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VOIT R ERAE K KBRS R SRR K o

N

|(AEFRRE  WOEREEBERYE) « HRER (QEERILSEEENRYE
%38 (hypersexuality)) ~ FRASYERETE 3578 « B - TBMTEIRSSEINM o ‘
|V TR MRZE T - AIAREREMRLLEER pramipexole » BEREIEMORIBHE|:
| BRAE R o

|7 R E (R

|EBREIARE YR E(ER - TEECRAHEMEEY pramipexole 2 BTIFEEE
|75 > BILiE k% MIRAPEX PR SEEBETEYRBIERAZ - BAIEARKEIR
'|pramipexole SEBIEC 5 HIER o

(7.1 BERHERE

|E# pramipexole %% BRZENE » Fit% EiiEmRE

| (BN > FRERRERIRERY) [phenothiazines » butyrophenones  thioxanthenes) &
[metoclopramide) FTAER{E MIRAPEX PR SRS o

| 7.2 U TREY

| REREER B REEYIEL MIRAPEX $HF > I © E% ERIEMAR AT TR (
|BE TEEEMSRERSRIE ) -

5

BRZ

'|Pramipexole REEEHAZ EDMNZEIEREFE

8. A EIRBER

8.1 182

|#Z24ER C

| MR R RETA RIFHREREEIZ o E7 A AR REB R R rTAE R
(B 5 A RIEIRZ AR MIRAPEX PR ©

| REERZ RIS pramipexole AR » HRIEIINERERT 2.5 mg /A /K
(B2 (B mg / m2 A%z NBBRAEEEIE [MRHD] &9 5 13) Frilf - REEE
|REAR (RZF 7 E 16 X) » M FMBAE 1.5 mg /A /RAIEH pramipexole »
| EERIERAERIRE I o EALLHIER KRR TERE (AUC) AARE|
|28 MRHD B2 AUC B9 4 1% - —REBAE LB IRAR pramipexole SAFHEEILS |
|& (prolactin) HIYEFFIE » AABILARAXBEREMERBEZME (BER
| FEABRIE) - AATEELEMENHRNE A IRE B R AL - FitE% |
[#E T pramipexole FEEAY - ERE LML T RERFES 10mg /AF |,

|| RS - BAR B RARRIER o 1 MRRIRISR SR EE LIRS 05 mg /AR
|/ R (BFRL mg/ m2 %K MRHD AI8) SESHIERHNAR  HABRME

(8.3 ERMEBILAYEH

|ERE—HIRSE RN ARMRER B RHTENEEELTRRERR

| BRI EMRRERES 3 E 6 5 o

|BZERER > pramipexole BHIHIASEER G F 2 MIBRN D W

BRI RARILENR T EUABLADW - RAFSEYIGRABLASW > B
'|pramipexole TEHFLE T AIAES | RBENTRKIE » RILHBEZ SULEYHZRNE |,
| B RERE R R o ;
(8.4 EREZMER

| iskaT{E MIRAPEX PR SREIE RERAERNEMEI HBIRNR « K25 o

(85 TEBEAZER

H5¢ pramipexole M BIEMRE GFEEF A BINAE TRETPEE » pramipexole 7E 65 5
| EBRIORRAEEMR AL AR 30% @ EULEAMFRERIEAL 8.5 /\BF

[ 12 /0B o £ RIS RAERAFTEITIU R RIBISBRE) MIRAPEX PR SeHIERR
|8 > 259 BHENE 47% HIEES = 65 5% © 1% MIRAPEX PR SEBIMZHEES »
[EEABRBHROBRS > 2 65 mNZHESR 13% HRIE > <65 HEHIE 2% °
(8.6 BINREZEMA

RESIE o EBRAR pramipexole AFFEIBIE - F%

LB pramipexole 2IFE D o
1|9, B RS RRAE

(9.1 ERIME

'|Pramipexole FFEHIHE o

(9.2 EFRELREE

'|Pramipexole IRTEENPISK ABSEITRIAMERBEIIER ~ TSR RIBIRRARZ > B1E |
|BITRE AR AERET 5 pramipexole HE 2l \REZRFE o

10. E¥naE

RREEVRENRRCE - —AZHERBERESETIU 11 mg / XWEIEER
pramipexole WX » EMER4ERIETE - BIREIEE 100 E 120 T/ D8 o HELREIES |
[EINE RN EM T RE MRS

|2 EREHEIRE N EREEN R - SHERRGCAGRIMHS - 7ER
|phenothiazine StEft butyrophenone HEMEREYE T/ARE » BEEEYHINK
(BB E 2 (RN RACBHE - BYBENRETAERERAET—RMENS

(B S ~ FRE TR O EEED o

| 11388

. MIRAPEX PR #&E|&% pramipexole * A—TE3FE A% BREELE © Pramipexole
 dihydrochloride BI{E24782% (S)-2-amino-4,5,6,7-tetrahydro-6-(propylamino)

| berzothiazole dihydrochioride monohydrate S 5BETUR CioH17Nz'S = 2HCH
' H20 > DFEF302.26
{E245E

: /N

HN— | N +2 HCl*H,0
: S N\

‘ H

\ Pramipexole dihydrochloride ARGZEZHEME > 7 296° C E 301° C FaAlELE |
3% o Pramipexole dihydrochloride TE7KFREYARREBIB 20% > FEFREZHAL 8% »
| FECERAL 0.5% » BRFRERZERLE (dichloromethane) ° ‘
- MIRAPEX PR OBR#EHI &% 0.375 mg * 0.75 mg & 1.5 mg M E&EHEK !

' & (hypromellose) * FKRH « ERBEERESY (carbomer homopolymer) « &1t

| 12, ERREEIRE
12,1 {ERH4H
| BIRARE | ZER{EMAE - ATC code © NOLBCO5 ° ;
| Pramipexole BIFE A% EREBGHA - 1R8N D, T2 EiEZIERBBEMNE |
CHE— > NERENNTEEY 0 B D SREENESEMNEN D % D, TR -
 Pramipexole ARFCARAE AR CAERVRELIIE RIS EIAA] » BIEZEESAGIRE

' (striatum) P2z ERZEIFIHIERERM © LERTESHYEBEESMEERN
| 2 0 BLERAFTEET » pramipexole AIFEEE(CAGKABEIRERE (substantia nigra)
(LA AR R EAUREE AR P2 2 BRZAEM R 2EURIMR SRR
' % (neuronal firing rates) © D3 ZHERVAE S BMAE 7R ECRERYRAH I B ATREA o

122 888

|7 60 BEEMB IR BREZHEET—ERRSE - LEHE pramipexole #
LEE QT MRMHE - FrANZREYLIEE—X—7 0.375 mg MIRAPEX PR

| REAR AREZXAA—REIE ) BEE—XDFIB 225 mg 45 mg e R

| K33 MIRAPEX PR #f QT IR PHEE ALK SN EESEMNEE > BiIt
| BRI RAREYRA BB TR % © Pramipexole EREMZE(FA (i &
' cimetidine) » B ERBEH EMERARSEEE  EEAHKRCBE—ERS |

| AR RARNTEMREE RS EHEER 5 B4F pramipexole ZHEER
| RGBTSR 0 FADEAZ LR  DEFIRERELIRIE— ARG R - BB REAEES
10 mmHg ~ 7 mmHg £ 10 bpm ° MLEEAEERZ T > KEMOKGEE « DEFER
| BRARE— B4 pramipexole MEIZHERM ; HEHEENERE —R—MERAE |
| AE o FRFEAREKBHEREALEE Y B R RERANBRRESEPRERED o |
| 12.3 EEnH R

- BURMEIE pramipexole $eB|—#% > MIRAPEX PR felfE R ERAEI 28 EAI 2R
| ARITEEEN B E - —RARAI—IZ MIRAPEX PR SERIFRARIERERET pramipexole |
| B—REA=RZIFMEIE pramipexole SEBFIEZEERNES BRAESR/)
 pramipexole M#ERE (Cmax  Crin) ©

- IRUK

| Pramipexole BI4BSIERERT FARBIE 90% » BmERMSES » BASEIRATAIAH
: (presystemic metabolism) &g o

| OIBR 0.375 mg Z 4.5 mg MIRAPEX $281 % » (1)pramipexole B2 S RE
A SALLFIEIN o (QMIRAPEX SREIRTFEEREE 5 X > ZRI2HHR

| AEBBARACEI B SRR 0 MIRAPEX SRRIRIAEE £ BSR4 100% © TEREEENE
| FEEETNSBIZES » —RERFA—AY MIRAPEX #&8 (4.5 mg) » H 24 /\ESHAR

" B Cmax F2 AUC B E—K AR = RARMEIZ pramipexole #2%) (1.5 mg /%) Z3
| ERBHEE M - MIRAPEX SEEIEE|
| ERY—EMERR (TEISAERRE) © MIRAPEX SRAIM AUC RS2
! gg 20% > Trmax ABBEAK) 2 /)\6§ > {BiELEZR A RERARIERE

| Pramipexole BY4B43 HBES » HRERAI% 500 L (BRIAE [coefficient of

' variation » CV] = 20%) » K¥% 15% SMBEAELS o

. Pramipexole 2R EALMIKAMP - E0] ALK MIFLEE (erythrocyte-to-
| plasma ratio) #97% 2 BT ©

il

TS (<10%) - B pramipexole Wt o TEARS MBS RAP L AILENTMEAE-
MRS ERHETE o

=53

| Pramipexole FELHRRHER » AR RREIREREIZH 90% > TESTH=EER
| BUEEMERIZAR o Pramipexole B REEBRREREAIS 400 mL /98 (CV=25%) *:
RBNKERES = o ELt > pramipexole AISRB/NEDW » HFFREHBRE
CBRETERRRDW

| TRk B BB 17

' E% MIRAPEX PR SEEISEARIAR L ERIEEIR » BRBRATNZERMESHE »

| BUEERRIBERER o PIABIERRREAT 2R | 188 - \ESEE ) BBAER
© BEE pramipexole FEMAENAIE T - BILUEATEESEBIAEZERA

R

| 219 pramipexole FEFREAERE MR 30% > BILERARBEERH

' Pramipexole ER M EL M MFPH S RATRER o

| 7| = s ), ¥ 4| EE%

|/ KEI&2 pramipexole (i AUC % ABEEEA MRHD B8y 70 &) » WRFIRE BB RENEHEESNE (<408 ZEA (265%) K pramipexole B
| ERAFHE 30% © L EEIBETAEA B TIAENEEES TRFTEL > B4 pramipexole /BRRZRE
: ij%;ljsﬁﬁ— -(ANBET AT =) BRI
N

| EZREIB4AEL MIRAPEX 875 0.375mg 5 1.5mg 2% » BA AR Crax LEEEBAR
| T#60~50% > AUC BIERRREE R » HEAIILZ R ABERERR
AR

| MAREHERTINRER B E pramipexole ZEVENNEMER AR E o
| BOEEIAE 90% AEERE! - FFINAERHEY pramipexole KA IERBESATE o

RN RENEERRE > EEBAERESE (NBEERRAS 20 mL /H18) K
| ERIREIEY pramipexole BFREAIEE 75% > FEBINAEREE (NEEETARENA
TLOmL/D3E) BUIKIRER 60% o FESTEIZE Z BINAERIEE - pramipexole AFRRE |
| MEET AR AA S EARRN - FILAEETAIRERAIER pramipexole AR T2
| ERNTEAIET o

| BYREIE ‘
| BART RS EERERER - TEBUARENEEY pramipexole RS MIFEER »

| LR £ MIRAPEX PR Bttt T A REMEEN SN H RSV EER SR - U TRE
: T’E}ﬂﬁﬂ{ff-}% Efed ] pramipex?Ie fr] °) (

| FHEZE (Carbidopa) /" EZE (levodopa) : EREMERERHE (N=10) > FIL | g5 18386 » PPX ER 48 [RIRSRY) Toskese
- 5B/ ESEFEFE pramipexole FEEYE) /IS4 E - Pramipexole FEBEEREE- - - /05
' ZB/ESEHRE (AUC) SERE » BRIEASEH Cmax IBINKI 0% * Tmax Al
18 2.5 /NEEERT 2 0.5 /)\B o

' Selegiline : FEREMEREZHE (N=11) » selegiline &% pramipexole BIZH)
(EHBME o

| Amantadine : TRESZMEN B2 HWEET > amantadine R/MERECIAR pramipexole
L BYERRE o

| Cimetidine . cimetidine B4R 5REFBRRRIHIBHHEE RN ENDWIER -

' cimetidine & pramipexole AUC 341N 50% > SZ=HREM 40% (N=12) ©

' Probenecid : probenecid BiSHIREE FIERAFINEIBREETE NERWIER »

' probenecid A G AR Z
| B R EIAHIRMEEY) | REEMEN IR AR - HRCHER T ERARE
 BREZEY) (BIYN cimetidine ~ ranitidine * diltiazem  triamterene * verapamil »

1 ZET [quinidine] 8% [quinine]) EfEOAR pramipexole BIARFERAXIMEE

1 20% » BASHIERE TR RPAIRREEY) (FIMNZATAE R [cephalosporins] ~ BEF
| #% ~ indomethacin * 1524 [hydrochlorothiazide] £ chlorpropamide) #HOAR
. pramipexole BRRZH)
| CYP XXE{EA | MG PL50 BERAVINGIEIEARR

| CYP3AL SEEHIEIIER - ¥ CYP2D6 ZHNIfEFRIZRER Ki 8 (apparent Ki)

| % 30uM > FETEERERRKEIE (4.5mg /X) ZBFIBRIINMFRET -
: pramipexole ¥f CYP B =R EIMFEIERA o

| AN BB S A0 pH (BH9EEY)

| RBEEEBN N B NWEET o HHRRIEE] (N=6) BECAR pramipexole FIERRE

| RHIBEAE 25% - 18 H2- FREREI (N=5) - fAlfE#R| (anticholinergics) (N=27) » ‘
' propulsive (N=7) BEETERNHE (N=16) HOMR pramipexole BFFEMZET |
| BEIIBI)N o

13 JREEREME
1131 Bt - HREME « B AT
B NEEABRETAMEN pramipexole B o #& pramipexole HIMMKE |

VRRRENE (REBEIR 10mg AR/ R) (B mg/ m? B » KBRARER
| ABEEI& [MRHD » —R=% 1.5 mg] 89 10 &) > SHERMEARBYHIRAEIBAS |

Sme (AR JELARE LN AIC MRS MRHD B2 AUC | orisminen pramiperole ARSI (BN cimeticine) B » SIERRILHIE -

: 1723 FEERIER (B15548174) ) o
| mpssE) mEsRy (N . Al 5 ) A | AEAR AR HEBEE 5 £/ Mirapex B - A FTAEHIRETINTEISRE - REMEE) - |
| BB (colloidal silicon dioxide) EBAEAE: (magnesiumstea:ate),o,,,,,,,,,,,,,,;%QE) B8R (NEMZ [micronucleus]) BIIZAREIF > pramipexole 7R E 1 ‘
| ERBRBEIESAZES > 2.5 mg AR/ REIEHI pramipexole (X mg./ m2
| B KE9E MRHD B9 5 15) aIEREZFBEHRILINFIZER - SL/ERRMATS

132 BMENRE RS
; gk%ﬁ%ﬂ%%ﬁﬁ%ﬂﬁ%ﬁﬁ%&ﬂ@fﬁ% (BPERRERERO ) - EASIEHNE |
| ERIERE

| BIEA BRI AR 2

| TE—IEAHAMER pramipexole BUBMERZEH » BRI HEABNREELRREY
VEME (RUEARRRAVIRICELTRR) © 75385 2 3 8mg /AFr /REIE (M3 AUC 735

| HER—X=% 1.5 mg Z MRHD TEARBFRESZ AUC #9 2.5 £ 12,5 %) W& »
VELEBRRLNE 76 BHMERRE - BAKIEEH - TARKEER pramipexole

(2 8mg /AR /R) AR 2 ENEBLIEREF > WARBRAMRRCRS > BER
CRHEREKE  BYARESIREEIMEEENRERK -

| FZERER  TERMEKE > pramipexole RIFEEARARHEARARRE 2 AR KL 4BAE

» (photoreceptor rod cells) & (HEHEAMIRIEREASRAR) HEEE 7

 BRIREAEILRS o Al > FEABERERRMRAEES pramipexole ECARAIIIRIER
| FERUBREL ©

1053 2.0mg AFr/REE MU mg/ m? #ER DRIRREERKEEN 0.4 2.2
L B18.6 %) BY pramipexole &% 12 A » UG FRHE 0.3~ 1 H 5mg AR/
 REI28 pramipexole &7& 13 B » REREBSAEHEAEE o

BRERREMAE -

BRI TIIRRIS 6 /18 o ISR ERRAEIRA +|
18 Crnax 1810

ﬂir?u

R AR HPRR B

BINRERIR

pramipexole FUZEYENHEMEE o (N=12) ©

ABRRTAERR ) o
g4

E

pramipexole BJ

% - Pramipexole ¥ CYP B2 CYP1A2  CYP2C9 ~ CYP2C19 ~ CYP2E1 £

B 12 15 - EEMIEEY) © FEEE ERIDRAFEILS

N REREER  RARLREAABERUESRIHBEZAUROHER o

—IALLBIASES - BIEARBEAEER 25 mg /A /X (M mg./ m2 %8 » KE9%

7E200.3 287 10 mg /Afr /KEI&E (M mg / m2 2ER DR ARSEAEE 0.3
2.2 8111 18) B2 B{EABRMEREIEMRT ARBEHCBIEE AFHEF0.1

RS TS E MR (Fibro-osseous Proliferative Lesions) 1
C AREHAHERAREN Y > 1 0.3 203K 10 mg /AFr/KEIE (MU mg/ m2 B%EE >
| DRARSERAEIER 03228 11 15) AR 2 &% 8/ BRBNEESEEE |
- MRk A RIS o TEREFES pramipexole SAEHNA R A BERELRINHT
D IIRERBLBIRIL © LRI AR ERIEE 1R - 1
| 14, BERRREES

ERREEN2EN (FRRERAEES [12.3]) WREFHREKRBRERCERA

ETTRIMIERE A « B - UREEIRER « ShOMERRAITEE » MIRAPEX
| PR SEEISME R RERSARNR - EEMBREHAERRET - HUMSRRESL
| —8%& (Unified Parkinson’s Disease Rating Scale > UPDRS) fEAT iR o |
' UPDRS EXEAMELRS - SHZMEER > SEHMEOEIE B 1H49) « A%E |
VB (BIIH9) « EBIHE (FUIHD) BARNHEE FIVEHD) - 1
' UPDRS £ 115985 13 BEAESHERMNEE AR 0D (ER) ELH (BEE) » |
ENEREA 525 (REE) o UPDRS £ I 28 14 EEE > SEHEHERE
UERAREEES R (FIN > BR - BE  BIEEE  BBTETY) NRERE ) |
HHGRARSMBETTS  EHRSA 1085 @BE) v e
| BHE R CE 3
| MIRAPEX PR feBl$ R 12 A5 BiaR 2 RHMEHREAERA (Hoehn B Yahr 8
VFITER) BB - BE—IEMEMSA 85  IULREINE « 3 @FTARMEER

AHBRPREISRT - T EHZ MIRAPEX PR ftA| « RBCHIZL pramipexole fEBIs <t 3

| BI3ASE © 15 MIRAPEX PR $EEISURIREIR pramipexole SEEIARBEMIVIARI 8195
10375 mg /K > BIREEMERNZY - BEIEBEEA > BEEL5mg /KoK |
AN ERES BEAREBEY  TANZRERNEZETEEY BRaltls
' B (MAO-B) IPHIZIZEY) - MEMAEISK amantadine SEYMESRARSHEEE |
L o TERAHEISIES | B8N LA - LU MIRAPEX PR $2EI;4%% 18 8% UPDRS !
L3 I+ B2 BB ERRAITIER
| JATE 18 IBf% » % MIRAPEX PR feEIA%E (n=102) UPDRS % I+ BRZHE
| EECERAN ISR R -8.1 ) > AR (n=50) A% -5.1% 0 MEMERARM |
| sHREE M (p<0.03) ° ZRIEI4BE MIRAPEX PR SEBIHS 515 7 4 (14%) £ 3 £ (3%)
| BRAERT S ERIERYIAR © 5 18 186 MIRAPEX PROTIIEIBA 3 mg /K o |
+ 58 33 88 > TE3ES MIRAPEX PR feEIAEMZHE (n=213) » UPDRS 2 I1+111 &

| DZRERDYPIRBENE -8.6 0 » TRAEME (n=103) A% -38% -

' %8 18 £ 33 J8FF » MIRAPEX PR SeBIMTI9EIEN% 3 mg /K o EREHEZAT > |
" RAEEE MIRAPEX PREEEIAA IR 2278 (21%) 8154 (7%) BEERRA 777 7 e
| SERIBEYAR :

| R MIRAPEX PR SEEINARILRFHRAMIMAFER - HZEMA(LH |
B (MAOB-I) HIHIEIEEY) « AT amantadine FEYPARIIRA - BREZE
| BRI R E I AR ARIE ©
| FEIE TR T :
| MIRAPEX PR SERISI A S BR0E (RIBAIE) RUBESHNERD (BRNRR |
CTRA) BRED 208 ZREBMEREERA (H T8I BB Hoehn & Yahr
PRIV WAERE > BE—EEHOE 85 « MREERE 3 @ATTENN

| BRFRE SRR 1SR - TH BT MIRAPEX PR $5| ~ BMEIZ pramipexole $e

RETANARE © %% MIRAPEX PR SRISEHMEIZ pramipexole SEANARE A

| EIRI95 0.375 mg /X > BRISEMATEN - SEIRR 7 BRNELES ) &S |
VEL5mg /X FES 26 BRER - EELRSERTIREME  AARELE |
| BERIE - TERNGTHEIEER | RBHREE > LU MIRAPEX PR $2EIARK 18 B% |
I UPDRS % [I+IIl B 2 PUAELRNTIER (RIER) °
| AR 18 B - 1% MIRAPEX PR #28//5%% (n=161) UPDRS % I+ D ZH% |
L EREERE -11.0 9 (RER) LR (n=174) B1% -6.1 2 (p=0.0001) ©

D 2.1 /B (RIER) » REIEI4RE)

| 5 33 J8BF » 5% MIRAPEX PR $2BI5A%%E (n=177) UPDRS % [+l BBHZHHUT
VIREERNE -11.1 5 (KRER) - REEME (n=136) A% -6.80 (p=0.0135) ° |
| % 18 £ 33 88 - MIRAPEX PR $eEIf 395 BEIE194 2.6 mg /K ° 5 18 BHf - |
|AEBGRCEAER, » RRTIAR PPXER NBIA 45 (3%) H14% (11%) ZHER |
| SERAREMMEELSEEEEE - (KB  Ffe - A (BAHENA)
| GEFRE AR AREESRY) (MAOB-I emantadine SUHAIGEREY) FRETRIFOHTH > |
| BARBREIHAREHRARRREEHNER - 1
1 15, BMSNE ~ RARRATT: :

S5y HELENEE 0375 ERARE B  AREZHE - RETENE" P17 |
REZE BREERBRBATURS ° ;
L4a5 FEEERIR 0.75 EnA0E B KB 25 - REIEAZE" P27 !
REZE BEERREABIRS o }
a5 HETENE 1.5 ERa0e  RER 25 - REEEXE” P37 KA |
B BRERBHABRIRS 1

' 16. %5
BEEER 30° C AT - BERBRE AR - AENERERANSHERME o
RIEER  EERNE o

| MIRAPEX PR $2I e 2= ok AR —EAR R © B HEROERBSHFA ¥

" MIRAPEX PR $eAIEd &) —HEARFE » RIAEEBNIR MR OMEE

. MIRAPEX PR eI/ BE AR » RalEH « BRRIE o 1
» MIRAPEX PR $e&IEBE IR pramipexole SEEIREEM219% pramipexole © 7
L A EIESARFRREIEL pramipexole &2 MIRAPEX PR © 1
1 17.1 $AFFER

| FAEHIAA » MIRAPEX PR feBInI A EARFF(ER » BIEEMEEN B ES PEEER

| BIAEN - AARBATAHERBREERNE RFAREM - BATLA RHMERLR

| N MIRAPEX PR feBl R B SR 2 G @Bt 2 Al »
| PTAE AR IR RES) o

PR E R

S ERARERE AR RRE SR B 5 (PIssERes) |
| ERRAIRERE BTN E B LM 2 AT SRR E RN R IR A ARRIENED o

B PIAER AR FR > S ARIRHER MIRAPEX PR ELEMISRASAISURUER; » MK |

117348
EEAEA 0 RETASRELAE  MEEENERRERANSERARSHSE
VEHIRA o

L 17.6 23 (BBuR) {EmERSE 1
SEEHAA ARF MIRAPEX PR RIAES BB £ R (11 BY) (K M BRAE ATAEHIREEX -
VRO BED BRNEEETEER » B TAERER o BIRSaRE ) AR
+ RIEMERE o ALt
| MR £ IRsAHES: MIRAPEX PR /8RS o
175182 3
| EAH KT EREYTERET pramipexole EEAB IR > MEEARNERTE |
IR BRERAN SRR RRRTERR ;
1 17.6 IRFESILEHH |
+ B% pramipexole ATAEIE B AFPHEE BRERAITEREERHEI AREMEE o
B4R : Rottendorf Pharma GmbH 1
 Ostenfelder Strafte 51-61, 59320 Ennigerloh, Germany ({E)
| R
PETEL— RS Qe RIRROR e . RSHFEIS 54 %) § pramipexole AMEUSERY (1001w 1384 - a7y | Rottendorf Pharma GmbH

| ESMNFREIRIAE

Boehringer Ingelheim International GmbH
*! Binger Strasse 173, 55216 Ingelheim am Rhein, Germany ({2)

ARAMUELERFENLBRFRES - TEAALIAG 2%

SEENEHEE -

L]

| AEEBERESROERAR
EGFRERBSHE 251218
| B3E : 02-2503-2636

| RAAILERIE AR B RE TN AR » BRAEAN > RBEnts—BREErt |

B IRBMNIS] (RIS [disk shedding)) SEIRIE o fESTIE 1 2019 128

| RRRBT : 2020 % 06 7



Mira pexe ™ Boehringer '57  Rhabdomyolysis 16.1 Clinical Trials Experience ‘Because this flexible dose study used a titration design, it was not possible to assess the effects of dose 7.3 Drug/LaboratoryTest Interactions ' Metabolism 'medication. Stable doses of concomitant MAO-B inhibitors, anticholinergics, or amantadine,
Prol d-Rel Tablet I"II Ingelheim |Inthe clinical development program forimmediate-release pramipexole tablets, a single case of 'Because clinical trials are conducted under widely varying conditions, adverse event rates observed in ;on the incidence of adverse events. ' There are no known interactions between pramipexole and laboratory tests. : Pramipexole is metabolized only to a negligible extent (<10%). No specific active metabolite has been  individually orin combination, were allowed. The primary efficacy endpoint was the mean
rolonge elease lablets ithabdomyolysis occurred in a 49-year-old male with advanced Parkinson’s disease. The patientwas the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug (or | Aderse events can initially occur in either the titration or maintenance phase. Some adverse events '8 USE IN SPECIFIC POPULATIONS /identified in human plasma or urine. «change from baseline in the UPDRS Parts II+II score for MIRAPEX PR tablets versus placebo
0.375mg & hospitalized with an elevated CPK (10,631 1U/L). The symptoms resolved with discontinuation of the of another development program of a ifferent formulation of the same drug) and may not reflectthe ' geveloped in MIRAPEX PR-treated patients during the titration phase and persisted (=7 days) intothe /8.1 Pregnancy (Eimination ) . L ) following 18 weeks of treatment. !
0.75 me & 1medication. o ) ) ) :Tates observed in practice. ) ) ) i ‘maintenance phase (i.e., MIRAPEX PR % - placebo % = treatment difference >2%); persistent adverse  : Pregnancy Category C  Urinary excretion is the major route of pramipexole efimination, with 90% of a pramipexole dose /At 18 weeks of treatment, the mean change from baseline UPDRS Parts II+IIl score was
. g 1Advise patients to contact a physician if they experience any unexplained muscle pain, tenderness, or - During the premarketing development of MIRAPEX PR tablets, patients with early Parkinson's disease - evens were dyskinesia and insomnia. There are no adequate and well-controlled studies in pregnant women. MIRAPEX PR should be used | recovered in urine, almost all as unchanged drug. The renal clearance of pramipexole is approximately :-8.1 points in patients receiving MIRAPEX PR tablets (n=102) and -5.1 points in patients
1.5mg ‘weakness, as these may be symptoms of rhabdomyolysis. iwere treated with MIRAPEX PR tablets, placebo, or immediate-felease pramipexole tablets. In addition, :, oratoryTesting | during pregnancy onlyif the potential benefit justifies the potentialrisk to the fetus. 1400 mL/min (CV=25%), approximately three times higher than the glomerular filtration rate. Thus, | receiving placebo (n=50), a difference that was statistically significant (p<0.03). Seven patients

' pramipexole is secreted by the renal tubules, probably by the organic cation transport system.
Pharmacokinetics in Specific Populations

1 treated with placebo (14%) and 3 patients treated with MIRAPEX PR tablets (3%) received
levodopa rescue medication. At 18 weeks, the mean dose of MIRAPEX PR was 3 mg/day.

'Because therapy with MIRAPEX PR tablets is initiated at a low dose and gradually titrated upward 1At 33-weeks the adjusted mean improvement from baseline UPDRS Parts II+]II score was
+according to clinical tolerability to obtain the optimum therapeutic effect, adjustment of the initial 1-8.6 points in patients receiving MIRAPEX PR tablets (n=213), compared to -3.8 points in

'58  Retinal Changesin Albino Rat ; arzr;ﬁ?sn(lll-lzggﬁg%\?;ehrbgtg%egalr?llll;ﬂt gr:stég Stglzlv\év;SI gcr?tnsdvl\;lcttceh? r:g (1)?]6[“ eri:\qrgj IF;at (reklr ZISé)ans es g;:eniis:exole ' During the development of MIRAPEX PR tablets, no systematic abnormalities on routine laboratory  When pramipexole was given to female rats throughout pregnancy, implantation was inhibited at a

\Animal Data ‘ h h . ‘testing were noted. Therefore, no specific guidance is offered regarding routine monitoring; the 1dose of 2.5 mg/kg/day [5 times the maximum recommended human dose (MRHD) on a mg/m2basis).
Patth.olog;c changes.(deger[e(?ti(Jtn ;n(\il\;ﬁ.sls of tpholtgreceptort Fells) were to(gylserved i(? .the.retinatol; albtino ItS\ll)ijt;F:(a) rﬂsﬁgz;’z t;xt;:je;:élg :mg?tt;?(;/}xdoyécﬁ r:jcrﬁrgnsng %Eﬁg}{:ﬁ%ﬁgg'tzrsﬁgﬁ g%?ﬁz of practitioner retains responsibility for determining how best to monitor the patient in his or her care. fAd n;irpstradtion (;ft r11.5 mﬁ/l;g/day OI{ p(jrgmi phe.xtr)]le.: tq gregnar}ttrattsl duringtghe piriodbof org_?r?oglenesis
'rats in a 2-year carcinogenicity study. While retinal degeneration was not diagnosed in pigmented rats { ' " ' ' ing clinical tri i iate- i ' 3 . . R : L

| y genicly stucl. € 8 pie 1 Other adverse events observed during clinical trials of immediate-release pramipexcle tablets (gestation days 7 through 16) resulted in a high incidence of total resorption of embryos. The plasma | dose based on gender, weight, race, or age is not necessary. However, renal insufficiency causes a large | patients receiving placebo (n=103).

FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE
Treatment of the signs and symptoms of Parkinson’s disease.

Pramipexole clearance is reduced by approximately 30% in the elderly (aged 65 years or older) Advanced Parkinson’s Disease

‘compared with young, healthy volunteers (aged less than 40 years). This difference is most likely due to : The effectiveness of MIRAPEX PR tablets in advanced Parkinson’s disease patients (Hoehn &
'the reduction in renal function with age, since pramipexole clearance is correlated with renal function, | Yahr Stages II-IV at ON time) who were on concomitant levodopa therapy (at an optimized
1as measured by creatinine clearance. 1 dose) and who had motor fluctuations (at least 2 cumulative hours of OFF time per day) was
|Race ‘established in a randomized, double-blind, placebo-controlled, 3-parallel group clinical study.

Hreated for 2 years, a thinning in the outer nuclear layer of the retina was slightly greaterin rats given individually orin combination, was allowed. In a third trial, advanced Parkdinson’s disease patients i i ion 'AUCi i Ltimes the AUCin h he MRHD. These findi hough .
2 gOSAGEAN.DAg MINISTRAHON :drug comparid with controlsg. Evaluation of the retig’as of albino mice, mongkeyysgand minipigs%ﬁd not ireceived MIRAPEX PR tablets, placebo, orimmediate-release pramipexole tablets as adjunctive therapy 1?:‘.’2“5 ?A’ip;ﬁg‘rg?%@gﬁg%f l?“t ;%%%r@ﬁg‘opdagllzasagwgéc_cgzlorrIas (9”: %Tga';me];‘taqu‘éle:atsvevas 1d3§ tgltﬁgsp?gltacliigﬂf:/vve\:’;;g ;If?;i: (t)f;ralr‘ig:i;lre:xolf? :ir;izt;roeiactin is ne«f:sesarr;dflgrgisn?;;fatnt(a)gi%nt;gdbe 1 decrease in the ability to eliminate pramipexole. This will necessitate dosage adjustment in patients | At 18 and 33 weeks, the mean dose of MIRAPEX PR tablets was approximately 3 mg/day.
f/.lIlRAPEX ﬁﬁe{aﬂ smgt cl)(nSIderﬂtlons dailv. with orwithout food {reveal similar changes. The potential significance of this effect for humans has not been established, |1° levodopa. ita[r)l|e;]5 alre |1slte]d be|:wl‘|'h]e :/e Y,'r”tgd evenlts ;\rl iﬂduged V\r,ith;\ll,t reparrg It% geterlminaﬁ:,n ofra causal imaintenance of early pregnancy in rats (but not rabbits or humans). Because of pregnancy disruption with moderate to severe renal impairment, | Twenty-two patients treated with placebo (21%) and 15 patients treated with MIRAPEX PR
MIRAPEX PR tgblztz ﬁqris?bins&;a"g\;:dc ?,‘,hﬂg’:\r’:d rr?L::\tn nolt)lt;e gf?e\;ved crushed. or divided tbut cannot be disregarded because disruption of a mechanism that s universally present in vertebrates | Early Parkinson's Disease relationship to pramipexole in?mediate-release tablets s 1and early embryonic loss in these studies, the teratogenic potential of pramipexole could not be | Gender ) ) ) o 1tablets (7%) received levodopa rescue medication before the final assessment.
Al . A . " el y (i.e., disk shedding) may be involved 1 The most commonly observed adverse events (5% and more frequent than placebo) after 3 weeks of | . . . e - . . . 'ad v evaiuated. Th id f ad ﬁ bryo-fetal devel ' Pramipexole clearance is about 30% lower in women than in men, but this difference can be accounted ; No differences in effectiveness based on age or gender were detected. Patients receiving
If a significant interruption in therapy with MIRAPEX PR tablets has occurred, re-titration of therapy | (1€ disk shedding) may be involved. T : : . eon'e : \Blood and lymphatic system disorders: anemia, iron deficiency anemia, leukocytosis, leukopenia, 1adequately evaluated. There was no evidence of adverse effects on embryo-fetal development | : ; : ‘o di ; i w 1. anticholinerei i i i i
’ i . . - 1 treatment with MIRAPEX PR tablets in the trial of early Parkinson’s disease patients were somnolence, ' 1 . A ' ; iictrati ; ; ; for by differences in body weight. There is no difference in plasma half-life between males and females. | MAOB-I, anticholinergics, or amantadine had responses similar to patients not receiving these
may be warranted, 159  Patientswith psychotic disorders . Pprvidrri . oo : \lymphadenitis, lymphadenopathy, thrombocythaemia, thrombocytopenia following administration of up to 10 mg/kg/day to pregnant rabbits during organogenesis (plasma AUC ; !
SO L Toooooooooooooooooioooooooooooooooo Patients with psvch ’t-p ,dy. orders should be treated with dopamine agonists only ifthe potential ~ « Rausea, constipation, dizziness, fatigue, hallucinations, dry mouth, muscle spasrms, and-peripheral edema. - ardiac disorders: angina pectoris, arythmia supraventricular, atral fibrilation, atrioventricular black {vwas 70 times that inthumans at the MRHD). Postnatal giowith vias inhibited in the offspririg of rats
22 Dosing forParkinson’s Disease T atients with psycnotic disoraers should be treated with dopamine agonists only It the potentia | Twenty four of 223 (11%) patients treated with MIRAPEX PR tablets for 33 weeks discontinued treatment ¢ "o 222w ot B L e radvcardia, bundle branch block. cardiac anest,  treated with 0.5 me/kg/day (approximately equivalent to the MRHD on a mg/m2 basis) or greater during
The starting dose is 0.375 mg given once per day. Based on efficacy and tolerability, dosages may be benefits outweigh the risks. Co-administration of antipsychotic medicinal products with pramipexole 1due to adverse events compared to 4 of 103 (4%) patients who received placebo and approximately ;- diacgfailﬁre cardiac failure coneestive car%iiorﬁe aly coronary artery occlusion. cVanosis " lthe latter part.ofpregnancy and throughout lactation
increased gradually, not more frequently than every 5 to 7 days, first to 0.75 mg per day and then by 15 not recommended, e.g. if dopamine-antagonistic effects can be expected. 120 of 213 (9%) patients who received immediate-release pramipexole tablets. The adverse eventmost 2 =0 0 B el e’ failuge vecardial i nfagrct%o n nod a?’ arth ryh i, sinus ayr tvihrmia. sinus ‘83 Nursing Mothers '
0.75 mg increments up to a maximum recommended dose of 4.5 mg per day. 15.10  Events Reported with Dopaminergic Therapy rcommonly causing discontinuation of treatment with MIRAPEX PR tablets was nausea (2%). | Y i My ! ythnia, ythmia, e e
In clinical trials, dosage was initiated at 0.375 mg/day and gradually titrated based on individual ~ Although the events enumerated below may not have been reported with the use of pramipexole nits Table 1 lists adverse events that occurred with a frequency of at least 2% with MIRAPEX PR and were

‘bradycardia, sinus tachycardia, supraventricular extrasystoles, supraventricular tachycardia, 1A single-dose, radio-labeled study showed that drug-related material was present in rat milk at
‘tachycardia, ventricular fibrillation, ventricular extrasystoles, ventricular hypertrophy rconcentrations three to six times higher than in plasma at equivalent time points.

therapeutic response and tolerability. Doses greater than 4.5 mg/day have not been studied in +development program, they are associated with the use of other dopaminergic drugs. The expected
clinical trials. Patients should be assessed for therapeutic response and tolerability at a minimal ~:incidence of these events, however, is so low that even if pramipexole caused these events at rates
interval of 5 days or longer after each dose increment. 1similar to those attributable to other dopaminergic therapies, it would be unlikely that even a single

Due to the flexible dose design used in clinical trials, specific dose-response information could not 1;3?;;\’%"1’ f;ave occu;-rled ina col_'10rt gfcthe Size exposed to pramipexole in studies to date.
be determined. 1 Withdrawal-Emergent Hyperpyrexia and Confusion

imoderate (41%) in intensity.
\Table 1

more frequent than with placebo during 33 weeks of treatment in a double-blind, placebo-controlled
'study in early Parkinson’s disease. In this study, patients did not receive concomitant levodopa;
' however, levodopa was permitted as rescue medication. Adverse events were usually mild (38%) or

Treatment-Emergent Adverse-Event Incidence in a Double-Blind, Placebo-Controlled

' Congenital, familial, and genetic disorders: atrial septal defect, congenital foot malformation, spine
' malformation

\Ear and labyrinth disorders: deafness, ear pain, hearing impaired, hypoacusis, motion sickness,
Ivestibular ataxia

+ After multiple-dose administration of Mirapex tablets 0.375 mg or 1.5 mg, the Cmax in Japanese was Patients were treated with MIRAPEX PR tablets, immediate-release pramipexole tablets, or

1 40-50% higher than in Caucasian while there was no significant difference seen in AUC, which could be ! placebo; those treated with MIRAPEX PR tablets or immediate-release pramipexole tablets had
1 attributed to weight differences. 1a starting dose of 0.375 mg/day followed by a flexible up-titration over 7 weeks, based on

' Hepatic Impairment efficacy and tolerability, up to 4.5 mg/day, followed by a 26 week maintenance period.

| The influence of hepatic insufficiency on pramipexole pharmacokinetics has not been evaluated. | Levodopa dosage reduction was permitted only in the case of dopaminergic adverse events.

fStudies have shown that pramipexole treatment resulted in an inhibition of prolactin secretion in
'humans and rats.

/It 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 nursing infants from

- SEEIUL 1 0 Endocrine disorders: goiter, hyperthyroidism, hypothyroidism pramipexole, a decision should be made as to whether to discontinue nursing or to discontinue the
33Week Trial in Early Parkinson’s Disease (Events 22% of PatientsTreated with MIRAPEX e disorders: accommodation abnormalities, amaurosis fugax, blepharitis, blepharospasm, cataract, ~ : drug, taking into account the importance of the drug to the mother.
PRand greater than with Placebo) \dacryostenosis acquired, diplopia, dry eye, eye hemorrhage, eye irritation, eye pain, eyelid edema, 184  Pediatric Use

Because approximately 90% of the recovered dose is excreted in the urine as unchanged drug, hepatic }The primary efficacy endpoint was the adjusted mean change from baseline in the UPDRS Parts
‘impairment would not be expected to have a significant effect on pramipexole elimination. 1I+1 score for MIRAPEX PR tablets versus placebo following 18 weeks of treatment.
' Renal Impairment | At 18 weeks of treatment, the adjusted mean improvement from baseline UPDRS Parts I1+11I

o ) . Although not reported with pramipexole in the clinical development program, a symptom complex
When discontinuing therapy with MIRAPEX PR, taper the dose gradually over a period of oneweek : resembling the neuroleptic malignant syndrome (characterized by elevated temperature, muscular
(see Warnings and Precautions). In some studies with immediate-release pramipexole tablets,

' rigidity, altered consciousness, and autonomic instability), with no other obvious etiology, has been

Body System / Adverse Event

however, abrupt discontinuation was uneventful. ‘reported in association with rapid dose reduction, withdrawal of, or changes in anti-Parkinsonian Placebo  MIRAPEXPR Immediate Release Pramipexole eyelid ptosis, glaucoma, kerafits, macular degeneration, myopia, photophobia retinal detachment,  The pharmacokinetis, safety, and efficacy of MIRAPEX PR tablets in pediatric patients have not been  ¢167nce of immediate-release pramipexole was about 75% lower in patients with severe renal 'score was - 11.0 points in patients receiving MIRAPEX PR tablets (n=161) and - 6.1 points in
' : AR 1retinal vascular disorder, scotoma, vision abnormalities, vision blurred, visual acuity reduced, vitreous  : evaluated [P s . ; A : o Ay " ;
Dosing in Patients with Renal Impairment therapy (see section Dosage and Administration). (n=103) (n=223) (n=213) foaters ) ) ) ) 3 s G'e catric Use ‘impairment (creatinine clearance approximately 20 mL/min) and about 60% lower in patientswith  patients receiving placebo (n=174), (p=0.0001). At week 18, the adjusted mean improvement
The elimination of pramipexole is dependent on renal function [see Clinical Pharmacology (12.3)]. : Fibrotic Complications % % % ' TR . g " . T A . . . . ' moderate impairment (creatinine clearance approximately 40 mL/min) compared with healthy +from baseline in “off time” was -2.1 hrs for PPX ER and -1.4 hrs for placebo (p=0.0199).
Patients with mild renal impairment ( creatinine clearance above 50 mL/min) require no reduction | Cases of retroperitoneal fibrosis, pulmonary nfiltraes, pleural effusion, pleural thickening, pericardits, | Ngryous system disorders ; Sl‘zse[r’:t’i’;fsé";a]:igdg’ ss aht;d?;mdnlﬂg;tsm;g:r' 352:12?1[5 Z}g::igﬁa?j}ca'te:ecggng:’ Z?J'ctg'ﬁ?rllms ; Prlarrrlpexole totg[ oral cllearance ': aﬁpr(iXI mately 30% lo";’er n slubljects oldzr than 65 vears lcon:jpared 'volunteers. In patients with varying degrees of renal impairment, pramipexole clearance correlates well | At 33-weeks the adjusted mean improvement from baseline UPDRS Parts II+III score was
in daily dose. +and cardiac valvulopathy have been reported in patients treated with ergot-derived dopaminergic | | atve, dyspepsia, dysphagia, duot ! e age, er ’ > ;Wwith younger subjects, because of a decline in pramipexole renal clearance due to an age-relate 1 with creatinine clearance. Therefore, creatinine clearance can be used as a predictor of the extent of ;1 -11.1 points in patients receiving MIRAPEX PR tablets (n=117) and -6.8 points in patients
: Somnolence 15 36 33 1fecal incontinence, gastric ulcer, gastric ulcer hemorrhage, gastritis, gastrointestinal hemorrhage, ‘reduction in renal function. This resulted in an increase in elimination half-life from approximately

| : i A . " s A . .~ decrease in pramipexole clearance. 1 receiving placebo (n=136) (p=0.0135).
gastroesophageal reflux disease, gingivitis, haematemesis, haematochezia, hemorrhoids, hiatus hernia, 8.5 hours to 12 hours. In a placebo-controlled clinical trial of MIRAPEX PR tablets in early Parkinson’s ] Drgterctions. ! At both 18 and 33 weeks the mean daily dose of MIRAPEX PR was 2.6 mg/day. Atweek 18,

!No specific pharmacokinetic drug interaction trials were conducted with MIRAPEX PR tablets since the : 4 patients (3%)in the placebo group and 14 patients (11%) in the PPX ER group had decreased
potential for drug interactions mainly depends on the active drug substance pramipexole and not the - - their levodopa daily dose compared to baseline due to dopaminergic adverse events. No
+formulation. The following interaction data were obtained using immediate-release pramipexole ‘clinically relevant difference in effectiveness was observed in the sub-group analyses based on

In patients with moderate renal impairment (creatinine clearance between 30 and 50 mL/min), fagents. While these complications may resolve when the drug is discontinued, complete resolution Dizziness 7
- - MIRAPEX PR tablets shavld initially be faken.every.other day. Caution should be exercised and - - . (OBSMONANYSOCCUT, o S T SRR g “hyperchlorhydria, ileus, inguinal hernia; intestinal obstruction, irritable bowel-syndrome; esophageal - - ‘disease, 47% of the 259 patients were 65years of age. Among patients receiving MIRAPEX PR tablets,-
0

: " . . . i i “Tremor ! " - ™
careful assessment of therapeutic response and tolerability should be made before increasing to :Aﬁh?hllgh tt?qese adv_erse i\éents adred believed to be retlated to the etr}:gollne strlucture of these compounds, \ Bal Gisord > 'spasm, esophageal stenosis, esophagitis, pancreatitis, periodontitis, rectal hemorrhage, reflux ‘hallucinations were more common in the elderly, occurring in 13% of the patients > 65 years of age
daily dosing after one week, and before any additional titration in 0.375 mg increments up to /Whether other, non-ergot derived dopamine agonists can cause them s unknown.  Dalance disorder 1 ' esophagitis, tongue edema, tongue ulceration, toothache, umbilical hernia compared to 2% of the patients <65 years of age.
2.25 mg per day. Dose adjustment should occur no more frequently than at weekly intervals. 1 Cases of possible fibrotic complications, including peritoneal fibrosis, pleural fibrosis, and pulmonary | Gastrointestinal disorders \General disorders: chest discomfort, chills, death, drug withdrawal syndrome, face edema, feeling cold, |8.6 Patientswith Renal Impairment

. . . N L. fibrosis have been reported in the postmarketing experience with immediate-release pramipexole ' Vet L L .~ O, A S AP ' 1 gender, age, race (White vs. Asian), or concomitant use of antiparkinsonian treatment (MAOB-I,
MIRAPEX PR tables have not been stuie in patiens with severe renalimpairment ceatinine 1ot o ' evigence e sFL)Jfficient o sgtabﬁsh e retionet betweenp ram? ole ang | Nausea 9 22 24 Hfeeling hot, feeling itery, fever, gait disturbance, impaired healing, influenza-fike flness,iritability, ' The efimination of pramipexole s dependent upon renal function. Pramipexole clearance is extremely | {2DIEts: i . o ) ) 1§mantadigne oran(l,i\éholiner o ) p (
< f ; Hie ; ; ! - Wl 1den maie ) p pramip "Constipati 2 14 12 localized ed d laise, pitting ed hi Now in dialycis pafi o ; ; e | Carbidopallevodopa: Carbidopa/levodopa did not influence the pharmacokinetics of pramipexolein | BICs).
clearance <30 mL/min) or patients on hemodialysis, and are not recommended in these patients. ‘these fibrot licat tribution of | b Jetely ruled out ' Constipation 'localized edema, edema, malaise, pitting edema, thirst 1low in dialysis patients, as a negligible amount of pramipexole is removed by dialysis. | . : ; A
- X R ,these Tibrotic complications, a contribution of pramipexole cannot be completely ruled out. "Drv mouth 1 5 L ' Hepatobiliary disorders: biliary colic, cholecystitis, cholecystitis chronic, cholelithiasis ' rhealthy volunteers (N=10). Pramipexole did not alter the extent of absorption (AUC) or the elimination 115 HOW SUPPLIED
23 Switching from Immediate-Release Pramipexole Tablets to MIRAPEX PR 'Melanoma 2y ; S N S ’ 9 DRUG ABUSE AND DEPENDENCE ' of carbidopa/levodopa, although i dani in levodopa C..... by ab % and a d ; i .
. . : ’ i . -lhanoma - ’ . . . . L — Immune system disorders: drug hypersensitivity of carbidopa/levodopa, although it caused an increase in levodopa ., by about 40% and a decrease : MIRAPEX PR tablets are available as follows:
Patients may be switched overnight from immediate-release pramipexole tablets to MIRAPEX PR | Epidemiologic studies have shown that patients with Parkinson’s disease have a higher risk (2-to | Vomiting 0 4 4 ' nfections and infestations: abscess, acute tonsilitis, appendicits, bronchiofitis, bronchitis 9.1 Controlled Substance 'inT... from 2.5t 0.5 hours. '0.375mg  white to off-white, round, biconvex, bevel-edged, extended-release tablets
tablets at the same daily dose. When switching between immediate-release pramipexole tablets and approximately 6-fold higher) of developing melanoma than the general population. Whether the . Upper abdominal pain 1 3 4 : ; : DSCESS, acy 11, appendicitis, bronchiotitis, bronchitis, ‘Pramipexole is not a controlled substance. ' Seleqfline: In healthy vol N=11), selegiline did not infl he ph kinetics of ; ith "P1” on one side anc ing i
. . S . . | ‘ : o THd | ‘bronchopneumonia, cellulitis, cystitis, dental caries, diverticulitis, ear infection, eye infection | 1 Selegiline: In healthy volunteers (N=11), selegiline did not influence the pharmacokinetics o | debossed with "P1” on one side and the Boehringer Ingelheim company symbol on
MIRAPEX PR tablets, patients should be monitored to determine if dosage adjustment is necessary. ‘observed increased risk was due to Parkinson’s disease or other factors, such as drugs used totreat " Dyspepsia 2 3 3 folliculitis fungal infecﬁon fuyruncle éangrene gasfroenteritis gi‘ngival infectioyn herpes simi)lex 9.2 Abuseand Dependence | pramipexole. ! the other side.
3 DOSAGE FORMS AND STRENGTHS i Parkinson’s disease, is unclear. ) ) ) I Abdominal discomfort 0 2 1 ' herpes zoster, hordeolum, influenza, intervertebral discitis, laryngitis, lobar pneumonia, nailinfection,  Pramipexole has not been systematically studied in animals or humans forits potential forabuse, | Amantadine: Population pharmacokinetic analyses suggest that amantadine may slightly decrease the 10.75mg  white to off-white, round, biconvex, bevel-edged, extended-release tablets
0.375mg  white to off-white, round, biconvex, bevel-edged, extended-release tablets debossed For the reasons stated above, patients and providers are advised to monitor for melanomas frequently ""General disorders and :onychomycosis, oral candidiasis, orchitis, osteomyelitis, otitis externa, otitis meda, paronychia, ‘tolerance, or physical dependence. However, in a rat model of cocaine self-administration, pramipexole: oral clearance of pramipexole. ; debossed with ”P2” on one side and the Boehringer Ingelheim company symbol on
with "P1” on one side and the Boehringer Ingelheim company symbol on the other side. :and on a regular basis when using MIRAPEX PR tablets for any indication. Ideally, periodic skin  administration site conditions *pyelonephritis, pyoderma, sepsis, skin infection, tonsilits, tooth abscess, tooth infection, upper ;1ad fttle orno effect. : Cimetidine: Cimetidine, a known inhibitor of renal tubular secretion of organic bases via the cationic the other side.
0.75mg  white to off-white, round, biconvex, bevel-edged, extended-release tablets debossed ;examinations should be performed by appropriately qualified individuals (e.g. dermatologists). Fatigue L 3 3 irespiratory tract infection, urethritis, vaginal candidiasis, vaginal infection, viral infection, wound '10  OVERDOSAGE ‘transport system, caused a 50% increase in pramipexole AUC and a 40% increase in half-life (N=12). ' :1.5mg  white to off-white, oval, biconvex, extended-release tablets debossed with "P3” on
with "P2” on one side and the Boehringer Ingelheim company symbol on the other side. | Dystonia N o . ' L Peripheral edema A 5 8 linfection ‘There s no clinical experience with significant overdosage. One patient took 11 mg/day of pramipexole | Probenecid: Probenecid, a known inhibitor of renal tubular secretion of organic acids via the anionic one side and the Boehringer Ingelheim company symbol on the other side.
15mg  white to off-white, oval, biconvex, extended-release tablets debossed with "P3” on one ;Patients with Parkinson’s disease may present with axial dystonia such as antecollis, camptocormia or ; Z€rPhe ' Injury, poisoning, and procedural complications: accidental falls, drug toxicity epicondylitis, road traffic :for 2 days in a clinical trial for an investigational use. Blood pressure remained stable, although pulse ' transporter, did not noticeably influence pramipexole pharmacokinetics (N=12). ‘16 STORAGE
ide and the Boehringer Ingelhei bol on the other sid pleurothotonus (Pisa Syndrome). Dystonia has occasionally been reported following initiation of ' Asthenia 2 3 1 fSersd , " ! ’ latad ; ' ' imi i ion: i ineti i ' . - .
side and the Boehringer Ingelheim company symbol on the other side. P onamine aronists including praminexole. athouah a clea cavsal rlationshio has aot been ' oskeletaland _ accident, sunburn, tendon rupture ‘rate increased to between 100 and 120 beats/minute. No other adverse events were reported related to ‘Otherdr.ugs ehmmated via renal secretion: Population gha(macokmetlc analysis suggests that ! Store under 30°C. Protect from exposure to high humidity. Store in a safe place out of the reach
4 CONTRAINDICATIONS ;doparnine ag 8 pramipexole, atthoug P + Musculoskeletal and connective ' Metabolism and nutrition disorders: cachexia, decreased appetite, decreased weight, dehydration, ~ 'the increased dose. +co-administration of drugs that are secreted by the cationic transport system (e.g,, cimetidine, ! of children.

e . restablished. Dystonia may also occur several months following medication initiation or adjustment. If ' tissue disorders o . . : ' : e "ranitidine, diltiazem, triamterene, verapamil, quinidine, and quinine) decreases the oral clearance of A )
Hypersensitivity to pramipexole or any other component of the product. dystonia occurs, the dopaminergic medication regimen should be reviewed and an adjustment diabetes mellitus, fluid retention, gout, hypercholesterolemia, hyperglycemia, hyperlipidemia, g ) , verapamil, q »and g ' Expiry Date: Please refer outside box.

5 VWARNINGS AND PRECAUTIONS -~~~ consideted. - o o AT ‘Musclespasms ¢ 3 5 3 "hyperuricemia, hypocalcemia, hypoglycemia, hypokalemia, hyponatremia, hypovitaminosis, increased :stimulation are present, a phenothiazine or other butyrophenone neuroleptic agent may be indicated; : pramipexole by about 20%, while those secreted by the anionic transport system (e.g., cephalosporins, 117- - - - PATIENT COUNSELING INFORMATION

creatine PK, metabolic alkalosis

51 Falling Asleep During Activities of Daily Lving ; i At . AugmentationinRLS ; IR . 1 Hallucinations, including 1 5 6 :Musculoskeletal and connective tissue disorders: bone pain, bursitis, fasciitis, flank pain, intervertebral ~ : of overdose may require general supportive measures along with gastric lavage, intravenous fluids, and ; the oral clearance of pramipexole. )  Instruct patients to ake MIRAPEX PR tablets only as prescribed. Ifa dose s missed, advise
Patients treated with pramipexole have reported falling asleep while engaged in activities of daily | Reports in the literature indicate that treatment of RLS with dopaminergic medications can resultin 1 N N s . . oo e o : e . R Y - Inhib f h 1d not b d to aff le ' patients not to double their next dose.
wraypasuy Al cing el h : ; : P ' ) ' visual, auditory and mixed \disc disorder, intervertebral disc protrusion, joint effusion, joint stiffness, joint swelling, monarthritis, electrocardiogram monitoring.  CYP interactions: Inhibitors of cytochrome P450 enzymes would not be expected to affect pramipexole | > ) ) )
g " living, including the operation of motor vehicles, which sometimes resulted in accidents. Although  :augmentation. i e y i L . i S . Lo o ' aliminati i - ; i invivo of in Vi + MIRAPEX PR tablets can be taken with or without food. If patients develop nausea, advise that
1agurgaog \ U : h ; . w : . : . : i 3 L L 'muscle rigidity, musculoskeletal stiffness, myasthenia, myopathy, myositis, nuchal rigidity w +elimination because pramipexole is not appreciably metabolized by these enzymes invivo orinvitro. 1 "™ i
: many of these patients reported somnolence while on pramipexole tablets, some perceived that  : Augmentation refers to the earlier onset of symptoms in the evening (or even the afternoon), increase : 1nsomnia L osteoarthritis. osteonecrosis. osteonorosis. nain in extremity. olvmvaleia. theumatoid arthritis. 11 DESCRIPTION . . . )  Pramipexole does not inhibit CYP enzymes CYP1A2, CYP2C9, CYP2C19, CYP2E1, and CYP3AG. +taking MIRAPEX PR tablets with food may reduce the occurrence of nausea.
they had no warning signs such as excessive drowsiness, and believed that they were alert 1in symptoms, and spread of symptoms to involve other extremities. Augmentation was specifically | Sleep attacks or sudden 1 3 6 ! should 1S, 051 Lost ! it pt d] n? " X .‘t.y’ ﬁwyt h¥ gla, e ’ 'MIRAPEX PR tablets contain pramipexole, a non-ergot dopamine agonist. The chemical name of Inhibition of CYP2D6 was observed with an apparent Ki of 30 uM, indicating that pramipexole will not  MIRAPEX PR tablets should be swallowed whole. They should not be chewed, crushed, or
immediately prior to the event. Some of these events had been reported as late as one year after the | investigated in a controlled clinical trial over 26 weeks. 11.8% of patients in the pramipexole group and | onset of sleep :7\1 e(:)u y air’;)sa;)rgn?pmnglsi e: :m ;n';’u;: eocri]flieltsf :bn d‘:f%?g;} r]]se’o Ilagmmagdenocarcinoma adenoma ! pramipexole dihydrochloride is (S)-2-amino-4,5,6, 7-tetrahydro-6-(propylamino)benzothiazole 'inhibit CYP enzymes at plasma concentrations observed following the clinical dose of 4.5 mg/day, ~  divided.
initiation of treatment. In placebo-controlled clinical trials in Parkinson’s disease, the sudden onset 19.4%in the placebo group experienced augmentation. Kaplan-Meier analysis of time to augmentation | Sleep disorder 1 2 3 b P bacal s bladd P b b R e iaa oot Lo idiydrochloride monohydrate. ts empirical formula s Cyq Hyy Ny S + 2HCIH,0, and its molecular o otersing aastrointestinal motifty o gastric pH: +Pramipexole is the active ingredient that s in both MIRAPEX PR tablets and immediate-release
r— of sleep or sleep attacks were reported in 8 of 387 (2%) patients treated with MIRAPEX PR tablets ' showed no significant difference between pramipexole (N = 152) and placebo groups (N = 149). ; Depression 0 2 0 | \ erll(]gn" asal cél carcmorr;a, a I er Cancer,d reast Falncen feasltlgfﬁé[é asm, chronic lymphocytic —\yeight s 302.26. i | Population pharmacokinetic analysis suggests that co-administration of antacids (N=6) decreased the | Pramipexole tablets. Ensure that patients do not take both immediate-release pramipexole and
compared to 2 of 281 (1%) patients on placebo, el R ° 1 D¢ 1on tleukemia, colon cancer, colorectal cancer, endometrial cancer, gallbladder cancer, gastric cancer, "The structural formula is: B e Do oo (L), et oroioe (oo | MIRAPEX PR,
— neon’s di (369 : : 12 emnants in stool : Injury, poisoning and procedural gastrointestinal neoplasm, hemangioma, hepatic neoplasm, hepatic neoplasm malignant, lip and/or +oral clearance of pramipexole by about 25%, while H2-blockers (N=5), anticholinergics (N=27), ; .
In early Parkinson’s disease, somnolence was reported in 36% of 223 patients treated with MIRAPEX : ; . . g ! d . ) - - 17.1  Sedating Effects
— NSO mg/da7 onToaed 10 15% of 103 nafierts on claeebe, I atanced Parkinsons +Some patients have reported the occurrence of remnants in faeces which may resemble intact ' complications ‘oral cavity cancer, lung neoplasm malignant, lung cancer metastatic, lymphoma, malignant melanoma, | :propulsive (N=7), and proton pump inhibitors (N=16) are likely to have little effect on the oral clearance :AI S X il sedlatine effects of MIRAPEX PR tablets. includi |
— ™ - Y, compared 1o 15 f Of 105 p praceno. ON'S ' MIRAPEX prolonged-release tablets. If patients report such an observation, the physician should Fall 1 L A 'melanocytic naevus, metastases to lung, multiple myeloma, oral neoplasm benign, neoplasm, ! of pramipexole. +Alert patients to the potential sedating effects of MIRAPEX PR tablets, including somnolence
—— disease, somnolence was reported in 15% of 164 patients treated with MIRAPEX PR tablets, median 1 g5cec patient’s response to therapy. 'Vascular disorders ‘neoplasm malignant, neoplasm prostate, neoplasm skin, neuroma, ovarian cancer, prostate cancer, 13 NONCLINICALTOXICOLOGY ;and the possibilty offalling asleep while engaged in acthviies of daily iving, Since somnolence
—_— ¥ 092920 ELUBEY ¥EGT dose 3 mg/day, compared to 16% of 178 patients on placebo. Many clinical experts believe that - . ! ! : ' ' o OTTIN oo ‘ . . ’ . " +is a frequent adverse event with potentially serious consequences, patients should neither drive
= = X . . o e . . L ‘5, ' T T ' prostatic adenoma, pseudo lymphoma, renal neoplasm, skin cancer, skin papilloma, squamous cell N '13.1  Carcinogenesis, Mutagenesis, Impairment of Fertili ' : . A . . .
i = c/" falling asleep while engaged in activities of daily living always occurs in a setting of preexistin 5.2 Drugwithdrawal syndrome ' Orthostatic hypotension 1 3 0 iprost - o ' ’ ’ ! g 10genesis, Vutagenesis, impa ty - . "a car nor engage in other potentially dangerous activities until they have gained sufficient
ﬁ gggggg gfggg:ﬁ f;sfég somngolencg althoughgpgtients may not give suych a hgistory,)}or this reason, pregsmﬁers shouﬁj A drug withdrawal syndrome has been reported during or after discontinuation of dopamine agonists | Ear and labyrinth disorders jcarcinoma, thyroid neoplfxsm, uterine leiomyoma e . / | 1 Two-year carcinogenicity studies with pramipexole have been conducted in mice and rats. Pramipexole 1 eynarience \%Vltgh MIRAPE)? PR table%/s to ggauge whether or not it affyects thgeir mental and/or
g = - = continually reassess patients for drowsiness or sleepiness, especially since some of the events occur | including pramipexole. Risk factors may include high cumulative dopaminergic exposure. Withdrawal | Vgrtigo 1 I > Nervous system disorders: ageusia, akinesia, amnesia, akathisia, anticholinergic syndrome, aphasia,  :HoN N +2 HCI+H,0 1was administered in the diet to mice at doses up to 10 mg/kg/day [or approximately 10 times the ' motor performance adversely. Advise patients that if increased somnolence or new episodes of
g@ﬁi@ﬂ%’ﬁ well after the start of treatment. Prescribers should also be aware that patients may not acknowledge | symptoms do not respond to levodopa, and may include apathy, anxiety, depression, fatigue, sweating | - — ibrain edema, carotid artery occlusion, carpal tunnel syndrome, cerebral artery embolism, cerebral | \ smaximum recommended human dose (MRHD) of 1.5 mgTID on a mg/m? basis]. Pramipexolewas . lino asleep during activities of daily living (e.g., conversations or eating) are experienced at
= ; f frym : ; : : ; i ‘P : P : ; i . Metabolism and nutrition rhemorrhage, cerebral infarction, cerebral ischemia, chorea, cognitive disorder, coma, convulsion ' S ' administered in the diet to rats at d to 8 mg/ke/day. These d iated with pl jtatiing P g yiving t€.8., AV 5 P
e drowsiness or sleepiness until directly questioned about drowsiness or sleepiness during specific ~ and pain. Prior to discontinuation, patients should be informed about potential withdrawal symptoms, | disorders : IMhase, ) g ) C ! , Coma, uision, | H +administered in the diet to rats at doses up to mg/kg/day. These oses were associated ith plasma 3 time during treatment, they should not drive or participate in potentially dangerous
®§ B} 5% activities. :and closely monitored during and after discontinuation. In case of severe withdrawal symptoms, Irlmrease Tappetite 1 3 5 3Sﬁ’zgzﬂgastg]sfﬁg?m@;’rsﬁn@.eztyf'g:jae,)pr{]gssfydsmaoéxﬂ;%umsir&eaﬁy?:ﬁmnfgec;;apt;fsnyngrna{n dmal H 1AUCs uz to ap;r)lrommat.ely 12times that in humans at the MRHD. No significant increases in tumors 5tiities until they have contacted their physician. Because of possible additive effects, caution
Before initiating treatment with MIRAPEX PR tablets, advise patients of the potential to develop ~ ;temporary re-administration of a dopamine agonist at the lowest effective dose may be considered. ! ” O y A ‘ i "5 ! soccurredin either species. :should be advised when patients are taking other sedating medications or alcohol in
7777777777777777777777777777777777777777777777777777777777777777777777777 ; ifi i ; - T icand - - .convulsion, hemiplegia, hyperaesthesia, hyperkinesia, hyperreflexia, hyporeflexia, hypertonia, - - - - ip e e deris awhi i - Melti i1 the --Pramipexole was not mutagenic or clastogenic in a battery of in-vitro (bacterial reverse mutation; - - - - -1~oc oo gy Ry St orhist
drowsiness, and specifically ask about factors that mayincrease the risk suchras the ose of 6~~~ ADVERSE REACTIONS ; Respiratory, theracicand ;conutsion o r PELEA S, bk . 8 +Pramipexole dihydrochiorideris a white to off-white powder substance: Melting occurs in therange of - FaMipex Utage 0g 3 attery CLEMaFEVErSe muitation, “combination with MIRAPEX PR and when taking concornitant medications that increase
concomitant sedating medications or alcohol, the presence of sleep disorders, and concormitant iy e e o  mediastinal disorders 1 hypfstr?sna, hypoltoTa, Iethargly, loss OfCOTSC“’”S”eSSi memorylm;t)ﬁlrmerlt, migraine, muscle 1296°C to 301°C, with decomposition. Pramipexole dihydrochloride is more than 20% soluble in water, : Y79/HGPRT gene mutation, chromosomal aberation in CHO cells) and in vivo (mouse micronucleus) - ; pjasma levels of pramipexole (e.g., cimetidine).
Mirapexe medications that increase pramipexole plasma levels (e.g., cimetidine). If a patient develops E—Pneumonia  Cough 1 3 3 jcon Lac '°ft‘5 T\VO un ify, myoc ?nus, n;rgo epsy, neura:j 51:‘» T)eUFOPal Y, ”Va agmrl:s,r?arzifr?lai) :about 8% in methanol, about 0.5% in ethanol, and practically insoluble in dichloromethane. 1assays. ‘ ) ) . 1172 Impulse Control Symptoms Including Compulsive Behaviors
P significant daytime sleepiness or episodes of falling asleep during activities that require active ; ona B this studv used a fleble dose tiration desian. i bossiblet the effects of dose . Plsyc frh‘(" or type’ac vity sciatica, se lat'°”'.se"hs°'z ‘a ”’th?”f?» S egp P asl?tf ythm disturbance, - \iRAPEX PR tablets, for oral administration, contain 0.375 mg, 0.75 mg, or 1.5 mg of pramipexole +In rat fertilty studies, pramipexole at a dose of 2.5 mg/kg/day (5 times the MRHD on a mg/m?basis) | paants and their caregivers should be alerted to the possibility that they may experience
ProIonged-ReIease Tablets participation (e.g, conversations, eating, etc.), MIRAPEX PR tablets should ordinarily be :%.d,so,d?r? . . : ect?]usg '[;S stu yfusde aflexi et ose titration design, it was not possible to assess the effects of dose :;ee;;,_a[ _|n§j S liipor,. sy]{fnc?i)ebyﬁtsovaga , tension .te?' acl be, ! lnh<mga Eornja ties. . del +dihydrochloride monohydrate. Inactive ingredients are hypromellose, corn starch, carbomer 1 prolonged estrus cycle§ and inhibited 1mplantat|on:These eff_ects were a§5001ated with reductions in tintense urges to spend money, intense urges to gamble, increased sexual urges, binge eating
& discontinued. If a decision is made to continue MIRAPEX PR tablets, advise patients not to drive and | Inappropriate antidiuretic hormone secretion ;on theincidence or adverse events. _ ) | sychiatric aisoraers: atiect [abiiity, aggression, agltation, bradyphrenia, bruxism, suicide, Gelinum, -y mon0lymer, colloidal silicon dioxide, and magnesium stearate. ;serum levels of prolactin, a hormone necessary for implantation and maintenance of early pregnancy 3o other intense urges and the inability to control these urges while taking MIRAPEX,
0.375 mg to avoid other potentially dangerous activities. While dose reduction reduces the degree of ' Psychiatric disorders 1Adverse events can initially occur in either the titration or maintenance phase. Some adverse events  delusions, delusional disorder persecutory type, disorientation, dissociation, emotional distress, i 1in rats. ' L
. 1 y 1 . . . ., . . . ' . IR E] H Ly . . " . . . ' ' . . ! v
0.75mg & somnolence, there is insufficient information to establish that dose reduction will efiminate Abnormal behaviour (eflecting symptoms of impise control disorders and compulsions) such as €veloped in MIRAPEX PRetreated patients during th titration phase and persisted (7 days) ntothe - euphoric mood, italinsoma, iido increased, mania, middle insomnia, mood altred, ightmare, 112~ CLINICAL PHARMACOLOGY 1132 AnimalToxicology and/or Pharmacology s H"f-"u?"t?,“fﬂ:” inations can occur and that the elderlv are at 2 hisher risk th
15 mg = episodes of]galling asleep while engaged in activities of daily iving binge eating, compulsive shopping, hypersexuality and pathological gambling 'maintenance phase (i.e., MIRAPEX PR % - placebo % = treatment difference 2%); persistent adverse ; obsessive thoughts, obsessive-compulsive disorder, panic reaction, paranoid reaction, parasomnia, ! ;ﬁl MfﬁhamS":_OfACﬂO':j . i<t ATC code: NOBCOS  Adelay in sexual development (i.e., preputial separation and vaginal opening) was observed in rats. The ! ygﬁ:;;;;ggnis vsith Palﬁﬁ;ﬂsgr?fslsdciseﬂag?ll' n € elderly are at a higher risk than
. . . X " | ' ’ ‘events were somnolence, nausea, constipation, fatigue, and dry mouth. personality disorder, psychotic disorder, restlessness, sleep walking, suicidal ideation | Pharmacotherapeutic group: dopamine agonist, A%, code: NO&BLUY. . o ' relevance for humans is unknown. i N .
« —— ‘Symptomatic Orthostatic Hypotension ) o i :é‘b”?”‘?a' dreams 1A double-blind, randomized, parallel group trial evaluated the tolerability of an overnight switch from :Renal and urinary disorders: chromaturia, dysuria, glycosuria, hematuria, urgency, nephrolithiasis, ~;Pramipexole is anon-ergot dopamine agonist with high relative in vitro specificity and full ntrinsic - porin 1 pathology in Albino Rats 1174 Postural (Orthostatic) Hypotension ) o )
3 Dopamine agonists, in clinical studies and clinical experience, appear to impair the systemic ;~oniusion \immediate-release pramipexole tablets to MIRAPEX PR tablets at the same daily dose in 156 early ~:neurogenic bladder, nocturia, oliguria, pollakiuria, proteinuria, renal artery stenosis, renal colic, renal ~ :activity at the D, subfamily of dopamine receptors, binding with higher affinityto Dy thanto Dyor & oy o1 oi oy d ion and loss of ph I bserved in the retina of albino  AdVise patients that they may develop postural (orthostatic) hypotension, with or without
— h ; N : ) ; : ‘Delusion i . ) : > ‘ ; h . ) -tuna, F una, renal al 0 olic, renal  Pathologic changes (degeneration and loss of photoreceptor cells) were observed in the retina of albino !
& ———— regulation of blood pressure, with resulting orthostatic hypotension, especially during dose Rallucinati ‘Parkinson’s disease patients with orwithout levodopa. One of 104 patients switched from immediate- :cyst, renal failure, renal impairment, urinary frequency, urinary incontinence, urinary retention, urinary : Dy, receptor subtypes. Irats in the 2-year carcinogenicity study with pramipexole. These findings were first observed during | symptoms such as dizziness, nause, fainting, or blackouts, and sometimes, sweating.
mmm— escalation. Parkinson’s disease patients, in addition, appear to have an impaired capacity to respond ; Ha uc1r;]at19ns ‘release pramipexole tablets to MIRAPEX PR tablets discontinued due to adverse events (vertigoand  !tractinfection {The precise mechanism of action of pramipexole as a treatment for Parkinson’s disease is unknown, el 76 and were dose-dependent in animals receiving Sor8 me/kg/day (plasma AUCs equal to 1Hypotension may occur more frequently during initial therapy. Accordingly, caution patients
= toanorthostatic challenge. For these reasons, Parkinson’s disease patients being treated with i e nausea). ‘Reproductive system and breast disorders: amenorrhea, breast pain, dysmenorthea, epididymitis, 1although its believed to be related to s abilty to simulate doparine receptors in the stratum.This 5 5 ang 15 times that in humans at the MRHD of 1.5 mgTID). Ina similar study of pigmented rats | 282nStising rapidly ater siting or lying down, especially f they have been doing so for

'prolonged periods and especially at the initiation of treatment with MIRAPEX PR.
1175  Pregnancy

S;rﬁ:'g%esrg}c;%ﬁglsﬁnénhcylggltrelﬁsh{gﬁAePs%égzl|§?J?|?1rél¥iges%uelgi§?tuegﬂ T ou o e 2o Libidodisorders tAdvanced Parkinson’s Disease 1 ynaecomastia, impotence, menopausal symptoms, menorthagia, metrorthagia, ovarian cys, conclusion s supported by electrophysiologic studies in animals that have demonstrated that Hwith 2-years exposure to pramipexole at 2 or 8 mg/kg/day,retinal degeneration was not observed.

. sympf 1sion, especially du : ! ¢ Paranoi ' The most commonly observed adverse events (5% and greater frequency than in placebo) during ' priapism, prostatitis, sexual dysfunction, uterine hemorrhage, vaginal discharge, vaginal hemorrhage ' pramipexole influences striatal neuronal firing rates via activation of dopamine receptors in the * Animals given drug had thinning in the outer nuclear layer of the retina that was only slightly greater ) ) ) _
this risk. In placebo-controlled clinical trials in Parkinson’s disease, symptomatic orthostatic Raratlnman 118 weeks of treatment with MIRAPEX PR tablets in the trial of advanced Parkinson’s disease patients  :Respiratory, thoracic, and mediastinal disorders: apnea, aspiration, asthma, choking, chronic obstructive  striatum and the substantia nigra, the site of neurons that send projections to the striatum. The “than that seen in control rats. +Because the teratogenic potential of pramipexole has not been completely established in -~
=\ Boehringer © hypotension was reported in 10 of 387 (3%) patients treated with MIRAPEX PR tablets compared to 1 ReSUESSNESS ‘with concomitant levodopa were dyskinesia, nausea, constipation, hallucinations, headache, and ' pulmonary disease, dry throat, dysphonia, dyspnea exertional, epistaxis, haemoptysis, hiccups, relevance of D5 receptor binding in Parkinson’s disease is unknown. ! ot ; ; ; ; laboratory animals, and because experience in humans is limited, advise women to notify their
2 o . . ) . . ) Yy diseas p ) 1 Investigative studies demonstrated that pramipexole reduced the rate of disk shedding from the AR . .
||||| Ingelheim 1 30f 281 (1%) patients on placebo. One patient of 387 on MIRAPEX PR tablets discontinued :Nervous system disorders ‘anorexia. thyperventilation, increased bronchial secretion, laryngospasm, nasal congestion, nasal dryness, nasal 112.2  Pharmacodynamics ! photoreceptor rod cells of the retina in albin rats, which was associated with enhanced sensitivityto physicians if Fhey become pregnant orintend to become pregnant during therapy.
treatment due to hypotension. iﬁgmeﬂ; Eight of 164 (5%) patients treated with MIRAPEX'PR tablets for }8 weeks discontinued treatment d.ue polyps,. obstructive airways disorder, phgryngolaryr)geal pain, pleurisy, pneumopia, pneumonia iThe effect of pramipexole on the QTinterval of the ECG was investigated in a clinical study in fthe damaging effects of light. In a comparative study, degeneration and loss of photoreceptor cells 17.6  Nursing MOF'{QTS . . . .
fffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffff 53 - Impulse Control/Compulsive Behaviors -~~~ tecollis. - Jtoadverseevents compared-to 7 of 178 (4%) patients who received placebo.and 8 of 175.(5%) patients * aspiration, pneumothorax, postnasal drip; productive cough, pulmenary embolism; pulmonary edema; 60 healthy male and femae volunteers. All subjects initiated treatment with 0:375 g MIRAPEX PR - - - ‘occurred inalbino rats after 13 weeks of treatntent with 25 mg/kg/day of pramipexole (54 times the - - -+Because of the possibility that pramipexole may be excreted in breast milk, advise womento- - - - -
© Case reports and the results of cross-sectional studies suggest that patients can experience intense D‘Zzl‘_”ess. 1who received immediate-release pramipexole tablets. The most common adverse events leadingto respiratory alkalosis, respiratory distress, respiratory failure, respiratory tract congestion, rhinitis ~ tablets administered once daily, and were up-ttrated every 3 days to 2.25 mg and 4.5 mg daily. No : highest clinical dose on a mg/m2 basis) and constant light (100 lux), but not in pigmented rats exposed | Nty their physicians if they intend to breast-feed or are breast-feeding an infant.
| urges to gamble, increased sexual urges, intense urges to spend money, binge eating, and/or other | Hys:jmeﬁla | discontinuation of treatment with MIRAPEX PR tablets were nausea (1%) and hallucination (1%). 1allergic, rhinorrhea, sinus congestion, sleep apnoea syndrome, sneezing, snoring, tachypnea, wheezing | dose- or exposure-related effect on mean QT intervals was observed; however the study did not have a | to the same dose and higher light intensities (500 lux). Thus, the retina of albino rats is considered to be | Manufactured by:
| intense urges, and the inability to control these urges while taking one or more of the medications, ! Hea akc. e Table 2 ists adverse events that occurred with a frequency of at least 2% with MIRAPEX PRand were | Skin and subcutaneous tissue disorders: acne, alopecia, cold sweat, dermal cyst, dermatitis, dermatitis | valid assessment of assay sensitivity. The effect of pramipexole on QT intervals at higher exposures ! uniquely sensitive to the damaging effects of pramipexole and light. Similar changes in the retina did  : Rottendorf Pharma GmbH
©including MIRAPEX PR, that increase central dopaminergic tone and that are generally used for the :Syper Ill’leSIa :more frequent than with placebo during 18 weeks of treatment in patients with advanced Parkinson’s bullous, dermatitis contact, dry skin, ecchymosis, eczema, erythema, hyperkeratosis, livedo reticularis, :achieved either due to drug interactions (e.g., with cimetidine), renal impairment, or at higher doses ' not occur in a 2-year carcinogenicity study n albino mice treated with 0.3, 2, or 10 mg/kg/day (0.3, 2.2, ! Ostenfelder StraBe 51-61, 59320 Ennigerloh, Germany
* treatment of Parkinson’s disease. In some cases, although not all, these urges were reported to have :20Mnoience ‘ ;disease treated with MIRAPEX PR tablets. In this study, MIRAPEX PR tablets, immediate-release night sweats, periorbital edema, petechiae, photosensitivity allergic reaction, psoriasis, purpura, rash 1 has not been systematically evaluated. 1and 11 times the highest clinical dose on a mg/m? basis). Evaluation of the retinas of monkeys given | Packaging site:
| stopped when the dose was reduced or the medication was discontinued. Because patients may not | gUf’de“ onset of sleep :pramipexole tablets, or placebo was administered to patients who were also receiving concomitant ; erythematous, rash maculo-papular, rash papular, rosacea, seborrhea, seborrheic dermatitis, skin - ; Although mean values remained within normal reference ranges throughout the study, supine systolic :0.1,0.5, or 2.0 mg/kg/day of pramipexole (0.4 2.2, and 8.6 times the highest clinical doseonamg/ :Rottendorf Pharma GmbH
| recognize these behaviors as abnormal, it is important for prescribers to specifically ask patients or | 2Y1COPe levodopa. Adverse events were usually mild (32%) or moderate (17%) in intensity. 1burning sensation, skin discoloration, skin disorders, skin exfoliation, skin hyperpigmentation, skin - blood pressure (SBP), diastolic blood pressure (DBP), and pulse rate for subjects treated with 'm2basis) for 12 months and minipigs given 0.3, 1, or 5 mg/kg/day of pramipexole for 13 weeks also  : Am Fleigendahl 3, 59320 Ennigerloh, Germany
+ their caregivers about the development of new or increased gambling urges, sexual urges, ‘Eyedisorders ] ) ‘Table2  Treatment-Emergent Adverse-Event Incidence in a Double-Blind, Placebo-ControlledTrial : hypertrophy, skin rritation, skin nodule, skin odor abnormal, skin ulcer, urticaria ) _ pramipexole generally increased during the rapid up-titration phase, by 10 mmHg, 7 mmHg, and +detected no changes. For
" uncontrolled spending or other urges while being treated with MIRAPEX PR. Physicians should Visual impairment including diplopia, vision blurred and visual acuity reduced ! in Advanced Parkinson’s Disease* (Events 22% of Patients Treated with MIRAPEX PRand  ;Vascular disorders: aneurysm, angiopathy, arteriosclerosis, circulatory collapse, deep vein thrombosis, -+ 10 bpm higher than placebo, respectively. Higher SBP, DB, and pulse rates compared to placebo were ;The potential significance of this effect in humans has not been established, but cannot be disregarded | Boehringer Ingelheim International GmbH
' consider dose reduction or stopping the medication if a patient develops such urges while taking ! Cardiac disorders ' greater than with Placebo) rembolism, hematoma, hot flush, hypqrtenswe crisis, Iymphoedema, pallor, phlebitis, Raynaud’s 'maintained until the pramipexole doses were tapered; values on the last day of tapering were generally | because disruption of a mechanism that is universally present in vertebrates (i.e., disk shedding) may ! Binger Strasse 173, 55216 Ingelheim am Rhein, Germany
! MIRAPEX PR. Cardiac failure 1 ; _ ;phenomenon, shock, thrombophlebitis, thrombosis, varicose vein. similar to baseline values. Such effects have not been observed in clinical studies with Parkinson’s ' be involved. 1
1 Atotal of 1056 patients with Parkinson’s disease who participated in two MIRAPEX PR placebo- {ycoion e i  Body System/Adverse Event Placebo  MIRAPEXPR _Immediate-release pramipexole 6.2 Postmarketing Experience o o ‘disease patients, who were titrated according to labeled recommendations. ' Fibro-osseous Proliferative Lesions in Mice 'Distributed by:
- controlled studies of up to 33 weeks duration were specifically asked at each visitabout the Hypotension | n=178  n=164 n=175 1 The following adverse reactions have been identified during post-approval use of immediate-release 153 pparmacokinetics 1An increased incidence of fibro-osseous proliferative lesions occurred in the femurs of female mice | Boehringer Ingelheim Taiwan Limited.
+occurrence of thesg sympltomsA Atotal of 1.4 of 387 (4%) treated with MIRAPEX PR tab[ets, 120f 388 espiratory. thoracic and mediastinal disorders ' % % % ' pramlpegole tablets, pnmgnlym Parkms'on §d1§e§se patients. Becayse these' reactloqs are repgrted | MIRAPEX PR tablets, ke immediate-release pramipexole tablets, display linear pharmacokinetics over 'treated for 2 years'wnh 0.3,2.0,0r10 mg/kg/da_ay 03,22, a_nd 11 times the hlghest clinical dose on a  !12F 2, Min Sheng E. Road, Sec. 3, Taipei, Taiwan, 104, RO.C.
| (3%) treated with immediate-release pramipexole tablets, and 4 of 281 (1%) treated with placebo JD—%M— " Nervous system disorders 1voluntarily from a population of uncertain size, it s not always possible to reliably estimate their 146 orvie clinical dosage range. Slow release of pramipexole from MIRAPEX PR tablets with once-daily  Mg/m? basis). Lesions occurred at a lower rate in control animals. Similar lesions were not observed in |
Lepqrted compulsive behaviors, including pathological gambling, hypersexuality, and/or compulsive Hiycscpuposea Dyskinesia 8 17 18 ilfret)qﬁ{ency Ort es.tabllﬁstt;a czusal relationship tcf) t(:]ru§ T|qusurr;. I)tec1§1(01r)1s toinclude th?ts;z reactltqns i administration results in the same daily maximum and minimurn pramipexole plasma concentrations  : Male mice or rats and monkeys of either sex that were treated chronically with pramipexole. The 108 0ct 2019
; ouying. | A "Headache 3 7 L ; aveting are Lypically based on one or more of the loflowing factors: () seriousness OThe reaction, ey, Crmin) as three times daily administration of immediate-release pramipexole tablets. ;significance of this lesion to humans is not known. |
' 54  Hallucinations Gastrointestinal disorders ' Dz I : > 3 (2) frequency of reporting, or (3) strength of causal connection to pramipexole tablets. Similar types of Absorption 14 CLINICALSTUDIES 1
! In placebo-controlled clinical trials in Parkinson’s disease, hallucinations (visual or auditory or ; Constipation  Dizziness (postural 1events were grouped info a smaller number of standardized categories using the MedDRA terminology: |y apolute bioavalabilty of pramipexole is greater than 90%, indicating that it is well absorbed and ' The effectiveness of MIRAPEX PR tablets in the treatment of Parkinson’s disease was supported by
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, i i 387(6%) pati i to5of -MNausea . . :Gastointestinaldisorders _ _ ___________abnormalbehavior, abnormal dreams, accidents (including fall), blackouts, cardiac failure, compulsive : ; i O iy o el .
- - mixed) were-reported in-25-0f-387(6%} patients treated with MIRAPEX PR tablets compared-to 5-of Nomit “ Shopping, fatigue, hallucinations Gl kinds). headache, h on (includi Ih . “undergoes little-presystemic metabolism: ~clinicat pharmacokinetic data [see Clinical Pharmacology (12.3)} and two randomized; double-blind, - -/
' 281 (2%) patients receiving placebo. Hallucinations led to discontinuation of treatment in 5 of ! o.mmng . ) . Nause? . 10 11 11 1Shopping, | attlguet,_ d'a utglnﬁtlons alkin f eacacne, dyp(t)yenS]or} (ldn_c ubl_ng pos:yra ypote|n§|on), \Increase in systemic exposure of pramipexole following oral administration of 0.375 mg to 4.5 mg of | placebo-controlled, multicenter clinical trials in early and advanced Parkinson’s disease. In both .
' 387(1%) patients on MIRAPEX PR tablets. +Skin and subcutaneous tissue disorders . Constipation 5 7 6 inap propr:jahe anti r}urg 1C l.gz’"‘é’?e sc:jcre lpn,llrgqrea‘se ea "Lg (1r:jcdu ing ]3%?;3 ng, gompu SIV€ ' MIRAPEX PR tablets was dose-proportional. For MIRAPEX PR tablets, steady state of exposure is ‘randomized studies, the Unified Parkinson’s Disease Rating Scale (UPDRS) served as a primary '
 Age appears to increase the risk of hallucinations attributable to pramipexole. In placebo-controlled ;Hypersensitivity  Salivary hypersecretion 0 2 0 ;ﬁatmg, an I'ty ;)Jerpﬂ?glla),. ! |' 0 ‘;I‘?r ers ("T,E uding Increase f[f‘ ecLeasg hlt 1o, an ‘reached within 5 days of continuous dosing. ‘outcome assessment measure. The UPDRS is a four-part multi-item rating scale intended to evaluate
I clinical trials in Parkinson’s disease, hallucinations were reported in 15 of 162 (9%)patients > iPruritus ‘Diarrhea 1 2 1 :lyper;exual Y, p.z °.°|g‘c? glam d'”g' pruri us,lsyncope, vomiting, 3” “’;’]e‘g ! mcreas;.. Kof cardiac | Relative bioavailabifty of MIRAPEX PR tablets compared with immediate-elease tablets was 'mentation (Part ), activities of daily living (Part II), motor performance (Part III), and complications of
© 65 years of age taking MIRAPEX PR tablets compared to 10 of 225 (4%)patients <65 years of age  :Rash ! Psychiatric disorders :fn'la P armacoesl ?m"’ ogica st;] v pr_amlpTxo e use was associated with an increased risk of cardiac 1 3501,imately 100%. In a repeat-dose study in healthy, normal volunteers, MIRAPEX PR tablets 4.5 mg ' therapy (Part V). ;
' taking MIRAPEX PR tablets. | General disorders and administration site conditions “Hallucinations. inclu ding > 9 7 ;latlure compared with non-use of pramipexole. ;administered once daily was bioequivalent with regard to Cmax and AUC over 24 hours to immediate- | Part Il of the UPDRS contains 13 questions related to activities of daily living, which are scored fom 0
' 55  Dyskinesia ‘Fatigue 'visual audito r{/ and mixed 7 DRUG INTERACTIONS ) ) ) irelease pramipexole tablets 1.5 mg administered three times daily. The average time-to-peak (normal) to & (maximal severity) for a maximum (worst) score of 52. Part 1l of the UPDRS contains |
| MIRAPEX PR tablets may potentiate the dopaminergic side effects of levodopa and may cause o ;Peripheral oedema Tnsommt 3 T I :No drug interaction studies were conducted with MIRAPEX PR tablets since the potential for drug rconcentration for MIRAPEX PR tablets is 6 hours. Administration of MIRAPEX PR tablets with food 114 items designed to assess the severity of the cardinal motor findings in patients with Parkinson’s
| exacerbate preexisting dyskinesia. 'Drug withdrawal syndrome (Dopamine agonist withdrawal syndrome) (see section Special Warnings | —nsomnia _ /interactions mainly depends on the active drug substance pramipexole and not the formulation. Data ! i, high-fat meal) did not affect AUC but increased C,, by approximately 20% and delayed T, by ' disease (e.g, tremor,rigidity, bradykinesia, postural instability,etc.), scored for different body regions
56 Renallma and Precautions) » Metabolism and nutrition rare available for the immediate-release pramipexole tablet formulation. rapproximately 2 hours compared with dosing under fasted conditions; these differences are not +and has a maximum (worst) score of 108. '
L The elimi ena mgalrmept leis depend funct Clinical Ph loav(123). ' Investigations ; disorders 7.1 Dopamine Antagonists considered to be clinically relevant. * Early Parkinson's Disease 1
¢ The elimination of pramipexole is dependent on renal function [see Clinical Pharmacology (12.3), 1W4L htd including d d appetit . Anorexia 2 5 1 :Since pramipexole is a dopamine agonist, it is possible that dopamine antagonists, such as the ' Distribution " The effectiveness of MIRAPEX PR tablets i early Parkinson’s disease patients (Hoehn & Yahr Stages
© Patients with mild renal impairment (a creatinine clearance above 50 mL/min) require no reduction : VVeight decrease including decreased appetite ' - ' : P : ; o ' : : . i : - . o PO b S ° '
! in dailv dose. MIRAPEX PR tablets h * been studied in natiente with moderate & | Weightincrease " Musculoskeletal and connective ‘neuroleptics (phenothiazines, butyrophenones, thioxanthenes) or metoclopramide, may diminish the Pramipexole is extensively distributed, having a volume of distribution of about 500 L (coefficient of  :1-IIT) who were not on levodopa therapy was established in a randomized, double-blind, placebo !
; Indaiy Oste(- e o aplel 5( 53819 an; ,eﬁn s ;]9 1”dRa|‘e[‘ S WIth moaerate 1o severe renal ' tissue disorders effectiveness of MIRAPEX PR tablets. variation [CV] = 20%). It is about 15% bound to plasma proteins. Pramipexole distributes into red blood  controlled, 3-parallel-group clinical study. Patients were treated with MIRAPEX PR tablets, immediate-
+ Impairment {creatinine clearance <oU mL/min) oron hemodialysis. : {"Back pain 1 > 3 172 Antipsychotic Medicinal Products ‘cells as indicated by an erythrocyte-to-plasma ratio of approximately 2.  release pramipexole tablets, or placebo; those treated with MIRAPEX PR tablets orimmediate-release
' ' ' 1 Co-administration of antipsychotic medicinal products with pramipexole is not recommended, e.g. if | i pramipexole tablets had a starting dose of 0.375 mg/day followed by a flexible up-titration, based on
*18-week final analysis dopamine-antagonistic effects can be expected. (see section Warnings and Precautions) efficacy and tolerability, up to 4.5 mg/day. Levodopa was permitted during the study as rescue
o e . Mandatory in
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