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Asunto :  Solicitud de patente para FORMULACION DE COMPRIMIDOS
DE LIBERACION EXTENDIDA QUE CONTIENE
PRAMIPEXOL O UNA SAL FARMACEUTICAMENTE
ACEPTABLE DEL MISMO Y METODO PARA SU
FABRICACION
Solicitante . BOEHRINGER INGELHEIM INTERNATIONAL GMBH

Fecha de Solicitud : 06 de febrero de 2007

1. Yo, Luz Clemencia DE PAEZ, obrando como apoderada del solicitante en el asunto
antes identificado, respetuosamente manifiesto que dando alcance al memorial radicado
en su Despacho el 28 de diciembre de 2010 mediante el cual se dio respuesta al Oficio
No.10902 notificado por fijacién en lista el 27 de agosto de 2010, solicito a su Despacho
tener en cuenta las siguientes modificaciones y documentos en el momento del estudio de
la presente solicitud:

Inicialmente, y de acuerdo con el articulo 34 de la Decision 486 de la Comisién de la
Comunidad Andina, donde se establece que la modificacion de una solicitud es posible en
cualquier momento del tramite mientras no implique una ampliacion de la solicitud inicial,
me permito presentar un nuevo pliego reivindicatorio conformade por 11 reivindicaciones,
las cuales se encuentran debidamente soportadas en la solicitud.

Asi, deseamos aclarar que la reivindicacién independiente ha sido modificada con el fin de
superar la objecién hecha por el Examinador en cuanto a la falta de soporte del
ingrediente activo. En consecuencia, el rango de la cantidad de ingrediente activo se ha
limitado a un rango entre 0.3mg y 5mg. El soporte de la anterior limitacidon se puede

encontrar a lo largo de la descripcion, por ejemplo ver, paginas 3 y 5.
NIT. 860.041.367-3
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Adicionalmente, cabe aclarar que si bien los ejemplos se usan para ilustrar la invencion,
no pueden ser limitativos del sustento de la materia reclamada, para lo cual es necesario
tener en cuenta el capitulo descriptivo completo.

Aln mas, deseamos poner de presente que la formulacion de la presente solicitud es
comercializada en Europa y en Estados Unidos de America bajo el nombre de Mirapex
ER, de esta manera deseamos allegar a este memorial el documento “HIGHLIGHTS OF
PRESCRIBING INFORMATION” correspondiente a la formulacion de la presente solicitud
(MIRAPEX ER). En dicho documento, especificamente en la pagina 8, se encuentra el
mismo soporte con respecto a la cantidad del ingrediente active (pramipexol) al

encontrado en la descripcién de |a solicitud.

Cabe aclarar que en consecuencia dicha modificacidn no amplia la materia inicialmente
solicitada y por lo tanto solicitamos atentamente tener en cuenta este nuevo pliego
reivindicatorio para efectos del Examen a realizar por el Examinador.

2. ANEXOS

¢ HIGHLIGHTS OF PRESCRIBING INFORMATION
+ Nuevo pliego reivindicatorio conformado por 11 reivindicaciones.

¢ Formulario para modificaciones.

Senor Director,

LUZ CLEMENCIA DE PAEZ
CC. 35.456.344 de Usaquén

T.P.A. No. 23.555

COLO—0925.5-841 -063-2
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FORMULARIO UNICO DE CORRECCIONES Y MODIFICACIONES

Espacio reservado para el adhesivo de radicacion

O SOLICITUD DE:

D Correccién de Error Material IZI Meodificacién a una solicitud
Nombre: BOEHRINGER INGELHEIM
INTERNATIONAL GMBH
Sociedad constituida y existente bajo las leyes de
SOLICITANTE Alemania. IDENTIFICACION
Direccion: Binger Strasse 173,
55216 Ingelheim am Rhein, cC. D NIT D
Alemania C.E. D Otro D
Domicilio: Ingetheim am Rhein, NOmero:
Alemania
Teléfono: 546 09 70 Fax: 2494070
E-mail: clientes@cavelier.com
IDENTIFICACION
Nombre: Luz Clemencia de PAEZ
Direccién: Carrera 4 No. 72-35 c.c. [Zl NIT E]
REPRESENTANTE | Teléfono: 347 36 11 Fax: 2179211 ] O
: : C.E. Ot
O APODERADO . . | ©
E-mail: cavelier@cavelier.com
NOmero: 35.456.344 TP 23.555
@ Nimero de expediente: 07.011.565

Descripcion de la correccion o modificacion solicitada:
Presento nuevo capituio reivindicatorio compuesto por 11 reivindicaciones con el fin de superar las

objeciones hechas por Su Despacho a la presente solicitud de patente y pido respetuosamente que

el examen de patentabilidad sea realizado sobre estas nuevas reivindicaciones presentadas.

Comprobante de pago No. Fecha:

O Anexos
Comprobante de pago de la tasa por $118.000, por concepto de modificaciones.

Comprobante de pago por reivindicaciones adicionales después de la décima reivindicacion
por,

Poderes, si fuere el caso

od oo

Documento que acredita la existencia y representacién legal de las partes, cuando sean
personas juridicas.

/-\
NOMBRE: LUZ CLEMENCIA DE PAEZ FIRMA: A2 @’énmfx‘)@@@%y@@

C.C. 35.456.344 de Usaquén T.P.A, 23.555
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REIVINDICACIONES

1. Una formulacion en comprimidos de liberacion extendida que comprende pramipexol,
o su sal farmacéuticamente aceptable del mismo, en una mairiz que comprende dos
polimeros que se hinchan en agua distinto del almidon pregelatinizado, y en la que uno de
los dos polimeros es un polimero sustancialmente neutro distinto del almidon
pregelatinizado, y en la que uno de los dos polimeros es un polimero aniénico, siendo
este ultimo un polimero del acido acrilico opcionalmente reticulado, y en la que ei

comprimido no tiene revestimiento o un revestimiento no funcional, y

en donde el contenido de pramipexol, o su sal es de 0,05% a 5% en peso,

en donde el contenido del polimero del acido acrilico opcionaimente reticulado de 0,5% a
15% en peso,

en donde el contenido del polimero aniénico es de 0,5% a 15% en peso,

en donde el contenido del polimero que se hincha en agua neutros es de 10% a 75% en
peso, y

en donde el comprimido puede contener adicionalmente excipientes hasta 100% en peso.

2. La formulacidon en comprimidos de liberacidn extendida de la reivindicacion 1,

caracterizada porque el comprimido no tiene revestimiento.

3. La formulacion en comprimidos de liberacidn extendida de la reivindicacion 1,

caracterizada porque el comprimido tiene un revestimiento no funcional.

4. La formulacion en comprimidos de liberacion extendida de la reivindicacion 3,
caracterizada porque la cantidad de revestimiento no funcional es de 1% a 10% en peso
total del comprimido.

5. La formulacién en comprimidos de liberaciéon extendida de la reivindicacion 1, en la
que el contenido del polimero del acido acrilico opcionalmente reticulado en la matriz es
desde 1% en peso a 10% en peso.

6. La formulacién en comprimidos de liberacion extendida de ia reivindicacion 1, en la
que el polimero sustancialmente neutro es hidroxipropilmetiicelulosa, vy en la que el
contenido de hidroxipropiimetilcelulosa en la matriz es 10% en pesc a 75% en peso, y

preferiblemente de 25% en peso a 65% en peso.



7. La formulacién en comprimidos de liberacién extendida de la reivindicacién 1, que
consiste en dihidrocloruro de pramipexol monohidrato, hipromelosa 2208, almidén de

maiz, carbdmero 941, didxido de silicio coloidal y estearato de magnesio.

8. Una formulacion en comprimidos de liberacién extendida de acuerdo con la
reivindicacion 1, en donde el comprimido resultante proporciona una caracteristica de
liberacion dependiente del pH con una caracteristica de liberacion mas rapida en el
intervalo de pH < 4,5 Y una caracteristica de liberacion mas lenta y ademas

independiente del pH en el intervalo de pH 4,52 7,5.

9. Un método para fabricar la formutacion en comprimidos de liberacién extendida segun
una de las anteriores reivindicaciones 1 a 8, mediante un proceso de compresion directa
que comprende las etapas de

(1) producir una trituracidn del ingrediente activo, en la que el ingrediente activo es
pramipexol, o su sal farmacéuticamente aceptable, mediante su premezcla con una
porcion de polimero(s) que se hincha(n) en agua y/u oftro(s) excipiente(s) en un
mezclador, en donde se tritura el pramipexol, o su sal farmacéuticamente aceptable,
preferiblemente se tritura con husillos, antes del uso;

(2) premezclar la trituracion del ingrediente activo de ia etapa (1), la porcidn principal
del(los) polimero(s) que se hincha(n) en agua y/o excipientes en un mezclador para
obtener una premezcla;

(3) opcionalmente tamizar en seco la premezcla a través de un tamiz para segregar las
particulas cohesivas y mejorar la uniformidad del contenido;

{4) mezclar la premezcla de la etapa (2) o (3) en un mezclador, opcionalmente mediante
la adicion del resto de los excipientes a la mezcia y continuar el mezclado; y

(5) formar comprimidos de la mezcla final mediante su compresion en una prensa para
comprimidos adecuada para producir comprimidos de matriz.

10. Un método para fabricar la formulacidén en comprimidos de liberacion extendida segdn
una de las antericres reivindicaciones 1 a 8, mediante un proceso de granulacién en
hiimedo que comprende las etapas de

(1) producir una ftrituracién del ingrediente activo, en la que el ingrediente activo es
pramipexol, o su sal farmacéuticamente aceptable, mediante su mezcla con una porcién
de los excipientes en un mezclador, en donde se tritura el pramipexo!, o su sal
farmacéuticamente aceptable, preferiblemente se tritura con husilios, antes del uso;



{2) granular la trituracién del ingrediente activo de la etapa (1) mediante la adicién de un
liquido de granulacién, preferiblemente agua;

(3) secar los granulos de la etapa (2) en un secador de lecho fluido o en una estufa de
secado;

(4) mezclar los granulos secos de la etapa (3) con el (los) polimero(s) que se hincha(n) en

agua y/o excipiente(s) en un mezclador para obtener la mezcia final;

(6) formar comprimidos de la mezcla final de la etapa (4) mediante su compresidén en una
prensa para comprimidos adecuada para producir comprimidos de matriz.

11. Un método para fabricar la formulacion en comprimidos de liberacion extendida segun
una de las anteriores reivindicaciones 1 a 8, mediante un proceso de granulacién en seco
que comprende las etapas de

(1) mezclar el ingrediente activo pramipexol, o su sal farmacéuticamente aceptable, con
una porcién de las cargas o todos los excipientes en un mezclador, en donde se fritura el
pramipexol, 0 su sal farmacéuticamente aceptable, preferiblemente se tritura con husillos,
antes del uso;

(2) compactar la mezcla de la etapa (1) en un compactador de rodillos adecuado;

(3) reducir las cintas obtenidas durante la etapa (1) a pequefios granulos mediante unas
etapas de trituracidén o tamizado adecuadas;

(4} opcionalmente mezclar los granulos de la etapa (3) con el resto de los excipientes en

un mezclador para obtener la mezcla final;
(5) formar comprimidos de los granulos de la etapa (3), o de la mezcla final de la etapa

(4), mediante su compresion en una prensa para comprimidos adecuada para producir
comprimidos de matriz.

DVRDVFID-189840WPCL9255



HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights de not include nll the informution rceded to use
MIRAPEX ER safely and effectively, See full prescribing Information for
MIRAPEX ER.

MIRAPEX® ER™ (pramipexole dihydsochloride) extended-release
(ablcts
Initin} U.S. Approval: 1597

wr——eeee eemreer—RECENT MAJOR CHANGES—er-—meme e ——ee
Indications and Usage(1} 32010
Dosage and Administration,
Dosing for Parkinson's Disease (2.2) 772010
Warnings and Precautions,
Falling Asleep During Activitics of Daily Living (5.1 32010
Symptomatic Qrthostatic Hypotension (5.2) 3/2010
[mpulse Comral/Campulsive Behaviors (5.3} 372010
Hallucinations (5.4) 312010
————ssseem—ee—-INDICATIONS AND USAGE—- ———e

MIRAPEX ER is n non-crpol dopamine agonist indicated for the treatment of
the signs and symptoms of Paskinson's disease (1)

—DOSAGE AND ADMINISTRATIONe-—— e

» MIRAPEX ER tablets are taken once daily, with or without food (2.1)

« Tablets must be swallowed whole and must not be chewed, crushed, or
divided (2.1)

« Starting dose is 0.375 mg piven once daily (2.2)

s Dose may be increased gradually, not more frequently than every 510 7
days, first to 0.75 mg per day and then by 0,75 mg increments up to a
maximum recommended dose of 4.5 mg per day. Assess therapeutic
response and tolerability at a minimal interval of 5 days or longer after
each dose increment. {2.2)

« Patients may be switched overnight from immedinte-release pramipexole
tablets to MIRAPEX ER tablets ot the same daily dose. Dose adjustment
may be nesded in some patients, (2.3)

« MIRAPEX ER tablets stiould be discontinued gradually over 2 peried of
one week (2.2)

c—rerrmmnenee DOSAGE FORMS AND STRENGTHS ——--——eeemes
Extended-release 1ablets: ©.375 mg, 0.75 mg. 1.5 mg, 3 mg, and 4.5 mg (3)

e T L e HrES A AR i

e CONTRAINDICATIONS e e

None (4)

e WARNINGS AND PRECAUTIONS-semeen—————

» Falling aslecp during activities of daily living: Sudden onset of sleep may
occur without wamning, Advise patienis te report symptoms 1o the
prescriber, (5.1)

¢ Symptomatic orthostatic kypotension: Monitor closely especially during
dose escalation (5.2)

» Impulse control/Compulsive behaviors: Patients may expericnce
compuisive behaviors and other intense urges {5.3)

o Hallucinations; May occur. Risk incteases with age. (5.4}

» Dyskinesia: Moy be caused or exacerbated by MIRAPEX ER (5.5)

» Renal impairment; No data available in moderate to severe renal
impairment (5.6)

»  Events reported with dopaminergic therapy: Include withdrawal-emergent
hyperpyrexia and confusion, fibrotic complications, and melanema (5.9

ot mmn e e i —ADVERSE REACTIONS —vrmeeeee—-
« Mast common dverse events (incidence 5% and greater than placebe) in
early Parkinson's disease without levodopa were somnolence, nausea,
constipation, dizziness, fatigue, hallucinations, dry mouth, muscle spasms,
and peripheral edema (6.1)
» Most common adverse events {incidence >5% and greater than placebo) in
advanced Parkinson’s disease concomitantly treated with levodopn were
dyskinesia, nousea, canstipation, halizcinations, headache, and anorexia

(6.1}

To report SUSPECTED ADVERSE REACTIONS, contact Bochringer
Ingelheim Pharmaceuticals, Inc. at (800} 542-6257 or (800) 459-9906 TTY
or FDA nt 1-800-FDA-1088 or pww. /e powmedwatcl,

e sunss—snanrr—=D RUG INTERA CTIONS-s e s — o
» Dopamine antagonists: May diminish the effectiveness of pramipexatz
(7.1}

wer—TUISE IN SPECIFIC POPULATIONS
« Pregnancy: Based on animal duta, may cause fetal harm (B.1)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
appraved patient labeling.
Revised: 1172010

FULL PRESCRIBING INFORMATION: CONTENTS*

1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
2.1 General Dosing Considerations
2.2 Dosing for Parkinson’s Disease
2.3 Switching from Immediate-Release Pmmipexole Tablets to
MIRAPEX ER
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 Falling Asleep During Activities of Daily Living
5.2 Symptematic Orthostatic Hypetension
53 Impulse Control/Compulsive Behaviars
5.4 Hallucinalions
5.5 Dyskinesia
5.6 Renal Impairment
5.7 Rhabdomyolysis
5.8 Retinal Pathology in Rat
5.9 Events Reported with Dopaminergic Therapy
6 ADVERSE REACTIONS
6.1 Clinical Trisls Experience
62 Posumarketing Experience
7 DRUG INTERACTIONS
7.1 Dopamine Antagenisis
7.2 Drug/Laboratory Test [nteractions
8 USE IN SPECIFIC POFULATIONS
81 Pregnancy
B3 Nursing Mothers
B4 Pedintric Use
85 Geriatric Use

[F Sy M

B.6 Patients with Renal Impairment
9 DRUG ABUSE AND DEPENDENCE
0.1 Controlled Substance
92 Abuse and Dependence
10 OVERDOSAGE
11 DESCRIFTION
12 CLINICAL PHARMACOLOGY
12.1  Mechanism of Action
122 Pharmacodynamics
123 Phamacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinopenesis, Mutgencsis, [mpairment of Fertility
132  Animal Toxicology and/or Pharmacalogy
14 CLINICAL STUDIES
16 QW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION
17.1 Dasing instructions
17.2 Sedating Effects
173 Impulse Control Symptoms Including Compulsive Behaviors
17.4  Hallucinations
17.5 Postura! (Orthostatic) Hypotension
[7.6 Fregnancy
17.7 Nursing Mothers

*Sections or subsections omitted from the full prescribing information are nat
Jisted.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
MIRAPEX® ER™ wblets are indicated for the treatment of the signs and symptoms of idiopathic Parkinson's disease.

2 DOSAGY AND ADMINISTRATION
2.1 General Dosing Considerntions
MIRAPEX ER tablets are taken orally once daily, with or without feod.

MIRAPEX ER 1ablets must be swaliowed whole and must not be chewed, crushed, or divided.
If a significant interruption in therapy with MIRAFEX ER fablets has occurred, re-Litration of therapy may be warranted.

2.2 Dosing for Parkinsen’s Discase
The starting dose is 0.375 mg given once per day. Based on cificacy and tolerability, dosages may be increased gradually, nat more frequently than cvery 5 to 7 duys,
first to 0.75 mg per day and then by 0.75 mg increments up to a maximum recommended dose of 4.5 mg per day.

In clinical trinis, dosage was initiated at ¢,375 mg/day and gradually titrated based an individua! therapeutic response and telerability, Doses greater than 4.5 mg/day
have not been studied in clinical trials. Patieats shouid be assessed for therapeutic response and tolerability t a minimn! interval of 5 days or Jonger afler each dase
inctement [see Clinical Studies (14)].

Due to the fiexible dose design used in clinical trials, specific dose-response information coutd not be determined [see Clirical Studies (14)).

When discontinuing therapy with MIRAPEX ER, taper the dese gradually over o period of one week. In some studics with immediate-release pramipexole tablets,
however, abrupt discontinuation was uneventful.

Dosing It Patients with Renal Impa irment
The elimination of pramipexole is dependent on renal function [see Clinica! Pharmacolegy ¢12.3)). Pafients with mild renal impairment (a creatinine clearonce above
50 mL/min) require no reduction in daily dose.

In patierds with modernte rena! impairment {creatinine clearance between 30 and 50 mL/min), MIRAPEX ER tablets should initinlly be teken every other day. Caution
should be exercised and careful assessment of therapeutic respanse and tolerability should be made before increasing to daily dosing afler one week, and before any
additionat titration in 0,375 mg increments up to 2.25 mp per day. Dose adjustment sheuld oecur no mare frequently ihan at weekly intervals.

MIRAPEX ER tabicts have not been studied in patients with severe renal impairment (creatinine clearance <3¢ mL/min) or patients on hemodialysis, and are not
recommended in these patients,

2.3 Switching from Immediate-Releasc Pramipexole Taliets to MIRAPEX ER
Patients may be switched overnight from immediate-release pramipexole tablets to MIRAPEX ER tablets at the same daily dase. When switching between immediate-
r2lcase pramipexole tublets and MIRAREX ER tablets, patients should be monitored to determine if dosage adjustment is necessary,

3 DOSAGE FORMS AND STRENGTHS

0,375 mg white to of-white, round, bevel-cdged, exiended-release tablets debossed with “ER™ on ene side and “0.375" on the other side
0.75 mg white to off-white, round, bevel-edged, extended-relcase tablets debossed with “ER™ on one side and “0.75™ on the ather side
1.5 mg white 1o off-white, oval, extended-release tablets debossed with “ER™ on ons side and “1.5™ on the other side

3 mg white ta off-white, oval, extended-relense tablets debossed with “ER” on one side and “3.0" on the other side

4.5 mg white to off-white, oval, extended-releass tablets debossed with “ER” on one side and “4.5" on the other side

4 CONTRAINDICATIONS
Nane,

5 WARNINGS AND PRECAUTIONS

5.1 Falling Aslcep During Activitics of Daily Living

Patients treated with pramipexole have reported falling asleep while engaged in activities of daily living, including the operation of motar vehicles, which sometimes
resulted in nctidents, Although many of these patients reported somaolence while on pramipexole tablets, some perceived that they had no waring signs such as
excessive drowsiness, and believed that they werc alert immedintely prior to the event. Some of these events had heen reported a5 late as onc year after the initiation of
treatment. Tn placebo-controlled clinical trials in Parkinson's diseasz, the sudden onset of sleep or sleep attacks were reported in & of 387 (2%) patients treated with
MIRAPEX ER tablets compared to 2 of 281 (1%) patients on placebo.

In early Parkinson’s disease, somnolence was reported in 36% of 223 patients treated with MIRAPEX ER, median dose 3.0 mg/day, compared to 15% of 103 patients
on placebo. [n advanced Parkinson's disease, samnolence was reported in 15% of 164 patients treated with MIRAPEX ER tablets, median dose 3 mp/day, compared to
L6% of 178 patients on placebo, Many clinical experts believe that falling aslecp while engaged in activities of daily living always occurs in a setting of preexisting
somnolence, nlthough patients may not give such & histery. For this reason, prescribers should continually reassess patients for drowsiness or sleepiness, especially
since some of the avents accur well after the start of treatment. Prescribers should also e aware thal patients may not acknowledpe drowsiness ot sleepiness until

ditectly questioned about drowsiness or sleepiness during specific activities.

Before initiating reatment with MIRAPEX ER tablets, advise patients of the potential la develop drowsiness, and specifically ask abaut factors that may incrense the
risk such as the wse of concomitant sedating medications or alcohal, the presence of sleep disorders, and concomitant medications that increase pramipexote plasma
levels {e.g., cimetidine) [see Clinical Pharmacology ¢12.3)]. 1f a patient develops significant daytime sleepiness of episodes of falling asleep during activities that
require petive parlicipation (e.g., conversations, enting, etc.), MIRAPEX ER tablets should ordinarily be discontinued. [fa decision is made 1o continue MIRAPEX ER
tablets, advise patients not to drive and to avoid other patentially dangerous activities. While dose redustion reduces the degree of somnatence, there is insufTcient
information to establish that dose reduction will climinate episodes of falling asleep while engaged in activities of daily living.

5.2 Symptomatic Orthostatic Hypotension
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Dopamine ogenists, in clinical studies and clinical experience, appear to impair the systemic regulation of bloed pressure, with resulting erthostatic hypotension,
especially during dose escalution. Parkinson's disease patients, in addition, appear to have an impaired capacity to respond to an orthostatic challenge. Far these reasons,
Parkinson's disease patients bzing trented with dopaminergic aponists, including MIRAPEX ER, ordinarily require careful menitoring for signs and symptoms of
arthostatic hypotension, especially during dose escatation, and should be informed of this nisk [see Parlenr Counseling Information (17.5)]. In placebo-controlled
clinical trials in Parkinson's disease, sympiomatic orthostatic hypotension was reparted in 10 of 387 (3%) patients trented with MIRAPEX ER tahlets compared 10 3 of
281 {1%) patients on placebo, Cne patient of 387 on MIRAPEX ER tablets discontinued treatment due to hypotension.

53 Impulse Control/Compulsive Behaviors

Case reports and the results of cross-sectional studies suggest that palients can experience intense urges to gamble, increased sexual urges, intense urges to spend
maney, binge cating, and/or ather intense urges, and the inability to control these urpges while taking ane or more af the medications, including MIRAPEX ER, that
increase central dopaminergic tone and that are generally used for the treaiment of Parkinson's disease. In some cases, although not all, these urges were reported to
have stapped when the dose was reduced or the medication was discontinued. Because patients may not recognize these behaviars as abnormal, it is impertant for
preseribers to specifically ask patients or their caregivers about the development of new or increased gambling urges, sexual urges, uncontrolled spending or other urges
while being treated with MIRAPEX ER. Physicions should consider dose reduction or stoppiny the medication if a patient develops such urges while taking

MIRAPEX ER [see Patient Counseling Information (17.3)].

A tatal of 1056 patients with Parkinson’s disease who participated in two MIRAPEX ER placebo-controlled studies of up 1o 33 wecks duration were specifically asked
at each visit about the occurrence of lhese symploms. A lotal of 14 of 387 (4%) treated with MIRAPEX ER lablets, 12 of 388 (3%) treated with immediate-relense
pramipexole tablets, and 4 of 281 (1%) weated with placebo reporied compulsive behaviors, including pathological gumbling, hypersexuality, and/or compulsive
buying.

5.4 Hallucinations
In pacebo-contralled clinical trinds in Parkinson's disease, hallucinatipns (visual or auditery or mixed) were reported in 25 of 387 {6%) patients treated with MIRAPEX
ER tablets compared to 5 of 281 (2%) paticnis receiving piacebo. Hailucinations led 1o discontinuation of treatment in 5 of 387 (1%) patients on MIRAPEX ER tablets.

Age appenrs to increase the risk of hallucinations attributable to pramipexole. In placebo-coniralled ciinical trials in Parkinson's disease, hallucinations were reported in
15 of 162 (9%} patients 265 years of age taking MIRAPEX ER tublets compaced to 10 of 225 {4%) patients <65 years of age laking MIRAPEX ER 1ablets.

5.5 Dyskinesin
MIRAPEX ER tablets may potentiate the dopaminergic side effects of levadopa and may cause ar exacerbate preexisiing dyskinesin,

5.6 Rennl ltpoirment

‘The elimination of pramipexole is dependent on renal function [see Clinfcel Pharmacology (12.3)]. Potients with mild renal impnirment (a creatinine clearence above
50 mL/min) require no reduction in daity dase, MIRAPEX ER toblets have not been studied in patients with moderate 1o scvere renal impairment (creatining clearance
<50 mL/min) or on hemodialysis [see Dosage and Administration (2.2), Usc in Specific Populations (8.6), and Clinical Pharmacology (12.3)].

5.7 Rhebdomyolysis
In the ¢linfcal development program for immediate-release pramipexole tableis, a single case of thabdomyolysis occurred in a 49-year-old mnle with advanced
Parkinson's disease. The patient was hospitalized with an elevated CPK (10,631 1U7L). The symptoms resolved with discontinuation of the medication.

Advise patients to contuct a physician if they experience any unexplained muscle pain, tenderness, or weakness, a5 these may be symptoms of rhabdomyolysis.

5.8 Retinal Pnthelogy in Rat

Animal Data

Pathologic changes (degeneration and loss of photoreceptor cells) were observed in the retina of albing rats it a 2-year carcinogenicity study, While retinal degeneration
was oot diagnosed in pigmented rats treated for 2 years, a thinning in the outer nuclear layer of the retina was stightly greater in rats given drug compared with contrals.
Evaluation of the retinas of albina mice, monkeys, and minipigs did not reveal similar ehanges. The polential significance of this effect for humans has not been
establishied, but cannot be disregarded because disruption of a mechanism that is universally present in vertebrates (ie., disk shedding) may be involved [see
Nonclinieal Toxicolagy (13.2)).

%9 Events Reported with Dopaminergic Therapy

Although the events enumerated below may not have been reported with the use of prrmipexale in its development program, they are associated with the pse af ather
dopaminergic drugs. The expected incidence of these cvents, however, is so lew thal even if pramipexole coused these evenis at rafes similar to those atitibutable o
olher dopaminergic therapies, it would be unlikely that cven a single case would have oceurred ina cohort of the size exposed to pramipexole in studies to date.

Withdrawal-Emer gent Hyperpyrexia and Confusion

Although not reported with pramipexole i the clinical development program, 2 symptom complex reszmbliny the neuraleptic malignant syndrome (characterized by
elevated temperature, musculor rigidity, altered consciousness, and autonemic instability), with no other obvious ctiology, has been reported in assaciation with rpid
dese reduction, withdrawal of, or changes in anti-Parkinsonian therapy,

Fibrotic Camplicatinns
Cases of retroperitaneal fibrosis, pulmanary infiltrates, pleural effusion, pleural thickening, pericarditis, and cnrdiac valvulopathy have been reported in patients (rented
with ergot-derived dapaminergic agents. While these complications may resolve when the drug is discontinued, complese resalution does not always occur.

Althouph these adverse events are believed to be related to the ergoline structure of these compounds, whether other, nen-ergot derived dopamine agonists can cause
them is unknown,

Cascs of possible fibratic complications, including peritoneal fibrosis, pleurnl fibrosis, and puimonary fibrasis have been reported in the postmarketing experience with
immediate-release pramipexole tablets, While the evidence is not sufficient to estzblish 2 causal relationship between pramipexole and these fibrotic complications, a
contribution of pramipexole canrot be completely ruled out.

Metanama

Epidemiologic studies have shown that patients with Parkinson's disease have 2 higher risk (2- o approximately 6-fold higher) of developing melanoma than the
gencral population. Whether the observed increased risk was due to Parkinson’s disease ar ather factors, such as drugs used to treat Parkinson's disease, is unclear.
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For the reasons sated above, patients and providers are advised 1o monitor for melanomas fraquently and on a regular basis when using MIRAPEX ER tablets for any
indication, 1deally, periodic skin examinations should be performed by appropriately qualified individuals (e.8., dermatologists).

6 ADVERSE REACTIONS

The following are discussed in greater detail in other sections of the labeling:

Falling Asleep During Activitics of Daily Living [see Warnings and Precautions {5, 1)1
Symptomatic Orthostatic Hypotension [see Warnings and Precations (5.2)]
Impulse Control/Compulsive Behaviors [se¢ Warnings and Precautions 5.3)]
Hallucinations [scc Warnings and Precautions (3.4)]

Dyskinesia [see Warnings and Precautions (5.5)]

Renal Impairment {see Warnings and Precurtions (5.6))

Rhabdomyolysis [ree Warmings and Precmulans (5.7]]

Retinal Pathology in Rat [sec Warnings and Preceuttions (3.8)]

Events Reported with Dopaminergic Therany (see Warnings and Precautions {3.9)]

a e & 0 4 4w

6.1 Clinical Trials Experience
Because clinical trials are conducted urder widely varying conditions, adverse event rates observed in the tlinical trinls of 0 drug cannot be directly compared fo rates in
the clinical trials of ariother drug {or of another development progeam of a different formulntion of the same drup) and may not reflect the rates observed in practice.

During the premarketing development of MIRAPEX ER tablets, patients with carly Parkinson's disease were treated with MIRAPEX ER tablets, placebo, or immediate-
release pramipexole tablets, In addition, o randomized, double-blind, paralle] group trial was conducted in 156 carly Parkinson's disease patients {Hochn & Yahr
Stapes I-111) o assess ovemnight switching of immediate-release pramipexole tablets 1o MIRAPEX ER tablets. In this laiter study, concomitant treatment with stable
doses of levedopa, monaamine axidzse B inhibitor (MAOB-1) drugs, anticholinergics, or amantadine, individually o7 in combination, was allowed. Ina third triai,
advonced Parkinson's disease patients received MIRAPEX ER tablets, placebo, or immediate-release pramipexole tablets as ndjunstive therapy to levodopa.

Early Parkinson's Discase
The most commonty observed adverse events (5% and more frequent than placebo) after 43 weeks of treatment with MIRAPEX ER tablets in the trial of early
Parkinson's discase palients were somnolence, nauses, constipation, dizziness, fatigue, hallucinations, dry mouth, muscle spasms, and peripheral edema,

Twenty four of 223 {11%) patients treated with MIRAPEX ER 1ablets for 33 weeks discontinued weatment due te adverse events compared to 4 of 103 (4%) paticnls
who received placeba and approximately 20 of 213 (9%) patients who received immedinte-release prumipexole tablets. The adverse event most commonly causing
discontinuation of treatment with MIRAPEX ER tablets was nausea {2%).

Table 1 lists adverse events that accurred with a frequency of at least 2% with MIRAPEX ER and were more frequent than with placebo during 33 weeks of trealment
in a double-blind, placebo-controlted study in carly Parkinson's disense. In this study, patients did not receive concamitant levodopa; however, levadopa was permitted
us rescue medication. Adverse cvents were usuatly mild (38%) or moderute {41%) in intensity.

Table! Treatment-Emergent Adverse-Event Incidence in a Double-Blind, Plncebo-Controlled 33 Week Trini in Early Parkinsan's Discase (Events 22%
of Patienis Treated with MIRAPEX ER and grenter than with Placebo)

Body Systerm/Adverse Event Placebo MIRAPEX ER Immedinte-Relense Promipexole
{n=103) (n=223) {n=213)
% % Y

Nervous system disorders

Somnolence 15 36

Dizziness 7 2 12

Tremor 1 3 3

Balante disorder 1 2 1]
IGastrointestinal disorders

Nausea 9 22 24

Constipation 2 14 12

Dry mouth 1 5 4

Vomiting 0 4 4

Upper abdominal pain i 3 4

Dyspepsia 2 3 3

Abdomina) discomfort Q 2 1
Genernl disorders and administration site conditions

Fatipue 4 i [

Peripheral cdema 4 5 8

Asthenia 2 3 I
Musculoskeletal and connective tissuc disorders

Muscle spasms 3 5 3
[Psychintric disorders

Hallucinations, including visual, suditory and mixed 1 3 [

Insomnia 3 4 4

Sleep otincks or sudden onset of sleep 1 3 &

Sleep disorder 1 2 3

Depression 0 2 ]
[njury, peisoning and procedural complicntions

Fall 1 4 4
[Vascular disorders .

Orthostatic hypotension ; 3 [1]
Enr and lnbyrinth disorders

Vertigo 1 4 2
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Melabolism and nutrition disorders
[nereased eppetite i 3 2
Respirntory, thoracic and medinstinal disorders

Cough 1 k] 3

Becauss his study used a flexible dose titration design, it was not possible ta assess the effects of dose on the incidence of adverse evenis.

Adverse events can initially accur in either the titration or maintennnce phase, Some adverse events developed in MIRAPEX ER-treated patients during the titration
phase and persisted (27 days) into the maintenance phase (i.c., MIRAPEX ER % - placebo % = treatment difference 2%}); persistent adverse events were somnolence,
nausea, constipation, faligue, and dry mouth,

A double-blind, randormized, paralte! group triut evaluated the tolerability of an overnight swilch from immediale-relezse pramipexole tablets to MIRAPEX ER tablets
at the some duily dose in 156 early Parkinson's disease patients with ar without levodopa. One of 104 patients switched from immediate-release pramipexale tablets to
MIRAPEX ER (zblets discontinued due to adverse cvents {vertigo and nausea),

Advanced Parkinsan's Disease
The most commonly observed ndverse events (25% and greater frequency than in placebo) during 18 weeks of trearment with MIRAPEX ER tablets in the trial of
ndvanced Parkinsan’s disease patients with concamitant levodopa wete dyskinesia, nauses, constipation, hallucinations, headache, and anorexia,

Eight of 164 {5%) patients treated with MIRAPEX ER tablets for 18 weeks discontinued treatment due to edverse events compared 1o 7 of 78 (4%) patienis wha
teceived placebo and 8 of 175 (5%) patients who seccived immediate-elease pramipexole tablets. The most commaoa sdverse events leading to discontinuation of
trentment with MIRAPEX ER tablets were nausea {1%) and hallucination (1%s).

Table 2 lists adverse events that occurred with a frequency of a¢ least 2% with MIRAPEX ER and were more frequent than with placebo during 18 weeks of treptment
in patients with advanced Parkinson's disease treated with MIRAPEX ER 1ablets. In this study, MIRAPEX ER tablets, immediate-release pramipexole tablets, or
plocebo was ndministered to patients who were alse receiving concamitant levodopa. Adverse events were usually mild (32%) or moderate (17%) in intensity.

Table 2 Trentment-Emergent Adverse-Event Incidence in 2 Double-Blind, Placebo-Cantrolled Trial in Advanced Parkinsen's Disense® (Events 22% of

Patients Treated with MIRAPEX ER and greater than with Plncebo)
Body System/Adverse Event Plncebo MIRAPEX ER Tramedinte-Relense Pramipexole
n=178 n=16d n=175
% Y %

Nervous system disorders

Dyskinesia 8 17 18

Headache 3 7 4

Dizziness (postural) i 2 3
Gastrointestina) disorders

Nnusen 10 11 11

Constipation 5 7 &

Solivary ltypersecretion 0 2 [

Diarrhes 1 2 1
Psychiatrie disorders

Hallucinations, including visual, auditory and mixed 2 Fl 7

Insomnia 2 4 4
Metnbolism and nutrition disorders

Anorexia 2 5 1
Musculoskeletal and conncctive tissue disorders

Back pain | 2 3

*18-week finel analysis
Because this flexible dose study used a titration design, it was not possible 1 assess the effects of dose on the incidence of adverse events.

Adverse events can initially occur in either the litration or maintenance phase. Some adverse events developed in MIRAPEX ER-trented patients during the titration
phase and persisted (=7 days) into the maintenance phase (i.¢., MIRAPEX ER % - placebn % = treatment difference 22%); persisient ndverse events were dyskinesia
and insomnia.

Laboratary Testing
During the development of MIRAPEX ER tablets, no systematic gbnarmalities on routine labaratory testing were noted. Thercfore, no specific guidance is offered
regarding rautine menitoring; the practitioner retaing responsibility for determining how best to monitor the patient in his or her care,

Orher adverse events cheerved during clinical triels of Immediate-release promipexole iablets

Adverse evenls not lisled abiove but reporied on at least twe occasions {one occasion il the event was serious) in ¢linical studies involving 2509 individuals who
received pramipexole immediate-relense tablets are listed below. The reported evens are included without regard to determination of a causal relntionship to
pmmipexole immediate-release tablets.

Bleod and fymphatic system disorders: ancmia, iron deficiency anemia, leukocytosis, lewkopenia, lymphadenitis, lymphadenopathy, thrambocytheemia,
thrombocytopenia

Cardiac disorders: angina pectoris, arrhythmia supraventricular, atrial fibrillation, atrieventricular block first degree, atrioventricular block secand degree, brudycardia,
bundle branch block, cardiac arrest, cardiac failure, cardiac failure congestive, cardiomegaly, corenary arlery acclusion, cyanosis, extrasystoles, lefl ventricular faiture,
myocardial infaretion, nodal arthythmis, sinus arthythmia, sinus bradyeardia, sinus tachyeardin, supreventricular exirasystoles, supraventricular tachycardia,
tachycardia, ventricular Gbrillation, ventricular extrasystoles, ventricular hypertrophy

Congeniial, familial, and genetic disorders; awtal septal defect, congenital oot malformation, spine malformation
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Ear and lahyrinth disorders: dealness, ear pain, hearing impaired, hypoacusis, motion sickness, vestibular ataxia
FEndocrine disorders: goiter, hyperthyroidism, hypothyroidism

FEye disorders: sccommedation abrormalitics, nmaurosis fugax, blepharitis, blepharospasm, cataract, dacryostenosis acquired, diplopia, dry eye, cye hemorrhage, eye
imritation, eye pain, eyelid edema, eyelid ptosis, glaucoma, keratitis, macular degeneration, myopia, photophobia, retinal detachment, retinal vascular disorder, scotoma,
vision abnormalities, vision blumed, visual acuily reduced, vitreous flonters

Gastrointestinal disarders: sbdominal distension, aphthous stomatitis, ascites, cheilitis, colitis, colitis ulcerative, dyspepsia, dysphagin, duodenat ulcer, duodenal ulecer
hemorrhage, enteritis, eructation, fecal incontingnce, gastric ulcer, gastric ulcer hemarthage, gastritis, gastraintestinal hemorthage, gastroesophngeal reflux disease,
gingivitis, ha¢rtatemesis, haematochezia, hemorhoids, hiatus hernia, hyperchlerhydria, ileus, inguinal hernin, intestinal obstruction, irritable bowel syndrome,
esophageal spnsm, csophageal stenasis, esophagitis, pancreatitis, periodontitis, rectal hemorrhage, reflux esophagitis, tongue edema, fongue ulceration, toothnche,
umbiical hernia

Goneral disorders: chest discomfort, chills, death, drug withdrawal syndrome, face edema, feeling cold, feeling hot, feeling jittery, lever, gait disturbance, impaired
healing, influenza-like illness, irritability, localized edema, edema, malaise, pitting cdema, thirst

Hepatobitiary disorders: biliary colic, cholecystitis, cholecystitis chronic, cholelithiasis
Immnme system disorders: drug hypersensitivity

Infeciions and infestations: nbscess, acute tonsillitis, appendicitis, Bronchiolitis, bronchilis, bronchopneumonia, cellulitis, cystitis, dental caries, diverticulitis, ear
infection, eye infection, folliculitis, funpal infection, furuncle, gangrene, pestroenteritis, gingival infection, herpes simplex, herpes zoster, hordeolum, influenza,
intervertebral discitis, laryngitis, lobar pnsumonia, nail infection, onychomycosis, oral candidiasis, orchitis, osteomyelitis, otitis externa, otitis media, paronychia,
pyeloncphritis, pyoderma, sepsis, skin infection, tonsillitis, tooth abscess, tath infection, upper respiralory tract infection, urethritis, vaginal candidiasis, vaginal
infection, viral infection, wound infection

Infuiry, poisoning, and procediral complications: accidental falls, drug toxicity epicondylitis, road traffic nccident, sunbum, tendon rupture

Metabolism and nurition disarders: cachexia, decreased appstile, decreased weight, dehydsalion, diabetes mellitus, fluid retention, gout, hypercholesteralemin,
hyperglycemin, hyperlipidemia, hyperuricemia, hypocalcemia, hypoglycemia, hypokalemia, hyponatremia, hypavitaminosis, increased creatine PK, metabolic alkalosis

Musculoskeletal and connective Hssue disorders: bone pain, bursilis, fsciitis, flank pain, intervertebml disc disarder, intervertebral disc protrusion, joint effusion, joint
stiffness, joint swelling, monarthritis, muscle rigidity, musculoskeletal stiffness, myasthenia, myapathy, myositis, nuchal rigidity, osteoarthritis, osteonecrosis,
osteoparnsis, pain In extremity, polymyalgia, rheumateid arthritis, shoulder pain, spinal osteonrthritis, fendonitis, tenosynovitis, twitching

Neoplasms beniyn, malignant, and wnspecified: abdeminal neoplasm, adenocarcinoma, adenoma benign, basal cell carcinoma, bladder cancer, breast cancer, breast
neoplasm, chronic lymphacytic leskemin, colon cancer, colorectal cancer, endomeirial cancer, gallbladder cancer, gasiric cancer, gastrointestinal neoplasm,
hemangioma, hepatic neoplasm, hepatic neopiasm malignant, lip and/or oraf cavity cancer, lung neoplasm malignant, lung cancer metastatic, ymphoma, malignant
melanome, melanocytic naevus, melestases to lung, multiple myeloma, oral neoplasm benign, neoplasm, neoplasm malignant, neoplesm prosiate, neaplasm skin,
newroma, ovarian cancer, prostale cancer, prosiatic adetoma, pseudo lymphoma, tenal neoplasm, skin cancer, skin papiiloma, squamous cell carcinoma, thyroid
neaplasm, uterine leiomyoma

Nervous system disorders: ageusia, akinesia, amnesia, nkethisia, anticholinergic syndrome, aphasia, brain edema, carotid artery oetlusion, carpal tunnel syndrome,
cerebral artery embolism, cerebral hemorrhage, cerebral infarction, cerchbral ischemia, chorea, cognitive diserder, coms, convulsion, coordination abnarmel, dementia,
depressed level of consciousness, disturbance in attention, dizziness postural, dysarthyis, dysgraphia, dystonia, extrapyramidal syndrome, facial palsy, grand mal
convulsion, hemiplegiz, hyperaesthesia, hyperkinesia, hyperreflexia, hyporeflexia, hypertonin, hypesthesia, hypotonia, Yethargy, loss of consciousness, memory
impairment, migraine, muscle contractions inveluntary, myoclonus, narcalepsy. neuralgia, neuropathy, nystagmus, parosmia, psychomoter hyperaciivity, sciatica,
sedation, sensory disturbance, sleep phase rhythm disturbance, sleep talking, stupor, syncope vasovagal, tension headache, thinking abnormalities

Psychiairic disorders: sffect tability, aggression, agitation, bradyphrenia, bruxism, suicide, delirium, delusions, delusional diserder persecutory type, disorientation,
dissaciation, cmotionnl distzess, euphoric mood, initial insomnin, libida increased, mania, middle insomnia, mood alteted, nightmare, obsessive thoughts, obsessive-
compulsive diserder, panic reaction, paranoid reaction, parnsomnia, pessonality disarder, psychotic disorder, restiessness, sleep walking, suicidal ideation

Renal and wrinary disorders; chromaturin, dysuria, glycosuria, hematuria, urgency, nephrolithiasis, neurogentc biadder, nocturia, oliguria, nollakivria, proteinurin,
venat artery stenosis, renal colic, renal cyst, renal failure, renal impairment, urinary frequency, urnary incontinence, urinary retention, urinary iract infection

Reproductive system and breast disorders: amenarehea, breast pain, dysmenarrhea, epididymitis, gynaecamastia, impotence, menopausal symptoms, menorrhagia,
metrerrhagia, ovarian cysi, priapism, prostatitis, sexual dysfunction, uterine hemorrhage, waginal discharge, vagina) hemarhage

Respiratory, thoracle, and mediasiinal disorders: apnca, aspiration, asthma, choking, chronic obstructive pulmonary disesse, dry throat, dysphonin, dyspnea exertional,
epistaxis, haemoptysis, hiccups, hyperventilation, incrensed bronchial secretion, laryngospasm, nasal cengestion, nasal dryness, nasal polyps, abstnictive airways
disorder, pharyngoleryngeal gain, pleurisy, pneumonia, pneumenia aspiration, pnesmothorax, pogtnasal drip, productive cough, pulmonary embelism, pulmonary
edema, respiratory alkalosis, respiratory distress, respiratory failure, respiratory tract congestion, thinitis allergic, rhinorrhea, sinus congestios, slecp apnoca syndrome,
sneezing, snoring, tachypnen, wheezing

Skin and subcutaneous tisswe disorders: acne, alopecin, cold sweat, dermal cyst, dermatitis, detmatitis bullaus, dermatitis contact, dry skin, ecchymosis, cezema,
erythema, hyperkeratosis, livedo reticulnris, night sweats, perlorbital cdema, petechiag, photosensitivity allergic renction, psoriasis, purpura, rash erythematous, rash
maculo-papular, rash papular, rosacen, schosrhea, seborrheic dermatitis, skin buming sensation, skin discoloration, skin disorders, skin exfoliation, skin
hyperpigmentation, skin hypertrophy, skin irritation, skin nodule, skin odor abnormal, skin uleer, urticaria

Vasewlar disorders: uneurysm, angiopathy, arteriosclerasis, circulatory coltapse, deep vein thrombosis, embalism, hematomn, hot flush, hypertensive crisis,
lymphaedema, pallor, phlebitis, Raynaud's phenomenan, shack, thrombaphlebitis, thrombosis, varicose vein

6.2 Postmorketing Experience
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The Following adverse reactions have been identified during post-approval use of immedinte-release pramipexale tablets, primarily in Parkinson®s disease patients.
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 1o drug expasure, Drecisions te include these reactions in labeling arc typicatly bosed on one ar more of the following Factors: (1) seriousness of the
reaction, (2) frequency of reporting, or {3) strength of cavsal comection to pramipexole tablets. Similar types of events were grouped into a smaller number of
standardized calegories using the MedDRA terminology: abnormal behavior, abnormal dreams, acaidents (including fall), blackouts, compulsive shopping, fatigue,
haltucinations (2l kinds), headache, hypotension (including postural hypotension), increased eating (including binge cating, compulsive eating, and hyperphagia), libide
disorders (including increased and decreased libido, and hypersexuality), pathotogical gambling, pruditus, syncope, vamiting, and weight increase.

7 DRUG INTERACTIONS
No drug interaction studies were conducted with MIRAPEX ER tablets since the putential for drug interactions mainly depends on the active drug subsiance
peamipexole and not the formulatien. Daia arc available for the immediate-release promipexole tablet fonnulation [see Clinical Pharmacology (12.3)).

7.1 Dopamine Antagonists
Since pramipexole is & dopamine agonist, it is possible that dopamine antagonists, such as the neusoleptics (phenothinzines, butyrophenones, thioxanthenes) or
metoclopramide, may diminish the effectiveness of MIRAPEX ER tablets.

7.2 DrugfLnboratory Test Internctions
There are no known interactions between pramipexole and laboratory tests.

8 USE IN SPECITIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women, MIRAPEX ER should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

When pramipexole was given to female rats throughout pregnancy, implantation was inhibited at a dose of 2.5 mg/ka/day [S times the maximum recommended human
dose (MRHD) on a mg/m? basis], Administration of 1.5 mg/kg/day of pramipexale to pregnant rats during the period of organopenesis (gestation days 7 through 16)
resulted in a high incidence of tatal resorption of embryos, The plasma AUC in rats at this dose was 4 times the AUC in humans ot the MRHD. These findings are
thoupht to be due 10 the prolzctin-lowsring effect of pramipexole, since prolactin is necessary far implantation and maintcnance of early pregnancy in rats (but not
rabbits or hutans), Because of pregmancy distuption and early embryonic loss in these studies, the teratogenic potential of pramipexole could not be adequately
evaluated, There was no evidence of adverse effects on embryo-fetal development Ffollowing administration of up io 10 mg/kp/day to pregnant rabhits during
orpanogenesis {plasma AUC was 70 times that in humans at the MRHD). Postnatal growth was inhibiled in the offspring of rats treated with 0.5 mg/kg/day
{approximntely equivalent to the MRHD on o mg/m? besis) or preater during the latler part of pregnancy and (hroughout lactation.

8.3 Nursing Mothers
A sinpie~dose, radio-labeled study showed that drug-related material was present in rat milk at concentrations three to six times higher than in plasma at equivalent time
points.

Studies have shown that pramipexole treatment resulted in an inhibition of prolactin secretion in humans and rats,

[t is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk and because of the potential for serious adverse reactions
in nuesing infants from premipexole, a decision should be made as to whether to discontinue nursing er to discontinue the drug, taking into account the importance of
the drug ta the mother,

8.4 Pediatric Use
The pharmacokinetics, safety, and efficacy of MIRAPEX ER tablels in pedintric patients have not been evaluated,

85 Geriatrlc Use

Pramipexale total oral clearance is approximately 30% Jower in subjects older than 65 years compared with younger subjects, because of e decline in pramipexale renal
clearance duc to an age-refated reduction in renal function, This resulted in an increase in elimination half-life from approximately 8,5 hours to 12 hours, !n a placebo-
controlled clinical triat of MIRAPEX ER tablets in carly Parkinson’s disease, 47% of the 259 patients worc 265 years of age. Among paticnis receiving MIRAPEX ER
tablets, hallucinotions were more commen in the elderly, occurring in 13% of the patients 265 years of age compared to 2% of the patients <65 years of age.

8.6 Patlents with Rennl Impairment
The elimination of pramipexcle is dependent upon renal function. Pramipexale clearance is extremely tow in dialysis paticnls, as a negligible amount of pramipexale is
removed by dialysis [see Dosage and ddministration (2.2), Warnings and Precautions (3.6}, and Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE
9.1 Controled Substance
Pramipexole is not & controlied substance.

9.2 Abuse nnd Dependence
Praripexole has not been sysiematically studied in animals or humans for its potential for abuse, tolerance, or physical dependence. However, in a rat model of cocaine
sell-administration, pramipexole had little ot no effect.

10 OVERDOSAGE
There is no clinical experience with significant overdosage. One patient tack 11 mg/day of pramipexole for 2 duys in a clinical trial for an investigational use. Blaod
pressure remained stable, although pulse rate increased to between 100 and 120 beats/minute, No other adverse events were reported related to the increased dose.

There is no known entidote for overdosage of a dopamine agenist. If signs of central nervous sysiem stimuletion arc present, 2 phenothiazite or other butyraphenone
neuraleptic agent may be indicated; the efficacy of such drugs in reversing the effects of overdosage has not been assessed. Management of overdose may require
genent] supportive measures along with gastric lavage, intravenous fluids, and electrocardiogram monitoring.

11 DESCRIFTION
MIRAPEX ER tablets contain pramipexcle, n non-ergot dopamine agonist. The chemical name of pramipexole dihydrochloride is (8)-2-amino-4,5.6,7-tetrahydro-6-
(propylamine)benzothinzole dihydrochloride monohydrate. Its empirical formuta is Cha Hyy N 8 - 2HC! - Hy0, and its molecular weight is 302.26.
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The strgetural formula is:

N
HzN—</ | N =2 HCl+H0
S \H
H

Pramipexole dihydrochloride is a white to off-white powder substance. Melting occurs in the range of 296°C to 301°C, with decomposition, Pramipexole
ditiydrochloride is more than 20% soluble in water, about 8% in methane!, about 0.5% in ethanof, and practically insoluble in dichloromethane.

MIRAPEX ER mblets, for oral administration, contzin €.375 mg, 0.75 mg, 1.5 mg, 3 mg, or 4.5 mg of pramipexole dilydrochloride monohydrate. Inactive ingredienis
are hypromellose, com starch, carbomer homapolymer, colloidal silican dioxide, and magnesium stearate,

12 CLINICAL PEARMACOLOGY

12.1 Mechanism of Action

Pramipexcle is a non-ergot dopamine agonist with high relative i virre specificity and full intrirsic activity at the Dy subfamily of dopamine recepiors, binding with
higher affinity to Dythan to Dy or Dareceplor subtypes.

The precise mechanism of action of pramipexole os a treatment for Parkinson's disease is unknawn, although it is believad to be related to its ahility to stimulate
dopamine receptors in the striatum, This cenclusion is supporied by clectrophysiolagic studies in animals that have demonstrated that pramipexole influences siriatal
neurona! firing rates vin activation of dopamine receptors in the siriptum and the substantia nigr, the site of neurons that send projeclions to the strigtum. The
relevance of D; receptor binding in Parkinson's disease is unknown,

12.2 Pharmacodynamics

The efTect of pramipexole on the QT interval of the ECG was investigated in a clinical study in 60 healthy male and female volunteers. All subjects initioted treatment
with 0.375 mg MIRAPEX ER tablets administered once daily, and were up-titrated every 3 days 10 2.25 mg and 4.5 mg daily, No dose- or exposure-related effect on
mean QT intervals was observed; however the study did not have a volid ossessment of assay sensitivity, The effect of pramipexole on QTe intervals at higher
exposures achicved either due 10 drug interactions {e.g., with eimetidine), renal impairment, or at higher doses has not been systematically evaluated

Although mean values remained within nosmal reference mnges throughout the study, supine systolic blood pressure (SBP), diastolic blood pressure (DB}, and pulse
rete for subjects ireated with pramipexote generally increased during the rapid up-iitration phase, by 10 mmHg, 7 mmHg, and 10 bpm higher than placebo, respectively,
Higher SBP, DBP, and pulse rates comypared ta placebo were maintzined until the pramipexale doses were tapered; values on the last day of tapering were generally
simitar fo baseline values. Such effects have not been observed in clinical studies with Parkinson's disease patients, who were titrated according to labelied
recommendations.

12.3 Pharmacokinetics

MIRAPEX ER tablets, like immediate-release pramipexole tablets, display linear pharmacekinetics over the entire clinical dosage range. Slow release of pramipcxole
from MIRAPEX ER tablets with once-daily administration results in the same daily maximum and minimurm pramipexole plasma concentrations {Caz, Cria) 25 three
times daily administration of immediale-releass pramipexole toblets.

Absarption
The nbsolute bioavailability of pramipexale is greater than $0%, indicating that it is well absorbed and undergoes little presystemic metabolism,

Increase in systemic exposure of pramipexole following oral administration of 0.375 mg to 4.5 mg of MIRAPEX ER tablets was dose-proportignal, For MIRAPEX ER
1ablets, steady state of exposure is reached within 5 days of continuous dosing.

Relative bioavailability of MIRAPEX ER tablets compared with immediate-releasc tablets was approximately 100%. In & repeat-dosc study in healthy, nonmal
volunteers, MIRAPEX ER tablets 4.5 mg administered once daily was bivequivalent with regard to Coue and AUC over 24 hours o immedinte-relense pramipexole
tablets 1.5 mg administered three times daily, The average time-to-peak concentration for MIRAPEX ER tablets is 6 hours, Administration of MIRAPEX ER tablets
with food (i.c., high-fat meal) did nat affect AUC but increased Cre by approximately 20% and delayed Tou by approximately 2 hours compared with dosing under
fasted conditions; these differences are not considered to be clinically relevant [see Dasage and Administration (2.1)).

Distribution
Pramipexole is extensively distributed, having a volume of distribution of abowt 508 L (coefficient of variation [CV] = 209%). It is ebaut 15% bound to plnsma proteins,
Pramipexole distributes into red blagd cells as indicated by &n erythrocyte-io-plasma ratio of approximately 2.

Metabolism
Pramipexole is melabolized only to a negligible extent {<10%). No specific active metabolite has been identified in human plasma or urine.

Elimination

Urinary excretion is the major voute of pramipexole elimination, with $0% of a pramipexole dose recovered in urine, almost all as unchanged drug. The renal clearance
of pramipexole is approximately 409 mL/min {CV=25%), upproximately three times higher than the glomerufar filtration rate. Thus, pramipexele is secreted by the
renal wbules, prabably by the organic cation transport system.

Pharmacakinetics in Specific Populations

Because therapy with MIRAPEX ER tablets is initiated ot a low dose and gradually titrated upward according to clinical tolerability 1o obfain the optimum therapeutic
&ffect, adjustment of the injtial dose based on gender, weight, race, or age is not necessary. Hawever, renal insulficiency causes a larpe decreage in the ability 1o
climinate pramipexole. This will recessitate dosage adjustment in patients with moderale fo severe fenal impaiment {see Dosage and Administration {2.2)).

_(ienger
Premipexole clearance is about 30% lower in women than in men, bt this difference can be accounted for by differcnces in body weight. There is no difference in
plasma halF-life between males and females.
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Age

Pramipexole clearance is reduced by approximately 30% in the elderly (aged 65 years or older) compared with young, healthy voluntcers {aged less than 40 years). This
difference is most likely due tq the reduction in renal function with age, since pramipexole clearance is correlated with renal function, as measured by greatinine
clearance.

Racs
No mcial differences in metabolism and elimination have been identified.

Hepatic rpairment
The influence of hepatic insufficiency on pramipexale phammacokinelics has not been cvaluated. Because approximately 90% of the recovered dose is excreted in the
wrine as unchanged drug, hepntic impairment would not be expected to have a significant effect on pramipexole elimination.

Repg! Impairment

Clearance of immediate-reiease promipexole was about 75% lower in patients with scvere renal impairment (creatinine clearance epproximately 2¢ mL/min} and about
60 lower in patienls with moderate impairment (creatinine clearance approximately 40 mL/min) compared with healthy volunteers [see Dosage and Administration
(2.2} and Warnings uned Precautions (5.6)]. In patients with varying degrees of renal impairment, pramipexole clearanoe carrelates well with creatinine clearance,
Therefare, creatinine clearance can be used as a predicter of the extent of decrease in pramipexole clearance.

Drug Interactions
No specific pharmacckinetic drug interaction triafs were conducted with MIRAPEX ER tablets since the potential for drug interactions mainly depends an the active
drug subsiance pramipexole and not the formulation, The foltowing interaction data were obtained using immediate-release pramipexole tablets.

Carbidopallevodopa; Carbidopaflevodopa did not influence the pharmacokinetics of pramipexole in healthy volunieers (N=10). Pramipexole did not alter the extent of
absorption {ALUIC) or the elimination of carbidepa/ievodopa, atthough it caused #n increase in levodopa Cog, by about 40% and a decrease in Ty from 2.5 w0 0.5 hours.

Selegiline: In healthy volunteers (N=F1), selegiline did not influence the pharmacokinetics of pramipexole.
Amantadine: Population pharmacokinetic znalyses suggest that amantadine may slightly decrease the oral clearance of pramipexole,

Cimetiding: Cimetidine, 2 known inhibitor of renal tubular sseretion of arganic bases via the cationic transport system, caused a 50% increase in pramipexele AUC and
2 40% increase in half-life (N=12).

Prohenseld: Peobenecid, a known inhibitor of renal tubular secretion of organic acids via the anionis transporter, did not neticenbly influence pramipexate
pharmacokinetics (N=12).

Dther drugs eliminated via renal secrerton: Population phermecokinetic analysis suggests that co-administration of drugs that are secreted by the cationic transport
system (e.g, cimetidine, ranitidine, diltiazem, triamterene, vernpamil, quinidine, and quinine) decreases the oral clearance of pramipexate by about 20%, while those
secreted by the anionic transport system (e.p., cephalosporins, peniciiling, indomethacin, hydrochiorothiazide, and chlorpropamide} are likely to have littie effect on the
oral clearance of pramigexale.

CYP interactions: Inhibitors of cytochrome P450 enzymes would not be expected to affect pramipexale elimination because pramipexole is not appreciably
mctabolized by these enzymes in vivo or fn vitrs, Pramipexole does not inhibit CYP enzymes CYPIA2, CYP2CY, CYP2C19, CYP2EL, and CYP3A4, Inhibition of
CYP2DE was observed with an apparent Ki of 30 pM, indiceting that pramipexole will not inhibit CYP enzymes at plosma cancentrations observed following the
clinical dose of 4.5 mg/day.

Drugs affecting gastraintesting] motiity or gasiric pH:
Population phamacokinetic analysis suggests that co-adminisiration of antacids (N=G) decreased the orul clearance of pramipexole by about 25%, while H2-blockers
(4=5), anlicholinergics (N=27), propulsive (N=7), and protan purnp inhibitors {N=1€) are Tikely ta have little effect on the oral clearance of pramipexele.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogencsis, Mutagenesis, Impairment of Fertility

Twa-year carcinogenicity studics with pramipexole have been conducted in mice and rats. Pramipexale was administered in the dist to mice at doses up to 10
mp/kg/day [or approximately 10 times the maximum recommended human dose (MRHD)of 1.5mg TID on mg/m? basis]. Pramipexole was administered in the diet
to rats at dases up to B mg/ke/day. These doses were agsociated with plasma AUCs up to approximately 12 times that in humans at the MRHD, No significant increases
in tumors occurred jn either species.

Pramipexole was not mutagenic or clastogenit in a battery of fr vitro (bacterial reverse mutation, V79/HGPRT pens mutation, chromosomal aberration in CHO celis)
and #a vive {mouse micronucleus) nssays.

In rat fertility studies, pramipexole ot a dose of 2.5 mg/kg/day (5 times the MRHD on a mg/m? basis) prolonged estrus cyeles and inhibited implantation. These effects
were associated with reductions in serum levels of prolnctin, 2 hormone necessary for implaniotion and maintenance of early pregaancy in rats.

13.2 Anima! Toxicofogy and/or Phnrmacology

Retinal Pathology in Albino Rats

Pathalogic changes (degenermtion and loss of photareceptor cells) were observed in the retina of albino rats in the 2-yeor carcinagenicity study with pramipexole, These
findings were first ohserved during week 76 und were dose-dependent in animals receiving 2 or 8 mg/kg/day (plasma AUCs equal 10 2.5 and 12.5 times that in humans
at the MRHD of 1.5 mg TID). In & similar study of pigmented rats with 2-years exposure to premipexole at 2 or & mg/kg/day, retinal degeneration was not observed.
Animals given drug had thinning in the cuter nuclear layer of the setina that was only slightly greater than that scen in control rats.

Investigative studies demonstrated that pramipexole reduced the rate of disk shedding from the photareceptor rod cells of the retina in albino rats, which was associnted
with enhanced sensitivity te the damaging effects of light, In a comparative study, degeneration and loss of photoreceptor cells occurred in albino mts after 13 weeks of
{reatment with 25 mg/kg/day of pramipexole {54 times the highest elinical dose ona mg/m® basis and constant light (100 lux), but not in pigmented rats expased 1o the
same dose antd higher light intensities (500 lux). Thus, the retina of albino rats is considered to be uniquely sensitive to the damaging effects of pramipexole and light.
Similar changes in the retina did not occur in & 2-yeor carcinogenicity study in albino mice treated with €3, 2, or 10 mg/kg/day (0.3, 2.2, and 11 times the highest
clinical dose on 2 mg/m’ basis). Evaluation of the retinas of monkeys given 0.1, 0.5, or 2.0 mg/kg/day of pramipexole (0.4, 2.2, and 8.6 times the highest clinica) dose
on & mg/m? basis) for 12 months and minipigs given 0.3, 1, or 5 mg/kg/day of pramipexale for 13 weeks also detected no changes.
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The potential significance of this effect in humans has not been established, but cannat be disregarded because disruption of a mechanism that is universally present in
veriebrates (i.e., disk shedding) may be involved.

Fibro-osseous Proliferative Leslens in Mice

An increased incidence of fibro-osseous protiferative lesions occurred in the femurs of female mice treated for 2 years with 0.3, 2.0, or 10 mg/kgfday (0.3, 2.2, and 1}
times the highest clinical dose on 2 mp/m? basis), Lesions occurred at a lower rate in cantro! animals, Similar lesions were oot observed in male mice or rals and
monkeys of cither sex that were treated chronically with pramipexole. The significance of this lesion to humans is not known,

14 CLINICAL STUDIES

The effectiveness of MIRAPEX ER tablets in the treatment of Parkinson's discase was supported by clinical pharmacokinetic data [see Clinical Pharmacology (12.3)]
and two randomized, double-blind, placebo-controlled, multicenter clinical trials in eacly and advanced Parkinson's disease. In both randomized studies, the Unified
Parkinson's Discase Rating Scale (UPDRS) served us o primary oulcome assessment measure, The UPDRS is a four-part multi-item rating scale intended (o evaluate
mentation (Par 1), activities of daily living (Pat II}, motor performance (Part I1I), and complications of therapy (Part iV),

Part 1l of the UPDRS contains 13 questions relnted to activities of daily living, which are scored from ¢ (normal) to 4 (maximal severity) for a maximum (worst) score
of 52. Part 11l of the UPDRS cantains 14 ilems designed to assess the severity of the cardinal motor findings in patients with Parkinson's disease (c.g., tremor, igidily,
brudykinesio, pastoral instability, ete.), scored for different body regions and hos o maximum (worst) score of 108,

Early Parkinson 's [Yiseare

The effectiveness of MIRAPEX ER 1ablets in early Parkinson's disease patients (Hoehn & Yahr Stages I-1il) who were nat on levodopa therapy was established in a
randomized, double-Blind, placebo-controlled, 3-pacallel-group clinical study. Parients were trented with MIRAPEX ER tablets, immediate-release pramipexole tablets,
or placebo; those treated with MIRAPEX ER tablets or immediate-release pramipexole tablets had a starting dose of 0.375 mg/day followed by & ftexible up-titration,
bused on efficacy and tolerability, up to 4.5 mg/day. Levadopa was permitted during the study as rescue medication. Stable doses of concomitant MAO-B inhibilors,
anticholinergics, or amantadine, individuaily or in combination, were allowed. The primary efficacy endpoint was the mean chonge from baszline in the UPDRS Parts
[1+£13 score for MIRAPEX ER tablets versus placebo following |8 weeks of treatment.

At [ weeks of treatment, the mean change from bascline UPDRS Parts I+I1 score was 8.1 points in palients receiving MIRAPEX ER tablets (n=102) and 5.1 paints
in patients receiving placebo (n=30), a difference that was statistically significant (p<0.03). Seven paticnts treated with piacebo {149%) and 3 patients treated with
MIRAPEX ER tablets (3%) received levodopa rescue medication. At {8 weeks, the mean dose of MIRAPEX ER was 3 mg/day.

"At 33-weeks, the adjusted mean improvement from baseline UPDRS Parts 11+ score wag -8.6 points in patients reeeiving MIRAPEX ER tablets (n=213), compared
to 3.8 points in patients receiving placebo (n=103).

At 18 and 33 weeks, the mean dose of MIRAPEX ER tablets was opproximately 3 mg/day. Twenty-two patients treated with placebo (21%4) and 15 patients treuted with
MIRAPEX ER teblets (7%} received levodopa rescue medication before the final assessment.

No differences in effectiveness based on age or gender were detected. Patients receiving MAOB., antichalinergics, or nmantndine hnd responses similar 1o patents not
receiving these drugs.

Advanced Parkinson’s Disease

The effectiveness of MIRAPEX ER fahleis in advanced Parkinson's disease patients (Hoehn & Yahr Stages 11-IV at “on” time) who were on concomitant levodopa
therapy {at an optimized dose} and who had motor fluctuations (a1 Yeast 2 cumulative hours of “off™ time per day) was estoblished in a randomized, double-blind,
placebo-controlled, 3-parallel-group clinicel study, Patients were treated with MIRAFPEX ER tablets, immediate-release pramipexole tablets, or placebo; those weated
with MIRAPEX ER tablets or immediate-release pramipexols tablets had a starting dose of 0.375 mg/day foltowed by a flexible up-titration over 7 weeks, based on
efficacy and tolernbility, up to 4.5 mp/day, followed by a 26 week maintenance period. Levodopa dosege reduction was permitted only in the case ol dopaminergic
adverse events, The primary efficacy endpoint was the adjusted mean change from bascline in the UPDRS Parts 11+1ii score for MIRAPEX ER tablets versus prcebio

following 18 wesks of treatment.

Al 18 weeks of treatment, the ndjusted mean improvement from baseline UPDRS Parts LI+1II scare was ~11.0 points in patients receiving MIRAFPEX ER tables
{n=1613 and 6.1 points in patients receiving placebe (n=174), (p=0.0001). At week I8, the adjusted mean improvetnent from baseline in “off* time was ~2.1 hours for
MIRAPEX ER and —1.4 hours for placeba (p=0.0199).

At 33-weeks the ndjusted mean impravement from baseline UPDRS Paris 14111 scare was —11.1 pains in patients receiving MIRAPEX ER tablets (n=117) and 6.8
points in patients receiving placebo (n=136) (p=0.0135},

Atboth 18 and 33 weeks the mean daily dose of MIRAPEX ER was 2.6 mg/day. At week |8, 4 patients (3%) in the placebo group and 14 patients (| 1%) in the
MIRAPEX ER group had decreased their levodopa duily dose compared to baselinc duee to dopaminecgic adverse events. No clinically relevant difference in
effectiveness was observed in the sub-group analyses based on gender, age, race {White vs Asian}, or concamitant use of antipackinsonian treatment (MAOB-I,
amantadine or antichalinergics).

16 HOW SUPPLIED/STORAGE AND HANDLING
MIRAPEX ER tzbiets are available s follows:

0. 375 mg: white to off-white, round, bevel-edged, exicnded-release tablets debossed with “ER™ en one side and "0.375” on the other side.

Unit of Use Bottles of 7 NDC 0597-0109-17
Unit of Use Bottles of 30 NDC 0597-0109-30
0.75 mg: white to off-while, round, bevel-zdged, extended-telease tablets debossed with “ER" on one side and “0.75" an the other side,
Unit of Use Bottles of 7 NDC 0597-0285-17
Unit of Use Bottles of 30 NDC 0597-0285-30
1.5 mg: white to o[T-white, oval, extendad-release tablets debassed with "ER" on one side and “'1.5™ on the other side.
Unit of Use Botiles of 7 WDC 0597-0113-17
Unit of Use Bottles of 3¢ NDC 0597-0113-30

Page 10 of 15



3 mg: white to off-white, oval, extended-release 1ablets debossed with “ER™ on ane side and “3,0” on the other side.
Unit of Use Bottles of 30 NDC 0597-0115-30

4.5 mg: white to off-whife, oval, exiended-release tablets debossed with “ER" on one side and “4.5” on the other side.
Unit of Use Botiles of 30 NDC ¢557-0116-30

Storage
Store nt 25°C (77°17); excursions permitted to 15°-30°C (59°-86°F) [see USP Controlled Room Temperature], Protect from exposure to high humidity. Storeina
safe place out of the reach of children.

17 PATIENT COUNSELING INFORMATION
See FDA-Approved Patient Labeling

17.1 Dosing Instructions
Instruct patients to take MIRAPEX ER tablets only as prescribed. If a dose is missed, advize patients not to double their next dose.

MIRAPEX ER tablets can be taken with or without food. If patients develop nausea, advise that taking MIRAPEX ER tablets with food may reduce the occurrence of
naused.

MIRAPEX ER toblets should be swallowed whole. They should not be chewed, crushed, or divided [see Dosage and Adminisiration 2.1)].

Pramipexole is the netive ingredient that is in both MIRAPEX ER Inblets and immediate-release pramipexole tablets. Ensure that patients do nat take both immediate-
release pramipexole and MIRAPEX ER.

17.2 Sedating Effects

Alert patients 1o the potentiel sedating efTects of MIRAPEX ER tablets, including somnolence and the possibility of falling esleep while engaged in activities of daily
living, Since somnolence is a frequent adverse event with potentially serious consequences, patients should neither drive a car nor engage in other potentialiy dangerous
petivities until they have gined sufficient experience with MIRAPEX ER tablets to gauge whether or not it affects their mental and/or motor performance adversely.
Advise patients that if increased somnalence or new episodes of failing asleep during activities of daily living {€.g., conversations or eating) are experienced at any time
during treatment, they should not drive or participate in potentially dangerous activities until they have contacted their physician. Because of possible additive effects,
caution should be advised when patients are laking other sedating medications ot alcohot in combinatian with MIRAPEX ER and wher taking concomitant medications
that incrensc plasma leveds of pramipexole (2.g., cimetidine) [see Warnings and Precautions (5. .

17.3 Impulse Control Symptoms Including Compulsive Behaviors
Patients and their caregivers should be alerted to the possibility that they may experietce intense urges ta spend maney, intense urges to gamble, increased sexual urges,
binge eating and/or other intense urges ond the inability to control these urges while taking MIRAPEX ER {see Warnings and Precautions (3.3)).

17.4 Halluciantions
[nforen patients that hallucinations can occur and that the ¢lderly are at a higher sisk than younger patients with Parkinson's disease (sce Warnings and Precautions

(5.4

17.5 Postural (Orthostatic) Hypotension

Advise patients that they may develop postural (erihostatic) hypotension, with ot without symptoms such as dizziness, nausea, fainting, or blackauts, and sometimes,
sweating. Hypotension may occur more frequently during initial therapy, Accordingly, caution patients against rising rapidiy afier sitting or lying down, especially if
they have been doing so for prolonged periods and especially at the initiation of treatment with MIRAPEX ER [see Warnings and Precantions (3.2)].

17.6 Pregnancy

Because 1he teratogenic polential of pramipexole has not been completely esiablished in laboratory animals, and because experience in humans is limited, advise
women to notify their physicinns if they become pregnant or intend to become pregnant during therapy [see Uise in Specific Populations (8.1)].

17.7 Nursing Mothers

Because of the possibility that pramipexole may be excreted in breast milk, pdvise women lo notify their physicians if they intand fo breast-feed or are breast-feeding an
infant fsee Lise in Speetfic Populations (8.3)),

Distributed by:

Boehringer Enpetheim Pharmaceuticals, [nc.
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Boehringer Ingelheim Enlernational GmbH

Address medical inquiries to; (800) 542.6257 or (BDG) 459-5906 TTY.
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Patient Information
Mirapex® ER™ fmir'-ah-pix/ (pramipexole dihydrochloride) extended-release tablets

Read the Patient Information that comes with MIRAPEX ER tablets before you start taking it and each time you refill your
prescription, The information may have changed. This leallet does not take the place of discussions with your doctor about
your medical condition or your freatment.

What is MIRAFPEX ER?

MIRAPEX ER tablets are a prescription medicine to treat the signs and symptoms of Parkinson's disease.
MIRAPEX ER tablets have not been studied in children. It is not known if MIRAPEX ER tablets arc safe or effective in children.
Pleasc speak to your doctor for more information about why MIRAPEX ER tablets were prescribed for you.

Whao should not take MIRAPEX ER?

You should not take MIRAPEX ER tablets if you are aliergic (hypersensitive) to the active ingredient (pramipexole) or any of the
other ingredients listed at the end of this leaflet.

What should I tell my doctor before taking MIRAPEX ER?

«  Before taking MIRAPEX ER, tell your doctor about all of your medical conditions, including if you
o feel sleepy during the day, if you use any medications that make you sleepy, or are taking any medication which your
doctor informs you may increase the effects of MIRAPEX ER, such as cimetidine.
have low blood pressure, or if you feel dizzy or faint, especially when getting up from a lying or sitting position.
have trouble controlling your muscles (dyskinesia).
have kidney problems.
are pregnant or plan to become pregnant. Based on animal data, MIRAPEX ER may harm your unbern baby.
are breastfeeding. It is not known if MIRAPEX ER tablets will pass into your breast milk. You and your doctar should
decide if you will take MIRAPEX ER tablets or breast-feed. You should not do both.
« drink alcohol. Alcoho! can increase the chance that MIRAPEX ER tablets will make you feel sleepy or fall asleep when
you should be awake.

e & » @

¢ Tell your doctor about all the medicines you take, including:
s any prescription and non-prescription medicines. Especially tell your doctor if you take any other medicines that
make you sleepy.
«  any non-prescription medicines, including vitamins, and herbal supplements.

Know the medicines you take. Keep a list of them and show it to your doctor and pharmacist when you get 4 new
prescription. MIRAPEX ER tablets and other medicines may interact with each other causing side effects. MIRAPEX ER
tabiets may affect the way other medicines work, and other medicines may affect how MIRAPEX ER tablets work.

How should 1 take MIRAPEX ER?

s Follow your doctor's directions carefully. MIRAPEX ER is taken once daily. Your doctor will tell you how to use MIRAPEX
ER tablets.

Your doctor may change your dose until you are taking the right amount of medicine to help control your symptoms. Do not
take more or less MIRAPEX ER tablets than your doctor tells you to.

Swallow tablets whole. Da not chew, crush, or divide MIRAPEX ER tablets.

MIRAPEX ER tablets can be taken with or without food. Taking MIRAPEX ER tablets with food may lower your chances of
getting nausea,

If you miss a dose, do not double your next dose. Skip the dose you missed and take your next regular dose.
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If you have Parkinson’s disease and are stopping MIRAPEX ER tablets, you should stop MIRAPEX ER tablets slowly over 7
days. Do not suddenly stop taking MIRAPEX ER tablets without talking to your healthcare provider. If you stop this medicine
suddenly, you may develop fever, canfusion, or severe muscle stiffness. Be sure to tell your doctor right away if you stop taking
MIRAPEX ER tablets for any reason. Do not start taking MIRAPEX ER tablets again before speaking with your doctor,

What important safety information should T know about MIRAPEX ER?

Please read this document carefirlly; many sections contain safety information.

This medicine was prescribed for you by your docter for your condition. Do not use it for another condition or give the medicine to
others.

Pramipexole is the active ingredient that is in both MIRAPEX ER tablets and immediate-release pramipexole tablets. Be sure that
you do not take both immediate-release pramipexole (MIRAPEX) and MIRAPEX ER.

Falling asleep during norma!l activities. MIRAPEX ER tablets may cause you to fall asleep while you are doing daily
sctivities such as driving, talking with other people, or eating.

Some peaple taking the medicine in MIRAPEX ER tablets have had car accidents because they fell asleep while driving.
Some patients did not feel sleepy before they fell asleep while driving. You could fall asleep without any waming.

Do not drive a car, operate a machine, or do anything that needs you to be alert until you know how MIRAPEX ER
tablefs affect you. Sleepiness caused by MIRAPEX ER may first occur as late as one year after initiation of
treatment,

Tell your doctor right away if you fall asleep while you are doing activities such as talking with people, eating, or
driving, or if you feel sleepicr than is normal for you.

Hallucinations. Hallucinations (unreal visions, sounds, or sensations) can occur in patients taking MIRAPEX ER tablets. The
chances of having hallucinations are higher in patients with Parkinson’s disease wha are elderly (defined in this case as age 65
or older). If you have hallucinations, talk with your healthcare provider.

Unusual urges. Some patients taking certain medicines to treat Parkinson's diseese, including MIRAPEX ER tablets, have
reported problems, such as gambling, compulsive eating, compulsive buying, and increased sex drive. 1f you or your family
members notice that you are developing nnusual urges or behaviors, talk to your doctor.

Melanoma. Studies of people with Parkinson®s disease show that they may be at an increased risk of developing melanoma, a
form of skin cancer, when compared to people without Parkinson’s diseasc. It is not known if this problem is associated with

Parkinson’s discase or the medicines used to treat Parkinson's disease. MIRAPEX ER tablets are one of the medicines used to
treat Parkinson’s disease; therefore, patients being treated with MIRAPEX ER tablets should have periodic skin examinations.

‘What are the possible side effects of MIRAPEX ER?

MIRAPEX ER tablets can cause serious side effects, including:

falling asleep during normal daily activities. See “What important safety information should I know about
MIRAPEX ER?"

low blood pressure when you sit or stand up quickly. You may have dizziness, nausea, fainting, or sweating. Sit and stand
up slowly after you have been sitting or lying down for a while.

hallucinations. You may see, heer, feel, or taste something that isn't there. You have a higher chance of having
hallucinations if you are over 65 years old.

unusual urges. See “What important safety information should 1 know about MIRAPEX ER?"

The most common side effects in people taking MIRAPEX ER tablets for early Parkinson’s disease are sleepiness, nauses and
vomiting, constipation, dizziness, fatigue, halluginations, dry mouth, muscle spasms, and edema (swelling of the feet and ankles).
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The most comman side effects in people taking MIRAPEX ER tablets who have later stage Parkinson’s discase are abnormal
movements, nauses, constipation, hallucinations, headache, and anorexia.

These are not all the possible side effects 6f MIRAPEX ER tablets. Tell your doctor if you have any side effcct that bothers you.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA- 1088, or by visiting
www.fda.gov/medwatch.

What should I avoid while taking MIRAPEX ER?

» Do not drlve a car, operate a machine, or do anything that needs you to be alert until you know how MIRAPEX ER
affects you. Sleepiness caused by MIRAPEX ER may first oceur as late as one year after initiation of treatment. See
“What important safety information should ¥ know about MIRAPEX ER?”

« Do not drink alcohal while taking MIRAPEX ER tablets. It can increase your chances of feeling sleepy or falling asleep
when you should be awake.

How should I store MIRAPEX ER?
o  Storc MIRAPEX ER tablets at room temperature [77°F (25°C)]. Short-term exposure to higher or lower temperatures [from
59°F (15°C) to 86°F (30°C)] is mcoeptable. Ask your doctor or pharmacist if you have any questions about storing your tablets.
+ Prolect from exposure to high humidity.
+  Keep MIRAPEX ER tablets and all medicines out of the reach of children.

What does MIRAPEX ER look like?

These pictures show what MIRAPEX ER tablets look like, Notice that each strength tablet looks different. Immediately call your
pharmacist if you receive 2 MIRAPEX ER tablet that does not look like one of the tablets shown below, as you may have received the

wrong medication.

Strength Front Back
0.375mg ‘ i;,
0.75mg

1.5mg

Img

4.5 mg

Tablets not actual size.

Other Information abont MIRAPEX ER

This Patient Information leaflet summarizes the most important information about MIRAPEX ER tablets. If you would like more
information, talk with your doctor or pharmacist. You can ask your doctor or pharmacist for more information about MIRAPEX ER
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tablets that is written for healthcare professionals. For more information, call Boehringer Ingelheim Pharmaceuticals, Inc. at 1-80C-
542-6257 or (TTY) 1-B00-459-9906.

What are the ingredients in MIRAPEX ER?
Active Ingredient: pramipexole dihydrochloride monohydrate.
Tnactive Ingredients: hypromellose, com starch, carbomer homopolymer, colloidal silicon dioxide, and magnesium stearate.

Distributed by:
Bathringet Ingelheim Pharmaceuticals, inc.
Ridpeficld, CT 06877 USA

Licensed from:
Boehringer [ngelheim international GmbH

Trademark under license from:
Boehringer Ingelheim International GmbH

©2010 Boehringer [ngelheim International GmbH
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