e Introducing a new once-daily_ggnidine option
™ Say goodbye to twice-a-day clonidine
and hello to ohcs=e=cely NEXICLON XR.
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Now available:

NEXICLON™ XR (clonidine) Extended-Release Suspension and Tablets, the first and only oral once-daily
treatment that gradually releases clonidine over the course of the day.

NEXICLON XR (clonidine) is a central alpha-adrenergic agonist indicated for the treatment of hypertension and
available in two unigue extended-release formulations to suit the individual needs of patients:

= Scored tablets with 0.17 mg
clonidine base

— Allows patients to split the tablet
for more precise dose tifration

Dosing guidelines:

A,
Initial dose: 017 mg .once daily
Elderly patients may benefit from

a lower initial dose.

= An oral suspension with 0.09 mg/mL
clonidine base

— Ideal for patients who have difficully

taking pills or prefer taking liquid
medications

Maintenance dose: Increase in increments
of 0.09 mg once daily at weekly intervals
until the desired response’is achieved.

Most commenly used therapeutic doses

Initial dose is recommended to be
administered at bedtime.

range from'0:17 mg to 0:52 mg once daily;
doses higher than 0.52 mg
are not recommended.

Dosing conversion specifications:

MNEXICLON XR is supplied as clonidine base and contains the same active moiety (clonidine) that is found in
Catapres® Tablets (clonidine hydrochloride immediate-release tablets). The recommended dose of NEXICLON XR
for patients who are currently taking clonidine hydrochloride immediate-release tablets is provided in the table on

reverse. The dose of NEXICLON XR must be adjusted according to the

patient's individual blood pressure response. Dose adjustments may
NEXICLON X

be made at weekly intervals until the desired response is achieved.
(clonidine)

Please see additional information on reverse.



NEXICLON XR
Extended-Release Oral

NEXICLON XR Equivalent Dose of
Extended-Release Tablets Catapres® (clonidine HCI)

Suspension :
0.09 mg/mL 0.17 mg Immediate-Release Tablets
Initial Dose 0.17 mg (2 mL) once daily | 0.17 mg (1 x 0.17 mg tablet) | 0.1 mg twice daily
once daily

Maintenance Dose | 0.09 mg (1 mL) once daily | 0.09 mg (1/2 x 0.17 mg tablet)| 0.05 mg twice daily
Titration Increments once daily -

Common Doses 0.17 mg (2 mL) once daily | 0.17 mg (1 x 0.17 mg tablet} | 0.1 mg twice daily
Used for Blood once daily
Pressure Effect

0.34 mg (4 mL) once.daily | 0.34 mg (2 x 0.17 mg tablet) | 0.2 mg twice daily
once daily

0.52 mg (8 mL) once daily | 0.52 mg (3 x 0.17 mg tablet) | 0.3 mg twice daily
once daily

Each mL of NEXICLON XR Oral Suspension contains 0.087 mg of clonidine base. For labeling purposes, the
description of the concentration has been rounded off to 0.08 mg/mL. For example, a 2 mL dose of NEXICLON XR
Oral Suspension contains 0.174 mg of clonidine, which has been rounded off to a dose description of 0.17 mg.

Please see accompanying Full Prescribing Information or visit www.nexiclonxr.com for additional
product information.

INDICATION Use in Specific Populations
NEXICLON™ XR {cloniding) Extended-Release Oral Suspension and NEXICLON™ %R Pregnancy Calegory C. Clonidine is secrefed in human milk,
(cloniding) Extended-Release Tablets are indicated in the treatment of hypertension. Safely and effectiveness in pediatric patients have not been established.

NEXICLON XR may be employed alone o concomitantly with other antiypertensive agenls.  Dose may need adjustment in patients with renal impairment. Elderly patienls
may benefit from a lower initial dose.,

IMPORTANT SAFETY CONSIDERATIONS
Contraindications

:‘:ﬂ%ﬁq’;‘ *R 5“”:”"1 ot be used in palients with known hypersensilivity to clonidine Please see Full Prescribing Information for additional product information.
e ; You are encouraged to report negalive side effects of prescriplion drugs
Warnings and Precautions lo the FDA. Visit www.fda.gov/medwalch, or call 1-800-FDA-1088.
Patients should not discontinug therapy without consulling a physician. Dose.
reduction should be performed gradually over a 2- 1o 4-day period to avoid withdrawal . . —
symptomalology. Rare instances of hypertensive encephalopathy, cerebrovascular accidents, :
and death have been reporled after clonidine withdrawal.
Monilor closely and tilrate slowly in patients with severe coronary insufficiency. conduclion ! ;'g:g}:ﬁ”ﬁ OF PRESCRIBING INFORMATION
disturbances, recent myocardial intarclion, cerebrovascular disease, o chronic renal failure. ' NEXICL Eﬁ“ﬁ[ﬁu m l;ﬂ:;léﬂ;:nlmﬂ I;n:mmauun needed lo use
Patients who engage in potentially hazardous activities, such as operating machinery or salely and effectively, Ses full pm‘m:ﬁn’;‘;ﬂ'ﬁ ke
driving, should be advised of a possible sedative effect of clonidine. NEXICLON XR (cloniding) Extended-Release Tablets
In perioperalive use, NEXICLON XR may be administered up o 28 hours prior to surgery and Inilial LS. Approval: 1974
resumed the following day. st 1] INDICATIONS AND USAGE---seescseememneren...
EXICLON XR is a central alpha-adrenergic agonist indicated | 2
Adverse Reactions 2 * Treatment of hypertension (1) st neieaed for
There i very litle experience with NEXICLON ¥R in conlrolled frials. Based on this limited PEL S DOSAGE AND ADMIN R
experience, Ihe adverse event profile of NEXICLON XR appears similar o that of immediate- * Initial dose: 0.17 mg ence daily. Emeﬁmﬂﬂ may benefit from 2
refease clonidine formulalion, The most commanly expecled adverse reactions are dry mouth, Iower inilfal dose. Initial dose is recommended to be administered 3t
drowsiness, and dizziness. bedtime.(21)
Drug Interactions :
Mo drug interaction studies have been conducted with NEXICLON XR; however the following
have bean reporied with other oral formulations of clonidine:
= Clonidine may potentiate the CNS-depressive effects of alcohol, barbilurates, or other
sedaling drugs.
= Tricyclic antidepressants may reduce the hypotensive effect of clonidine, necessitating an X H
increase in clonidine dose, N E ’ C L DN X
» Drugs known to affect sinus node function or AV nodal conduction (e.q., digilalis, calcium clonidine
channel blockers, and beta-blockers): There may be additive effects such as bradycardia ( }
b NEXICLONY X0 i a ek of NestWave Pramaceuticas, Inc, Catapres® s a tegisteed trademark o

Boefringer-Ingelhzim, € 2010 NedWave Phamaceuticals, nc. Cuperling, CA. wwwonexiclon com

1-11-1065-1



HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the infermation needed to use
NEXICLON™ ¥R (clonidine) Extended-Release Tablets

salely and eHeclively. See full prescribing information for
NEXICLON XR (clonidine) Extended-Release Tablets,

Initial U.5. Approval: 1974

INDICATIONS AND USAGE-- e csmemmramnsens
NEXICLON XR is a central alpha-adrenergic agonis! indicated for:
+ Tregimant of hypertension (1)

weeee-DOSAGE AND ADMINISTRATION--coese e e

« |nitial dose: 0.17 me once daily. Elderly patients may benefit fram a
Jower indlial dose. Initial dose is recommended to be administered at
bedtime. (2.1)

» Maintenance dose: Further increments of 0.09 mg once dally may be
made at weekly inenvals if necessary until the desired responsa is
achigved. The therapeutic doses most commanly employed have
ranged from 0.17 mg to 0.52 mg once daily. (2.2)

+ Patients with renal impairment: Up-titrate siowly (2.4)

wvcsnsnessnrreees-DOSAGE FORMS AND STRENGTHS --ve-rovesosrissems
Extended-Release Tablets: 0.17, 0.26 mo clonidine base

CONTRAINDIGATIONS e eeecveneocee
* Known hypersensitivity to clonidine {rash, anpioedema)

wnvmmrmrererereeee= WARKINGS AND PRECAUTIONS essnseresaneranas =

+ Patients should not descontinue therapy without consulting a physician,
Dose reduction should be perlormed gradually over a 2- lo 4-day
period 1o avoid withdrawal symptomatology. Rare instances of hyper-
{ensive encephalopathy, cerebrovascuiar accidents and dezih have been
reported after cloniding withdrawal. (5.1)

Monilor closely and up-fitrate slowdy in patients with severe coranary
insufficiency, conduction disturbances, recent myocardial infarction,
cerebrovascular diseasa, or chronic renal failure, {5.2)

+ Palients who engage in potentially hazardous aclivilies, such as
operating machinery of driving, should be advised of a possible
segative effect of clonidine. (5.2)

* |n periaparafive use, NEXICLON XR may be adminstered up Lo 28 hours

prior to surgery and.resumed the following day. (5.3)

rerrremerees s sasesees ERSE REACTIORE - e
There is very little experience with NEXICLON XA in cantrolled trials. Based
on this Emited experience, the adverse event profile appears ssmilar with
the immediale relezse cloniding formulation, The most commonky
expected adverse reactions are dry mouth, drowsiness, and dizziness, (6)
To reporl SUSPECTED ADVERSE REACTIONS, contacl MexiWave
Pharmaceuticals, Inc. 2t 1-B00-206-8115 and www.nextwavepharma.com
or FOA at 1mm1m«mmmum

sassssnmsancscssasenssssssssss [JAUG INTERACTIONS—--memrmer e e

+ Sedating druegs: Cloniding may polentiate the CNS-depressive etfects
of alcahol, barbiturates or other sedating drugs. (7)

+ Tricyclic antidepressants: May reduce the hypolensive eHect of
cloniding, necessitating an increase in cloniding dose. (7)

+ Drugs known fo atect sinus node function or AY nodal conduction
(e.g., digitalis, calcium channel blockers, beta-blockers): Addifive
effects such as bradycardia and AV block. (7)

sssnssrasncssscaensses] JSE IN SPECIFIC POPULATIONS--esemeemeeeeses
« Pregnancy Category G (8.1)

+ Clonidin is secreted in himan milk, (8.3)

+ Salety and effectiveness in children have not been established. (8.4)
+ Renal impairment: Dose may need adjustment. (2.4)

See 17 for PATIENT COUNSELING INFORMATION.
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

NEXICLON XR is indicated in the treatment of hyperlznsian.
NEXICLON XR may be emplayed alone or concomitantly wilth aother anti-
hypertensive agents.

DOSAGE AMD ADMINISTRATION

The dose of NEXICLON XR must be adjusted according fo the
patient's individual blood pressure response. The following is a gensral

naiiela tn ite adminickratinn in adulic

10 OVERDOSAGE

Hypertension may develop early and may be lollowed by hypo-
lension, bradycandia, respiratory depression, hypathermia, drowsiness,
decreased or shsent reflexes, weakness, irritability and miosis, The
frequancy of GNS depression may be higher in children thah aduts. Large
overdoses may resull in reversible cardiac conduction defécls or dys-
riythméas, apnea, coma, and seizures. Signs and symptoms of overdose

generally occlr within 30 minutes (o bwo hours after exposure. As litle as
N1 mna af danidine hae aandured ginne of lnodeibe in children



Gl AEiFEE BURE

Dasing with NEXICLON R should be initiated a1 0.17 mg ance daily.
Ziderly patienls may benefit from a lower initial dose [see Use in Specific
Poputsfions (8.5]]. Initial dose is recommended to be administered at
sedtime.

2.2 Mainlenance Dose

Further increments of 0.09 mg once daily may be made al weekly
mervals if necessary unlil the desired response is achieved. The
iharapeutic doses most commondy employed have ranged from 0.17 mg o
1.52 mg once daily.

NEXICLON ¥R was studied at dosss of 017 to 0.52 my once daily.
Deses higher than 0.52 mg per day were not evaluated and are nol
recommended,

2.3  Pafients Cumently Using Cloniding Hydrochloride Immediate-
Release Tablels

The recommended dose of NEXICLON XR for patients who are
currently taking clonidine hydrochlodide immediale-refease tablets is
pravided in the table below.

HEXICLON XR Equivalent
(cloniding) Dese of Cloniding HCI
Extended-Release Immediate-Release

Tablets Tablets
o 0.17 mg 0.1mg

Initeal Dose once daily twice daily
Mainlgnance 0.09mg 0.05 mg
Dos Titration e dai ice dai

gk once daily twice daily
0.17 mg 0.1 mg

Commoan ange daily twice daily
Doses Lised mg 0Fmg

for Blood ance daily hwice daily
Pressure Effect 052 mg 03mg

once daily twice daily

2.4 Renal Impairmeni

Adjust dosage according ta the degree of impairment. In patients
with end-stage kidney disease on maintenance dialysis, start at 0.09 mg per
day and up-tilrate skowly to minimize dosa retated adverse events,

Manitor patisnts carefully, especially for bradycardia, sedation and
hypolension, Only a minimal amaunt of cloniding is removed during
routing hemodialysis.

In patients with moderale 1o severe kidney impairment not under-
going dialysis, initiate cloniding 2t the same dose as for patients withou!
renal impairment. Lip-itrate stowly and monitor for dose-related adverse
EVENls.

3 DOSAGE FORMS AND STRENGTHS
0.17 mp Extended-Releass Tablets (clonidine base)
0.26 mg Exdended-Release Tablets (cloniding base)

4  CONTRAINDICATIONS
KEXICLON ¥R should not be used in patients with known hyper-
sensitivity to cloniding [see Warnings and Precautions (5.2]].

5  WARHINGS AND PRECAUTIONS

51 Withdrawal

Instruct patients not to discontinue therapy without cansulting their
physician. Sudden cessation of clonidine treatment has resulied in symp-
{ams such & nervousness, agitation, headache, and tremar accompanisd
or followed by 2 rapid rise in blood pressure and elevated catechalamine
concentrations in the plasma. The likefikood of such reactions to discon-
finuation of clonidine theragy appears to be greater after administration of
higher doses or continuation of concomitant beta-blocker treatment and
special caution is therefore advised in these sRuations. Rare instances of
hyperensive encephalopalhy, cerebrovascular acckdents and death have
been reparted after cloniding withdrawal, When discontinuing therapy with
NEXICLON ¥R, reduce the dase gradually over 2 to 4 days to avoid
withdrawal symptoms.

Arm avrarcine reee in Bland aroeeiira Inllawinn diesantinnatiang af

overdosage may resull in the rapid development of CNS depression;
therefore, induction of vomiting with ipecac syrup is nol recommended,
Gastric lavage may be indicated folowing recent andior large ingestions.
Adminisiration of activated charcoal andior a calhastic may be beneficial.
Supportive care may include atropine sulfate for bradycardss, intravenous
fluids and/or vasopressor apents for hypotension and vasodilators for
hypertension. Nakonone may be & usetul adjunct for the management of
clanidine-induced respiratory depression, hypotension andfor coma; blood
pressure shoukd be monitored since the administration of naloxcne
has oocasionatly resulled in paradoncal hypertension. Tolazoling adminis-
tration hias yiskded inconsistent results and i not recommended as first-ling
mwr:mgar. Diatyss is not likely to significantly enhance the elimination of
clonigine.

The largest overdose reported to date involed a 26-year old male
wha ingested 100 mg of clonidine hydrochloride powder. This patient
developed hypertension followed by hypolension, bradycardia, apned,
halluginations, semicoma, and premature ventricular contractions. The
patient fully recavered after intensive treatment, Plasma clonidine leveds
were 60 ng/mL after 1 hour, 190 ng/mL after 1.5 hours, 370 ng/mL atter
2 hours, and 120 ng/mlL after 5.5 and 6.5 hours. In mice and rals, the o7l
LD of choniding is 206 and 465 mg/ka, respectively.

11  DESCRIPTION

NEXICLON ¥R (cloniding) Exiended-Release Tablets are available
for oral adménistration in two dose strengths: 0.17 myg and 0.26 myg. The
0.17 mg and 0.25 mg tablels are equivalent to 0.2 mg and 0.3 my of
immediate-releass cloniding hydrochloride, respectively.

Clonidine hydrachloride, a centrally active lpha-adrenengic agonist,
i5 an imidazoine derivative and exists as a mesomeric compound. The
chemical name is 2-{2 B-dichlorophenylaming)-2-imidazofing ydrochio-
ride, The lollpwing is the structural formuta:

H N
W )
cl N—iN ¥ HCI
H
cl

CyHgClaMyHCI Mol. Wi 266.556

Clonidine hydrochloride is 2n odorless, bitler, white crystaling
substancs soluble in water and alcohol.

The inactive mgredients ane: crospovidang, dental-type silica, lacinse
manafydrale, magnesium stearate, microcrystaliing ceffukose, pobyving
acetale, povidone, sodium polystyrene Sulonate, triacetin, The 0.17 mg
tablet also containg hypromellose, polyethylene glycal. and litanium
dicide. The .26 mg tablet also contains D& vellow #10 aluminum kke,
FD&C yellow #5 aluminum lake, Iractionated coconul oil, maltodexirin,
polydedrose, talc, and tiankim diodde.

12 CLIMICAL PHARMACOLOGY

12.1 Mechanism of Action

Clonidane stimulates alpha-adrenoreceplors in the brain stem. This
action resulls in reduced sympathetic outfiow from the central nervous
system and in decreases in peripheral resisiance, renal vascular resistance,
heart rale, and blood pressure, The patient's maximum blood pressure
decrease occurred within 6 to 8 hours. Renal blood flow and glomerular
fisration rate remain essenfially unchanged. Normal postural reflexes arg
imtact: therefore, orthostatic symploms are mild and infrequent.

12.2 Pharmacodynamies

WEXICLON ¥R was studied in an open-label crossover, lorced
titration, partially randamized 1rial in patients with mild and moderate
essential hyperiension who were on two or fewer antihypertensive
medications. The trial was designed 1o compare steady-state expasures
between the NEXICLON XR and clonidine immediate-release lablets,
There were up- and down-biration phases. There was no washout period
hahwsen nhagee nr lrpatments



NEXICLON ¥R can be reversed by administration of oral cloniding
hydrochlaride or by intravenous phentolamine. If therapy is 1o be dis-
continued in patienls receiving a beta-blocker and clonidine concurrently,
the beta-blocker should be withdrawn several days before the gradual dis-
continuation of NEXICLON XR.

Because children commanly have gastrointestinal ilinesses thal
lead to vomiting, they may be padicularly susceplible to hypertensive
episodes resulting from abrupt inability to take medication.

5.2 General Precautions

In patients who have developed Incafized contact sensitization to a
clonidine iransdemmal system, subestitution of aral cloniding therapy may be
associated with the development of a generalized skin rash,

In patients who develop an allergic reaction 10 & clonidine trans-
dermal system, substitution of oral clonidine may alse elicit an allerpic
reaction (ingleding gensralized rash, urticaria, or angioedema).

Monitor carefully and op-titrate siowdy in patients with severe
coronary insufficiency, conduction disturbances, recenl myocardial
infarction, cerebrovascular disease, or chronic renal fadure,

Fatients who engage in potentially hazardous activities, such as
operating machinery or driving, should be advised of a possible sedative
gffect of cloniding, The sedative etfect may be increased by concomitant
tese of aleohal, barbiturates, or other sedating drugs.

5.3  Perioperative Use

NEXICLON XR may be administered up to 28 hours prior ko surgeey
and resurned the following day. Blood pressure should be carefully moni-
{ored during surgery and additional measures 1o control blood pressure
should be avaikable if required.

6  ADVERSE REACTIONS

The following serious adverse reaclions are discussed in detail
gisewhere in the ibeling:

= Withdrawal [s2e Warnings and Precautions (.1)]

*  Allergic reactions [see Warnings and Precautions (5.2)]

6.1 CLON XR Clinical Trial Experience

There is very imiled eqerience with NEXICLON XR in controlled
iats. Based on this limited experience, the adverse event profile appears
similar fo the immedizle-release clonidine formulation,

6.2 Experience with Immediate-Release Cloniding

Most adverse reactions ane mild and fend bo diminish with continued
‘herapy. The most frequent (which also appear to be dose-retated) are dry
Touth (approximaledy 40%); drowsiness {approximately 33%); dizziness
‘approvimately 16%); constipation and sedation (approximately 10% each),

The following less frequent adverse reaclions have also been
‘eporied in patients receiving immediate-release clomiding, but in many
565 palients were receiving concomitant medication and a causal
elationship has nol been extablished.
Jody a5 a Whole: Fatigue, fever, headache, pallor, weakness, and with-
Irawal syndrame. Also reported were a weakly positive Coombs” test and
ncreased sensitivity to alcahal,
Ardigvascutar, Bradycardia, congestive heart failure, electrocardiographic
tbnormalities (i.2., sius node arrest, junctional bradycardia, high :Iegree
W block and arrfythmias), orthostatic symptoms, palpilations, Fh;rnaud's
thenomenan, syncope, and tachyeardia. Cases of sinus bradycandia and
Iriaventricular bock have baen reported, both with and without the wse of
ancamitant digitalis.
sentral Nervous System (CNS): Agitation, anxiety, delirium, delusional
arception, hallucinations (including visual and audilory), inscmnia,
nental depression, nervousness, other behavioral changes, pamslhesn.
estlessness, steep disordey, and vivid dreams or nightmares,

termatglogical Alopecia, angioneuratic edema, hives, pruritus, rash, and
rlicaria.

iaslrointstinak Abdominal pain, anarexia, constipation, hepatitis, malaise,
1ild Iransienl abnormalities in liver function lests, nausea, parofitis,
seudo-obstruction (including colonic pseudo-obstruction), salvary gland
ain, and vamiting.

Decreased sexal
'ys.furl{:tlll loss of Ebido, nocturia, 2

, ditficulty in micturition, erectile
l:nnary relention,

Studies with immediate-release cloniding hydrochloride have demon-
strabed a moderate reduction {15% (o 20%5) in candise outpul in the supine
position with no change in the peripheral resistance. Ata 45° tilt, thereis a
smaller reduction in cardiac outpul and a decrease of peripheral resistance,
During lang-term therapy, cardiac output tends 10 retum 1o conbrol values,
while peripheral resistance remains decreased. Slowing of the pulse rate
has been observed in most patients given cloniding, but the drug does not
alter normeal hemodynamis response Lo exercise.

Tolerance 1o the antihyperiensive effect may develop i some
palients, mecessitating a ne-evaluation of therapy.

(her studies in patients have provided evidence of a reduction
in plasma renin achivity and in the escretion of aldosterone and
calecholamines, The exact relationship of these pharmacalogic actions o
the antibypertensive effect of cloniding has not baen fully elucidaled.

Clonidine aculely stimulates growth hormone release in both
children and adulls, but does not produce a chronic elevation of growih
hormane with long-ierm use,

12.3 Pharmacokinetics

Following single doses of NEXICLON XR 017 mg, clonidine mean
(5.0.) peak plasma concentrations of 0.49 (£0.09) ng/ml occurred &t 7.8
[+1.7} hours, The plasma half-life of clonédine was 13.7 (£3.0) hours. There
was no effect of food on the pharmacokinetic parameters.

T oy

A = NEXICLON XR Tablets (0.17 my QD) Fasted
B = Cloniding IR Tablet (0.1 mg cloniding ydrochloride 012h) Fasted
(= NEXICLON XR Tablets (0.17 mg QD) Fed

In the mubti-dose study, mid to moderale hyperlensive patients were ran-
domized 1o ER and BID IR clonidine formulations. The following plot shows
the sitting blpod pressure values for each treatment group at Day 22.
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The half-life may increase up 1o 41 hours in patients with severe
impairment of renal function. Following oral adminstration of clonidine
about 40 to 6% of the absorbed dose is recovered in the urine as un-
changed dug in 24 hours. About 50°% ot the absorbed dasa is metabolized
in the liver.

13 HONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Chronic distary admingstration of cloniding was not carcinogenic to
rals (132 weeks) or mice (78 weeks) dosed, respectively, al up o 46 or



Melabofic: Gynetormastia, transient elevation of blood glucose or serum
creating phesphokinase, and weight gain.

Musculpsketetal: Leg cramps and muscle or joint pain.

Oro-otetanmaeak Oryness of the nasal mucosa.

Ophthalmalogical: Accommodation disonder, blurred vision, burning of the
gyes, decreased lacimation, and dryness of eyes.

7  DRUG INTERACTIONS

Ko drug interaction studies have been conducted with NEXIGLON
E.NTUM Tolfowing have been reported with other oral formutations of

IMNE.

Clonidine may potentiate the CNS-depressive effects of alcohal,
barbiturales or olher sedating drugs. Il @ patient recetving cloniding
hydrochloride is also taking tricvclic anfidepressants, the fypolensie
efiect of cloniding may be reduced, necessitating an increase in the
muﬂ”ﬁfh 1t rale in patients receiving clonidi itantly with

aritor hea n [BCE anidine concamitantly w
apants known to affect sinus node Ium?nn or AV nodal conduction,
e.0,, digitalis, calcium channel blockers, and beta-blockers. Sinus brady-
candia resulting in hospafalization and pacemaker insertion has been
reported in association with the use of clonidine concomitantly with
ditiazem or verapamil.

Amitriptyling in combination with clonkfine enhances the manifesta-
tion of corneal kesians in rats [see Monclinical Toxtcology (13.2]].

Alcohol: Based on i vitro studies, high concentration of alcchol may
increase the rate of release of NEXICLON XR.

8  USEIN SPECIFIC POPULATIONS

81 Pregnancy

Pregnancy Category C. Reproduction studies performed in rabbits
2t doses up lo approvemately 3 times the oral maximum recommended
daily humean dose (MROHO) of clonidine hydrochloride produced no evi-
dence of a teratogenic or embryolaxic patential in rabbits. In rats, however,
doses as low a5 1/3 the oral MROHD (1/15 the MRDHD on a mg/m? basis)
of chonidine were associated with increased resorptions in & sfudy inwhich
dams were trealed continuausly from 2 months prior to mating. Increased
resorptions wera not associated with freatment at (he same ime or at
higher dose levels {up to 3 times the oral MROHD) when the dams were
{reated on gestation days 6 to 15. Increases in resomtion were obsarved
at much higher dose leveds (40 times the oral MRDHD an a mg'hg basis;
4 1o B times fhe MROHD on a mgfm? basis) in mice and rats treated on
gestation days 110 14 (lowest dose employed in the study was 500

o adequate, well-contralled studies have been conducted in
pregnant women. Because animal regroduction studies are nol always
predictive of human response, this drug should be used during pregnancy
only if chearly needed,

8.3 Mursing Mothers
Cloniding is secreted in human milk.
B.4  Pediatric Use
Safety and effectiveness in pediatric palients have not been
established.
B.5 Geratric Use
Elderty patients may benefil from a lower inilial dose [see Dosage
Admiristration

B.B demfﬂiil Renal Impairment

The initial dosage should be based on the degree of impairment.
Monitar patients carefully for hypolension and bradycardsa, and titrate 10
higher doses cautiousky. Only @ minimal amownt of clonidine is removed
during routing hamodizlysis.

and

6 umes the MHUHD on @ mgim* tasis). |here was no evigence of
penotoxicity in the Ames test for mubagenicity or mouse micronuciess fes)
for claslogenicity.

Fertility of male or kemale rals was unalfected by cloniding doses
as high as 150 meg/kg (approximately 3 limes MRADHD), In a separate
expenment, ferfility of famabe rats appeared to be affected af dose levels of
500 to 2000 meg/kg (10 to 40 imes the oral MADHD an a mg/kyg basis;
2 to 8 bmes the MROHD on a mgim? basis).

13.2 Animal Taxicology andfor Pharmacology

In several studies with oral clonidine hydrochloride, 2 dose-
dependant increzse in the incidence and severity of spontaneous retinal
depeneration was seen in albino rats treated Tor sox months or longer.
Tisue distribution studies in dogs and monkeys showed a cancentration
of comidine in the chorgid,

In view of the retinal degeneration seen in rals, eye examinations
were performed during clinical trials in 908 patients belore, and periodically
after, tha start of clomidineg thesapy. In 353 of these 508 patients, the eye
examinalions were carried out over periods of 29 months ar langer,
Except for some dryness of the eyes, no drug-relzled abnormal ophthal-
mological findings were recorded and, according to specialized tests such
as electroretinograpiy and macular dazzle, retinal function was unchanged,

In combination with amiriptyline, clonidine hydrochloride admings-
fration led io the development of comeal lesions in rats within 5 days.

14  CLINICAL STUDIES

[see Clinfcal Pharmacafogy (12.31).

16 HOW SUPPLIED/STORAGE AND HANDLING

NEXICLON ¥R (cloniding) Extended-Release Tablels are scored,
splitable, capsule-shaped coafed tablets that are supplied in botiles of 90,

Sirength Color Markings NDG
017 mg White NP2 PHTE-301-20
026 mg Vellow | NP3 24476-300-30 ]
Store a1 25°C (TT°F); excursions permitied from 15° 1o 30°C (5%° o
BEF). Eifﬂ USP Controlled Room Temperature.)
penise in tight, light-resistant confainer.
Disaributed By: NexiWave Pharmaceudicals, Inc.
Cupertino, CA 35014
www.nextwavepharma.cam
Manufactured By Tris Pharma, Inc.
Monmouth Junction, NJ 0BB52
www Irispharma.com
LB#155
Rev 00
1010

17 PATIENT COUNSELING INFORMATION

Caubion patients against interruption of NEXICLON XR therapy with-
out their heatthcare pravider's adice.

Advise patienls who engage i patentilly hazardous activities, such
&5 operafing machinery or driving, of 3 possible sedalive effect of
cloniding, The sedative effect may be increased by concomitant use of
alcohod, barbiturates, or other sedaling drugs.

Revised: 10/2010 RextWave Pharmaceuticals, Inc.
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