above 1.8
mg/kg have not been systematically evaluated. In some cases it might be appropriate to
continue treatment into adulthood.

Dosing of children/adolescents over 70 ke Body Weight:

Strattera should be initiated at a total daily dose of 40 mg. The initial dose should be
maintained for a minimum of 7 days prior to upward dose titration according to clinical
response and tolerability. The recommended maintenance dose is 80mg. No additional
benefit has been demonstrated for doses higher than 80 mg (see section 5.1). The maximum
recommended total daily dose is 100 mg. The safety of single doses over 120mg and total
daily doses above 150mg have not been systematically evaluated. In some cases it might be
appropriate to continue treatment into adulthood.

Additional information for the safe use of this product:

Atomoxetine should be used in accordance with national clinical guidance on treatment of
ADHD where available.

Pre-treatment screening:

Prior to prescribing it is necessary to take an appropriate medical history and conduct a
baseline evaluation of a patients cardiovascular status, including blood pressure and heart rate
(see Sections 4.3 and 4.4).

Ongoing monitoring:
Cardiovascular status should be regularly monitored with blood pressure and pulse recorded

on a centile chart after each adjustment of dose and then at least every 6 months (see Section
4.4).

In the study program no distinct withdrawal symptoms have been described. In cases of
significant adverse effects, atomoxetine may be stopped abruptly; otherwise the drug may be
tapered off over a suitable time period.

Where patients are continuing treatment with atomoxetine beyond 1 year, re-evaluation of the
need for therapy by a specialist in the treatment of ADHD is recommended.

In adolescents whose symptoms persist into adulthood and who have shown clear benefit
from treatment, it may be appropriate to continue treatment into adulthood. However, start
of treatment with Strattera in adults is not appropriate.



Special Populations

Hepatic Insufficiency: For patients with moderate hepatic insufficiency (Child-Pugh Class B),
initial and target doses should be reduced to 50% of the usual dose. For patients with severe
hepatic insufficiency (Child-Pugh Class C), initial dose and target doses should be reduced to
25% of usual dose. (see section 5.2)

Renal Insufficiency: subjects with end stage renal disease had higher systemic exposure to
atomoxetine than healthy subjects (about a 65% increase), but there was no difference when
exposure was corrected for mg/kg dose. Strattera can therefore be administered to ADHD
patients with end stage renal disease or lesser degrees of renal insufficiency using the usual
dosing regimen. Atomoxetine may exacerbate hypertension in patients with end stage renal
disease. (see section 5.2)

Approximately 7% of Caucasians have a genotype corresponding to a non-functional
CYP2D6 enzyme (called CYP2D6 poor metabolisers). Patients with this genotype have a
several fold higher exposure to atomoxetine when compared to patients with a functional
enzyme. Poor metabolisers are therefore at higher risk of adverse events (see sections 4.8 and
5.2). For patients with a known poor metaboliser genotype, a lower starting dose and slower
up titration of the dose may be considered.

Elderly patients: not applicable.

Children under six years of age:
The safety and efficacy of Strattera in children under 6 years of age have not been established.
Therefore Strattera should not be used in children under 6 years of age (see section 4.4).

4.3 Contraindications
Hypersensitivity to atomoxetine or to any of the excipients.

Atomoxetine should not be used in combination with monoamine oxidase inhibitors (MAOI).
Atomoxetine should not be used within a minimum of 2 weeks after discontinuing therapy
with MAOI. Treatment with MAOI should not be initiated within 2 weeks after discontinuing
atomoxetine.

Atomoxetine should not be used in patients with narrow angle glaucoma, as in clinical trials
the use of atomoxetine was associated with an increased incidence of mydriasis.

Atomoxetine should not be used in patients with severe cardiovascular or cerebrovascular
disorders whose condition would be expected to deteriorate if they experienced increases in
blood pressure or heart rate that could be clinically important (for example, 15 to 20 mm Hg
in blood pressure or 20 beats per minute in heart rate) [See 4.4 Special Warnings and Special
Precautions for Use — Cardiovascular Effects]. Severe cardiovascular disorders may include
severe hypertension, heart failure, arterial occlusive disease, angina, haemodynamically
significant congenital heart disease, cardiomyopathies, myocardial infarction, potentially life-
threatening arrhythmias and channelopathies (disorders caused by the dysfunction of ion
channels). Severe cerebrovascular disorders may include cerebral aneurysm or stroke.

Atomoxetine should not be used in patients with pheochromocytoma or a history of
pheochromocytoma [See 4.4 Special Warnings and Special Precautions for Use —
Cardiovascular Effects].



4.4 Special warnings and precautions for use

Suicide-related behaviour

Suicide related behaviour (suicide attempts and suicidal ideation) has been reported in
patients treated with atomoxetine. In double blind clinical trials, suicide related behaviours
were uncommon but more frequently observed among children and adolescents treated with
atomoxetine compared to those treated with placebo, where there were no events. Patients
who are being treated for ADHD should be carefully monitored for the appearance or
worsening of suicide related behaviour.

Sudden death and pre-existing structural cardiac abnormalities or other serious heart problems
Sudden death has been reported in children and adolescents with structural cardiac
abnormalities who were taking atomoxetine at usual doses. Although some serious structural
cardiac abnormalities alone carry an increased risk of sudden death, atomoxetine should only
be used with caution in children or adolescents with known serious structural cardiac
abnormalities and in consultation with a cardiac specialist.

Cardiovascular effects
Atomoxetine can affect heart rate and blood pressure.

Most patients taking atomoxetine experience a modest increase in heart rate (mean <10 bpm)
and/or increase in blood pressure (mean <5 mm Hg) that may not be clinically important (see
section 4.8).

However, combined data from controlled and uncontrolled ADHD clinical trials show that
some patients (approximately 6-12% of children and adults) experience clinically relevant
changes in heart rate (20 beats per minute or greater) and blood pressure (15-20 mmHg or
greater). Analysis of these clinical trial data showed that approximately 15-32% of patients
experiencing clinically relevant changes in blood pressure and heart rate during atomoxetine
treatment had sustained or progressive increases.

As a result of these findings, patients who are being considered for treatment with
atomoxetine should have a careful history and physical exam to assess for the presence of
cardiac disease, and should receive further specialist cardiac evaluation if initial findings
suggest such history or disease.

It is recommended that heart rate and blood pressure be measured and recorded on a centile
chart before treatment is started and, during treatment, after each adjustment of dose and then
at least every 6 months to detect possible clinically important increases.

Atomoxetine should not be used in patients with severe cardiovascular or cerebrovascular
disorders whose condition would be expected to deteriorate if they experienced increases in
blood pressure or heart rate that could be clinically important (See section 4.3
Contraindications — Severe Cardiovascular and Cerebrovascular Disorders). Atomoxetine
should be used with caution in patients whose underlying medical conditions could be
worsened by increases in blood pressure and heart rate, such as patients with hypertension,
tachycardia, or cardiovascular or cerebrovascular disease.

Patients who develop symptoms suggestive of cardiac disease during atomoxetine treatment
should undergo a prompt specialist cardiac evaluation.

In addition, atomoxetine should be used with caution in patients with congenital or acquired
long QT or a family history of QT prolongation (see sections 4.5 Interactions and 4.8
Undesirable Effects).



As orthostatic hypotension has also been reported, atomoxetine should be used with caution in
any condition that may predispose patients to hypotension or conditions associated with
abrupt heart rate or blood pressure changes.

Cerebrovascular effects

Patients with additional risk factors for cerebrovascular conditions (such as a history of
cardiovascular disease, concomitant medications that elevate blood pressure) should be
assessed at every visit for neurological signs and symptoms after initiating treatment with
atomoxetine.

Hepatic effects
Very rarely, spontaneous reports of liver injury, manifested by elevated hepatic enzymes and

bilirubin with jaundice, have been reported. Also very rarely, severe liver injury, including
acute liver failure, have been reported. Strattera should be discontinued in patients with
jaundice or laboratory evidence of liver injury, and should not be restarted.

Psychotic or manic symptoms

Treatment emergent psychotic or manic symptoms, e.g., hallucinations, delusional thinking,
mania or agitation in children and adolescents without a prior history of psychotic illness or
mania can be caused by atomoxetine at usual doses. If such symptoms occur, consideration
should be given to a possible causal role of atomoxetine, and discontinuation of treatment
should be considered. The possibility that Strattera will cause the exacerbation of pre-existing
psychotic or manic symptoms cannot be excluded.

Aggressive behaviour, hostility or emotional lability

Hostility (predominantly aggression, oppositional behaviour and anger) and emotional lability
were more frequently observed in clinical trials among children and adolescents treated with
Strattera compared to those treated with placebo. Patients should be closely monitored for the
appearance or worsening of aggressive behaviour, hostility or emotional lability.

Possible allergic events
Although uncommon, allergic reactions, including anaphylactic reactions, rash, angioneurotic
oedema, and urticaria, have been reported in patients taking atomoxetine.

Seizures

Seizures are a potential risk with atomoxetine. Atomoxetine should be introduced with
caution in patients with a history of seizure. Discontinuation of atomoxetine should be
considered in any patient developing a seizure or if there is an increase in seizure frequency
where no other cause is identified.

Growth and development

Growth and development should be monitored during treatment with atomoxetine. Patients
requiring long-term therapy should be monitored and consideration should be given to dose
reduction or interrupting therapy in patients who are not growing or gaining weight
satisfactorily.

Clinical data do not suggest a deleterious effect of atomoxetine on cognition or sexual
maturation, however the amount of available long-term data is limited. Therefore, patients
requiring long-term therapy should be carefully monitored.

New-onset or worsening of Comorbid Depression, Anxiety and Tics
In a controlled study of paediatric patients with ADHD and co morbid chronic motor tics or
Tourette’s Disorder, atomoxetine-treated patients did not experience worsening of tics




compared to placebo-treated patients. In a controlled study of adolescent patients with ADHD
and co morbid Major Depressive Disorder, atomoxetine-treated patients did not experience
worsening of depression compared to placebo-treated patients. In two controlled studies

(one in paediatric patients and one in adult patients) of patients with ADHD and co-morbid
anxiety disorders, atomoxetine-treated patients did not experience worsening of anxiety
compared to placebo-treated patients.

There have been rare postmarketing reports of anxiety and depression or depressed mood and
very rare reports of tics in patients taking atomoxetine (see section 4.8 Undesirable Effects).

Patients who are being treated for ADHD with atomoxetine should be monitored for the
appearance or worsening of anxiety symptoms, depressed mood and depression or tics.

Children under six years of age
Strattera should not be used in patients less than six years of age as efficacy and safety have
not been established in this age group.

Other indications

Strattera is not indicated for the treatment of major depressive episodes and/or anxiety as the
results of clinical trials that were conducted in adults did not show any effect compared to
placebo, and therefore were negative.

4.5 Interaction with other medicinal products and other forms of interaction
Effects of other drugs on atomoxetine:
MAOIs: Atomoxetine should not be used with MAOIs (see section 4.3).

CYP2D6 inhibitors (SSRIs (e.g. fluoxetine, paroxetine), quinidine, terbinafine): In patients
receiving these drugs, atomoxetine exposure may be 6-to 8-fold increased and Css max 3 to 4
times higher, because it is metabolised by the CYP2D6 pathway. Slower titration and final
lower dosage of atomoxetine may be necessary in patients who are already taking CYP2D6
inhibitor drugs. If a CYP2D6 inhibitor is prescribed or discontinued after titration to the
appropriate atomoxetine dose has occurred, the clinical response and tolerability should be re-
evaluated for that patient to determine if dose adjustment is needed.

Caution is advised when combining atomoxetine with potent inhibitors of cytochrome P450
enzymes other than CYP2D6 in patients who are poor CYP2D6 metabolisers as the risk of
clinically relevant increases in atomoxetine exposure in vivo is unknown

Salbutamol (or other beta2 agonists):

Atomoxetine should be administered with caution to patients treated with high dose nebulised
or systemically administered salbutamol (or other beta2 agonists) because cardiovascular
effects can be potentiated.

Contradictory findings regarding this interaction were found. Systemically administered
Salbutamol (600 ug i.v. over 2 hrs) in combination with atomoxetine (60 mg twice daily for 5
days) induced increases in heart rate and blood pressure. This effect was most marked after
the initial coadministration of salbutamol and atomoxetine but returned towards baseline at
the end of 8 hours. However, in a separate study the effects on blood pressure and heart rate
of a standard inhaled dose of salbutamol (200 pg) were not increased by the short term
coadministration of atomoxetine (80 mg once daily for 5 days) in a study of healthy Asian
adults who were extensive atomoxetine metabolisers. Similarly heart rate after multiple
inhalations of salbutamol (800 ug) did not differ in the presence or absence of atomoxetine.



Attention should be paid to monitoring heart rate and blood pressure, and dose adjustments
may be justified for either atomoxetine or salbutamol (or other beta2 agonists) in the event of
significant increases in heart rate and blood pressure during coadministration of these drugs.

There is the potential for an increased risk of QT interval prolongation when atomoxetine is
administered with other QT prolonging drugs, (such as neuroleptics, class IA and III anti
arrhythmics, moxifloxacin, erythromycin, methadone mefloquine, tricyclic antidepressants,
lithium or cisapride) drugs that cause electrolyte imbalance (such as thiazide diuretics) and
drugs that inhibit CYP2D6.

Seizures are a potential risk with atomoxetine. Caution is advised with concomitant use of
medicinal drugs which are known to lower the seizure threshold (such as tricyclic
antidepressants or SSRIs, neuroleptics, phenothiazines or butyrophenone, mefloquine,
chloroquine, buproprion or tramadol). (see section 4.4). In addition, caution is advised when
stopping concomitant treatment with benzodiazepines due to potential withdrawal seizures.

Anti-hypertensive drugs

Atomoxetine should be used cautiously with antihypertensive drugs. Because of a possible
increase in blood pressure, atomoxetine may decrease the effectiveness of antihypertensive
drugs / drugs used to treat hypertension. Attention should be paid to monitoring of blood
pressure and review of treatment of atomoxetine or antihypertensive drugs may be justified in
the case of significant changes of blood pressure.

Pressor agents or drugs that increase blood pressure

Because of possible increase in effects on blood pressure, atomoxetine should be used
cautiously with pressor agents or medications that may increase blood pressure (such as
salbutamol). Attention should be paid to monitoring of blood pressure, and review of
treatment for either atomoxetine or pressor agents may be justified in the case of significant
change in blood pressure.

Drugs that Affect Noradrenaline: Drugs that affect noradrenaline should be used cautiously
when co-administered with atomoxetine because of the potential for additive or synergistic
pharmacological effects. Examples include antidepressants such as imipramine, venlafaxine
and mirtazapine, or the decongestants pseudoephedrine or phenylephrine.

Drugs that Affect Gastric pH: Drugs that elevate gastric pH (magnesium hydroxide/aluminum
hydroxide, omeprazole) had no effect on atomoxetine bioavailability.

Drugs Highly Bound to Plasma Protein: In vitro drug-displacement studies were conducted
with atomoxetine and other highly bound drugs at therapeutic concentrations. Warfarin,
acetylsalicylic acid, phenytoin, or diazepam did not affect the binding of atomoxetine to
human albumin. Similarly, atomoxetine did not affect the binding of these compounds to
human albumin.

4.6 Pregnancy and lactation

For atomoxetine no clinical data on exposed pregnancies are available. Animal studies in
general do not indicate direct harmful effects with respect to pregnancy, embryonal/foetal



development, parturition or postnatal development (see section 5.3). Atomoxetine should not
be used during pregnancy unless the potential benefit justifies the potential risk to the foetus.

Atomoxetine and/or its metabolites were excreted in the milk of rats. It is not known if
atomoxetine is excreted in human milk. Because of the lack of data, atomoxetine should be
avoided during breastfeeding.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.
Atomoxetine was associated with increased rates of fatigue relative to placebo. In paediatric
patients only, atomoxetine was associated with increased rates of somnolence relative to
placebo. Patients should be advised to use caution when driving a car or operating hazardous
machinery until they are reasonably certain that their performance is not affected by
atomoxetine.

4.8 Undesirable effects

Children and adolescents:

In paediatric placebo-controlled trials, headache, abdominal pain' and decreased appetite are
the adverse events most commonly associated with atomoxetine, and are reported by about
19%, 18% and 16% of patients respectively, but seldom lead to drug discontinuation
(discontinuation rates are 0.1% for headache, 0.2 % for abdominal pain and 0.0% for
decreased appetite). Abdominal pain and decreased appetite are usually transient.
Associated with decreased appetite, some patients lost weight early in therapy (average about
0.5 kg), and effects were greatest at the highest doses. After an initial decrease in weight,
patients treated with atomoxetine showed a mean increase in weight during long-term
treatment. Growth rates (weight and height) after 2 years of treatment are near normal (See
section 4.4.).

Nausea, vomiting and somnolence” can occur in about 10% to 11% of patients particularly
during the first month of therapy. However, these episodes were usually mild to moderate in
severity and transient, and did not result in a significant number of discontinuation from
therapy (discontinuation rates < 0.5%).

In both paediatric and adult placebo-controlled trials, patients taking atomoxetine experienced
increases in heart rate,systolic and diastolic blood pressure (see section 4.4 — Special
Warnings and Precautions).

Because of its effect on noradrenergic tone, orthostatic hypotension (0.2%) and syncope
(0.8% ) have been reported in patients taking atomoxetine. Atomoxetine should be used with
caution in any condition that may predispose patients to hypotension.

The following table of undesirable effects is based on adverse event reporting and laboratory
investigations from clinical trials in child and adolescent patients and spontaneous reporting
from children/adolescents and adults post marketing:

Table: Adverse reactions

Frequency estimate: Very common (>1/10), common (=1/100 to <1/10), uncommon
(=21/1,000 to <1/100), rare (=1/10,000 to <1/1,000), very rare (<1/10,000), data from
spontaneous reports (frequency not known — cannot be estimated from the available data).




System Organ | Very common Common Uncommon | Post marketing
Class experience
Spontaneous
reports. *
Metabolism and | Appetite Anorexia (loss
Nutrition decreased. of appetite).
Disorders
Psychiatric Irritability, Suicide-related | Psychosis
Disorders mood swings, | events, (including
insomnia’. aggression, hallucinations), **
hostility, Agitation,**
emotional depression and
lability ** depressed mood,**
Early morning | anxiety, tics**
awakening.
Nervous System | Headache, Dizziness. Syncope, Seizure,***
Disorders somnolence® tremor, paraesthesia,
migraine hypoaesthesia**
Eye Disorders Mydriasis.
Cardiac Palpitations, QT interval
Disorders sinus prolongation™®**
tachycardia.
Vascular Raynaud’s
disorders phenomenon
Gastrointestinal | Abdominal Constipation,
Disorders pain', dyspepsia,
vomiting,
nausea.
Hepatobiliary Abnormal/increased
disorders liver function tests,
jaundice, hepatitis,
liver injury, acute
hepatic failure,
blood bilirubin
increased **
Skin and Dermatitis, Pruritus,
Subcutaneous Rash hyperhidrosis,
Tissue Disorders Allergic
reactions
Renal and Urinary hesitation,
urinary urinary retention
disorders
Reproductive Priapism, male
System and genital pain.

Breast Disorders
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General Fatigue, Asthenia
Disorders and lethargy
Administration
Site Conditions

Investigations Blood pressure | Weight
increased®, decreased,.
Heart rate
increased’

'Also includes abdominal pain upper, stomach discomfort, abdominal discomfort and
epigastric discomfort.

? Also includes sedation

3 Also includes initial insomnia and middle insomnia

* Heart rate and blood pressure findings are based on measured vital signs.

* These reports are derived from spontaneous event reporting and it is not possible to
determine frequency accurately.
ok See section 4.4

ok See section 4.4 and section 4.5

CYP2D6 poor metabolisers (PM)

The following adverse events occurred in at least 2% of CYP2D6 poor metaboliser (PM)
patients and were statistically significantly more frequent in PM patients compared with
CYP2D6 extensive metaboliser (EM) patients: appetite decreased (24.1% of PMs, 17.0% of
EMs); insomnia combined (including insomnia, middle insomnia and initial insomnia, 14.9%
of PMs, 9.7% of EMs); depression combined (including depression, major depression,
depressive symptom, depressed mood and dysphoria, 6.5% of PMs and 4.1% of EMs), weight
decreased (7.3% of PMs, 4.4% of EMs), constipation 6.8% of PMs, 4.3% of EMs); tremor
(4.5% of PMs, 0.9% of EMs); sedation (3.9% of PMs, 2.1% of EMs); excoriation (3.9% of
PMs, 1.7% of EMs); enuresis (3.0% of PMs, 1.2% of EMs); conjunctivitis (2.5% of PMs,
1.2% of EMs); syncope (2.5% of PMs, 0.7% of EMs); early morning awakening (2.3% of
PMs, 0.8% of EMs); mydriasis (2.0% of PMs, 0.6% of EMs). The following event did not
meet above criteria but is noteworthy: generalised anxiety disorder (0.8% of PMs and 0.1% of
EMs). In addition, in trials lasting up to 10 weeks, weight loss was more pronounced in

PM patients (mean of 0.6 kg in EM and 1.1kg in PM).

Adults:

In adults, the adverse events reported most frequently with atomoxetine treatment were
gastrointestinal and insomnia. A complaint of urinary retention or urinary hesitancy in adults
should be considered potentially related to atomoxetine. No serious safety concerns were
observed during acute or long term treatment.

The following table of undesirable effects is based on adverse event reporting and laboratory
investigations from clinical trials in adults and spontaneous reporting from
children/adolescents and adults post marketing.

Table: Adverse reactions

Frequency estimate: Very common (>1/10), common (>1/100 to <1/10), uncommon
(>1/1,000 to <1/100), rare (=1/10,000 to <1/1,000), very rare (<1/10,000), data from
spontaneous reports (frequency not known — cannot be estimated from the available data).
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System Organ Very Common Uncommon Post-marketing
Class common experience
Spontaneous
reports. *
Metabolism Appetite
and Nutrition decreased.
Disorders
Psychiatric Insomnia® | Libido decreased, sleep | Early Suicide-related events,
Disorders disorder. morning aggression, hostility
awakening, | and emotional
lability,** psychosis
(including
hallucinations),**
Agitation,**depression
and depressed
mood,** anxiety,
tics**
Nervous System Dizziness, sinus Syncope, Seizure,***
Disorders headache, paraesthesia, migraine hypoaesthesia**
tremor.
Cardiac Palpitations, tachycardia. QT interval
Disorders prolongation, ***
Vascular Hot flushes. Peripheral Raynaud’s
disorders coldness phenomenon
Gastrointestinal | Dry Abdominal pain’,
Disorders mouth, constipation, dyspepsia,
nausea. flatulence
Hepato-biliary Abnormal/increased
disorders liver function tests,
jaundice, hepatitis,
liver injury, acute
hepatic failure, blood
bilirubin increased **
Skin and Dermatitis,hyperhidrosis, | Allergic
Subcutaneous rash. reactions
Tissue
Disorders
Renal and Dysuria, urinary
urinary hesitation, urinary
disorders retention
Reproductive Dysmenorrhoea, Ejaculation | Priapism
System and ejaculation disorder, failure
Breast erectile dysfunction,
Disorders menstruation irregular,

orgasm abnormal,
prostatitis, male genital
pain.
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General Fatigue, lethargy, chills.
Disorders and

Administration
Site Conditions

Investigations Blood Weight decreased
pressure
increased’,
Heart rate
increased’

'Also includes abdominal pain upper, stomach discomfort, abdominal discomfort and
epigastric discomfort.

% Also includes initial insomnia and middle insomnia

3 Heart rate and blood pressure findings are based on measured vital signs.

* These reports are derived from spontaneous event reporting and it is not possible to
determine frequency accurately
ok See section 4.4

ok See section 4.4 and section 4.5
49 Overdose

Signs and symptoms:

During postmarketing, there have been reports of non-fatal acute and chronic overdoses of
atomoxetine alone. The most commonly reported symptoms accompanying acute and chronic
overdoses were gastrointestinal symptoms somnolence, dizziness, tremor and abnormal
behaviour. Hyperactivity and agitation have also been reported. Signs and symptoms
consistent with mild to moderate sympathetic nervous system activation (e.g., tachycardia,
blood pressure increased, mydriasis, dry mouth) were also observed and reports of pruritis
and rash have been received. Most events were mild to moderate. In some cases of overdose
involving atomoxetine, seizures have been reported and very rarely QT prolongation. There
have also been reports of fatal, acute overdoses involving a mixed ingestion of atomoxetine
and at least one other drug.

There is limited clinical trial experience with atomoxetine overdose. No fatal overdoses
occurred in clinical trials.

Management of Overdose:

An airway should be established. Activated charcoal may be useful in limiting absorption if
the patient presents within 1 hour of ingestion. Monitoring of cardiac and vital signs is
recommended, along with appropriate symptomatic and supportive measures. The patient
should be observed for a minimum of 6 hours. Because atomoxetine is highly protein-bound,
dialysis is not likely to be useful in the treatment of overdose.

5 PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Centrally acting sympathomimetics
ATC code: NO6BA09

Atomoxetine is a highly selective and potent inhibitor of the pre-synaptic noradrenaline
transporter, its presumed mechanism of action, without directly affecting the serotonin or
dopamine transporters. Atomoxetine has minimal affinity for other noradrenergic receptors or
for other neurotransmitter transporters or receptors. Atomoxetine has two major oxidative

13




metabolites: 4-hydroxyatomoxetine and N-desmethylatomoxetine. 4-Hydroxyatomoxetine is
equipotent to atomoxetine as an inhibitor of the noradrenaline transporter but unlike
atomoxetine, this metabolite also exerts some inhibitory activity at the serotonin transporter.
However, any effect on this transporter is likely to be minimal as the majority of 4-
hydroxyatomoxetine is further metabolised such that it circulates in plasma at much lower
concentrations (1% of atomoxetine concentration in extensive metabolisers and 0.1% of
atomoxetine concentration in poor metabolisers). N-Desmethylatomoxetine has substantially
less pharmacological activity compared with atomoxetine. It circulates in plasma at lower
concentrations in extensive metabolisers and at comparable concentrations to the parent drug
in poor metabolisers at steady state.

Atomoxetine is not a psychostimulant and is not an amphetamine derivative. In a
randomised, double-blind, placebo-controlled, abuse-potential study in adults comparing
effects of atomoxetine and placebo, atomoxetine was not associated with a pattern of response
that suggested stimulant or euphoriant properties.

Strattera has been studied in trials in over 5000 children and adolescents with ADHD. The
acute efficacy of Strattera in the treatment of ADHD was initially established in six
randomised, double-blind, placebo-controlled trials of six to nine weeks duration. Signs and
symptoms of ADHD were evaluated by a comparison of mean change from baseline to
endpoint for Strattera treated and placebo treated patients. In each of the six trials,
atomoxetine was statistically significantly superior to placebo in reducing ADHD signs and
symptoms.

Additionally, the efficacy of atomoxetine in maintaining symptom response was demonstrated
in a 1 year, placebo-controlled trial with over 400 patients, primarily conducted in Europe
(approximately 3 months of open label acute treatment followed by 9 months of double-blind,
placebo-controlled maintenance treatment). The proportion of patients relapsing after 1 year
was 18.7% and 31.4% (atomoxetine and placebo, respectively). After 1 year of atomoxetine
treatment, patients who continued atomoxetine for 6 additional months were less likely to
relapse or to experience partial symptom return compared with patients who discontinued
active treatment and switched to placebo (2% vs. 12% respectively). For children and
adolescents periodic assessment of the value of ongoing treatment during long-term treatment
should be performed.

Strattera was effective as a single daily dose and as a divided dose administered in the
morning, and late afternoon/early evening. Strattera administered once daily demonstrated
statistically significantly greater reduction in severity of ADHD symptoms compared with
placebo as judged by teachers and parents.

536 adult patients with ADHD were enrolled in 2 randomised, double-blind, placebo-
controlled clinical studies of 10 weeks duration.

Patients received STRATTERA twice daily titrated according to clinical response in a range
of 60 to 120 mg/day. The mean final dose of STRATTERA for both studies was
approximately 95 mg/day. In both studies, ADHD symptoms were statistically significantly
improved on STRATTERA, as measured on the ADHD Symptom score from the CAARS
scale. Magnitude of symptom improvement in adults was less than that observed in children.
Long-term maintenance of effect in adults has not been shown.

Active Comparator Studies

In a randomised, double-blind, parallel group, 6 week paediatric study to test the
noninferiority of atomoxetine to a standard extended-release methylphenidate comparator, the
comparator was shown to be associated with superior response rates compared to
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atomoxetine. The percentage of patients classified as responders was 23.5% (placebo), 44.6%
(atomoxetine) and 56.4% (methylphenidate). Both atomoxetine and the comparator were
statistically superior to placebo and methylphenidate was statistically superior to atomoxetine
(p=0.016). However, this study excluded patients who were stimulant nonresponders.

A thorough QT/QTc study, conducted in healthy adult CYP2D6 poor metabolizer (PM)
subjects dosed up to 60mg of atomoxetine BID, demonstrated that at maximum expected
concentrations the effect of atomoxetine on QTc interval was not significantly different from
placebo. There was a slight increase in QTc interval with increased atomoxetine
concentration.

5.2 Pharmacokinetic properties

The pharmacokinetics of atomoxetine in children and adolescents are similar to those in
adults. The pharmacokinetics of atomoxetine have not been evaluated in children under 6
years of age.

Absorption: Atomoxetine is rapidly and almost completely absorbed after oral administration,
reaching mean maximal observed plasma concentration (Cax) approximately 1 to 2 hours
after dosing. The absolute bioavailability of atomoxetine following oral administration ranged
from 63% to 94% depending upon inter-individual differences in the modest first pass
metabolism. Atomoxetine can be administered with or without food.

Distribution: Atomoxetine is widely distributed and is extensively (98%) bound to plasma
proteins, primarily albumin.

Biotransformation: Atomoxetine undergoes biotransformation primarily through the
cytochrome P450 2D6 (CYP2D6) enzymatic pathway. Individuals with reduced activity of
this pathway (poor metabolisers) represent about 7% of the Caucasian population and, have
higher plasma concentrations of atomoxetine compared with people with normal activity
(extensive metabolisers). For poor metabolisers, AUC of atomoxetine is approximately 10-
fold greater and Css, max is about 5- fold greater than extensive metabolisers. The major
oxidative metabolite formed is 4-hydroxyatomoxetine that is rapidly glucuronidated. 4-
Hydroxyatomoxetine is equipotent to atomoxetine but circulates in plasma at much lower
concentrations. Although 4-hydroxyatomoxetine is primarily formed by CYP2D6, in
individuals that lack CYP2D6 activity, 4-hydroxyatomoxetine can be formed by several other
cytochrome P450 enzymes, but at a slower rate. Atomoxetine does not inhibit or induce
CYP2D6 at therapeutic doses.

Cytochrome P450 Enzymes: Atomoxetine did not cause clinically significant inhibition or
induction of cytochrome P450 enzymes, including CYP1A2, CYP3A, CYP2D6, and
CYP2(C9.

Elimination: The mean elimination half-life of atomoxetine after oral administration is 3.6
hours in extensive metabolisers and 21 hours in poor metabolisers. Atomoxetine is excreted
primarily as 4-hydroxyatomoxetine-O-glucuronide, mainly in the urine.
Linearity/non-linearity: pharmacokinetics of atomoxetine are linear over the range of doses
studied in both extensive and poor metabolisers.

Special populations

Hepatic impairment results in a reduced atomoxetine clearance, increased atomoxetine
exposure (AUC increased 2-fold in moderate impairment and 4-fold in severe impairment),
and a prolonged half-life of parent drug compared to healthy controls with the same CYP2D6
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extensive metaboliser genotype. In patients with moderate to severe hepatic impairment
(Child Pugh Class B and C) initial and target doses should be adjusted (see section 4.2).
Atomoxetine mean plasma concentrations for end stage renal disease (ESRD) subjects were
generally higher than the mean for healthy control subjects shown by Cmax (7% difference)
and AUC(-« (about 65% difference) increases. After adjustment for body weight, the
differences between the two groups are minimized. Pharmacokinetics of atomoxetine and its
metabolites in individuals with ESRD suggest that no dose adjustment would be necessary
(see section 4.2).

5.3 Preclinical safety data

Preclinical data revealed no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenicity, or reproduction and
development. Due to the dose limitation imposed by the clinical (or exaggerated
pharmacological) response of the animals to the drug combined with metabolic differences
among species, maximum tolerated doses in animals used in nonclinical studies produced
atomoxetine exposures similar to or slightly above those that are achieved in CYP2D6 poor
metabolizing patients at the maximum recommended daily dose.

A study was conducted in young rats to evaluate the effects of atomoxetine on growth and
neurobehavioral and sexual development. Slight delays in onset of vaginal patency (all doses)
and preputial separation (>10mg/kg/day) and slight decreases in epididymal weight and sperm
number (=10mg/kg/day) were seen; however, there were no effects on fertility or reproductive
performance. The significance of these findings to humans is unknown.

Pregnant rabbits were treated with up to 100 mg/kg/day of atomoxetine by gavage throughout
the period of organogenesis. At this dose, in 1 of 3 studies, decrease in live fetuses, increase
in early resorption, slight increases in the incidences of atypical origin of carotid artery and
absent subclavian artery were observed. These findings were observed at doses that caused
slight maternal toxicity. The incidence of these findings is within historical control values.
The no-effect dose for these findings was 30 mg/kg/day. Exposure (AUC) to unbound
atomoxetine in rabbits, at 100mg/kg/day was approximately 3.3 times (CYP2D6 extensive
metabolisers) and 0.4 times (CYP2D6 poor metabolisers) those in humans at the maximum
daily dose of 1.4mg/kg/day. The findings in one of three rabbit studies were equivocal and the
relevance to man is unknown.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Starch, pregelatinised (Maize)
Dimeticone

Capsule shell:
Sodium laurilsulfate

Gelatin

Capsule Shell Cap colourants:

10 mg: Titanium dioxide E 171

18 mg: Yellow iron oxide E172

25 mg, 40 mg, and 60 mg: FD&C Blue 2 (Indigo Carmine) E132 and Titanium dioxide E 171
80 mg and 100 mg: Yellow iron oxide E172, Red iron oxide E172, Titanium dioxide E171
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Capsule Shell Body colourants:

60 mg: Yellow iron oxide E172

10 mg, 18 mg, 25 mg and 80 mg: Titanium dioxide E 171

40 mg: FD&C Blue 2 (Indigo Carmine) E132 and Titanium dioxide E 171

100 mg: Yellow iron oxide E172, Red iron oxide E172, Titanium dioxide E171

Edible Black Ink SW-9008 (containing Shellac and Black Iron Oxide E172) or Edible Black
Ink SW-9010(containing Shellac and Black Iron Oxide E172).

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

3 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Polyvinyl chloride (PVC)/polyethylene (PE)/ Polychlorotrifluoroethylene, PCTFE blister
sealed with aluminium foil lid.
Available in pack sizes of 7, 14, 28 and 56 capsules. Not all pack sizes may be marketed.

6.6 Special precautions for disposal

The capsules are not intended to be opened. Atomoxetine is an ocular irritant. In the event of
capsules content coming in contact with the eye, the affected eye should be flushed
immediately with water, and medical advice obtained. Hands and any potentially
contaminated surfaces should be washed as soon as possible.

7 MARKETING AUTHORISATION HOLDER

Eli Lilly and Company Limited
Lilly House,

Priestley Road,

Basingstoke,

Hampshire RG24 9NL

United Kingdom

8 MARKETING AUTHORISATION NUMBER(S)

STRATTERA 10 mg hard capsules: PL 00006/0375
STRATTERA 18 mg hard capsules: PL 00006/0376
STRATTERA 25 mg hard capsules: PL 00006/0377
STRATTERA 40 mg hard capsules: PL 00006/0378
STRATTERA 60 mg hard capsules: PL 00006/0379
STRATTERA 80 mg hard capsules: PL 00006/0615
STRATTERA 100 mg hard capsules: ~ PL 00006/0616
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9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION

27 May 2009.
10  DATE OF REVISION OF THE TEXT

MM/YYYY
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RUDHSIENOHRENH S .]

5. BERAKRNEDERE (BENAHLHONDEZENHD.]

CARRK - 1K)

ms |2 FSTFSATRIVZANSITIHTRIV| R RSITFIATEL| RS TSATEIL
5mg 10mg 25mg 40mg
7 hbEFE®TFY | T hEXFETFY [T hEXRTY |7 bESFETS
BROY + G | HEERHE 5.71mg (7 it 11.43mg | HERAHE 28.57mg | HEMEHT 45.71mg
A7) | hEXREF L | (T hEXEF | (7 hEXEF | (7 bEXFEF
LT 5mg) vELTI0mg) &L T25mg) [ & LT40mg)
NEY - NEY : NEY NEY :
T NT 7— Ty T NT 7 — T NT 7 — [T NT 7 —
wFv7r, ¥ s 7, YTy Ty, v T T v
AFARY v (AFARY va|2AFARY)va | AFARY v
X4 (NI |4 (NIRID [5> (WIRAD |42 (MR
wny
HTEIVKE . | ATRILKE : [ATEILEKE: A TRILKE
WES WMk, BTy v T U | Ha S ML | Fe 5, Bk
7 YNGR |V VEREE T R YTy TUY [FEY TUY
MU DA BT A BTFL |UEIEET MU D UERERS R Y
F L, BITF L, BTF
Xy THERF Yy THER|F vy 7HBF|F v v THEDR
AT 4 ERTEW|RT ¢ MBAAARER, KT |RT MR EHA
PRI - B |72 OBE D 7\ BB OB 7| 4 58 A ARE | RET O 7
EH B LA A DL A 7 L | L F
#l
zng -\I [ o
S ™ J
3% 3% 3% 3%
F K 15.8mm | F£E 0 £ 15.8mm | E28 £ 15.8mm | E£E : £ 15.8mm
SHE - S| AL R 5.85mm [ FEAS K 5.85mm | FEAR 1 K 5.85mm | AR ¢ £Y 5.85mm
i 028g |HM:028g |HAE:K028g |[HE: £ 028¢
W | 3226 Py 3227 P 3228 Py 3229
[%h8E - ZhR] **

EEXME ZHEEE (ADHD)
D <PEE - DRICEHET AERALOTE >R :
Sl 6 AR O BE TR AR OIS LT
Co 7w, [TERRERGRE) OEBR] :
2. AD/HD D2, KERHE SRS ORHEBOZE - T -

Fr~v==a7 /1 (DSM*) ZEDEMHENTHEL LT :
EOETHEEICER L BELH TS0k ETH T !

&

BRI

*Diagnostic and Statistical Manual of Mental Disorders

(A% - BE] **

1. 18 mERBDEE
BE, 18 EXBEOEEICE, 7 rEFEFUELT 1A
0.5mg/kg & YREL., TD# 1B 08mgkg &L, E5I21
B 1.2mgkg ETEE L%, 1 B 1.2~1.8mg/kg THEFT

%,

=L, BEZ 1 BRULEDOERESHTTITS 2L EL.
WFhosEIsWTH 1A2EIZS T TRAKRSET 5,
GE. ERICKYBERERT 5. 1 B=(E 1.8mg/kg XIF
120mg OWWFRhADIEWEZBRENI &,

2. 18 mUtOEHE
BE. 18 BUEDEFICE. FrEXEFELT 1 H
40mg K YBARL. D% 1 H 80mg T TEELEE. 1
H 80~120mq T4 5,
f=f2L. 1 H 80mg FTHEEF 1 EARUE, FORDIE
2 2 BEUEOBREEHITTITISCEEL. WThO
S58IcsVWTH1HIEAXIFIA 2@z TEARS T
%,
e, ERICKYBEERHT SH. 1 HE(E 120mg X

<Ak - AEICEEY pEALOTE> :
- 1. CYP2D6 HEEMAZA T 23K % &5 H 0 BF LER
© BT CYP2D6 DIFMEN KB L TNA Z EANHHAL TWS
& (Poor Metabolizer) Ti&, AFIDOMHPEEN LF L, -
BIERDNEHE LT WEBENNH B2, HEIZELT !
FERMECRIER R VBRI ORMEET SR L, BED ¢
WA FEERSBIZL, HEICEF T2, [HAEE:
DL RO THEmERE] OESHR] :
. 2. W (Child-Pugh Class B) OFFHEHEREE 24 % B
: IZBWTIE, BRAGH B OWEREH & 2 0 D 50% 123 & -

+52 &, £/, HEE (Child-Pugh Class C) DATHERERE -

EERTDLRFICEONTL, BEHELOHER R 2@ -

WD 25%ITHET D L, [MEERE) RO [3EyahnE)

DIFES ] :

[(ERLEDERE] X

1. HEHRS (ROBHICIFEEIHRET D L)

(1) AFFgfElEEO H 2 BHE [(MPREN ERIT2B8Z0WRH 5,
(THE - RECRET 28 LoiEE) RO THSRyEmE)
DIEZR) ]

(2) BHEREO S L BEEIMTREN ERTI28ZhNnH 5,
(THRmEhRE) DIEEM) ]

(3) FEEINE T ZF DD H 5 BE A2 292 &n
H5,]

@) LFER QT EEZEL) XIZTOBEROH L BE UE
REF(SUIHRSEIBTNLNH 5, ]

(5) RN QT IEEIEMRED BE XL QT EEDOFEKREDOH 5
B QTEHEEZEZTRBZEANH 5, ]

(6) WLEXITZF OBAERED H 5 BE DERZEB(LUIHFE S
BEBENRD D, ]

() MMM S RESE T DBEER O H 5 BE DER %2 B L XTI
REEDLIBENLNDH D, ]

(8) HSTVER M EDBEERE D S 5 B [ ARANOEEZ L DS
PRI EOMERH 5, ]

9) TRROEMRIERO D 5 EE UTobEE, BEREE I
T E Y — ROERNE(LTI2B8ENRH 5, ]
FEAIRTERE R IR R

0 BERREED & 2 BE DERKZELIEI2B8ZNRH 5, ]
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2.
M

2

®

4

®)

(6

0

)

©)

M

EELERNEE
AHN % B 53 25 EROTEREFE 1L, BRSaNCEE O
WROLGEITITEE K OGRS T2 i 58] 72 37)
W23t LTy AREIOIEHE ORI E ST R OARKIEE 512 L 58
W%%ﬁ%@uxynowT\+%&%%%%&#6&&
bz, WUREAIFIEIC OV TIRET L 2 L,
ﬁﬁ%%%ﬁ&%#éﬂA I, MBS U TR &
RET A E LT, EMMICH RO HFn A T 5 2
&
%*ﬁ%fkﬁ&ﬁ#@»%$% IZBWT, HEIESCR
@Jﬁ%u?i)roﬂfb\éty) Zﬁﬁlﬁ’g_ql@%%fi ﬂrQ@
ﬁ%®%ﬁ IOWCTHEBERERLBET L, [[ZofioiE
B OEBR]
T HUE Y AD/HD IZBW T LI LISBISR S D 3,
AFN OGN, BUE O BCE(L NS ST
W5, EEHIE, WEMTE, BUEORBLUTE(LIZ O
THETHZ &, [[ZothorE] oEBR]
W B DOARR 2 AR LT 7 M B o s o BEE 3
RUVREEITRN T, L5055 0 R pep 1 ST BRIR 0D SR 28
EINTWD, 20X RIEROBBEZRDT-L, AHKl L
OO FREMEEZ BB T 5 2 &, BHPIEREE 55D
»H5,
BR., OFWVWERRILZENHHDT, KHIFSGTOHR
FIIT BB OEERSS IR % £ O M OBEICEE S W7
WEOHEETLZ L,
DMVE RICKTT 2B A BT 5720, AFIOEGBRtAE]
RO 5 MM E#mic, mER OIS (IRaK) %
WESTDZ &, [MHn) MEERYS ) [ZohorEE) OHE
2]
ABENTIE XTI BE 525 2 RO T, K
Bz DIMEREED S 2 BE IR G T 2B, MEEREE M
ETHEMICHHET 27 L, EHEICERSFOFEERFTS
&, Fe, BEOLEBIZET AWIE, BRESEHER
DRI D ERESE D, DIRICEE TIE RV RE
DO BN, L ATF DB RIR S 5 BT
L CARI OG- EBRFT 286101, BSHERTILER
MAZIZL Y OMERORELZTMT L &, (1) MHE
BRG [ZOMmoOERE] OBESE]
INRIZBWTARBI OB G ARER I OIHE], BBt
DESNTWD, REIOELSFIXBEORRICER L,
FEREREOHMMNED L 2 e 3R IG5 o
Wz EZET52 L, [VNEE~OFE ] OTEESK]

HEER
AFNL, EITHFRYGHBER CYP2D6 THR# S LD, (138
WaniE) OEZMR]

HRER (BFRALGWLC

&)

ArSTFIHTEL

R % RRIRIER - HEE 715 BEFF - fERRIR1
Lk, A EOER) KON
[SHEIRE) DIESH]
AEEREZET2HA |2 s oA O ME |2 b oIFEA O fE~
RS U HEER S | FERA SR T 252 | OEMICEET 5 hE
NRHHOT EELTHERD S,
B2 &,
JNT RUF U I b 0EADERD Znb0HERD VT R
B D 4 M-S 2B8Z00H 5| LU o ~DIERZ M

ZBRHLD oM (1 2
ARG i)
B h= -
JNT RLv+ U vE
Y AT BREFA
AFNLT z=F— ]

M 5

DT EELTEET S
NP N

HISCIARSRRYIZHTSR S5
AREMED B> B,

4. EMER

NR

Zxig b U ENERRERIZER
278 i1 209 %1 (75.2%)

PN e
RIS S, b Oi3Ed

it 52451

Ji (22.3%) . BARIFEE (18.3%) . FilR (14.0%) . M (12.2%) .
il 9.7%) THoiz,
HARALOT o7 ADORNZXRR E LR RBRIZ ST 5%

PRl G5] 392 5] (HARNEFE 278 ilzE&Te) H 315 4

(80.4%)

WCEWEAAHE S, B OIEL (46.9%) . &

BRIER (20.9%) | fHAR (16.6%) . 8 (13.8%) . FEJE (10.5%)

Thole, RABEISEIE)

(1) EXGEIER
1) FFREREE.

BE. FRS GRERE)  FFEERaED b

ﬂ%fﬁ:ﬁﬂﬂ%% am\%r H?Tlﬁié%)%bzhé &Zﬁ&)

LT, B

AT

ATV, R

RO %ﬂ’t?" i

5% EPJt@‘é fot b J@’@J&@%%ﬁ 5Z

) 7THI747%—

BIER BEEFH)

.ﬁu*£$$%%ﬂ£f%ﬂ§\ =

%%%@77“74 ?#‘/~1‘3§ﬁbﬁ753§> LN LDBHD

AL

BRAEAR - HE T 15

B - faBRE

MAO FHEHI
T LXY CHERE
(=7 E—)

i JE 7 D AF 23 G iR X
N5 ENRHDH, MAO
PE5E A 0 # 5 H 1k 14 1T
AH & 5T DA
X, 2 ML EoMEE
bIFHZ &, Eiz. KA
DFe -1 I MAO FiL
FERERGT 256
zﬁFﬁULwFﬁ%%b
HZ L,

BNE T I U EEN
BEDAREERD D,

() StREE BRISEET S &)

SEHIA

AR - HEE DT 15

A - faBRE

PNT HE— VR R
(FRN % 555 D 42 B i
#e i MANFH#BRL)

DA% MERS ER U=
L OHENHDHDOT, IE
BLTRETDIZ L,

a5 B~ D AR % 3
f'ﬁ'J‘ZaT ERH 5,
[HmBiE) OEZM]

DT, BEE AR Q%WMWBﬂt%G e
ZHIEL, ﬁﬁjfﬁﬂ%%ﬁ 5z
(2) z D DEIERA
mlj{/ﬁﬁﬁﬁ)u,h&)%ﬂf_fa/\ i Z%: FL;L\ ?&%\ &E‘E{J
IEE DMWY 72 E Z21TH Z &,
BIEHIZ8E | S%Ll b 1~5% A 1% Kl AR
SHAE SR AT B 7 TN £ 2 N =N | 51
TR, R | PR
AL NN
[BFE)
FEHAER |, R, ANt F U, IR | R R ER A A IR O O Uk
FEIMED F (EE, SRt [E. fo%fk. &
A RRGSr. RIRIE Bk, #10 >%0,
SERETE, K2, K
TR, D2
LREFEIEE . 5o
i, WM Y B
F—Ek, Fv
7 Wk, EHAE
oS
BEE O FEE i NS
TRIR AR BiE BEAR, f)E ER, [OEXRQTIER, (VA / —H
JIOEiEE=¢: i PNl £
RiE ZAITiE B 4%
SBBR - HETERS PR, P ae| Ahtanii, JREA, |Ffeehid, )
A RRREEAE S| ELRRAin, 4t
BEE, AR R, | KEASAE, RS0
BINZRSE, SR |3 ANV R
N N
bha
ZDfth IRERD e, OE, 9857 | EEME, KA, |
[N N S N N |
R el NG N DY
il

S-S B RANEA (LT
2 — VR IR 2 BR <)

D OFER O LR
i b VR 23 1 R4
LBENNRDHLOT, L
BELRETDZ L,

Zh b O HEH OO i
R~OEM 2 HRT 5
TRt D D,

CYP2D6 [HEH
R\ F o R
KFn

A O 1 i EE A B
THZERNHDHDOT,
A LR L 2 6 RER
% ORI & Y R

ZiLH D¥EAID CYP2D6
PRI & AF o1
FREN LT BER

Wi %. [T - AR

EWNSHCISIT 2 RO GFE AT X 0 |

IV NORSIRAS 1:F S/AYS T=F (0

CYP2D6 iEMERAE (PM) B 2BV T, 2% LA E2v> CYP2D6 il i & PE (EM)
B 2 FLL EOFRBERNGED b, DO HIEEAEE - T£<

ROLN-FG  REITEER, R, b, BB,

5. BEEE~DES

[EA e WAL B QO /e

AERRE R

THENE L TR0,




ArSITFIHTEL

6. iR, Eln. RILBF~AORS

() s AR L TS RTREME DO & S i NI2i%, 1% LR
WHENERRMEE B0 5 Sl SN D HEICORBET 5 2
& UTRF O 51T 2 R MmN LTy, F 2,
R (Z v M ICBWTREBERENSRD DTV 5D, ]

(2) A OITANTIX, AFEGHIFRAERT SE5 2 &,
(B FEE (7 > b)) ITBWTHHFFR~OBITARD 5T
W5, ]

1. MNRE~DOEE

() RHAEEER, FraR, LR, 6 mRmoN T 54
TIVE R OV22 AR IIREST L TR, [6 B AR 0D /)8 8 45 % e
Gre Lo, EshTuhen, ]

(2) BEPMIEERIMOMmE], REBLEARE SN TS,
[TEEREAEE] OESR]

8. BERS
BRI R G R, ER, QT MR, fEHiR, BL7E,
EELHE, BEATE), ELEER, B, SR, 0B,
B O F VIR L OUILT EFENBO LN TWD, £,
AHN M O] % R OB BB G L2581, JBEfl b H
HEEnTna,
WE : [EEER L, EREASS XAV A D=4 —%
17V, O HERIEEIT O = &, MBS UTE TS UT
TEROBEE1TH Z &, B, AENIEAKBASENIE W
. BT,

9. ERALODIE

(1) EFIZMFEF PTP REOHANIPTP o — D E W LT
WRAT2L9EETHZ L, [PTP v — hOREEKIZL Y | 1H
WA SR IERE AT U, BIZIEZRLE AL 2 U CHERR
AREOEEREIELIRT 2 Z NG TVD,]

(2) NRERHEIER B D72, B 7 vAAFIZBRIT CTARA LRV X
IREST L L, DT RANEDNIRERICAE LIZ5HA1E
FTITAKRTHF L, EMICHERT 2 L 58T, &
7oy PRZTOMOMAE LI AHEEO S 2 EHL. T<KT
s L HEETH L,

10. Z0tthoxE

() SMEO/PNRROEFEVEEXGE L7 7 & R IRE SRR
(AD/HD BT BT 5 11 R L OEIMERE ICBIT 5 1R
Bt 1235 OIFAMITIcRB W T, 7T e R
L CAFIEGRCIIE GO BREED Y A7 BREH
STzt OWENH D ORAIBEERE 51357 (0.37%). 77tk
REERE 0851 (0%)), 72, D DORBRIZEHB VD CEER
BNERRD B ieinote, £72. ADMHD \ZOHFET D RERIE
BITHRSE. BRTHOV 27 OBANICEE L TW\W5 &
DOHEOREDRD 5,

(2) SMEO/PNRROFDEERIG L L7 T & AR xR RS
(AD/HD BFIZHT 5 11 R OfFEfiricis T, 77
YR B GRS L COARFIE SR TIISRNITE, Eo Y
AT MRENSTZEDORERDH D (ORAIHGHE 21/1308
(1.6%). 7T RE5HE9/806 (1.1%)),

() EWNA DGR T — 7 OFEFHTICB T, /NER O
AD 59~11.6%C I E EA (GHE# 20mmHg 2L 1| $E5EH]
15mmHg YA ) L0 HE3EM (20bpm L1 E) 238D 6
EORENHD Y, (e MEERE) TEEAREAN
HE OEBE]

4) $h#ES5 > M7 FEXFEF L 1, 10 KO 50mgkg &5 75
HERAE®RE Lz & 24, Img/kg Pl ETHERIAD 907
BIE, 10mg/kg UL E TR FRRTEROK TR ORRE
R OREFHBD PR BT, PERREVE O AERRERCZ I
BEIZEE I o T, Ty N THELUTZ IS OE(ITRE
ThHholzi, TOLE2OMFETEE (AUC) KK KA
B HR (1.8mgkeg) © AUC &Lt 5 & Imgkg Tidfk
KTO02M% (EM) X1%0.02% (PM), 10mgkg Tixi KT
1.9f (EM) Xi%02f% (PM) TH V. HEHARETOLE
WA SN TV, el AMEO/NE R ONVE D FERE
IZBWT, 3 RSk B B A T R R B CIk
ARFNPe G- O MR 2 BRI S o T,

O) MRV XICHERENAZBE L TT P EREF oAk

L3 RBROIH 1 RBRICBWT, HKEHAED 100
me/kg CTHAFMBITE DR BRI OB, TR
ALAR R & 80 TER IR OFEBLR OB 3D B8,

INHOBEE RT X OfENCThHoT, ZOHET
VELER E OO (R T AN O PN K OB AR & O T4 O RHATEEME D
EOONTEY, Z0L XD AUC TR KT E#% 51
(1.8 mg/kg) D AUC L35 & 2.6 % (EM) Xif 0.3 f%
(PM) Tholo, B, INLOFANROL bNZDF 3
HBOIH1RRTHY . 7 hEXFEF UG L OB
Lt s ~DOHFHEII A TH D,

(EmEaE) **

<CYP2D6 DiE{=TFE DEHT >

AREEARFHGIZEE L, CYP2D6 1EMEZ R AU L 0 3 L, RIEMERT L L& R
ECTHT D86 % ARG (Poor Metabolizer, PM) | ZALLIAN % i@ 1E 1 (Extensive
Metabolizer, EM) & EF# L7-, HAATIE PM OFIER DN L EM &
HAZH AL L. CYP2D6 DIFHEAE T L 728 s+ 23 B4 3# - % Intermediate
Metabolizer (IM) % E#% L7z,

(s 7 I2 Sz CYP2D6 403D

CYP2D6 CYP2D6 CYP2D6 iifs 151
E KBV OFEM Y FE (7 LT L)
PM PM ARG RIS PERL
UM (Ultra rapid Metabolizer) SEHTE R AR TR D
EM 3 T T TR

B HEAE AR AR TR
AR TR

TE AR AR AR T Y
T PR R AR R

EM
™M

¥E1)

ST ;%) (BpAR), %2, %35

TGV TR« %9, %10, *17, *29, *41

RIGHERL © %3, %4, %5, %6, %7, %8, *11, *12, *14/*14A4, *15, *19, *20, *21, *36, *40
#2) SEETEER AL LA A5

1. migEchRE

(1) BE#%E
CYP2D6 EM fEFEAAIZ T FEF1EF 2 10, 40, 90 X% 120mg % Hi[a[#E 1%
G Uz & & OREMEPIE (Cuw) K OUMLYEFEEE AR T A (AUC)
1%, BERICHE LTI L,

10 mg
40 mg
90 mg
1120 meg

©a04d0

Mm¥FR7 FEFEFBE (ng/ml)

lj’l 6 II2 18 24 3IIJ 36 4I2 48
B (hr)
{CYP2D6 EM fERER AIZT hEFETF 2 10, 40, 90 XiE 120mg % Hi[AlFE O 5
L7zt x0T 7 FEFvF o (HEERS) )

(CYP2D6 EM fEFERAICT M EFEF U AHRROKG LIz EDT M EXETF
v DOEDEREFN ST A =5 [EHEE (CV%) 1)

e AUCy... Cinax Trnax Tin CL/F
XFE | (g-wmD) | (ng/mL) ()Y (h) (Lhn)
1.25 3.46
1omg(n=22) | 0.574(702) | 110.53(332) | (o0 000 | (1g5~ger) | 2293430
1.00 4.12
40mg (n=21) | 2.51(68.5) 478.36(33.5) (0.50~4.00) (2.09~7.06) 21.18(47.0)
1.75 4.01
90mg (n=20) 5.30(54.2) 920.03(33.1) (0.50~6.00) (2.16~7.03) 20.50(39.3)
120mg(n=19) | 6.43(37.5) | 1086.23(30.6) | 53‘33 o | 82‘32 23 | 2143687

TED o HoRfE (GEIH)
H2) Ty, BN (REEH)
(2 RE®RS

CYP2D6 EM R AIZT ~EFF 2 1[5 40mg XiX 60mg % 1 H 2187 H
MR 5 Uiz & & o MAERIRE L, IR G40 1 flgiczhzh
Couax 427.34ng/mL K 0¥ 615.52ng/mL (Z3% U 7=, A 5-BREAD 5K 24 BT
EHRBICET D & TS, MERGRICE W TR G601 RH%IC
Cpuax 604.52ng/mL K& O 874.33ng/mL (28 L7,




(CYP2D6 EM HERERRAICT hEXEF U A RERAEG LI E0T ST
L OEMBRETFH ST A =8 [HHEE (CV%) 1)

ArSTFIHTEL

7o & &, HEE (Child-Pugh Class B) & OVEE (Child-Pugh Class C) JIFAEZ
BEICBWT, ZRERMRERER A & ik LT AUC 250 2 5 KO 4 fisic iy
KUl

AUC,.
[N = 0-12 D
Bk 85 | Cemegmb) | T (0 CHEHER A & AR BE OF N E %L F o OBMBIESM <5 2 — 5 (5
0,
40mgm=10) | #I 1.95(383) 427.34(33.9) © W o0) PR (V)] N
100 (“g.hr;’;;m Congx (ng/mL) | Ty (hr) =V Tz (he) 2 | CLF (Uhrkg)
40 =10 1 2.47(42.0) 2 604.52(35.3 :
mg (n=10) i @0 (35:3) (0.50~1.50) BEREREA (n=10) {0706 (67.9) | 142(36.0) | 1.02(0.50~1.55) [4.26(2.35~8.03) |0.506 (53.5)
1.00 PEEEITRVE R (0=6) | 1.17(36.7) | 116(55.2) |3.27(0.50~6.00) [11.0(7.85~17.9) |0.208 (28.1)
60mg (n=10) F1El 3.14(41.6) 615.52(32.3)
men o (1.00~2.00) T E (-4) | 2.73(63.0) | 126(44.8) [598(0.50~12.02) | 16.0(721~26.3) [0.155 (78.5)
_ p 2) 1.00 TED T s HfE (RGP
60mg (n=9) I8 3.73(41.8) 874.33(26.2) (0.50~2.00) W) T ST (G

VED) Ty A (GEDH)
#2) AUC,,
QB RAL BROEDBELE NEATORE)

CYP2D6 EM fétfféfl A & FB IR (7~14 %) O3EMBYRE A LUl L 7o & R LTz,
BILLRAD Cppy (G RZRE CTHIE) RO EHHIIRRETH S =
EARENTZ, REMIELZ2 VT T v R LA ERFEIC b A TRE
WD B Loz,

{CYP2D6 EM AD/HD B VEEE & CYP2D6 EM fERER ARE (A SRR BR A & AR T

DT FEXEF L OEYBREFSN)/ ST A =2 O (/b Z R FHMH) )

9. CYP2D6 REZFEHOEMEBIRIZTEE
SME D PM EEERR A CTlx. EM fEFHERRAIC R UC, EHFIRIE D AHK] D7)
MIEPIRE (Cpe) 2359 10 fif . TEFAIRAED Cranss D3I S 5B T o 72,
(HMNEBERER N Z 331 2 BEAR SRR S it 0 IS Bz T hEXFEF D
SEWBRE )N T A — 2 GRATEAE (BRFERHICV %)) )

e Civss Coopss w2

BT | (omL) Gmerke) =2 | (ngimL) Himerke) = | Tmox (02| Tip (o) | CL/F (Lihrkg)
EM(n=223) | 249(58.5) 667(41.3)  [1.00(0.50,2.00) [3.56(27.5) | 0.352(55.7)
PM(n=28) |  2540(14.0) 3220(11.3)  [2.50(1.00, 6.00) |20.6(17.3) | 0.0337 (18.8)

[ Coarss CL/F Vz/F
= (ng/mL)/(mg/kg) | (ng/mL)/(mgke) Tia (h) (L/hr/kg) (L/kg)
BT EM 512 524 3.19 0.435 2.01
AN EM 569 667 3.56 0.352 1.82
D) KENE D ORGRCHIE L,

2. RN (SHEATOHE)
CYP2D6 EM K U% PM fHERR AN 381 2 fasct i A AR SR 2
63% &% X 94% T o 7=,

3. #H
T NEF T RN G5 O AR 0.85L/kg (CYP2D6 EM fERERA)
& U0.91L/kg (CYP2D6 PM flEERRA) Th v . EIZRIKTITIEL 5AiT 5
LEzx b GHNEATORA).,
7 I\%«*\»t%/kﬁl“*‘ 150~3000ng/mL DFFAIZIBNT, in vitro & MIIEERA
EARITN BN THY, TICT LT I ITHEAT 5.

4, ﬂ’.iﬁ
T NEX T AT EICTEDRHIESE CYP2D6 | ;of{%iﬁtéhé TR
REWIT 4-8 FrFURTHY . TSIy v rigabgieans,
4-B Fa X fRiE7 bt F v LIRER%ED 2 LT R U U AR
FBEM 2 AT 203 M h IR X IR IRV, 4- R a ¥ S RIXEIC CYP2D6
CEVAERSNDA, CYP2D6 TEMEN K L T T, MoFFED CYP #Ek
NORHERD AR SN D GHEATORE) ., £/, CYP2D6 IEHEA KIH L
TWERE DT e MIFR 7 v Y — A% AW invitro iRBRTIE, 7 FEX &
F 2 & CYP2D6 FERIZ PR LT 4-1 R SRR L CRLE 1‘”
bhehrolz, & MFI 7 v Y — AR OEEILZ A7z in vitro 3BT
D, 7 hMEFEF UL CYPIA2 XX CYP3A Z7FE L7222 & CYP1A2\
CYP3A, CYP2D6 3% CYP2CY Z [ L2\ 2 & AR S 47z,

5. Htt (%l)\'@d)ﬁtﬁ)
R AR ABNTICIB T 57 et F o O IEHEIE, CYP2D6 EM
KO'PM TERE 3.6 R B ) 20.6 BEI T o 72,
ERERAICT hEXETF > 1 20mg & 1 H 2 [\ 5 HKER ARG L%
12, MC T M EFEF 2 20mg FHEIRO LG L & & O
CYP2D6 EM TIEH& 5% 168 IFELANIZ 5 R D) 96% MR HFITIT E A LR
# & U CHRIE S v, EHRITITR 2% 03 Rk S 7o, CYP2D6 PM T, #5
% 264 BEREILIPIC 3 G- U T2 U BE DRI 80% 2SR HICIZ & A E R & L THE
X Av, FFITITA 17% B3 PE S iz, F o, RIS IEIL S vz e
Ih, REMKITK 1% (EM) KO 2% (PM) ThH ., E@#HO 4-&
Fa¥o7 hEXtF-0-7 V7 2 UREIRIE 84% (EM) KU31% (PM)
TH-oT=,

(HMEBERERR A BRI “C-7 b EF B F 2 20mg & HiERE O 5.5 O FURFED 2
FiER (%) (B i ERsE])

T RE%S7 0 OB R CRIE LT,

FE2) T FRE Q05— 2 b, 90/3—F 2 b )
AARANIZENWT, EM ZH(Z W LS4 (UM, EM KOV IM B0 |
IM ELD> AUC OEATFEEIEIL EM B VI~ TR L4 (5 S T - 12, 728,
HARNIZIE UM F34 3 e o 7o,

(HAACYP2D6 EMIHERK AIZ T N EFEF 2 120mgZ HEIRE NS Lz &0

7 NEX BT U ORYBETFA ST A—F [FHiEHE (CV%) )

s AUCy., (ug - h/mL) | Cp, (ng/mL) T, (hr) 22
EMY (ne3) 495 (39.4) 861 (233) |3.87(2.85-487)
IME) (n=14) 6.96 (34.4) 1170 (28.9) | 441 (3.04—623)

EM (n=4) " 95.81+2.16 1.67+0.32 97.48+1.92
PM (n=3) *? 79.92+2.39 16.91+2.50 96.83+1.09

D) BC-7 b ' F BG4 168 £ TR
FE2) MC-T N X T A G264 THRI L 7o ik CRET
6. BROXE NEATORM
CYP2D6 EM e AIZ T b E % & F 2 40mg it 60mg % ZE s -1
HEfE AT Lzl & WIEERRIUC & - TEBERFITH S Cpy ld 37%
W L\TW VA 2 RETRIEAE L 7273, AUC IZIE 21 E78 8 B v o 72, CYP2D6
EM BT 1T 5 RHERI M EVERT ORI TIE, BFICLD Cou DHANT
9% T -7,
1. BEEEEROMBENRE HEATORK
CYP2D6 EM DRENBERELHICT M EFEF 2 20mg & HERO# G L
ol & RYEARREEITIBV T, /MR AR LT 64%0 AUC OBIR
MRS LN, HRETHE LR RICRFT 22 LIk - T, 20X
24%\Z7e o7,
(RN & RABRERZE DT FEX B F o OEYBELH T A—5 (/.
AT ELE) )

D £ GRSV -CYP2D65E) CYP2D6E BRI O REMI I e > T L 7=,
TE2) Ty, FUEE ()
10. EMHRELFA
(N EBAREROBTVERIEDOBA (in viro HER)
T REFETUF, BEREOCTEFAY Y TR, UTENRA o=k
ALy, INT7 Y Lot MM (RS G RIS R E RIT S Rl RIS
AL T FEFEF o MR A/RAERICEEE RIES ot
@QAFLIz=F—rEDOHR GEATORE
CYP2D6 EM fEERR NIC A F L7 = =F— | 60mg Z 1 A 18] 5 H L O£ 5
L, 7 hEFEF 60mg%3, 4, 5HHEICTI A2 !F!3 r!ﬁﬂﬁém&“%cm L7z
LE. 7 I\%a‘—t%/&x%/u7xﬁ%~w)ﬁ%ﬁ% AFNT 2 =F
— b ELAI G ER Y B AT O % QML - Vhﬁﬂﬂﬂﬂtf\@?é%liﬁﬁﬁ
Lot
Q@BAYILTZE—ILEDHR SHEATORE)
CYP2D6 EM fEERR AT FEFEF > 80mg Z 1 H 1 [AIfE A58 o
FARRET, YT ZE—L 200pg FWASRE LIz &, T hEXEF LT
AP T H = LI X0 DR OV E A~ @73\ 2O LT, BT
NCTholz, 7 MEXEF UAFHE FROIFFE FCTRAY LT HE— L %K
B Lzt b DMEITZE L LR h o 72,
BHYNLTEE—LERNZELEOHA GEATORE)
CYP2D6 EM fREfK N2 W CT hEF 1 F > 60mg & 1 H 2[8]5 H IR 0
H L, AT ZE— & 1, 3, 5 HHEIC Spg/min OFE T 2 BT T
MRS LTz & & Y7 28— LERIRIN B (EE IR 9 2 D U% O
ML A B oD A IS B BRANED BTz,
(5)CYP2D6 [AEHI & DHA (SAEATORKER)
CYP2D6 EM DHEEERZ A /S X1 52 20mg % 1 H 1 [H1#% 0 42 G 8 5k
BT, 7 hEFXFEF v 20mg & 1 A2 MERAKGE Lzl x, Soxt
Fr LD LD, EFRIBIZEIT D2 ARHKID Cpp KLY AUC 1ZZNZENHK
355 RUK) 6.5 F5ICHI L, 2o & E ol L CYP2D6 PM g A
AF A R G L7 & & DML & L CH o7,
(7 hEXFEFUHAI IS e X F U RS LI E0T hEXFET VD
SWBRE T A — & (b ZFRGEE) )

AUCy.1;
(ug * hr/mL) Cinax (ng/mL> Ty, (hr)
7 X F U HA (0=21) 0.77 173 3.92
31 % F A (n=14) 5.01 612 10.0

AUG,..., AUG,..., Conax Conax
(ug-hrmL) | (ug * hv/mL)/(mgkg) | (ng/mL) | (ng/mL)/(mg/kg) "

FERER (n=6) |  0.469 2.26 86.0 415

BARARE 0=6)| 0.769 2.80 922 336

D) REY 72D OG- ECHIE Lz,

8. FrEEERROMBEPRE HEATORK
CYP2D6 EM D NFIEZEHEICT bE X & F 2 20mg % HElfE O &5 L

CYP2D6 EMEHERE A IC 7 VA%t F o (EPNARER) 60mg# 1 H1ET7HH
FROHEE. WRIZ20mgA 1 A 1E14 A RS B%I220mgl H1E & 7 MEFE
F (10, 45, 75mg) 1A2[EIZISARESY Liz& &, EMBEBRE TlX, 7
NAXEF U EIAT D Z LIS K W PMEEBRE STV T M EX T oM
PR BT,
(6) B pH ITHET 2EF L OHA GLEATORE)
CYP2D6 EM R AICT FE Xt F 2 40mg HERR O#EE | 625034
AT T =) 80mg XIE~ 7 R T LTIV =0 SRR 20mL % f %
BlLirE, 7 hEXEF U OEYERIFMRIIEL LR T2,
NFLTF2LEDHA GHEATOREE)
CYP2D6 EM e AIZT b E ¥ F > 40mg XiL 60mg Z 1 A 28] 13 H
OGS L, CYP2D6 DA THHT 7T 3 50mg & HEFR 05 L
Tl& ThEXEFURT VT T I ORMEMBICEEE X o T,
®)THAYSLEDHA NEATORME)
CYP2D6 PM {5k AIZ 7 M ESFEF2 60mg 2 1 H 2 [6] 12 AR O# 5
L. CYP3A4 DI THHIFY T L Smg ZHERAKREG L&, IS4
T D Cpay & AUC).1FHKI 16% I LT= 3EBRE NEBICE EN5 LD TH

27,




ArSITFIHTEL

@ TH/—ILEDHR GEATORRE)
CYP2D6 EM fEfEk A & U CYP2D6 PM fEEERR AIZT hEFE T 40mg % 1 H
2[5 AREA#ESES® L, =% 2 —/L 2.0mL/kg (0.6mgkg) % Hi[alfE 05
Lizb & WEHA— BEEFHAT, gL crshd =y
— A OFIREM 2T FEXEF TR LIS b LA o7,

0T ERRISx T 54 (GHEATO )

CYP2D6 PM fiERR A (131 §5) 12, 7 hEFEF > 20mg, 7 hEFEF
60mg . 7T REZNZR A2 FEERAKEY | X TaRPr
400mg (Bt i) HEEIRE #2500 4 W17 1 A A — 3— 0 tQT kg & 1T 5 7.
M7 e F U RED EFICHEVD NS QTeM RkE (A% —FH S+
ER—=RAF A Vb0 QT MMRZ R AL, Wil 2 — S g —2
FA »ipb® RR BREZE LR, R, 15 O R X IR A [ E A Bk
R X R % OB X TR e AR R L D IRASRET T LY
FHIL7) OIERDFRD BizAd, B H CTHEE SN D e P REC S
WTHT bEFEF D QTe MIRICKHT 2B T T AR & g L ChiK
MICEZOS DA TE DT,

(QTcM DIFf i A — B ST RN—= AT A U H b DAL RO i/ ZFe P ED
77 AR L DFEDKIE)

—_
pury

OBRAADHDEE 215 & L - BRARRBR AR
1. —EERERY
AN\ AD/HD 83 (18 mflh b)) A X%bGic Sl L 7= 7" F & A ot I = B R R
LEHEERER I F5\ T HE O REAIN E T 5 CAARS-inv:SV AD/HD JiEfkER 2
a7 I FROEBY Thot,

{CAARS-inv:SV_AD/HD JERIR A T D=2 F A L H b il £ TOLL
(LYEE #88) )

¥ Ak [oslamip [
T [ T [ [ ] ] P

I R e

77tK]195]33.9] 7.5 88| 96

ATX |191(33.2| 7.8 |[189]| 10.2 |[-14.3| 104 |[-5.78] -7.6 -3.91 <0.001

R BH%EER | 7R & DE90% (E4E
=rE (hr) [X[#]] (msec)
7 hEXEF > 20 mg BID 2 0.5[-1.2.2.2]
7 hEXEF > 60 mg BID 2 4.2[2.5,6.0]
EFXLT7uXH 400 mg 4 4.8[3.3.64]

QTcM : #fatET /T L HHHIE QT [l

ED EXvT7uXP e omEREER ALY HIE . ZO0IC QTe HIROMER b
Liphotz, QTIEF DEX Y 7 XY 7T R E DT, EX v 7uxh v oimifE
TPE & D B 5 & HAE S TE Y . ARBRO BRI OB 13 0.00395 msec/(ng/mL)
L WD 0.0039 msec/(ng/mL) & [FFREETH 0 . SHURE MEIES iz,

1E) AFIOAEGE S ik - A Uik - ] omEs i,

[ERPRAHE] **

/IR AD/HD B 2 xtge & U iz BB

ENTHEME SN ZEERRR A S LR RBRICB VT, EERG2MEOMT*t
BL RS WRE BT BREIUTO LB TH S,

1. —EERRAR?
/N AD/HD BB (6 kAL 18 i) A BRICEME L7 7 B A E
BB LLEGRBR I BV T L AMEOREM R E CTd 5 ADHD RS-1V H ARG,
(EHiH) BAATIEFROLEBY Tholz,
(ADHD RS-V HAGERR (ERiH) OX—2F A b ik BlZ2m £ To 2k
(LYBC #&BR) )

N SRR DT RIEEH DI HIEK
ATX : 7 b EFEF

plE, FEROMEHEXHIE, BGEE, FEEER, N—R T A i L3 5T E T LIS
EoxfEn,

2. RHSER SRR
A AD/MD B35 (18 mfll ) Z%f4ic Sl L 7= 7 Z & AR ot R = i B AR
PElEERBR 2 5 T U7 B A Sk RIS i L 7= Bk A 5 BRIC B\ T B
PEDFHEE TH %D CAARS-inv:SV AD/HD JERIE A 2 7 OHEBIT TR &

By Thot,
{CAARS-inv:SV AD/HD Stk 2 =2 7 OHER (LYEK #5R) )
iR (1) N R22] TR =
0 211 22.2 109
0.5 211 209 10.6
1 206 19.3 9.9
15 203 17.9 9.8
2 200 16.7 9.5
3 190 164 9.3
4 175 154 9.3
5 173 14.8 9.1
6 163 15.0 9.6
7 155 14.1 9.0
8 149 135 9.4
9 144 143 9.5
10 140 13.8 9.4
11 138 132 9.3
12 135 13.1 9.5

2Lk s 9SWAFHIXIT* | p ™
PR | RS | ERETR| (AR Williams

N S Ve #
BW N ] mm e

77kR|61|323] 9.6 -8.1 7.1

ATX0.5[62|32.3| 8.4 -9.6 9.1 -1.5 ] 43 1.3 -

ATX1.2]|58/33.3| 87 [22.5| 103 |-108] 68 |[-25| -54 0.3 0.037

ATX1.8[60|31.5( 7.8 |19.8] 9.0 |-11.6] 88 -3.7] -65 -0.8 0.010

N : B R O TR GEH O AE B EL

ATX : 7 M EFXFEF v FEOHEA : mgkg/H)

*plE D) (I WilliamsfiE (2 S & F Shie,

FEOSER ORI, XA T A R, R A BN &9 5 AT E T VA2 VT
Belift L 7' 7R L OREICIES X H Sz,

2. BUIMGRERERY
/NS ADMHD B (6 kAL 18 A ZxtBICEM L7277 B AR E
ERBEM LB 2 5 T L 7o/ N B 2 i G S L 7= R ke % -3
BT, HOMEOFAMRE Tdh D ADHD RS-V HAGER (ERIAH) #2227
DOHBIZTRDO LB Tholo,

{ADHD RS-1V HAGE R (EHiH) #2277 OB (LYDA #5R))

i _(A) N RE] HoR s 2
0 228 222 10.4
05 221 217 10.2
1 204 19.7 9.8
3 206 16.4 9.6
6 169 14.8 9.6
12 146 12.7 8.4
24 104 10.7 7.5
36 62 10.6 8.1
43 11 12.5 6.6
N : B K OREATRR A DIE B

3. SEANIZBHZ_EERER (35) ¢
SE O/ ADHD B (8 mklh b 18 ki) ZxtgUc i L= ~7 7 & AR%t
MOEERBERLERBRICBWNT, AOMEOFMAE CTH S ADHD
RS-IV-Parent : Invi8 A a7 IX FEDOLEBY THo7-,
(ADHD RS-IV-Parent: Inv D~_X— 2 5 A L 7 b i@ L4200 £ TO 2L (LYAC #BR) )

P N N 170 G X WY
)| RS | Y | AR | EY) | ARYERE
77K [ 83| 383 8.9 32.5 13.8 -5.8 10.9
ATX 0.5 | 43| 40.2 9.6 30.3 15.2 -9.9 14.6
ATX 1.2 | 84| 39.2 9.2 25.5 13.8 -13.6 14.0 <0.001
ATX 1.8 | 82| 39.7 8.7 26.2 14.8 -13.5 14.5 <0.001
N @ KON RIGEROIEGE ATX . 7 hEXEF 2 BRIEO AL - mg/ke/H)

*plEiE, IRBRIER, B, CYP2DOHREL K, N—R T A v Al &3 5 WO HOHTE
TNOFN TR 2 ANTT TR L ORI L 0 B L. Dunnettod 554 IV TL EiE
AR LT,

N D Wb B OB (T
LYEK#BR O ABRBH AR A (LYEERBR CO 10 A A #e500 A & Lz

(€35E-3)

1. EBE/ER

(1) /7 IVRYRHBEEER (invitro) -
KENLT v M F7 b Y —=Lh~D ) VT RLF Y VY AR Z B IICE
L7 (Ki:447M), KHFID /LT R ) CHARBEER Tt b=
KOVR/SI VB A BLEAEIC R 30 500 EBHRITH o 72, 7eds, AH
ARG Z A RICITE L A ERRME 2R S R Tz,

(2 £/ 73 VRYRHBEER (invivo) 2
ARFNIAPREFC L D 2 VT KLU U8 %RE L7724 (EDs, : 2.5mg/kg,
p.o.). Tu h=UREBICK L CIRIFE E A EERZ RS oo Tz,

(3) MEANE/ 7S UREICRIFTEE (invivo) 2
AFNIRTFERTEC T D /LT KLU U RONVRSS v OMRANRE 2 4 &
12 B S (0.3~3mgkg, i.p.). BREECHIAEZIZI T 2 Miast K83
VIR RIE S e o T,

2. {EFHF
BRI I T 24 FAPEICIFARIER D VT RUF U v T v AR—F —(Txt
T ORI EEAAEG L TWD Z e AR L LTIEEBEZLNDL DD,
P 2P IR TH B,

(AR5 IBET SEBEFAAIR]

— e 7 hEX T UHEmE (JAN)
Atomoxetine Hydrochloride
b4 - (3R) -N-Methyl-3- (2-methylphenoxy) -3-phenylpropan-1-amine
monohydrochloride
M
\ H
c * HCI
_ /‘\/\ _~CHs
M
° H
CHs
o == C7H,NO + HCI
Sy 291.82
LS VN AEOBAUIIT, 2F ) —/MZETRT L, =8/ —/L (99.5)

2R T <L AKIZRRET Ty,
SRS . 3.8 (1-4 2 % 7 ——KFR)

(@3]

B 7R AH Smg 140 1 7 &L PTP (14 5 7L X 10)
H 7Kl 10mg : 140 7 PTP (14 1 71X 10)
717 VHI 25mg 1 140 F 7L PTP (14 71 7 &L X 10)
717Vl 40mg : 140 F 7L PTP (14 71 7 &L X 10)




Ab+3 h7elL

S
i

(EEXE R USCEREARE]

1) #:PN#EEL @ Analysis of the Changes in Hemodynamic Parameters of Blood
Pressure and Heart Rate Associated with Atomoxetine Treatment in Pediatric and
Adult Patients with ADHD in Clinical Trials and in Healthy Adult Subjects who are
CYP-2D6 Poor Metabolizers

2) Takahashi, M. et al.:J. Child Adolesc. Psychopharmacol. 19 (4) : 341-50. (2009)
3) AEPNEEEL - /N ADHD B3 5 55 TR = ke £ 5 B AR SR

4) Michelson, D. et al. : Pediatrics. 108 (5) : E83. (2001)

5) tEPNEEE - AN AD/HD B35 (k3 2 S5 IARAEIN 5.7 7 L ANk — S
TR

6) tEPNEEL : R AD/HD M3 2 55 IR &= W ikive £ 5 AR SR

7) HNEE: E T IR AR EER OB

8) Bymaster, F. P. et al. : Neuropsychopharmacology, 27, 699 (2002)
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LY 139603 1.8 RAE (%)
A NSFIH v ARAH AD/HD

1.8.2 #EE - MR (B) RUZORERMN
1.8.21  3hEe - R ()

HEEXM 28R (AD/HD)

1822 ZhEE - R () DFRERN
(1) RAHOFEXRMRZEMES (AD/HD) &ZDEHEER AR

HEE K Ma/ 2 8MERESE  (Attention-Deficit/Hyperactivity Disorder : UL T, AD/HD) & IEAR
HWEIER, ZEPE-FHENEER A2 RS & 3 2 P R EE CH H, 4 H ADMHD &
DS DRIEIZ DRV BTN SFEL TWEZ ENEmbN TR Y, 19 it
Hoffman (2L VW [ZbZH~7 1 U v~ (Fidgety Philip) | & FHEA 54 H O ADHD (248
BT 5HLEBEZONDREREZ O ELNFIR EI TS (Thome J 2004), 20 HALIZA
ST D BAMEERERE S ) 72 W< O OBIMiA OEEE IR T, 1987 4, FEthfEED
2l L EE O FEI 5% 3 IEThR (Diagnostic and Statistical Manual of Mental Disorders,
Third and Revised Edition, DSM-III-R) (25 T, AD/HD OZ K EMENTES SN HICE
577, 2000 FFITITEE 4 RFEERLER > OELEThR (Diagnostic and Statistical Manual of Mental
Disorders, Fourth Edition, Text Revision, LA N, DSM-IV-TR) {74 (APA 2000) .
4 H ClX DSM-IV-TR @ AD/HD Wi L4 H AR Z G Te i A07e AD/HD OB MikkHE L L
TEL LTS,

DSM-IV-TR ® AD/HD ZWiHEIZ [W < ONDIERDS 7 i LARNCAFAE L, EEZ 5| &
EZILTHWDHZ L] (Eff 2003) L&D X DIC, AD/HD [IRERETHY , NIEHIE
HNCH RSN D 2 ERZ, ADHD OHEER, R ZEPE-EEEOIERITFln & &
HICET 2 2 LN bNTERY ., 1k, ADHED 13/ 2 EETH VA
THIAETIZITIRET DD L HERINTE T,

LorL, /NESIC ADHD &S BEORM 7+ —7 v 7ML 2 & ik
ANHNZW 22 THEY 50%~70% CTioWi B HEZ 7o L, SR FHE L TV D Z RS
TW5 (Barkley 2002) , fHFEREHRS (World Health Organization, WHO) 73T 724k
Ko Bk BRI, HEREZ GRS EEEEHAE T, BRAM AD/HD ORI, EIZ X
ST 1.2%~73%ThH v, HARKTIL 34% & HE STV S (Fayyad 2007) , HART
XA AD/HD 12D\ T KRB 2B A ORE N e EENZ2FHIITINETH S
5, HEE RIS TRAMIC S ADHD 137 ET 5] EEZX BTV, AW AD/HD
BEIE, NS SN TRABICE > THEENME L T\ D Tk . 72,
/NRINZ AD/HD 3R S o 7o hy, slABNZHID T AD/HD L 2Wrsnsd ks
AEE) "D LEEZLNRTWD (FEE 2008) , WTFNOBEIIEWTH, KAH
AD/HD 3/ HIIZFIE L7 ADHD DA ~DF L L TH o &2 5,

IO AD/HD ZWr % 121X, DSM-IV-TR @ AD/HD ZWrikiEe, = # FL#E (Utah
Criteria for the Diagnosis of Adult AD/HD) (Ward MF 1993) 2o T\W5b, F7-,



LY 139603 1.8 IRf3CE ()
A NTTIATEL FAM AD/HD
BB FEES 10 iR (ICD-10) TIEAA IO AD/HD (22T FOO ZEifEE & LT =
—FEhTns
ZD 95 H DSM-IV-TR O L, EROM TR+ k, HAmsnTiy, £

Tehkx a2 m L, FELATE LOIEREZ BT 22N TEL VoA Y v
F3BH Y | MRIRS ZIFANLITWD, 2 — X NI K 2 B 52 Wi 4%

(Conners’ Adult AD/HD Diagnostic Interview for DSM-IV, LT, CAADID) (Conners
2001) (X, Conners HIZ X > CTHFE I & LimBZ CH Y . DSM-IV ® AD/HD ¥
BRI WT, N GEE) RORAE (BUE) Ol T ADHD Ok FE 1 4 i
TLTWD Z L a2+ 22 L2k, lAH ADHD Ol R— 45V —1T
HD,

AAICEBOTIE, /NEH (18 BRi) @ AD/HD DOiBEHKE LT, 7 FEFEF UK
OAFNT = =7 — MRIEAID 2 FIDER - RESNTWD, £, 7T hEFETF
2OV, 2010 4 6 A 14 BIZIRASCEORRE « S FICBIET 246 EoEE N KET
Sav, NEENCARANREZBIE L. A (18 kLA ) DARE b ki L CAFI A 5T %

A2, BELEORRMELERMEEZEE L CEEBEICREG TS L L b, EHICARA
@ﬁﬂi&o%éé%%ﬁb HRMERED BN WESIIE, 5 TIE2EEL, &
REBE LN Z 254, BERRO LN, RULL, AT VT = =F— Ml
FNZHONTH 2011 £ 8 A 26 H XV ke 50355880 HALTZDy, RIZHEAHI DO AD/HD %
IS E L TRR SN TV D IEANTEES | s AN O THEMIEHR & Bl a3 5 B x4
% SRWPIEIR O BRI I TAFAE L7200,

(2) EREREERAKE (B

IO AD/HD B %55 L CTHAK DT U7 CHf L= 4 38k (LYED. LYEH,
LYEE &N LYEK i&RBR) K OWME T3 L7z 2 Bk (LYAA X TONLYAO ikBR) % H bk
DFHE R LTz,

LYEE RO TEEHMIL, 77 vAXE7 hEXtF> (1 H 1 [A], 40~120 mg/H)
Z 10 KRG LEEREOREBIEER (LOCF) BT LHX—AT7 14160
cmmmmsvamm)ﬁ%@x:TwIﬂﬁmg ZBWNT, 77tf$@%7%%%
T /0)7‘3753{’5‘2}1'0/ HEWIRERARRET H Z & Tho7-, F£72. Gatekeeping 1£IZ

IR HR) & LT, Adult AD/HD Quality of Life Measure-29 (5l A #7355 K fa/ %%ﬂ
hm; 75 QOL DOFHMfEEE, LAF. AAQoL-29) #HW\WTT hEXFEF LU LT TR
7 QOL IZxt7 2 2 A 4 HLleaiAfh L 72,

CAARS-Inv:SV @ AD/HD JERKE A =2 7 Ofcfé g (LOCF) IZBITHX—2 7
A 2D DOEEEEASD (X, T NEXF BT URET-1432104, 7T EREET-8.849.6 T
oz, BERERZEOR/N I TEEIE (95%FHEXM) 12-5.78 (-7.66, -3.91) THY |
B G REM CHEBFEMICHE B R ZRRB O biviz (p<0.001)

mmd49@%x:7@ B R (LOCF) 128 A=A T A U inb D%
{E#EASD 1, 7 hEXFEFT UBET 12.83£15.91, 7T EAREET 8.20+14.09 THo7z, ¥



LY139603 1.8 WAF3CE (R)
ANTTIHTEN AW AD/HD

BREMZE DO/ N e VE (95%EFIXHE) X, 4.76 (197, 7.56) THVH . HGHEMHT
Mt FPIICH BERZNRD b (p<0.001)

PUbEXv, 7 hEXETF L CAARS-Inv:SV @ AD/HD JERE AT 277K Lt
RTHEHFZMICARBICHE D SHD 2 RSz, 72, Gatekeeping 75 % T
AAQoL %Al L7=fE R, 77 B RECH AT eS| T VR CHREFFIICHE ZIZHN
EHDHZENRENT,

LYEK 3B FEHMIEL, LYEE #BRZ5E T L7 AR ANDRR AW O ADHD E&I12H
J57 hEXFEFUEHBRERORZEEROEREE, AEFRICL BT IEFEE H
WTHHE T2 2 & Th o7, BIRAYBERIL, RUIRERO AL CAARS-Inv:SV O
AD/HD JERFR A 27 Z W TR 2 Z & Th o7z,

RERAkGE T DT R TOBBEN 6 » ARG T LS (F—25 v b4 7 A 20|
#lAL R T FOMEETITHIE - BT LEEWBRE OLT — 5 ROk O
IZOWTIE 6 » A E TOFT =X 2 AW T2 £ Lz, £72. T XTOHER
#Fnapas T Lo Qo= B ) omsmr & 5 L,

HhED EEFMIAH & L7 CAARS-Inv:SV @ AD/HD JEARFE A 2 7 O FEEIE £SD

(LLFARR) 1%, PRI TlE, R—R T4 T 222+109, Visit 6 (B5-5844 12
W) T164£93, Visit 9 (B5-5i4k 24 %) T15.029.6 TH Y, REFAYIIIHD L7z,
BEBIZER . (LOCF) 28D RX—AT A4 b OB EIZ-T71+78 Tholz

(p<0.001) , FcARMEHTH LTI, CAARS-Inv:SV @ AD/HD JEARHE A =2 7 O F¥IME I
Visit 9 (#5-BA%E 24 %) F TITPTHEMANT & [FERICHER L. Visit 15 (B 5-Biss 48 @
%) T 131195 & BRI Lo, mBlIZR R (LOCF) (2815 N—A T A
M E DRI EIF-73+8.1 TH-7= (p<0.001) ,

ARFRER O PN OFER, BARANDOEAS AD/HD BEIZHBITLH7 hEXEF U 12 »
H#EEE TOREMEROIEENRINTe, AEFETIE, 7 M EXFEFUICLDH
NMEN BTz > THEFF S D 2 EDRIB S LTz,

LYAA RBROTEEHAIL, DSM-IV @ AD/HD Wit 2 i 7= 9 ik A SRR IR W
T, 7 hEXFEF U1 AFGE 60~120 mg DE 10 HEOEEA, CAARS-Inv:SV D
AD/HD JEIRF A 27 OWHEE 7T AR L g L CREFANICARICE TS5 2 L
AGET HZ EThoT,

Be5-BAMA 10 1% 1231F % CAARS-Inv:SV @ AD/HD JEIRFE A 2 7 D/ 5 )l £
PEHERL 7S (Standard Error, LA, SE) X, 7 hEF®F BT 2388113, 77 &Rt
T27.60£1.15 TH Y, HEFM CTHEFFIIICAERZEZVNRD bz (p=0.004) .

UbEXy, 7hEFEF X1 H 2 E 60~120 mg/HD 10 BEFEEEHIZ XD,
CAARSInv:SV @ AD/HD JEMRKEA T %77 &R & THREFZOICHERICED &85
ZEPIRS T,

LYAO B TEEH L, DSM-IV @O AD/HD Wi iU 2 i 7= 9 ik A SRR IR W
T, 7 hEXFEF U1 BFG5E 60~120 mg DxE 10 HEOE LA, CAARS-Inv:SV D
AD/HD JERF A 27 OWER)EE 7T AR Ll L CREFANICARICE TS5 2 L
EGET HZ EThoTo,
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LY139603 1.8 WAF3CE (R)
ANTTIHTEN AW AD/HD

#5844 10 B2 I2H1F 5 CAARS-Inv:SV D AD/HD JEIRKE A = 7 D/ e 5 E +
SE (X, 7 hEXFE®F URET2263+137, 77 2REET2723£133 THY, HERMT
AT PN B R AR bz (p<0.001)

UbEXy, 7hEFEFIE 1 H 2B 60~120 mg/HD 10 HEEEEHIZ XD,
CAARSInv:SV @ AD/HD JEMRKEA T % 77 &R & X THREFZNICERICED S8 5
ZEPIRS T,

(3) ERIREAERME et
A AD/HD BHEZ IG5 L L THARKOT V7 CTHEfi L7- 4 3Bk (LYED, LYEH,
LYEE } (" LYEK #B#) K OWMECHEME L7- 2 3k (LYAA L OVLYAO iR&BR) I QN fd
FERCN 2o kb5 & U T U 72 BRRFEREABR (LYDX #BR) 2L eMEoRHiigs & Lz,
A AD/HD BFEZR5 L LCHETEM L 8 B (LYBM, LYDQ. LYBY.
LYDZ., LYAR, LYBV, LYCU K" LYCW ikBR) K OMERERAZ %S E L CHEf L7
ERARSEHAER (LYDX 3R) 2Lt EEE L Lz,
H A} OME CFM U7 AR REBR T Sh - A EFSR, BEEROMOEK FREER
HEHRZORENS, 7 hEXFEF 2 120mgH (1B 1EHFRESELC] H2EEE) £T
OHEHIPAICENT, 7 hEXFEFCOAEMERLOZEMET 07 7 A VI L TRAFT
ol ERFTRZLITITRT,
® LYEE #BROFKR, AARANER L BHEHREALEMAOM T, BRI KE RAEILR
<. BAANEHTHLEWEHRE TH, 7 hEXEF U EEOERMENRD iz,

® AN UWMETHEM LIZEHFERBR TCOEEQRAEFEZOBRRARIIELL . AEES
DOHFENTEEIH (6 » HUW) T, 7 hEFEFUORMKEEIZL VI
BRI 5 HEFROMACH IR BT 5 HEFRRITRO N0 o T,

® | H1EHELLH2ERGOFEERELE LR, | R LOREELD
HEIOEAIX, 1 H2 BIEGIZH~NT B ERETELS, 5 ERGREOR
AAERPRO b, [HAxOFEFEGTIE, 1 B 1 BHEGIE1 H 2 BIEEIZH~,
L, BAEGE, WEH, BEORBAGIOEENEN o, BEENEE &S
SNTHEITRS, BEEBIC L2 ETRO MR o7, FHEFILICE -T2
O, BEEHR, M, EEORIE LML, ZNOLOFEERBEOOLNIELETH,
AR OWEREIZLD . 2L OWBRFIIAR OGN ETH 7=, T O
DHFERIZONTIE, 1 B 1 [EEGRE 1 B2 BRGROFERERT 07 7 A VT
K& 72 &L 2 o T2,

® /REIEZ U TIX, SOC @ i L OUREERER ) (PT CIXHEIREREE, HER
N, JRIGERD) KO TAERBLOAEREE]  (PT TIXBEAE, Sk
) BT OIAEFELNREL AT, JERNEE, R, A, FHRREEC
DWTIEIIR SCEOZ OMORIERICEHE TETH 5,

® E.L. REMD. BAEORIE. oo AFE L HEE LT T SR TORBEDN & ME
NI -o7=M, LYEE BREBOFER, BARADOZTRILOBWEEFRIIR) -T2,
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LY 139603 1.8 RAE (%)
A NSFIH v ARAH AD/HD

(4)
PLEX v, KFNI/NEH O AD/HD BE DO L2 69, AW O AD/HD BEIZB VT
FOREREZLE L., BEMEICBWTHEICEIEE 25 ST v, K A2 3
HlThHhsdEHW Lz, LoT, KAOZHE - W RE2 THEEXW LB MHEREE

RN Z G & U Te RERIRER T — Z Z RS L CNA XV A B b LT
NA B A OEIIE, AFEERCHEIZ LY tx RERANTYERE LR
HEBZONTN, 7 RREG LKLY MEX BT UREIC I DGE/ALRE
H K OV S BN DM 3588 Hivtz, 2405 OME EF K OV
INIEEOLMEREDH HBEICE > TEEN Y A7 LD ReENnb 5 Z &
MO, BACEICKB L, EEMET L5 TETH D,

7 hEXEF UACK Y BRICEE LB 2 5N IREORD &R LI gRE OF
BT T RBEGIZHARTEN o728, BeEOERGRBZIRE <L, B
IZ D7 > TRIEFINSAREN BT 2MHAITERD bR oo Z L h . Al A
AD/HD B |ZH L TT M EX BT N X DIREPBED 2N GRS 72 2 TR
PEIIRW E B X DT,

QTc MR ~DORBIXT b X F L 7T vROETRL, T FEFEF
DR EEMOH 5 QTe MIRIERNFITFRO b olzZ &onh, 7 hEFXE
F o QTe MR~ KITTHEIT NS W EE X bz,

CYP2D6 A PM OFERE Tl OAaE SRaRI i K O £ 23 34
I3 MR S,

KIECHAGR S 722002 45 11 A 26 B2 5 2010 422 A 10 H E TICBREMENEHRT
— H R = 2 IR S SRR O AR IE A RIC, ARBIEREES, LERIE
JOGE, » BURVERSEA H R A M LAl L2/, 7 M EXR T o B EICK
V. ZNHDOHELOFHERN, —AATOREELY &L RLEMIZRD S
Rinole, TG OEEMEITBEICIRM SCEICFEHE L TR0 . HiizicE B 2
THMEIRNEEZ D,

4+ =A
A affl

(AD/HD) | ERE LT,

183 Hi&E-HE (V) RUZTORERNL
1831 H&E-HE (B

1.

18 MABDEE

W, IS EAMOBEICIE, 7 hEFEF LTI HOSmgkes KLVBKAL., =
D% 1HO08mgkg L, EHI21 H 1.2mgkg £ THELEKR, 1 H1.2~1.8
mg/kg THEFRFT 5,

7L, WEIT TEBUEORBEZH T TITH> 2L, WTho&ERIZBWT
H1H2ENZT CROKET 5,

2B, JERIC X D IE T 528, 1 HEIT 1.8 mg/kg XX 120 mg DWW a7
WEEBE W &,

18U EDEE

WE. I8LLEDEF I, T FEXEF UL LTIH40me LVBIEL. F0
#% 1 H80mg £ CHI&EL7-1%. 1 H 80~120 mg CHEFFT 5,
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LY 139603 1.8 RAE (%)
A NSFIH v ARAH AD/HD

72720, 1 H80mg FTOHEEF 1AM E, FOH%OHEEF 2 AU EORFEE
HIITTrH 2L L, WThoREEICBWTH 1 H 1EXIE 1 H 2ENSS T TR
nE545,

e, ERICE YV EEHET 523, 1 HEF 120mg #8222 &,

1.832 Hix-HAE () OXRTIREN
UTORICESE ., BARADRRA ADHD BEFICXTAHE - AEZHREL,
FEAMZOWTIE, F2734THAESROZ &,

(1) BRA=E

PRl EAZT FEXEF - 40mg/H 1 H 1AL & L7z 458 (LYED, LYEH, LYEE,
LYEK) 28\ T, 40 mg/ B EGEWRPICAFFRIC LV EG AP I L2 T 7 &
EXEFUEELG SN 493 B S Bl (1.0%) &0%Thy, 7 MEFXFET > 40 mg/H
BRI NTHBRE DL TARERRBDO LN LD, 40 mg/HIXBAGHE S LT
ZEThDHEB XTI,

(2) H#ERE

LYEE #RBRiX, oM AR MO MBS R Y BRI IG U CH ET 2 8UE &
RoTEY, TOREOS &, REEGEL L TREHE 120 mg H %2 &5 S 7= 95k
3 61.1%. 105~120 mg/ H Z 5 ST HIRFE D8 76.2% & 4% 5T/, LYEE i
B, LYAA &R, LYAO BROWVTHORBRIZIBNTY, kb s L TRmMHRET
H5 120 mg/ H 25 SN HRE N R b Z o7 (LYAA B 73.0%. LYAO #BR
64.3%) .

CAARS-inv:SV AD/HD JEMRIR 2 21 7 DA S BIT 5 _— 2 T A D D
FAbEZ W T, R&KEGENNCT X T o OFIEEFEMN L 72, LYEE B Tl
7T RBCH A R EER GRS 80, 105, 120 mg/ H ThomiBE TV
CAARS-inv:SV AD/HD JERB A a7 OB ENRKE N7 (FT7BREE 88, 7 hE
FEFUBE-11.9~-19.8) . £/, LYAA B, LYAO RERTH . RMEELGED 60,
90, 120 mg/H T&H » - H#ERE D WFTIUTHONT S 7 T BRI TR E WELDZED
btz (LYAARER : 7T 2AREE 6.0, 7 hEXFEF U : -8.6~-14.3 ; LYAO 7{5# :
TR REE: 6.7, T REXFETURE 9.6~-13.1) |

LYEE & & N LYAA SRBRIZI W TR, AFFERORBIFI ORGP 5 25
7 DT 72D 57243, LYAO RERTIE, &5 &3 60~120 mg/ H OHHR
FHTOREFEROBBFIOEE N H BRI L7, BEELAEEFROFM I,
LYAA, LYAO #BA T 120 mg/ A £ 5-RpI24 1 BlICEHE R A EER P WE SN, 155
ERZE O WTNs T hEXFEF UL ORREABREGES L, £, HEPILRICES
B ERELOFAMA 51X, LYEE 352 Ti% 40~80 mg/H. LYAA. LYAO R&BRTiZ 60
mg/H TOHIERZ <, 120 mg/ HE G RO H&EIZERT, U A7 BEERT A mIE
RO DNl hole, NA Z YA U RO ER Z Ffé &G &Rl Gl L72fE R 6. &K
fepe gAY 80 mg/H XU 60 mg/H Toh - 72 #BRF 1T, 120 mg/ H Th - 7=l ¢
U A7 BERT DEMITFED bz otz

13



LY139603 1.8 IRfIE ()
A NFFTH L FAM AD/HD

L b, 80~120 mg/H DHEHPITOT FEF BT o OFYNER NLZEVEN R S -
ZEMD, T REXET L 80~120mg/ HIFHEFFHE L L TRYTHD EEXT,

(3) ®&EMEH#

AFIO 1 A1 EERST 1 A 2 BES CEM L7 EN &K OMENERRBRICBWN T, f
BME R NG R LR R, 7 FEXEF 031 B 1 EESICHENTS 1 A 2 [
HIZBW A Th oz, MEGEHFECIZEEET a7y AT, 1 A 1 [EfEER
1 H 2 BIHEEIZHA, 1L EOREELORBGIOFE G E <, Hx OFELTITEL,
BEPHGR N ORI D FEBF OFNE @@ 7223, BEIEENEE &l S Eao®k s
HFIEICE S HIA KRS, BEREIC K 22 EFRO b o, TOMOFERIZON
TIE 1 H1EREGRRE 1 H 2 [FRGROAEFRT 0 7 7 A VIR E REEITRLS, 1
H1EH&EE 1 A2 ERGOLEMICKE RIEIL W EBZ X T,

HARANDOR A AD/MHD B#H % x5 %0 L 7= AR5k (LYED., LYEE, LYEK &
BR) 139_XC1 A1 ERGEICEVERL, WINLAEMMEROLZEMERHR SN, £
7o, BARAND/NEH ADHD B3 2 6412 F i Lo RUIHR G538 Th 5 LYDA B Tl
AR I 18 MABA THEIICT P EXEF U 285 SNTHREICE N T,
M M Q22 PE TR HiT=, LYDA #RBRI% LYBC #Bah S Ok 5B T 2
BMED VIR DR 2 Ak L TV e & BN D08, AT 1 A 2 [BI& 5 CTHE
LCEY., BARADOKRAN ADHD BHEIZBIT S 1 B 2 BIEGROFNE L Ve E
AT LR TH T,

XY, slAM ADHD BFICT2HEE LT, 11 B 1 EXT 1T A2 BT
TROBEGT D) L LIEHEITRYTODL EEZT,

(4) BEHZE

B EBARE O EIZEA LT 1 MHREE L 2 BHREEOLZEVEIC K E Z0EN S
BOHLNRNT & KO AR ADHD BT L ORI REYIRIRP LR L EZ D
NHOZBELHETDHIEND, BEDODV AKX T 4 v MR L, HMEMEE
M1 A 80 mg £ TOMEIL1 HMHLLLE, ZO%OMEEIL2 HWELL EOMIEEZ H T TIT 9
e TR LIEIRYTHDLEERT,

(5) BBEDOLEM

LYAA KU LYAO iR o0 — 5 Wis th il iz N LYED, LYEH M OF LYEK a5
DHRBEHHEIZBNT, 7 FEXFEF U ORGK TRICEEUTEL LA EFL L
fili L7z,

LYAA KO LYAO #BRIZFEI U7 WA o CHEM L, 10 BHEORBRIIM 1 (ZEEmHmE
Wi 58I o%lc, 4 EREOREBRBIK 11 (CES RS 23%0E Lz, 38R
%Wlnfi TF%%??/M%HT&&@%%%$EL\7%%%?%/%@ﬁf
LA Z S IEE L, 4 BT CIRE AR LT,
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LY 139603 1.8 WAF3CE (R)
ANTTIHTEN AW AD/HD

LYAA BTl | L EOFEFEZORIAFIOEIGIL. 7 MEFEF VWEEEET
56.9% (29/51 #) . 7 NEX BT HNEEET 68.6% (35/51 #l) THY ., LYAO AR T
. T hEXREFUOWERET 56.4% (22/39 ) . 7 FEXEBF W T 65.1%

(28/43 fiil) Toh o7z, WTHORERTH ., AEFROFKIM OE| GG HEH THEt
LHNCAH B R ZTRD 5T (LYAA RBR : p=0.306. LYAO Bk : p=0.499) . £7=.
WTRNORET 5%LL EOBFBRFICRD SNTAEEFGO O L, BEHIOE ST
B CHETFRICHEBERENRBD ONTCER LR o7, 7 NEXFEF U OWIEIZL 5%
1B LRI K Bk, et REZEWVIZR SN0 -7,

FEEMTHEM L7 LYED, LYEH, &' LYEK RBRICB\C, 7 hEX®F &5 H
1B DM 2l L2, LYED %O LYEH BRIZFE UF 1 > THEM L., 8 Mo
BOdif I (CZHEEMRERGHIH) 0%, 2 B OREIIH 01 (&5 TH% 0%
ﬂ;ﬁF‘ﬁ) ZE%E L7=, LYEK #BRCi%, 48 M ORBRBIF 1 (EWifkeci 50k %I 2

WH OFREBHIE 0 (G54 THROBRBENN) Z&E L, WTORBRIZEN TS,
TRBRE IR 9 Ik L7z, 72038, LYEK iBRiL., Tk h OmBRE 2 6
h ARG Z5E T LTERER O R BT OFE R K O R TOBRE DR EZ & T Lok
I AEARAIT Ot R 2 Rl L7,

BEIEMMICH TS 1| U EOFEFERGZOREBFIOEFIEI1X. LYED BT 35.6%

(16/45 1) . LYEH #BR T 6.8% (3/44 f]) . LYEK #B D F M AT AT 8.2%

(11/134 1) R OMRAKFRITIE AT 6.9% (14202 #)) T 7o, RN, RA&HAT &
$1Z, LYEK iBRD 1§l T & s S v il miiE & O R (R ik 2 BT
THOAFEFRHEREEIIREIFEECTHY . BEVERS DN D/ EFFGIT R0
ST,

LEED 7 heXtTF oG HIERHIHEOLE TN B 2 T,
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A NSFIH v ARAH AD/HD

184 HALDIE (F) RUZOREIRM

L8 IRACE ()

R LEOEE (B

AR REARHL

[ (ROBFEICEEBRSLAENIE) ]

1. FREOESIZX LABECREEDH SHEE

2. MAOMEEFIZHE5HH LI E5FIER 2 @R
RDEE [ THAER] OESE]

3. EELMDOEREOHDIEE [MEXITMEHZEL
FEE, EREBLLSELIETILH D, [EEL
EREE] TZ0M0EE] OIESE]

4. HBEHREXIZOBREEOHSEE [RBGHLE
EREEREUHMASIEMORELH D, ]

5. HEBAKRANEDCEE [(HE NHOOLNLIZLELH
%, ]

[ﬁmtw&%]
EEE%(&@%%LHEEI&%?% L)

m HREREE O H 5 BE [IMHREN EF+T58FN
#%6 (T - AEICBEET 288 EorE)
&UF%%% E] OEHR) ]

(2) BHERFOH HBFE (M RER EHT o620
#&6 ( T#Wyihie) OEEBR) ]

(3) FEEFMEITZOBEROH HHBE [EiEErBZ T
ZERHB, ]

@) DER QTEEZED) IZOBAEROH 5 BHE
UERZ B IFERIEL2B8EZNWAH 5, ]

(5)  HERKPE QT EEIEBERED BE XL QT IEE O FIEME D
HHBEF QTEEZEZTHEBENND D, ]

(6) LT XIEZ OBERED 8 5 BE ek % BT
BRI IBENLEH D, ]

() WM& REEIZ OBERO® 5 B DERZEL
XITHRE ST BENRH D, ]

(8) FNMRIMEDEIERED B 2 [ARAIOHFEIC X
LRSI HAR I E OGN B 5, ]

(9) TROWHBEEROLHHEBEHE UTHIESES, EEESE
ITBR = &Y — FOJERNEL T 28T NN H
%, ]

FEARSRPERE E | R B

(10) BEREEEDO H 5 BE UEREZELLIEIBZNNH

%, ]
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LY 139603
ANTFITH B AN AD/HD

L8 IRACE ()

ERLEOEE (B

A REARHL

M

2

@

4

)

(6)

@)

®

9

2. EEGEAMER

AHN e B 59 5 EMSUTEREES X, BE5RTICHR
#H_UNROGEITITBE R OR#ESR Uz hicfib
L) 7e ) 1ok LT, AR OTER EOME-S T &
OB L DRIERBBLED U A 71220 T,
+o R EWm AT B & &b, WYL
DNWTHRETLHZ &,

AR & BB 2561208, BB U TREE
MM EZRET D728 LT, EHMNICH A H
EEETHZ L,

MR CAAIR G- o/ NRBFIZBWT, BES
EPREATEN SRR BTV D T2, AAFIF G0
BETIIIN S OIEROFEUZOWTHERERE Bl
T52&, [ [ZooEE] oESR]

WM BGEIX ADHD I2BW T LiIZ LB s s
N, AFOFE I b BB, BEORBIE/N
WMESHhTWD, FEIL, BROTE)., BE 0%
BOOFEic O WTHET 2 L, [ [Fofioi
B OESHE]

B D ARHE 2 IR LT 7 s P e 55 R0 s oD
BEEDR I WEBFIZIB W T, KR O REME M Tk
JROSERDHE I N TWD, 20k 5 REROFREE
EROO, RFE OB ORTREMEZ B E TS Z
Lo BEHIEREYRGELH D,

R, DEVEREZEZERNHEDT, AAFIEKS
H o BT B BB OIS AL IR A E D B O R
WCHFESERNE Y EETAZ L,

DL RICH T DA BIET D720, KFIOEKE
BRGART & O 53R T IX BRI IS, m)E R OV 4k
W% zlEdsz &, [ 1R MNEEE
b1 TZoorEE] OESR]

AFNZIME ST AERIC B A 5252 L RHDHD
T, AFELMEREEDH 2 BFITEGT DL,
TEER AR A M & T D ERNCARR T 5720 &, EEICH
GOREERFNTH L, £z, BEOLEBIZE
T HIREE, RIRFERCEE A IR BIC T B R %
Mo, DIBICEETIZRVRRENRDOOND ., #5
L <I1EZ OWFREMED RIE S5 BE TR L TAFID
52T 285610, #ERBRNICOERRE
2L LEROREEZFMT 2 &, [ T4k
= MEERS) [ZooEE] OESHE]
NRIZB W TR O E G ARRERE IO BH, Bk
ERBIERHE SN TS, RFlOERSFIXBIROR
EICEEL, FECEEOHMMAED L e X
IR IR GO EEEZET L L, [ VA
HEAOFE ] OESZMH]
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ANTFITH B AN AD/HD

L8 IRACE ()

A EOER () A REARHL

3. HE#HR

AFNL, FITHFEDHEESE CYP2D6 TR SN 5,
[ TEpyEhRE) OESHR]

(1) BRZEZ AL &)
A4 5 BEERAEIR « #51E | WP - fERRIK 1
71k
MAO BHZE A HRBIOMERS | IMNE 73 v
TLXY U | Bz E | BEXNGE LA
[i3ee BH5H, MAO REENH 5,
(=7E—) FE.ZE ] D # 5.t

IEREICAF %
35561

T, 2L E
OME%E BT 5
ZE, FimoOR
D H 5 Rt
IZ MAO FLEHA
ER5TII5E
X, 2L E
OME%E BT 5
&,
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ANTFITH B AN AD/HD

L8 IRACE ()

ERLEOEE (B

A REARHL

(2) HtREE BRISEET S L)

A %

BERAAEAR - HEE

BFF + falRIk

ik

AT EE— | DA IEA | DIE R ASOE

WA (IR | LR L7-20® | Hasissd 5w

BESDeHgME | ERHDHDOT, HEMERH 5,

Beh5, MAERS | BB L TRET [ T3EBEhRE)

ZER<) 5Tk, DIALE]

B-ZAEEHIEA | cnboEHO | b DK D
(7 xe— | L EE | DlER~OE

JATRERYE & bR FAERASEET | a5 A

<) LDBENNDD HEMERH 5,

DT, EELT
BHEITHZ L,

CYP2D6 FHERH] | AFOMHPIRE | b DOFEHO
NaxtFr | BEFFTLHZ L | CYP2D6 FHESE
WEEERFY | BRHHDT, & | Atk v AK oD
& WEBE LR | R LS

LI ZEMMNT T | T68FENEH
AR eEds | 5, [ THE-
Z &, FalcBES 2
fEH EoER]
KON THRYEh
fie)] DIEBMR]

BEEREET | 2nboEHO | b DA D

2 A ME EFAERA | mE~DOIERIC
RS VR | WBRT A RBEN | BT S AlRetk
P BHHDT, | b D,

HLTEETS
&,

JNT KLt INHOEHO | b DOEHO

NIHET LI | fERAR®T S | AT KLY

ball BENRHLD | v ~DIEHEH
SRERH O | T EELTE | NASUIEER
# 277 | 5T+prze, PR 5 RIRE
3 HEERE HERH 5,

%)

Rt R b
=2 JNT
KLU o
B v A A E
#i

AFINT =

7 bR

&
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LY 139603
ANTFITH B AN AD/HD

L8 IRACE ()

A REARHL

R EOER ()
4. BIfEF

NS L U E R BRI 1T B & MR o 42 451
278 BilFR 209 5] (75.2%) ICEWEHDSHE S, Feb Dl
FEI (223%) . BAKEGE (183%) . HIE (14.0%) .
i (122%) . B (9.7%) Tholz,

HARAKRORT T NDORRANZERR & U IZBIREERIZSIT D

AR 392 61 (HARNBE 278 % &de) 1 315
Bl (804%) WCEIEABHMEIN, E2d 0T ELL
(469%) . BAEBHEE (209%) . IR (166%) . O
(13.8%) . §AJE (10.5%) Th-oitz,  (RAGEIEINE)

(1) EX%GRMER

1) FFREEREE. BE. FF-E GEETH)  IFHER
BEO R 2085 IFREREE, #E, FRerb o
P ENHDLOT, BEELTZITITH, BEN
RO LNTEAIIE, BEEFILT 57 Sy 7
BEITHZ &,

2) TFI747F—8EKR GEEFRR) - mEMRME
FE, SERRZEOT 7 407X —ERRH b
N5ZENHLHOT, BEEHHIATV, BEIR
DONTEGEIIEEGETIEL, EUR0AEEZIT
e,

ARAKROT U7 NOR A AD/HD
BEEXSR L LERRAR (LYED,
LYEH. LYEE } O LYEK &%) T
BEINT-EWER %, BHEOEWIEIZE
L7

20




LY 139603 1.8 RAE (%)
ANTFITH B AN AD/HD
FERAEOEE (B B EARHL
(2) ZoithaE1ERA (2)
”'{”Eﬂ%# WO BN HAITIE, BEIZG U, HiE, BET | BIEHOFGT., 1RO SCGEICE
%ﬂ@m%%ﬁﬁ_&o L CWEEWEHOFEZIZ, CDSICH
@w 1% ~ 5% 5 W TV D ADREIEROHEG %8
A% | 5% - 1% it SR L7z, BUWERAORBSEE T, BAAN
B _ _ D/ AD/HD HBH & 55 L L
e e L B (LYBD, LYBC, LYDA 3t
R B %) L RANKOT U7 ADHAM
@ﬂ ‘D%% i AD/HD B3 x5 & U 7= fER ik
WE | oom. B | i | maneme | o< o || (LYED. LYEH, LYEE RUFLYEK
i | R EEE | W MEIREE | RIRE. & B AR L, KikLT,
Z | »FEn =gk | A%, R
P, ARG | B B5 o
oy AIRIE | &9y, SERK
", Tzr
TR HIRR,
m%%ﬁh
TR
O’Df“ D O¥F. &
LN
R —aEE,
Fvr.
B EHE
XDhE
B TR | BB, K
& |3
AR | BiE FR, mWE | OER QT LA —
& RRL MY | ER. Sk | B, W
B #L
A ZITIE GRS
A DEPRIREE, | Efigdm. | Feeshi
FR - AL REA. AR | Ehtimik
£hE REEE, H | JE. SRR
i HhEE, &~ | fE. AEHE
HAARR, | . A
BINZRA AL FH
R REYLE
0 | (KERD Moga, M55 | BGRE, &E | HkhE
fth JE, JETT fEEg% . T
FCY. E | Rk K
%, OREE | MO @
i B, A
ENANZ BT SERRBR ORI LV . LT O X 5 RN
Soni-,

CYP2D6 iEMERIE (PM) BEIZEB VT, 2%LL EA> CYP2D6
WHEIEME (BM) BFICHAR 2EU EORBERBD LI, 5
OFHFIARAEE Do TELBO LN HE . BYITEHE, I
e, Johh, BORG, AERESE. HdE

5. BRE~DES
B E X D AR O BT L TV R,

CDS DRtz ZE I TBE LTz,

6. iItm. EhR. BILBE~OKRE

() 0 SUTIENE LTV B FTRERED & B I AT I, %%
FofFEmNEBRMEE R D EHE S DA
HEHETH L, UHEHROEEIC %#éféﬁi
WESL L TR, £, BER (Z7 v M) 2Bw
THREIRMERRO 5TV 5, ]

(2) PO, ﬁﬁ&ﬁ$i%ﬁ%ﬁ%éﬁé
k. [EYER (Fv ) KBTI~
IRRDENTND, ]

21




LY 139603
ANTFITH B AN AD/HD

L8 IRACE ()

ERLEOEE (B

A REARHL

1. NRE~ADEE

(1) ARHEEEREE, HrAaR, LR, emaRmosh ikt
DA 90 R OV A iﬁﬁib“(b\fcﬁb‘o L6 WA D
INRE R G L LR BRIE. EisShTon, ]

(2) ZHPMIAREE MO, REEESRE ST
W5, [ TEEREARNEER] OHEBMR]

8. BERS

iz, K - Eﬁfrﬁéf W, R, QT HER. fHAR, B
T, GE@LE, BEITE), W EAER, i, SR, D
B, FEED E U, T&%%&Umfkakkﬁ)Eﬁb%ﬂTb\
Do T, AHKOMAZ R B &S L5 E 12,
LG SN TN D

WME : Ko MR L. ft\i‘%%ﬁ‘é’ﬁg/*‘/f AN A DE=H—
ATV, WUIRHEREEITY 2 &, SIS U CHIES
ATIEVER OB 21T9 Z &, 7oB, AFITEAMKERN
WD BITIZAEZI Tl 7e v,

9. BRALEDIEE

(1) ZFEHIZZHEE PTP ALEEDHANL PTP > — F 22 HHLY
HLUTIRHT 2L 588+ 2528, [PTP>— oD
BT XD, WOSLA RS AEREATIA L, i
IEFL AR 2 U CHERRIN S % D L 7o A OHE & D5
FTHZERMEEN TS, ]

(2) HRERHFEMEN S D720, BT vARZBIT TIRAL
WK EET S 2L, BT AVNEWHBIRERIZ AT
BHLESATT Ik TE L, ERICHZKT D X
IEETH L, 2, PRZOMOMNE L- e
PEOH B EFTE, T <AKTHRET S L HHET 52
L,

22




LY 139603
ANTFITH B AN AD/HD

L8 IRACE ()

ERLEOEE (B

A REARHL

(1

2)

(3)

(4)

®)

10. ZDHhDFEE

SNEO/NE R NEDFEERIGE Lie 7T 2R E
WY (AD/HD BEICHE TS5 11 R Ol IRIERE
BT 5 1 RBROG 12385) OO METics LT,
77 B ARBGREITRT LUCRAIR SR TR G0 o
HERAEEDOY 27 NREDoT-EDORERDH D (K
B 51 51357 (0.37%) . 77 B AREGEE 0/851
(0%) ) . ¥, ZN5OREBRITIBWTEERELE
O oMo T, 72, ADMD IZPHFET 2 Hth RIE
BIXEZASE, BRITEHOY 27 o#EINcEEE L <
WA EDIEOHRENH B,

SAEO/NR R OE VD EER G L Uo7 T 2 AR R
SR (ADHD BFIZRT 5 11 38R) OPFEMITIC
BWTC, 77 REERECK L CARIR SR TIEXK
BATE), BEDO) A7 NKREDSTEOREND
% (RAIBGEE 2171308 (1.6%) . 77 EARELRE
9/806 (1.1%) ) ,

ENA DGR T — & OPFE T ICRs VT, /MR
KON D 5.9~11.6%IZIME EF (UEH 20mmHg
DL, BEEEH 15mmHg DL ) SO 8 m
(Q0bpm LA |) 2SN EORENRDH D 1) |
[ M) NMEERS) TEEREANEE] OHF
2]

HET v MZT MEXFEF U1, 10 KT 50 mgkg %
75 HIRERES- Lz & 25, 1 mg/kg P ETHERL
BODPTNRRIE, 10 mg/kg PAETHE HAR T E
O TR ORE EET O Es b RN R
D, PERREVE OAEFRRECZ RIS BT A o T2,
Zv P CAELEINLOELIIRETH 1208, %
DL EOMIETIRE (AUC) % BGIE e K B % 50
(1.8 mg/kg) D AUC & Higd 5 & 1 mg/kg Ttk
TO02f% (EM) XIi%0.02f5 (PM) . 10 mg/kg Tl
KT19fE (EM) X025 (PM) THY . FEEH
BTOREMITHEEINTOHRY, 2B, JFEO/N
REOFVEREICBVT, H REBICHT 2%
B SR T B R BB T I AR G- ORI x5
BRI N o T,

IR Y X ICHREREAMEZH T b EXETF %

RO LEZ3IFRBROSH 1 H BBV, K&
D 100 mp/kg THEIFIE I OWA . BEHIRIE O
., keZEEREL G B & SUE TENIR R O R B D
BINED NN, ILOBEERT — 4D
#HPANTH o7, T OFETIIEEDEELNOM
H R OMEREE DI FEO ARSI LD SN TH
D, ZTDLED AUC KR KAERGE (1.8
mg/kg) D AUC L H#g4 2% & 2.6 (% (EM) Xi 0.3
E PM) Thotle, 2B, ZNHDIIANED B
O3B L1 BETHY, T hEXFET
5 L OREME R e h~OAMEEIZARHTH B,

23




LY 139603 1.9 —EMILARICIR D CE
A NTT T AT AR AD/HD

AMSTS5HhTEIL5mg
ASTZ5HTEIL10mg
ASTZHATEIL25mg
ARST5HTEI 40 mg

1.9 —RRBFIZERLINE

BERA—541) 1)kt



LY 139603 1.9 —EMILARICIR D CE
ANTTTH 'L ARAH AD/HD

L9 —HRASZFRITER D 3UTE oot 1



LY 139603 1.9 — ML TRNCIR D SCE
A NSFIH v ARAH AD/HD

1.9 —BHEIHRCHREIXE
AR A



LY 139603 1.10 ¥ - BIREORTEREEROE LD
A NSFIH v ARAH AD/HD

AMSTSHATEIL 5mg
A+STS5HTEI 10 mg
ANSTSHATEI 25mg
AMSTS5HhTEIL40mg

110 BE - BIEFORETEEHDFT LD

BERA—541) ) -kt



LY 139603 1.10 ¥ - BIREORTEREEROE LD
A LT TT7H 7B A AD/HD

EP

1.10 I « BIFHE O ERIEEI D FE E 8D s 1



LY139603

1.10 7 - BPREDIREFREEROE L O

A2 NFT I A7 8N HAM AD/HD

110 HE - BRFOHEEEEEHOTLD

[H147]
1654« B4 | GR)-N-RFIN3-2-AFNT = ) FN3-T =T a7 I
BT MEXET V) | FOHEEK O ORA|
32

* HCI

CHs
e
N

H
CH3

RIRE « R

/NEENC BT DR XM ZEh RS (AD/HD)

M - &

wi, NI FEXFEF L LTI HOSmgke KVBIGL, #
D% 1 HO08mgkg &L, EHIZ1H 1.2mgkg ETHEL%, 1 H
1.2~1.8 mg/kg THEFFT 25, 7272 L, HET 1 EBL EOMRE H T
TITH5 2L L L. WTFROBSGEIZEBNTS 1 H 2B/ TRO#
9%, 7ok, ERICE D EEHEET 525, 1 H&EIE 1.8 mgkg XX

120 mg DWT VDR NWEZB A RN L,

BRSO E

JRAA - B
B B, TR ARG

TA LY | JFUR 7 e T U ERIE

HRh5y A

oy ZNFFI5 TN S5mg (1 B FEAHTT FEXFEF U Smgah)
ZNFFI5H TN 10mg 1 A TEALFT FEFEF L 10mg &H)
ANTTIHTEN2Smg (1 BT RALFT hEXFEF L 25mg &H)
ANTTTH TN A0mg (1 7N hT hEXFETF 40 mg G4)

M

= Via WS DO EFEE (LDs, (mg/kg) )
ey il
~ TR F'LD=330. 9 LDy=274 O LDy=34
vk FLD5y=203. 2 LDsy=190 9 LDgy=25
4 XNE LD ,>37.5
EE FLDy, =25. 2LD.,>25




LY 139603 1.10 ¥ - BIREORTEREEROE LD
ANTFITH B AN AD/HD

M
gk &5 B5 RKEER WEHMKE F T A
W &R (mgkg/H) &
(mg/kg/
)
Wak~ox 35 H &0 0,375, 150 (KEMTAFERRN TR
150, R150 HFFHE. IRz L, g7
600 G273 VIV AT =T HEAN
Zv b 3xH &O o0, J HREKT EEEET FE
17-18, 17K &M, FEESR T TR
33-37. il Ze b T 7= 73 ) VAT 2T
65-71 Q |
18 k&
i
v b 3xH A 0.5, N5 I AR EAR T B EST,
40,80, 25 JFE &M FMa el
160
7> b 20 #ARAN 0.5, A5 PR AL ASHEE, FEiE | (RN
15.20 AR BT VEBAEEET % L
25 R RN R E BT
FS]
A4X  3xH O 048, 8 BARARE R L SIS
16 24 TR SRR R R A
FS]
A X 2 FIRN 0.3.6. 6 A | AT, S
12(10 23 g, BN M)V AR, #
(D) WA B OB PETTHE, B S
TEEh LI B R TE, B
FLBCRHE T - Y 2 it B AH
BIKT
‘B v~ 1% KO 0,56, IS REIK T BT JFE
14-17. 26 L VIN = N )
46-56 A e, MIETI=/T) MVAT
T EEAN, TR ZEERE AN
A X 14 &P 0.4.8, 8 [T N =
16 28
EIVE E N EERER  GRFRRE)
BITEFAREER 200,278 H1=71.9%
Bl o fdE %k B R s oM Bk
SEYR 60 IR ER A il 122
RARIGE 43 B BRALAE 118
1B 39 U o SERI 117
fE 31 PR Al 102
GIOYTIR 27 % 1A BRAK A 85 4%
E=gan HARA—Z 40 U — (¥) RUA - daA




LY139603

110 H3E - BERFOREFRAEHOE L O

A2 NFT I A7 8N HAM AD/HD

[ 51%]
{b¥%4 - B4
SR
ZhEE - R | EEXME 28RS (AD/HD)
Vs - & | L 18R BE
W, IS MAMOBZIZIE, 7 FhEXEF L LTI H0.5mgkg &
DB L, D% 1 H 08mgkg & L, SHIZ 1 H 1.2 mgkg ¥ T &
L7-%%. 1 H 1.2~1.8 mg/kg CTHEFRFI 5,
72720, WEX ITHEBU EOMBEZH T TITHo> 2L, WTho#
H&#IZBWTSH 1 H 2B TRRAKRET 5,
e, ERIC XV E BT 52, 1 HEIX 1.8 mg/kg XiX 120 mg D
WD WEEB NI &,
2. 18mLA LDEE
Wi, 18U EOBEICIE, TR EXEF UL LTI H40me LY BH
WL, Z0O% 1 H80mg F CHEE LA, 1 H 80~120 mg CTHERFI
o
72720, 1 H80mg FTOMENX 1AM E, Fo%oMEET 2 HEH
UbEolBEEH T YT > 2L, WThoREEEIZBWTH 1 H 1
BT 1 H2ENZ T CTROZEST 5,
7pds, JEWIZE VD EEMERET 225, 1 HEIF 120mg X 2202 &
BISREDRRE | A
A
i Eq6)
HNRGT -
o
=
B NEE S L L ENERRER (ke 5Bk T
BITERIZEBIE 2097278 f1=175.2%
BIIVE F O FfKE %%
et 62
RARIHEE 51
TR 39
fE 34
HEL 27 &
HARAKROT o7 AORA (HARNBHE 278 % Eie) ZxiH L LR
KRR
BUWEAFHIE 315,392 #11=80.4% (BaRMASLE % Eie)
EI{E A O fE S Bi%k
i 184
BB IHE 82
U 65
nwg 54
SHYm 41 %
=1t AARA—F4U U — (k) LIPS PN

(TR - IBANEERT)



LY139603 112 iR
A NSFIH v ARAH AD/HD

AMSTSHATEIL 5mg
A+STS5HTEI 10 mg
ANSTSHATEI 25mg
AMSTS5HhTEIL40mg

112 HFEH—F

BERA—541) ) -kt



LY139603 112 iRATER—5E

ANTTTH TN ARAH AD/HD

112 BHEH—EK

BARR(ED1—)L4) SEERREBRMEE

4.2 ABRHEE

4.2.3 HEAER

4.23.7 Z DD EERER

4.2.3.7.6 Ty DEMHHER

S T SpEa =t A = s
USEN-¥Es e R 5 it 141 ] AR - Rt
&5 e FE | moranien) it | (50 | RS s
4.2.3.7.6.1 |R00903 : A 75-Day Repeat- 20.$IH Eli Lilly | HE4F LA [ZBEFRF
Dose Toxicity Study in Young ~ and
(Postpartum Days 10 through 20.$.H Company
84) Fischer 344 Rats
Administered Atomoxetine
Hydrochloride (LY 139603)
Orally by Gavage
4.3 SEXH
- e I R
o s B | i | s (0, | s | B

431 Ocular toxicity caused by M. — — — In Vivo. Z i
paclitaxel in neonatal Sprague- Kuwata, 2009;23:55
Dawley rats. et al. 5-60.
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