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Figure 1 Mean Clonidine Concentration-Time Profiles after Single Dose
‘Administration
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14 CLINICAL STUDIES
Eficacy of cloidine hydrochlride i th treatment of ADHD vas
‘established in children and adolescents (6 to 17 years) in:
fort-term, placebo-controlled monotherapy rial (Stucy 1)
+ One shortterm adjunctive therapy to psychostimuiantstial (Study 2)
+ One randomized withdrawal tral as monotherapy (Study 3)

Storterm Honoherapy and Adunctve Thersp o Psyhostmutant
Studies for ADH

The enmy m mnmmne hydrochloride in the treatment of ADHD was
esabished n (one ooty or e sy s
controled trals n peciatic patens aged 6 t 17, who met DSV criteria of
ADHD hyperactive or combined hyperactive/inattentive SUDM}ES Signs and
symptoms of ADHD were evluated using the investigator administered and
scored ADHD Rating Scale-I-Parent Version (ADHDRS-V)totlscore:
including hyperactivefmpuisiviy and inatentive Subscales.

Study 1 (CLON-301),was an 8-week randomized, double-biind, placeto-
controle, fved dose study of chidren and adolescents aged 610 17 (1=236)
with a5-week primary eficacy endpoin. Patients were

ADHD-RS-IV = Attntion Deficit Hyperactivty Disorder-Rating Scale-4"
editon; CGI-S = Ciinical Global Impression-Severity
At the same 2 consecutiv visits a (1) 30% or greater reduction n
ADHD-RS-IV, and (2) 2-paint or more increase n CGI-S.
*Two sufcs (1 placebo i 1 Goniine Hytrochorc)withrew
consent, but met the cinicl citra for reatment failrg
Thtes subjct (ll paceb) dscaninue e sty due b teatment
failure, but met only the citerion for ADHD-RS-V.
Figure 2: Kaplan-Mefer Estimation of Cumulative Proportion of Patients
with Treatment Failure (Study 3)
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Patient Information

Clonidine Hydrochloride

(kloe” ni deen hye” droe klor” ide)
Extended-Release Tablets

Read the Patient Information that comes
with clonidine hydrochloride extended-
release tablets before you start taking it
and each time you get a refill. There may
be new information. This Patient
Information leaflet does not take the place
of talking to your doctor about your
medical condition or treatment.

What are clonidine hydrochloride
extended-release tablets?

Clonidine hydrochloride extended-release
tablets are a prescription medicine used for
the treatment of Attention-Deficit
Hyperactivity Disorder (ADHD). Your
doctor may prescribe clonidine
hydrochloride extended-release tablets
alone or together with certain other ADHD
medicines.

« are breastfeeding or plan to breastfeed.
Clonidine hydrochloride extended-release
tablets can pass into your breast milk.
Talk to your doctor about the best way to
feed your baby if you take clonidine
hydrochloride extended-release tablets.

Tell your doctor about all of the medicines
that you take, including prescription and
non-prescription medicines, vitamins, and
herbal supplements.

Ao

What should | avoid while taking
clonidine hydrochloride extended-
release tablets?

* Do not drink alcohol or take other
medicines that make you sleepy or dizzy
while taking clonidine hydrochloride
extended-release tablets until you talk
with your doctor. Clonidine hydrochloride
extended-release tablets taken with
alcohol or medicines that cause
sleepiness or dizziness may make your

Clonidine hydrochloride release

or dizziness worse.

tablets and certain other medicines may
affect each other causing serious side
effects. Sometimes the doses of other
medicines may need to be changed while
taking clonidine hydrochloride extended-
release tablets.

Especially tell your doctor if you take:

+ anti-depression medicines

« heart or blood pressure medicine

« other medicines that contain clonidine

« amedicine that makes you sleepy
(sedation)

Ask your doctor or pharmacist for a list of

these medicines, if you are not sure if your

medicine is listed above.

Know the medicines that you take. Keep a
list of your icines with you to show

« Clonidine hydrochloride d-release
tablets are not a central nervous system
(CNS) stimulant.

 Clonidine hydrochloride extended-release
tablets should be used as part of a total
treatment program for ADHD that may
include counseling or other therapies.

Who should not take clonidine
hydrochloride extended-release
tablets?

+ Do not take clonidine hydrochloride

one of the group:

0.2 mo/day (N=78), clonidine hydrochionide 0.4 m/day (N=60), o placebo

(t=78). Dosing for the clondine hycrochioride roups Strtedat 0.1 mo/day
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ADHORS-IV total score (Table 8)
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16 HOW SUPPLIED/STORAGE AND HANDLING
Clonidine hydrochloride extended-release tablet 0.1 mis 2 white o off
wihiteround, biconvex tablets with debossing: “U" on one side and *77" on
the other side and supplied as follows.
Bottles of 60 tabets vith chi-resistant cosure, NDG 0832-0777-60
Store at 20°to 25° (68° to 77°F); excursions permited to 15° t0 30°C
(59° to 86°F) [See USP Controlled Room Temperature]
Dispense i a tight container s defined in the USP.

(Ne198) il a S prmar fcay end pont. Patets hd et et

with  psychostimulant (methylphenidate or amphetamine) forfour weeks vith

inadequate respons. Patiets were randomly asigne to one of two reatment
t0a )

-1

B iniae
at0.1 mo/day and doses viere trated i increments of 0.1 moweek up o
0.4 mo/day, as divided doses, over a -week period based on olerabilty and
cinical response. The dose was maintained for a minimum of 2 weeks before
being graduallytapered to 0.1 mo/day at me lastweek of treatment. ADHD

plus stimulant patthe end of

5 weeks as measured by the ADHDRS IV total score (Tabl 8)
Table 8 Short-Term Trials

tablets and ll meicines out
of the reach of chidren.

17 PATIENT COUNSELING INFORMATION

Advise the patient t read the FDA-approved Patient Labeling (Patient
Informaion)

Dosage and Administration

Advise patients that clridine hydrochioride extende-release tablets must
be swallowed whole, never crushed, cut,or chewed, and may be taken with
or without food. When intatng treatment, provide dosage escalation
instructions [see Dosage and Administration (2.1)].

Miszad Do

Dlts, advise

Study  Treament Group _Primary Efficacy Measure: ADHDRS-IV
Number Total Score

totake more
tan e et ol day ama\aﬂl of cloniine. hyﬂmcmoﬂde o

Placebo- Nynnl:nsmn}lmdml ia
Mean LSMean  sublracted Advise patients who have a history of syncope or may have a condition that
Baselive  Changefrom  Diference’  precisposes them o syncope, such as hypotension, othostatc
Score (SD) _ Baselne (SE) (95% CI) ypotension, bradycartia, o dehycration to avoid becoming dehycrated o
Sl T Condne FeT B EH) 5 overheated [see Warnings and Precauions 5.1)].
moiday) 41 (138) (12248 Sedation and Somnolence
Clonidine HCI s 156 91 ot
¢ ‘machinery until they know how they willrespond to treatment with clonidine
(04 mo/day) 73 (133 (128,-55) hydrochloride extended-release tablets. Also advise patients to avoid the use
Placebo 50(859)  65(13) - ofondne cocrnts otendd o et i ol v
I
Study 2 Cloniding HCI
E p Rebound Hypertension
(04 mota (23921 (“?; @ A 4 v patnt ot o discontiue lonidie oo exended-elease
sychostimulant g tablets abruptly [see Warnings and Precautions (5.3)].
Pychostimulant 390 113 Allergic Reactions
alone (7.68) (124 ‘Advise patients to discontinue clonidine hydrochloride extended-release

SD: standard eviation SE: standard error; LS Mean: least-squares mean;
Cl: unadjusted confidence interval.
Dlifference (drug minus placebo) in leas-squares mean change from baseie

{ablets and seek immediate medicl atention i any igns or symptoms of a
ypersensitity reaction occur, Such as generalized rash, urticara, or
angioedema [see Warnings and Precautions (5.4

d-release tablets if you are
allergic to clonidine in clonidine
hydrochloride extended-release tablets.
See the end of this leaflet for a complete
list of ingredients in clonidine
hydrochloride extended-release tablets.

What should I tell my doctor before
taking clonidine hydrochloride
extended-release tablets?

Before you take clonidine hydrochloride
extended-release tablets, tell your doctor if
you:

have kidney problems

have low or high blood pressure

have a history of passing out (syncope)
have heart problems, including history of
heart attack

have had a stroke or have stroke
symptoms

had a skin reaction (such as a rash) after
taking clonidine in a transdermal form
(skin patch)

have any other medical conditions

are pregnant or plan to become
pregnant. It is not known if clonidine
hydrochloride extended-release tablets
will harm your unborn baby. Talk to your
doctor if you are pregnant or plan to
become pregnant.

.

your doctor and pharmacist when you get
a new medicine.

How should | take clonidine
hydrochloride extended-release
tablets?

+ Take clonidine hydrochloride extended-
release tablets exactly as your doctor
tells you to take it.

Your doctor will tell you how many
clonidine hydrochloride extended-release
tablets to take and when to take them.
Your doctor may change your dose of
clonidine hydrochloride extended-release
tablets. Do not change your dose of
clonidine hydrochloride extended-release
tablets without talking to your doctor.

Do not stop taking clonidine
hydrochloride extended-release tablets
without talking to your doctor.

Clonidine hydrochloride extended-release
tablets can be taken with or without food.
Clonidine hydrochloride extended-release
tablets should be taken 2 times a day (in
the morning and at bedtime).

If you miss a dose of clonidine
hydrochloride extended-release tablets,
skip the missed dose. Just take the next
dose at your regular time. Do not take
two doses at the same time.

Take clonidine hydrochloride extended-
release tablets whole. Do not chew, crush
or break clonidine hydrochloride
extended-release tablets. Tell your doctor
if you cannot swallow clonidine
hydrochloride extended-release tablets
whole. You may need a different medicine.
If you take too much clonidine
hydrochloride extended-release tablets,
call your Poison Control Center or go to
the nearest hospital emergency room
right away.

Do not drive, operate heavy machinery or
do other dangerous activities until you
know how clonidine hydrochloride
extended-release tablets will affect you.
Avoid becoming dehydrated or
overheated.

What are possible side effects of
clonidine hydrochloride extended-
release tablets?

Clonidine hydrochloride extended-release
tablets may cause serious side effects,
including:

« Low blood pressure and low heart rate.
Your doctor should check your heart rate
and blood pressure before starting
treatment and regularly during treatment
with clonidine hydrochloride extended-
release tablets.

Sleepiness.

Withdrawal symptoms. Suddenly
stopping clonidine hydrochloride
extended-release tablets may cause
withdrawal symptoms including:
increased blood pressure, headache,
increased heart rate, lightheadedness,
tightness in your chest and nervousness.

The most common side effects of clonidine
hydrochloride extended-release tablets
include:

* sleepiness

« tiredness

irritability

trouble sleeping (insomnia)
nightmare

constipation

dry mouth

decreased appetite

dizziness

Tell your doctor if you have any side
effects that bother you or that does not go
away.

These are not all of the possible side
effects of clonidine hydrochloride
extended-release tablets. For more
information, ask your doctor or
pharmacist.

Call your doctor for medical advice about
side effects. You may report side effects to
FDA at 1-800-FDA-1088.

How should | store clonidine

hydrochloride extended-release

tablets?

« Store clonidine hydrochloride extended-
release tablets between 68° to 77°F
(20° t0 25°C).

* Keep clonidine hydrochloride extended-
release tablets in a tightly closed
container.

« Clonidine hydrochloride extended-release
tablets come in a child-resistant package.

Keep clonidine hydrochloride extended-
release tablets and all medicines out of
the reach of children.

General information about the safe
and effective use of clonidine
hydrochloride extended-release
tablets

Medicines are sometimes prescribed for
purposes other than those listed in a
Patient Information leaflet. Do not use
clonidine hydrochloride extended-release
tablets for a condition for which it was not
prescribed.

Do not give clonidine hydrochloride
extended-release tablets to other people,
even if they have the same symptoms that
you have. It may harm them.

This Patient Information leaflet summarizes
the most important information about
clonidine hydrochloride extended-release
tablets. If you would like more information,
talk with your doctor. You can also ask
your doctor or pharmacist for information
about clonidine hydrochloride extended-
release tablets that is written for healthcare
professionals.

For more information about clonidine
hydrochloride extended-release tablets
visit www.upsher-smith.com or call
1-888-650-3789.

What are the ingredients in clonidine
hydrochloride extended-release
tablets?

Active Ingredient: clonidine hydrochloride
Inactive Ingredients: sodium lauryl sulfate,
lactose monohydrate, hypromellose,
pregelatinized starch, colloidal silicon
dioxide, and magnesium stearate
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