25RvH 2 LAE0.375 me
TSRy R LASE 1. 5mg
(B9 5 E&EH

AEHICEHSNFERICHRLIEFRVABTROEEFEBERR— U H—
AT MNA LBRRAESHIZKET 2D THY .. SIFHRZEEERLUSN
DEFMEMIZHAIT S EFTEEREA,

BARR—1VH—A D7 )Ling LEXEH




1.4 FREFINR




1.5 EERXEERORER VFHAREDREE

1.5.1 RERXEHEREDRE

1.5.1.1 N—F Y URIZTDONT

PR E T O/R—F 0 Y VIR OAREIT 10 T AHTZ0 200 A, FFFEIL1ERTI0 T AHTZ
D20 NEHESNTND, BRTOD 2004 FORFEANAZFEREAD L LIo/N—F Y U HOA
FERIT 10 T AHTZ0 167 A, BIFHRIT1EMTI0 HFAHTZY 10~15 ATHY, N—F v
ROARER X OMFHEITH AL ERGEE TRE 22130,

R—=F Y UIRITERE RS VR ORER - EATHE ORISR T 5 AR R O 1B 5 R
ThY, —kiZ, Rk, FHENE, EEEEE FERET 5, REABITREEANTO KX
RZIETSH D, 73—F 2 IFOFM A r — /VIXE NS CTIEFE M 03 L S du7z UPDRS (Unified
Parkinson’s Disease Rating Scale) 723K < WL TW 5,

1.51.2 IN—F Y URICRT BEYEE

IR—=F% Y RO I RHERIEIT L-Dopa ( R — B REEEER L EAl & OBLEHAZ E5Te) Th
%, L2 L, L-Dopa # 5 O FEHITITEE G OHEZ RIET 2 HEN @ < HREEENEL 5, E
A OHE, EEVER O HNES), IEMICKT DRSO BE £ 72138 LEME (wearing-off B
G0 8) BROUAXRRYT (REEES) HNZETF oD,

RS U2 BREEERL, BRI S—F% Y 9N (L-Dopa FEGF M) F TIX, EEEe ) 2 dcE
% & & HIZ L-Dopa I L ADIEEMIGZEOE D Z & CHEEBIGINEORELEDL TS - OHH X
nn, £iz, \’Eﬁﬂ;ﬁ/\"ﬁf\"/y‘/f (L-Dopa ffH) H& TlX, L-Dopa 5 & % (K EICHER

T 5720, H25\WE L-Dopa (T EEN A HEZ BT 272D S5,
1.5.1.3 ERERXIEHERDOEE

TTINF Y VTR AR PRI URFREBETHY, RRIVZEEDO D2 BT T 72
U—ZH L CRWEERIEZ T, 773X Y —VEgeT7 =AM ThHY, D, BIO D, %
KRS T XA T L0 DyZ YT 2 A4 Tt L CRmWBftEEZ R, £70, ZAFR K%
BREEREK (Taoxes ) 7Fo, Ay, ~ual) RapE) LibFEEs LR 5,
7T K Y — L (IR) S/ 8— % 0 Y RIS T DI & LT 1997 4 7 HIZKETY)
D THARBEI, HEVT 1997 4 10 AIIZEM (BU) THERB I 7z, BHATIE 2003 4 10 A IZKGE
AT BIEE TS, N=F Y VIR ETLIIRRIELV A LA Ly 7 RJEGRE &2 BISE & LT,
5 92 HETHARB SN TV D,

7T INF Y VIR ED/N—F Y FITKT D HE - HEITHER (1.5-45mg/H) TiX
1 H3EEGRNMLETHD,

OB R &[RRI, N—F Y REE THORIEAET (RFEFHMEZFIEZ D, 723k
LAV NI AB, RIERESTIX S—F 2 Y IEREER O IR 15 B 4~ 2 Bl {E



BREBTBREE 2D 2 Wb, £, 1 Bl ) ORIEEMLERNSS < 7 5 1F LRk
SFIIE L RRER D,

75 LAk VLR (ER) SEIE, BUAIEIRMA DERICHINL, 1B 1 EHE2 i & 72
0, SRy LRI QRIS X ORI % 10 LT 5,

1.5.2 DR

AxicsnTE, 2 £ 577 ISF Y LV EREDHEASA AT A T EY T 4, K
WENRE /N T A —Z Ofpata B L U THE TR 248.607 % Fhii L7z, 2007 45 A6 HAAN
e R N—F Y 9i (L-Dopa #E0FH]) EEZKRE LT T I_F Y — /L EREDHL)
PR X O Lo 2 ARy & LT, & N AHERR I RS 248.524 % F2kii L7z, AFAERIZR M
B G D RVERGET O 72 DR 248.633 & L CHkfe L 72, 2007 4 8 H 7> L-Dopa ff H1 /73—
VY IRBEERR L LT T I % YV — /L ER BEDORAME, HEWEiEl L OO BE &
HRYE LT, %5 11 H#BR 248.610 2 i L 7=, £7=, 20104 4 Hi)rH 7T I <% Y — /L ER §E
? 0.375 mg §& & 1.5 mg FEDEM TR FEEMRER (B 248.677) A 3 L 7=,

wist ik, 2 E oo 2 F P T BB BRE ARG L LT, TT I8k Y —
Jb ER # O AR F1EUER 248.529, in vitro-in vivo fHBE (IVIVC) ONGEx HNE L7z v A4 —
N—iklR 248.560, 77 I XF Y — /L ER $ED KE KGR OIEYE RERS LB FEORBEOHRF %
AL Loy m 24— 33tk 248.530 © 3 >0 | HMBz =i L=, 7=, 2= »
5 R B 2 6t 4: & L 72 Thorough QT #&ABR 248.545 # Eifi L7z, &5, AL LEML
To M X—% 0 9 (L-Dopa FE0F ) B3 2 %8 & U725 T AR E R 3L [R5k 248.524, 3Bk
248.633 DIENNT, 2007 4E 5 A HHEITHI S—% 2V 9% (L-Dopa ) EEZILE LT
7 INF Y —)V ER EO A MR T OLEMEORET 2 BR & U725 1 AR 248.525 4 5 L
Too ARBRITREWIERFOZ VRGO 72 3R 248.634 & L Cilkie L 7=,

T, TI7INF Y=V IREND T T I X% Y — L ER SE~DOU Y B X RO DR L 04
PEORRI 2 BAY & L7258 T AHRABR 248.636 % 2007 4F 11 A 25 3306 L 7=, ARBR I3 R &% 50
DR MR O 7 OBk 248.633 & L CTHlkfse L 7=,

PLED AR L OVEMCEBIT DB O %X 1.5.2:1 IZR7,
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2N
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2R
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| ORI B
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WK EiE (PK) &
73 %
3

A IE K O A MR R

‘mngﬂﬁg

3.2.83.1-1~
3.2.8.3.1-2
3.2.84.1-1~
3.2.5.4.5-1
3.2.8.7.1-1~
3.2.8.7.3-2
3.2P3.1-1~
3.2.P3.5-1
3.2P5.1-1~
3.2.P5.6-2
3.2.P8.1-1~
3.2.P8.3-3

(— Epitke 1)
423.7.6-1~
4.2.3.7.6-12

5.3.1.1-1
53.1.2-1~
5.3.1.2-2
5.3.1.3-1
5.3.1.2-3

53.3.1-1
5.3.3.5-1

53.5.1-1~
53.5.1-5
5.3.5.4-1
5.3.52-3~
5.3.5.2-4
([ f )

% 1.5.2:1
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1.5.2.1 mEICEY 2 HEBR OB

Boehringer Ingelheim (BI) fhiZ, FH28EC>T 1 H 1 B ERAIEE/R 7 T I <% Y —)L ER
Bz P L7z, EREETIEAN—F Y UREE~O 1 A 1 BORERWREL 220, BHOF|E
Pk L OMREESF 3[BT 52 b, ZOFHERABOFRMEITE V. S 512, ER FEDOHK
MENRE 7 v 7 7 A T WT, KRB LTS X0 LE LM FIREZMERT 5 2 & A3 AlEE
Th o,

BI 12 7 & & (0.375mg, 0.75mg, 1.5mg, 2.25mg, 3mg, 3.75mg, 4.5mg) O K%K [EHT
OEFOEOICRE LI, BATIZ037S mgBLP 15 mgD 2 &8 A EHiT5TETH D,
WK O BWRARBROFE RS, Wm7 /I =7 A7 U A —CTadE U7l 85 o f %0
236 W H ERRE LT,

1.5.2.2 JEBR PR 54 BR A HE 0D B RS

ARFNTFFUERL TH Y, 7T I % Y —/L ER FEIZHOWT, FEERRIKFREARR, JERRIRERY
BRERRBR S L ORI L o7, LovL, 77 I3F% Y —)L ER &0 O fiRAER &
NDFRENED B 2 3 DM OZ BN Z MR T D12, T OMOFEMERER & L CTEM L7,
NS DRI, A , Product VI XN Product Z D 3fEIETH B, A* 1% 1.0%
LR &EHRE S, ProductV:FoJIU\Produth 1% 0.4%LL FC, BERHKEZRET DHLENR NG
b, LImnoT, 77 3IF%F Y —)L ER BEICBWTHOMERDAIREREDHH 260D
SIRIE, ICH A R7 A4 BN TREMEOHRNLE L HE SN LEELZ B2, L)
L, MOEMEVEFERSIC IS < @PEREfl (DEREK /04TiZ k- T A* 2t L CEARE RIS
DELINRENTD) HDHWIET T 8% Y —)L IR SEDOEREFL T Product V 35 & Y Product Z
DGERERFHENRB I NI &0 D, 2D ORI O DOV TFHI L 7=, & OF5E,

7'F I & Y —) )L ER BEICBIT DI ED Ry A* , Product V I X OY Product Z 28 BE D
B IR R DL BRI RIT T REI T /N2 LRI S LT,

Kﬂ®%%%f@ét%m%y7mtwf?»t»m—x(tfmfm—x)%iwﬁwﬁ#
YE=ARY w— (BAR~Y—) Tt | BERSESERLRNY & LT ARIBE B X
L, HAEOBLENOHBIRMWICEZ YT 5, Lieh-> T, AR, il A —h—03 4
e 2 WL BT —# v— M EER R IINY O BBl 5, KIE R 5530, BEEE,
WA X OB ABEE TN ENFHME L, e 72—, HAR~—OI HFERELE
PERBROFER, 72 6 ICEESN, £SREINY, &2 03 bhii & L CoHRRA IS5 &,
B A IC B W TR & 72 2 M2 5| & 2 3Btk 1T TIRWE B 2 b,

1.5.2.3 B PR 54 BR A #E 0D BB

EINE 1 FHFER 248.607 D%, /R—F% 0 Y URBEIIEIT DB E LT, AARIZEWN
TiE, 2007 4£ 5 A6 B N— 2V i (L-Dopa FEAFH) BEZ RIS L U EHEELFE R
248.524 Bt Lz, S o100, 20 P I P 0 mSmiT B AR S AR A A & o

*


negishis
テキストボックス
*：新薬承認情報提供時に置き換え　


mE Gk - | - ) A E 2T, 2007 47 8 A 7B L-Dopa
OFH R—% 0 VIR R 2t g & U723k 248.610 % i L 7=,

WA ClE, ERERILARER 248.524 DIEHIT, HEATHI/S—F > 99 (L-Dopa if ) B %2 %14
& U72ilBR 248525 BE OV 7 I X% VY — L IR $EM D ER $E~DOY) 0 B 2 55k 248.636 23 L
Sz, BB GROLZEERFT O, R 248.524 13 1 OGAER 248.636 (3557 248.633 & L
T, Bk 248.525 1355k 248.634 & L THikfE L7,

LU B AR KOS © 3 & A7z 3 7 R 3B s O EmS 2 78,

1.5.2.3.1 % | 4858  #88 248.607 (A4, CTD 5.3.1.2-2, =iE#fi : 20l & 5 ~20]
Ellﬁ)

77 IXF Y —)L ER $ED H RAPRE TOMKASA AT XA TV T 1, EYBRENRT X —
Z Ot B & LT THHRBRZ Fhi L 7o, KRB TIL, 77 I % YV —/L ER §El% 0.375 mg
BEo 1B 1E, 77 IF%F Y —/LIR$E1E0.125 mg gD 1 H 3 &G54 7 0 A4 — R—kTh
L, RICT T 4% Y —/LER 82 MW T 0.75 mg 2/ G5 Lz, sl&pis, 77 I%Y
—/VEREEIX 1.5 mgfED 1 H1[Bl, 77 INFY—/LIREEFO0SmghED 1 H3EEEE T 1
AF—N—{ETHE LT, TO/ME, 77 IFY—/LER$ 1 H 1[F0375mg 3B L 1.5mg
LT INFY—LIREE T H 3 (F—0 1 HH®E) OREEG%OEYBIEZ EFIREICES
7% 24 Efi]O AUC Tl L7z & 2 A, AW FPRNRESEERRBO b, £, 77 IXF Y —
JVER ED 0375 mg 775 1.5 mg £ TORGEICBWTHELGIMERRD bz,

156232 B#IN—F2VfE (L-Dopa JEHA) BEZHMRE LF I FEAHER : HER
248.524 (AAANZEBOEFEH£REGRER, CTD5.3.5.1-1, EMEHIME : 2007 £ 5 A
~2008 £ 11 A)

ARBIZEARANZ G R S—% 2 Y 9% (L-Dopa FEFFH) BEZIRIZT T IAF Y —)L
ER SEDRH MRS LR E B L-EHELFARRTH D, ARBRTIX, —HERTFTTS 7
IARFY—/LEREE (1 H 1Y), 77 IFY—LIRE (1 H3MEES), 77RO
WFRNZ2:2: 1 OFNETT U FNZE T2, HEIZADIMES LOEEEICESE 1#E
M2 &2 0375, 0.75, 1.5, 2.25, 3.0, 3.75, 4.5 mg/H~& BePEAICMig U=, #5533
W (7 BB oMW +26 B OMERH) & Lz,

FERE B D533 3 0 UPDRS Part I+III 55 A 2 7IZBWWT, X—2 7 A 725 D UPDRS
Part II+III A3t A 2 7 OBAL B OB FEHHEIL, 7T <% Y —/L ER $ERFTIE-8.6 /5, 772
~NF YV —)V IR FERETIE-88 5, T EARRETIH38 M ThHholz, 77 I4F Y — /L ER BERE L
IR SEREDOFAFE LMD ZEIE 0.2 2L, 95%IEFXEIEL-1.7~22 TH VY, ERIFIELE~—T 2 3.0
Z FEY, 77 I %Y —/LERFED IR SEITKTT 5 IEHMEN TR S vlc, BARNHSEH TO
R— 2 F A > H 5O UPDRS Part I+ &5 %2 2 7 O B O EHEIL, 7T I F Y —)L
ER BERETIE-12.5 5, 77 IXF YV —)L IR SERE TIX-9.8 &, 77 EARRETIF-6.9 R ThoT,
77 IF YV —/L ER FEHE & IR SEREDO TR I DO Z2EIL-2.7 &, 95%EFHIXHIZ-6.8~1.4 TH

27,



o, ABREERTO T I ¥ Y — )V ER §ERE L 7T BAREE & OFEEEEEO Z1T-4.8 K, 95%
FHEXEIZ-7.2~23 TH Y, HEZE (p=0.0001) MiED LN, BRI SEHICBNTH Y
F I XY —/LER BEREL 7T B AREE L OB D FEIL-5.6 K, 95%[(EHE X [H1X-11.0~-0.2
ThV, HEZ (p=0.0049) BB DL, ZOZ b, EEORBRAEE B AN EH
TO—EMNRO LD &Y,

B, 77 INFY—/LERFEB L WNIR SEITLZBMEICRICHEIIA N T, BB BRIFTH
O, FRELITFTHILRWAEFRLRO RN o7,

1.56.23.3 ETH/NN—F VK (L-Dopa ) BEZMRE L5 I HAHER - &5
248.525 (@4}, CTD5.3.5.1-2, EEHAM : 2007 & 5 A ~2008 & 11 A)

ARBRITEITH X—F Y % (L-Dopa f ) & ZXRIZT T I ~_F Y —/L ER SEDH M
BIOZEMEZRF Lz, ARBRTIE, —HEMTFTTT 7 IFY—/LER# (1 H 1 F&&K
5), 773IXFY—IREE (1 H3EEE), 7Z7ERONWTANZL:1:1DEHETT ¥
LZEND AT 7o, HETA MRS KOREMHICESE 1 EM 2 L1012 0.375, 0.75, 1.5, 2.25, 3.0,
3.75, 4.5 mg/H ~ & BRBEH)IC %ﬁbto&ﬁﬁﬁi% B FH) (7 3 FE) 0 4 44 +26 3 %@ﬁ%%)
L L7z, 2B, KRABROAZEIL FDA L OAEICHKSE, 5 18 £ TOMAEAIIEITIC
MEE S 7z,

FEFAMHIEH T 5 #% 5 18 # O UPDRS Part I+l A5t A 2 7 DORX—2Z2 7 A )b OB &I
77:&%/%nﬁRﬁkiomﬁ&%;%%%_E%w%é&%%mbkgmmupmnﬂn
BREAIT OR=Z2T A 6 OEEOFHEHMEIL, 7T I~F Y —)L ER S TIE-11.0
M, 77 I % Y —)L IR BERETIE-12.8 A, T EARRETIE-6.1 RTHY, T IRNFY— L
ER $& (p=0.0001) BLNRT T IF Y — L IR §E (p<0.0001) (X7 7 L RIZH_XTHETH-
2o F£77, 3B WEHFEICBNT, 77 IXHF Y —/L ER EEB LV IR SEDOZEOHERNRD SN
77

72k, 7T INFY— )LVERSEB IR EEIE, 1 HAH&E 0375~4.5 mg CHETHI N—F2 v
BEIZBVWTEEMEICRHICHET R, ZAELRIFTH- T,

1.5.2.34 L-DopaffRA/\—F >V UmRBEZHNRE LI-FIMHEEER: 58 248.610(B K,
CTD 5.3.5.1-4 8 & U CTD 5.3.5.1-5, E#ifE : 2007 & 11 A ~2009 &£ 11 A)

AFBRIT L-Dopa fFHI/R—F Y VIRBE A RZRIC L7z, 12 @O ZEERMIB L0 4 BE O
MERENZ ST S2 BB OIEERMO LR 5B TH 5 (RN RBRIIMIL 64 HE), &
BREITIE, 77 3% Y —)L ER SEOLREME, BEME, N7 7RO METEYIBELS L OH
hEEFME L7, BEIECEHEER T T 7 IF Y —/LERSE (1 H 1 [HFEE), 77 I3%
V= LIR B (1 H3EEE) OWFANT 11 DEETT U FLE 0T, 77 I4F%
Y — LV ER BEO &I 18 Z 12 0.375, 0.75, 1.5, 2.25, 3.0, 3.75, 45mg/H, 77 I %
Y —) VIR $EO M &1X 0.25mg/H % 3 B, 0.5mg/H % 4 BRI, LIRE 1 8 Z &1 1.0, 1.5, 2.0,
3.0, 45mg/H~EHEFRLOBBED VIR k@ HETH D 4.5 mg/H F TEPFEAICHTE L7,
—J5, HEMABEYTIE, EMTFTTERSSINEZT T INFY— )V ER EE72137 7 I X%V —)L



IR EEMND—TEDYI Y BRZ NV — NI~ T, 77 IXF Y — /L EREICUI D B2 7= &L 2ot
& B A T LT,

P 5. 12 # D UPDRS Part I+l &3 2 37 DR_R—ZF A b OB E OB LHEIZ, 7T
I8F Y —)L ER BERETIE-13.6 5L, 77 I X% Y — /L IR SEHETIZ-13.3 5 TH Y, UPDRS Part
I+ EF AT OR—2AF7 A4 b OELEIE, 77 IXF Y — /L EREBIOIR §EL HI
FIRHICERD & D8 2R LTz,

BH 12805 16 ETORERAGH CTT 7 I Y — VERSEEZLIZIREND T T I X% Y
— )L ER $E~DY) Y F 2 sk 2h5] (UPDRS Part I+ A Ft A 2 7R —Z T A v 5 15%HBHEAL
9, BHERICL2F 722 L) oBIEIE, 77 I8F% Y —/LERSERETD 78.4% (40/51 f5il) 12
L, 77 I8% Y —)L IR BERETIL 83.0% (44/53 f5l) ThH o7,

¥, 12O " EHEMRYII LU 480 EFEI & 5Tt 64 1 £ TO L-Dopa fFH/R—F
VIRHEEA TORMBEERD T T I % Y —)L ER EORENT 0 7 7 A VT T T I AF Y —)L
IR & & Ak CTh o 72,

15235 TIIRFY—IJLIRENMNSTIIRFY—ILERFE~ADYIY BZBFOHE : &
g% 248.636 (#B4+, CTD 5.3.5.4-1, EheHAfE : 2007 & 11 A ~2008 £ 5 A)

TTINE Y= )VIREEND T T I F Y — )L EREE~DY) Y B 2 B O AF MR L OVE M &
AT D720, 12U LT I X% Y —/VIREE( H & 1.5 mgLL L) D5 %51 Tu 7z L-Dopa
IPFMB LOPFHANR—F Y UBE T, “HEMFCTH— 1 BE&EDOZZ I %Y —/L ER §E
FLREFTTIRNE Y=V IREEIZ2 : 1 OEGTT & LIZEND ()7,

G0 # 2 gk ZhB] (UPDRS Part I+ A5t A 2 7 IR_—2 T A )5 15%@ELET, BIFERIC
EodiE7e L) OEIAIE, 77 IF%F Y —JL IR §END ER HETIE 84.5% (87/103 fil), 77 2
~NF Y — )L IR BEN D IR BE Tl 94.2% (49/52 f5l) Th o7, IV 2 HEKIE, 77 IXF Y
—/VIR €/ 5 ER HETIE 1:1.05, 77 I X% Y — L IR $EN S IREETIX 1:1.03 TH Y, 773
RE Y — VIR EEND BERE~OUI D 2L, FU 1 HHAEN EY &l <,

7T INFY — )L ERFEB LN IR SEO BRI BRERNET 2 7 7 A MIZRAFTH Y, il fHIRH I
REZ2ENIA LN o T,

1.5.2.3.6 BHEN—F>vV im (L-Dopa EGtH) BEFEZEZXER E L1-5ER 248.524 5 &L U]
Y&z iiBR 248.636 DIFERMEmIX 5 REAGER : 588 248.633 (HARANEE %
SCEMERMER, CTD5.3.52-3, XM : 2008 5 1 A~ 7 (¢
FIAZAT))

ARRBETIEL, 77 I-4% Y — LV ER SEDH I H —EERILEGER (A5 248.524) F 71338
248.636 (HATIEARREN) %58 T L7z L-Dopa FEOF I KO S—F > v VIR EE & 551
77 INF Y —/)LER$E (0375mg~4.5mg, 1 A 1[HHEY) ORMEEREOR M X ORE
M2 fifEsd L,

RN T e 7 7 A VX, 7T 3% Y —)L ER $E78 L-Dopa FEPFH B L OBFH S—F
VURBEICH L TCHABREN B Th o722 L Zr Lz, 72, 3R 248.524 35 L OVFBR 248.636



DAL LT, FHELIITH L RVWEEFRRORBD 5 WVIXLEMEO Y X7 OEINETR
ool £72, L-Dopa IEOFHIB L OMFH S—F Y UREBEICHT 57T I %V —
JV ER $ED A LMD R OMER AR STz,

1.5.2.3.7 ETEH/N—F >V & (L-Dopa #tA) BEFZXER E L-EHEXRIETRBHTIR
5 RHEER - 5%ER 248.634 (iB4¢, CTD 5.3.5.2-4, EFEHAM : 2008 £ 1 A~
2l = |5 (hram)

AR TIE, 77 1% Y —)L ER SEDF 11 #H —EH B MG (GRBk 248.525) (HARTITR
Fhe) 52T LIdETH =% Y VIRBE EXIRICT T I X% Y —)LER §E (0.375 mg~4.5
mg, 1 B 1[EEE) ORYEGEOZ 2R X ORRMEZ2 MR L,

BRI EEN T 0 T 7 A VX, 7T I8F Y —) L ER EERETHIS—F 0 Y UIFBREICH L
THARMENRBRIF Ch oo Z b &R LTz, F£70, Bk 248.525 OGE L I LT, B EIET
ML WHEEEZORES D VIXLREED U AT OHEINERD i ol

Flo, HEITHINN—F Y UHRBFICHT 57T I 3% YV —/L ER BEDO A 2hMED E I OHER A
RSN, ST, BMEZMFE LN ORI —D 1 BEGETT 7 IXF Y — LV IRENDL T T
INRFY —/LERBE~NFEANDUIDREZDZENAIRETH D Z BRI N,

1.5.2.4 BEEIUVARM

.18 1 EEEMNAIEETH D

77 2% Y —) L ER SR AR/ T 1 B 1 BEENARERBIAICH D, 77 I %Y —
JVEREE T H 1 [EHEGIET 7 I X% Y — L IREED 1 B 3 B 5% 0 24 FEH £ CTORERIZHY
L, ARFEEER O L BDFEMERS X OREESF O EAEFTE 5,

2. FT53IRFY—IJIRENIS EREAF— 1 HETEAICYYBZAGETH D

W4T D L-Dopa FEGFH - OF /X —F 0 Y UIRBE AR L LI 7T I X% Y — /L IR §EN S ER
FE~DE Y B ZRBRITIH VT, 80%L Lo BE CHEREiZ L TV BRI L TnD, H
ARTO L-Dopa i/ S—F vV UIFBEEFE Zx G L LIZRBRIZB W T, 80%LL EOEHETT T
~RF Y —)L ER FE~DUI D XTI LTV D,

3. BEAN—%>Y R (L-Dopa EHR) BESSLUVETH/NN—F 2V H (L-Dopa ) B
BT E2ENEINERINTLD

BHEMENIESL ST/ N—F 2 Y VIR OFEHE A 77— v Cd % UPDRS (Unified Parkinson’s Disease
Rating Scale) % HV 7255 T AHEBEILFEEBRIC I W, B N—F% v 5 (L-Dopa FE0FH)
BETOT7ERICHTHEBEMELS LT T I %Y —/L IR KT 2IELERHER SN T
Wb, 7o, EITHAN—F% Y % (L-Dopa iFH) BFEICX L TH, A TOE 1 MG
BRIZEBWT, 77 &R &l L UPDRS Part I1 + Part [Il A5t A 2 7 2 A& ICkE L=, L-Dopa
PEHAN—=F Y UIRHRE S L LEENE I ALERRICBVNTYH, 77 3% Y —/L IR
BE & AR DO FIMEEZ R LT,




4. FT5IRFY—)IERFOREMTOT7AINETSIRIY— L RFLEKRTHD
ENANCIME L7258 T FEEGRBRICE W T, AEFROFBEEL LORE, AEHOE» S
TITINFY—VEREELE T T IR Y — LV R EEOERMEITE IR L, Hiiz/e ) A7 0 LR
HHEHILTVDRY,

5. REABSICETARLME L UAMUEAER LTINS
EIPSCEM L 7o R GRBREAE ICIB VT, 77 IF Y —)L ER SEDORHIE 5RO L4
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FULL PRESCRIBING INFORMATION

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

2 DOSAGE AND ADMINISTRATION
2.1 General Dosing Considerations
MIRAPEX ER tablets are taken orally once daily, with or without food.

MIRAPEX ER tablets must be swallowed whole and must not be chewed, crushed, or divided.

If a significant interruption in therapy with MIRAPEX ER tablets has occurred, re-titration of therapy may be warranted.

2.2 Dosing for Parkinson’s Disease
The starting dose is 0.375 mg given once per day. Based on efficacy and tolerability, dosages may be increased gradually, not more frequently than every 5 to 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.

In clinical trials, dosage was initiated at 0.375 mg/day and gradually titrated based on individual therapeutic response and tolerability. Doses greater than 4.5 mg/day
have not been studied in clinical trials. Patients should be assessed for therapeutic response and tolerability at a minimal interval of 5 days or longer after each dose
increment [see Clinical Studies (14)].

Due to the flexible dose design used in clinical trials, specific dose-response information could not be determined [see Clinical Studies (14)].

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

Dosing in Patients with Renal Impairment
The elimination of pramipexole is dependent on renal function [see Clinical Pharmacology (12.3)]. Patients with mild renal impairment (a creatinine clearance above
50 mL/min) require no reduction in daily dose.

In patients with moderate renal impairment (creatinine clearance between 30 and 50 mL/min), MIRAPEX ER tablets should initially be taken every other day. Caution
should be exercised and careful assessment of therapeutic response and tolerability should be made before increasing to daily dosing after one week, and before any
additional titration in 0.375 mg increments up to 2.25 mg per day. Dose adjustment should occur no more frequently than at weekly intervals.

MIRAPEX ER tablets have not been studied in patients with severe renal impairment (creatinine clearance <30 mL/min) or patients on hemodialysis, and are not
recommended in these patients.

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

3 DOSAGE FORMS AND STRENGTHS

0.375 mg white to off-white, round, bevel-edged, extended-release tablets debossed with ”ER” on one side and "0.375" on the other side
0.75 mg white to off-white, round, bevel-edged, extended-release tablets debossed with ”ER” on one side and "0.75" on the other side
1.5 mg white to off-white, oval, extended-release tablets debossed with ”ER” on one side and "1.5" on the other side

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

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

4 CONTRAINDICATIONS
None.
5 WARNINGS AND PRECAUTIONS

5.1 Falling Asleep During Activities of Daily Living

Patients treated with pramipexole have reported falling asleep while engaged in activities of daily living, including the operation of motor vehicles, which sometimes
resulted in accidents. Although many of these patients reported somnolence while on pramipexole tablets, some perceived that they had no warning signs such as
excessive drowsiness, and believed that they were alert immediately prior to the event. Some of these events had been reported as late as one year after the initiation of
treatment. In placebo-controlled clinical trials in Parkinson's disease, the sudden onset of sleep or sleep attacks were reported in 8 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. In advanced Parkinson’s disease, somnolence was reported in 15% of 164 patients treated with MIRAPEX ER tablets, median dose 3 mg/day, compared to
16% of 178 patients on placebo. Many clinical experts believe that falling asleep while engaged in activities of daily living always occurs in a setting of preexisting
somnolence, although patients may not give such a history. For this reason, prescribers should continually reassess patients for drowsiness or sleepiness, especially
since some of the events occur well after the start of treatment. Prescribers should also be aware that patients may not acknowledge drowsiness or sleepiness until
directly questioned about drowsiness or sleepiness during specific activities.

Before initiating treatment with MIRAPEX ER tablets, advise patients of the potential to develop drowsiness, and specifically ask about factors that may increase the
risk such as the use of concomitant sedating medications or alcohol, the presence of sleep disorders, and concomitant medications that increase pramipexole plasma
levels (e.g., cimetidine) [see Clinical Pharmacology (12.3)]. If a patient develops significant daytime sleepiness or episodes of falling asleep during activities that
require active participation (e.g., conversations, eating, etc.), MIRAPEX ER tablets should ordinarily be discontinued. If a decision is made to continue MIRAPEX ER
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tablets, advise patients not to drive and to avoid other potentially dangerous activities. While dose reduction reduces the degree of somnolence, there is insufficient
information to establish that dose reduction will eliminate episodes of falling asleep while engaged in activities of daily living.

5.2 Symptomatic Orthostatic Hypotension

Dopamine agonists, in clinical studies and clinical experience, appear to impair the systemic regulation of blood pressure, with resulting orthostatic hypotension,
especially during dose escalation. Parkinson's disease patients, in addition, appear to have an impaired capacity to respond to an orthostatic challenge. For these reasons,
Parkinson's disease patients being treated with dopaminergic agonists, including MIRAPEX ER, ordinarily require careful monitoring for signs and symptoms of
orthostatic hypotension, especially during dose escalation, and should be informed of this risk [see Patient Counseling Information (17.5)]. In placebo-controlled
clinical trials in Parkinson’s disease, symptomatic orthostatic hypotension was reported in 10 of 387 (3%) patients treated with MIRAPEX ER tablets compared to 3 of
281 (1%) patients on placebo. One patient of 387 on MIRAPEX ER tablets discontinued treatment due to hypotension.

5.3 Impulse Control/Compulsive Behaviors

Case reports and the results of cross-sectional studies suggest that patients can experience intense urges to gamble, increased sexual urges, intense urges to spend
money, binge eating, and/or other intense urges, and the inability to control these urges while taking one or more of the medications, including MIRAPEX ER, that
increase central dopaminergic tone and that are generally used for the treatment of Parkinson’s disease. In some cases, although not all, these urges were reported to
have stopped when the dose was reduced or the medication was discontinued. Because patients may not recognize these behaviors as abnormal, it is important for
prescribers 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. Physicians should consider dose reduction or stopping the medication if a patient develops such urges while taking
MIRAPEX ER. [see Patient Counseling Information (17.3)]

A total of 1056 patients with Parkinson’s disease who participated in two MIRAPEX ER placebo-controlled studies of up to 33 weeks duration were specifically asked
at each visit about the occurrence of these symptoms. A total of 14 of 387 (4%) treated with MIRAPEX ER tablets, 12 of 388 (3 %) treated with immediate-release
pramipexole tablets, and 4 of 281 (1%) treated with placebo reported compulsive behaviors, including pathological gambling, hypersexuality, and/or compulsive
buying.

5.4 Hallucinations
In placebo-controlled clinical trials in Parkinson's disease, hallucinations (visual or auditory or mixed) were reported in 25 of 387 (6%) patients treated with MIRAPEX
ER tablets compared to 5 of 281 (2%) patients receiving placebo. Hallucinations led to discontinuation of treatment in 5 of 387 (1%) patients on MIRAPEX ER tablets.

Age appears to increase the risk of hallucinations attributable to pramipexole. In placebo-controlled clinical trials in Parkinson’s disease, hallucinations were reported
in 15 of 162 (9%)patients > 65 years of age taking MIRAPEX ER tablets compared to 10 of 225 (4%)patients <65 years of age taking MIRAPEX ER tablets.

5.5 Dyskinesia
MIRAPEX ER tablets may potentiate the dopaminergic side effects of levodopa and may cause or exacerbate preexisting dyskinesia.

5.6 Renal Impairment

The elimination of pramipexole is dependent on renal function [see Clinical Pharmacology (12.3)]. Patients with mild renal impairment (a creatinine clearance above
50 mL/min) require no reduction in daily dose. MIRAPEX ER tablets have not been studied in patients with moderate to severe renal impairment (creatinine clearance
<50 mL/min) or on hemodialysis [see Dosage and Administration (2.2), Use in Specific Populations (8.6), and Clinical Pharmacology (12.3)].

5.7 Rhabdomyolysis
In the clinical development program for immediate-release pramipexole tablets, a single case of rhabdomyolysis occurred in a 49-year-old male with advanced
Parkinson's disease. The patient was hospitalized with an elevated CPK (10,631 IU/L). The symptoms resolved with discontinuation of the medication.

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

5.8 Retinal Pathology in Rat

Animal Data

Pathologic changes (degeneration and loss of photoreceptor cells) were observed in the retina of albino rats in a 2-year carcinogenicity study. While retinal degeneration
was not diagnosed in pigmented rats treated for 2 years, a thinning in the outer nuclear layer of the retina was slightly greater in rats given drug compared with controls.
Evaluation of the retinas of albino mice, monkeys, and minipigs did not reveal similar changes. The potential significance of this effect for humans has not been
established, but cannot be disregarded because disruption of a mechanism that is universally present in vertebrates (i.e., disk shedding) may be involved [see
Nonclinical Toxicology (13.2)].

5.9 Events Reported with Dopaminergic Therapy

Although the events enumerated below may not have been reported with the use of pramipexole in its development program, they are associated with the use of other
dopaminergic drugs. The expected incidence of these events, however, is so low that even if pramipexole caused these events at rates similar to those attributable to
other dopaminergic therapies, it would be unlikely that even a single case would have occurred in a cohort of the size exposed to pramipexole in studies to date.

Withdrawal-Emergent Hyperpyrexia and Confusion

Although not reported with pramipexole in the clinical development program, a symptom complex resembling the neuroleptic malignant syndrome (characterized by
elevated temperature, muscular rigidity, altered consciousness, and autonomic instability), with no other obvious etiology, has been reported in association with rapid
dose reduction, withdrawal of, or changes in anti-Parkinsonian therapy.

Fibrotic Complications
Cases of retroperitoneal fibrosis, pulmonary infiltrates, pleural effusion, pleural thickening, pericarditis, and cardiac valvulopathy have been reported in patients treated
with ergot-derived dopaminergic agents. While these complications may resolve when the drug is discontinued, complete resolution does not always occur.

Although these adverse events are believed to be related to the ergoline structure of these compounds, whether other, non-ergot derived dopamine agonists can cause
them is unknown.
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Cases of possible fibrotic complications, including peritoneal fibrosis, pleural fibrosis, and pulmonary fibrosis have been reported in the postmarketing experience with
immediate-release pramipexole tablets. While the evidence is not sufficient to establish a causal relationship between pramipexole and these fibrotic complications, a
contribution of pramipexole cannot be completely ruled out.

Melanoma
Epidemiologic studies have shown that patients with Parkinson’s disease have a higher risk (2- to approximately 6-fold higher) of developing melanoma than the
general population. Whether the observed increased risk was due to Parkinson’s disease or other factors, such as drugs used to treat Parkinson’s disease, is unclear.

For the reasons stated above, patients and providers are advised to monitor for melanomas frequently and on a regular basis when using MIRAPEX ER tablets for any
indication. Ideally, periodic skin examinations should be performed by appropriately qualified individuals (e.g., dermatologists).

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

e  Falling Asleep During Activities of Daily Living [see Warnings and Precautions (5.1)]
Symptomatic Orthostatic Hypotension [see Warnings and Precautions (5.2)]
Impulse Control / Compulsive Behaviors [see Warnings and Precautions (5.3)]
Hallucinations [see Warnings and Precautions (5.4)]

Dyskinesia [see Warnings and Precautions (5.5)]

Renal Impairment [see Warnings and Precautions (56)]

Rhabdomyolysis [see Warnings and Precautions (5.7)]

Retinal Pathology in Rat [see Warnings and Precautions (5.8)]

Events Reported with Dopaminergic Therapy [see Warnings and Precautions (5.9)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse event rates observed in the clinical trials of a drug cannot be directly compared to rates in
the clinical trials of another drug (or of another development program of a different formulation of the same drug) and may not reflect the rates observed in practice.

During the premarketing development of MIRAPEX ER tablets, patients with early Parkinson's disease were treated with MIRAPEX ER tablets, placebo, or immediate-
release pramipexole tablets. In addition, a randomized, double-blind, parallel group trial was conducted in 156 early Parkinson’s disease patients (Hoehn & Yahr
Stages I-11I) to assess overnight switching of immediate-release pramipexole tablets to MIRAPEX ER tablets. In this latter study, concomitant treatment with stable
doses of levodopa, monoamine oxidase B inhibitor (MAOB-I) drugs, anticholinergics, or amantadine, individually or in combination, was allowed. In a third trial,
advanced Parkinson’s disease patients received MIRAPEX ER tablets, placebo, or immediate-release pramipexole tablets as adjunctive therapy to levodopa.

Early Parkinson's Disease
The most commonly observed adverse events (>5% and more frequent than placebo) after 33 weeks of treatment with MIRAPEX ER tablets in the trial of early
Parkinson’s disease patients were somnolence, nausea, constipation, dizziness, fatigue, hallucinations, dry mouth, muscle spasms, and peripheral edema.

Twenty four of 223 (11%) patients treated with MIRAPEX ER tablets for 33 weeks discontinued treatment due to adverse events compared to 4 of 103 (4%) patients
who received placebo and approximately 20 of 213 (9%) patients who received immediate-release pramipexole tablets. The adverse event most commonly causing
discontinuation of treatment with MIRAPEX ER tablets was nausea (2%).

Table 1 lists adverse events that occurred with a frequency of at least 2% with MIRAPEX ER and were 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 moderate (41%) in intensity.

Table 1 Treatment-Emergent Adverse-Event Incidence in a Double-Blind, Placebo-Controlled 33 Week Trial in Early Parkinson’s Disease (Events >2%
of Patients Treated with MIRAPEX ER and greater than with Placebo)

Body System / Adverse Event Placebo MIRAPEX ER Immediate Release Pramipexole
(n=103) (n=223) (n=213)
% % %

Nervous system disorders

Somnolence 15 36 3

Dizziness 7 12 12

Tremor 1 3 3

Balance disorder 1 2 0
Gastrointestinal disorders

Nausea 9 22 24

Constipation 2 14 12

Dry mouth 1 5 4

Vomiting 0 4 4

Upper abdominal pain 1 3 4

Dyspepsia 2 3 3

Abdominal discomfort 0 2 1
General disorders and administration site conditions

Fatigue 4 6 6

Peripheral edema 4 5 8

Asthenia 2 3 1
Musculoskeletal and connective tissue disorders
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Muscle spasms 3 5 3
Psychiatric disorders

Hallucinations, including visual, auditory and mixed 1 5 6

Insomnia 3 4 4

Sleep attacks or sudden onset of sleep 1 3 6

Sleep disorder 1 2 3

Depression 0 2 0
Injury, poisoning and procedural complications

Fall 1 4 4
\Vascular disorders

Orthostatic hypotension 1 3 0
Ear and labyrinth disorders

Vertigo 1 4 2
Metabolism and nutrition disorders

Increased appetite 1 3 2
Respiratory, thoracic and mediastinal disorders

Cough 1 3 3

Because this study used a flexible dose titration design, it was not possible to assess the effects of dose on the incidence of adverse events.

Adverse events can initially occur in either the titration or maintenance phase. Some adverse events developed in MIRAPEX ER-treated patients during the titration
phase and persisted (>7 days) into the maintenance phase (i.e., MIRAPEX ER % - placebo % = treatment difference >2%); persistent adverse events were somnolence,
nausea, constipation, fatigue, and dry mouth.

A double-blind, randomized, parallel group trial evaluated the tolerability of an overnight switch from immediate-release pramipexole tablets to MIRAPEX ER tablets
at the same daily dose in 156 early Parkinson’s disease patients with or without levodopa. One of 104 patients switched from immediate-release pramipexole tablets to
MIRAPEX ER tablets discontinued due to adverse events (vertigo and nausea).

Advanced Parkinson's Disease

The most commonly observed adverse events (>5% and greater frequency than in placebo) during 18 weeks of treatment with MIRAPEX ER tablets in the trial of
advanced Parkinson’s disease patients with concomitant levodopa were dyskinesia, nausea, constipation, hallucinations, headache, and anorexia.

Eight of 164 (5%) patients treated with MIRAPEX ER tablets for 18 weeks discontinued treatment due to adverse events compared to 7 of 178 (4%) patients who
received placebo and 8 of 175 (5%) patients who received immediate-release pramipexole tablets. The most common adverse events leading to discontinuation of
treatment with MIRAPEX ER tablets were nausea (1%) and hallucination (1%).

Table 2 lists adverse events that occurred with a frequency of at least 2% with MIRAPEX ER and were more frequent than with placebo during 18 weeks of treatment
in patients with advanced Parkinson’s disease treated with MIRAPEX ER tablets. In this study, MIRAPEX ER tablets, immediate-release pramipexole tablets, or

placebo was administered to patients who were also receiving concomitant levodopa. Adverse events were usually mild (32%) or moderate (17%) in intensity.

Table 2 Treatment-Emergent Adverse-Event Incidence in a Double-Blind, Placebo-Controlled Trial in Advanced Parkinson’s Disease* (Events >2% of

Patients Treated with MIRAPEX ER and greater than with Placebo)
Body System/Adverse Event Placebo MIRAPEX ER Immediate-release pramipexole
n=178 n=164 n=175
% % %
Nervous system disorders
Dy skinesia 8 17 18
Headache 3 7 4
Dizziness (postural) 1 2 3
Gastrointestinal disorders
Nausea 10 11 11
Constipatio n 5 7 6
Salivary hypersecretion 0 2
Diar rhea 1 2 1
Psychiatric disorders
Hallucinations, including visual, auditory and mixed 2 9 7
I nsomnia 2 4 4
Metabolism and nutrition disorders
Anor exia 2 5 1
Musculoskeletal and connective tissue disorders
Back pain 1 2 3

*18-week final analysis

Because this flexible dose study used a titration design, it was not possible to assess the effects of dose on the incidence of adverse events.
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Adverse events can initially occur in either the titration or maintenance phase. Some adverse events developed in MIRAPEX ER-treated patients during the titration
phase and persisted (=7 days) into the maintenance phase (i.c., MIRAPEX ER % - placebo % = treatment difference >2%); persistent adverse events were dyskinesia
and insomnia.

Laboratory Testing
During the development of MIRAPEX ER tablets, no systematic abnormalities on routine laboratory testing were noted. Therefore, no specific guidance is offered
regarding routine monitoring; the practitioner retains responsibility for determining how best to monitor the patient in his or her care.

Other adverse events observed during clinical trials of immediate-release pramipexole tablets

Adverse events not listed above but reported on at least two occasions (one occasion if the event was serious) in clinical studies involving 2509 individuals who
received pramipexole immediate-release tablets are listed below. The reported events are included without regard to determination of a causal relationship to
pramipexole immediate-release tablets.

Blood and lymphatic system disorders: anemia, iron deficiency anemia, leukocytosis, leukopenia, lymphadenitis, lymphadenopathy, thrombocythaemia,
thrombocytopenia

Cardiac disorders: angina pectoris, arrhythmia supraventricular, atrial fibrillation, atrioventricular block first degree, atrioventricular block second degree, bradycardia,
bundle branch block, cardiac arrest, cardiac failure, cardiac failure congestive, cardiomegaly, coronary artery occlusion, cyanosis, extrasystoles, left ventricular failure,
myocardial infarction, nodal arrhythmia, sinus arrhythmia, sinus bradycardia, sinus tachycardia, supraventricular extrasystoles, supraventricular tachycardia,
tachycardia, ventricular fibrillation, ventricular extrasystoles, ventricular hypertrophy

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, vestibular ataxia
Endocrine disorders: goiter, hyperthyroidism, hypothyroidism

Eye disorders: accommodation abnormalities, amaurosis fugax, blepharitis, blepharospasm, cataract, dacryostenosis acquired, diplopia, dry eye, eye hemorrhage, eye
irritation, eye pain, eyelid edema, eyelid ptosis, glaucoma, keratitis, macular degeneration, myopia, photophobia, retinal detachment, retinal vascular disorder, scotoma,
vision abnormalities, vision blurred, visual acuity reduced, vitreous floaters

Gastrointestinal disorders: abdominal distension, aphthous stomatitis, ascites, cheilitis, colitis, colitis ulcerative, dyspepsia, dysphagia, duodenal ulcer, duodenal ulcer
hemorrhage, enteritis, eructation, fecal incontinence, gastric ulcer, gastric ulcer hemorrhage, gastritis, gastrointestinal hemorrhage, gastroesophageal reflux disease,
gingivitis, haematemesis, haematochezia, hemorrhoids, hiatus hernia, hyperchlorhydria, ileus, inguinal hernia, intestinal obstruction, irritable bowel syndrome,
esophageal spasm, esophageal stenosis, esophagitis, pancreatitis, periodontitis, rectal hemorrhage, reflux esophagitis, tongue edema, tongue ulceration, toothache,
umbilical hernia

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

Hepatobiliary disorders: biliary colic, cholecystitis, cholecystitis chronic, cholelithiasis
Immune system disorders: drug hypersensitivity

Infections and infestations: abscess, acute tonsillitis, appendicitis, bronchiolitis, bronchitis, bronchopneumonia, cellulitis, cystitis, dental caries, diverticulitis, ear
infection, eye infection, folliculitis, fungal infection, furuncle, gangrene, gastroenteritis, gingival infection, herpes simplex, herpes zoster, hordeolum, influenza,
intervertebral discitis, laryngitis, lobar pneumonia, nail infection, onychomycosis, oral candidiasis, orchitis, osteomyelitis, otitis externa, otitis media, paronychia,
pyelonephritis, pyoderma, sepsis, skin infection, tonsillitis, tooth abscess, tooth infection, upper respiratory tract infection, urethritis, vaginal candidiasis, vaginal
infection, viral infection, wound infection

Injury, poisoning, and procedural complications: accidental falls, drug toxicity epicondylitis, road traffic accident, sunburn, tendon rupture

Metabolism and nutrition disorders: cachexia, decreased appetite, decreased weight, dehydration, diabetes mellitus, fluid retention, gout, hypercholesterolemia,
hyperglycemia, hyperlipidemia, hyperuricemia, hypocalcemia, hypoglycemia, hypokalemia, hyponatremia, hypovitaminosis, increased creatine PK, metabolic alkalosis

Musculoskeletal and connective tissue disorders: bone pain, bursitis, fasciitis, flank pain, intervertebral disc disorder, intervertebral disc protrusion, joint effusion, joint
stiffness, joint swelling, monarthritis, muscle rigidity, musculoskeletal stiffness, myasthenia, myopathy, myositis, nuchal rigidity, osteoarthritis, osteonecrosis,
osteoporosis, pain in extremity, polymyalgia, rheumatoid arthritis, shoulder pain, spinal osteoarthritis, tendonitis, tenosynovitis, twitching

Neoplasms benign, malignant, and unspecified: abdominal neoplasm, adenocarcinoma, adenoma benign, basal cell carcinoma, bladder cancer, breast cancer, breast
neoplasm, chronic lymphocytic leukemia, colon cancer, colorectal cancer, endometrial cancer, gallbladder cancer, gastric cancer, gastrointestinal neoplasm,
hemangioma, hepatic neoplasm, hepatic neoplasm malignant, lip and/or oral cavity cancer, lung neoplasm malignant, lung cancer metastatic, lymphoma, malignant
melanoma, melanocytic naevus, metastases to lung, multiple myeloma, oral neoplasm benign, neoplasm, neoplasm malignant, neoplasm prostate, neoplasm skin,
neuroma, ovarian cancer, prostate cancer, prostatic adenoma, pseudo lymphoma, renal neoplasm, skin cancer, skin papilloma, squamous cell carcinoma, thyroid
neoplasm, uterine leiomyoma

Nervous system disorders: ageusia, akinesia, amnesia, akathisia, anticholinergic syndrome, aphasia, brain edema, carotid artery occlusion, carpal tunnel syndrome,
cerebral artery embolism, cerebral hemorrhage, cerebral infarction, cerebral ischemia, chorea, cognitive disorder, coma, convulsion, coordination abnormal, dementia,
depressed level of consciousness, disturbance in attention, dizziness postural, dysarthria, dysgraphia, dystonia, extrapyramidal syndrome, facial palsy, grand mal
convulsion, hemiplegia, hyperaesthesia, hyperkinesia, hyperreflexia, hyporeflexia, hypertonia, hypesthesia, hypotonia, lethargy, loss of consciousness, memory
impairment, migraine, muscle contractions involuntary, myoclonus, narcolepsy, neuralgia, neuropathy, nystagmus, parosmia, psychomotor hyperactivity, sciatica,
sedation, sensory disturbance, sleep phase rhythm disturbance, sleep talking, stupor, syncope vasovagal, tension headache, thinking abnormalities
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Psychiatric disorders: affect lability, aggression, agitation, bradyphrenia, bruxism, suicide, delirium, delusions, delusional disorder persecutory type, disorientation,
dissociation, emotional distress, euphoric mood, initial insomnia, libido increased, mania, middle insomnia, mood altered, nightmare, obsessive thoughts, obsessive-
compulsive disorder, panic reaction, paranoid reaction, parasomnia, personality disorder, psychotic disorder, restlessness, sleep walking, suicidal ideation

Renal and urinary disorders: chromaturia, dysuria, glycosuria, hematuria, urgency, nephrolithiasis, neurogenic bladder, nocturia, oliguria, pollakiuria, proteinuria,
renal artery stenosis, renal colic, renal cyst, renal failure, renal impairment, urinary frequency, urinary incontinence, urinary retention, urinary tract infection

Reproductive system and breast disorders: amenorrhea, breast pain, dysmenorrhea, epididymitis, gynaecomastia, impotence, menopausal symptoms, menorrhagia,
metrorrhagia, ovarian cyst, priapism, prostatitis, sexual dysfunction, uterine hemorrhage, vaginal discharge, vaginal hemorrhage

Respiratory, thoracic, and mediastinal disorders: apnea, aspiration, asthma, choking, chronic obstructive pulmonary disease, dry throat, dysphonia, dyspnea exertional,
epistaxis, haemoptysis, hiccups, hyperventilation, increased bronchial secretion, laryngospasm, nasal congestion, nasal dryness, nasal polyps, obstructive airways
disorder, pharyngolaryngeal pain, pleurisy, pneumonia, pneumonia aspiration, pneumothorax, postnasal drip, productive cough, pulmonary embolism, pulmonary
edema, respiratory alkalosis, respiratory distress, respiratory failure, respiratory tract congestion, rhinitis allergic, rhinorrhea, sinus congestion, sleep apnoea syndrome,
sneezing, snoring, tachypnea, wheezing

Skin and subcutaneous tissue disorders: acne, alopecia, cold sweat, dermal cyst, dermatitis, dermatitis bullous, dermatitis contact, dry skin, ecchymosis, eczema,
erythema, hyperkeratosis, livedo reticularis, night sweats, periorbital edema, petechiae, photosensitivity allergic reaction, psoriasis, purpura, rash erythematous, rash
maculo-papular, rash papular, rosacea, seborrhea, seborrheic dermatitis, skin burning sensation, skin discoloration, skin disorders, skin exfoliation, skin
hyperpigmentation, skin hypertrophy, skin irritation, skin nodule, skin odor abnormal, skin ulcer, urticaria

Vascular disorders: aneurysm, angiopathy, arteriosclerosis, circulatory collapse, deep vein thrombosis, embolism, hematoma, hot flush, hypertensive crisis,
lymphoedema, pallor, phlebitis, Raynaud’s phenomenon, shock, thrombophlebitis, thrombosis, varicose vein

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of immediate-release pramipexole 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 to drug exposure. Decisions to include these reactions in labeling are typically based on one or more of the following factors: (1) seriousness of the
reaction, (2) frequency of reporting, or (3) strength of causal connection to pramipexole tablets. Similar types of events were grouped into a smaller number of
standardized categories using the MedDRA terminology: abnormal behavior, abnormal dreams, accidents (including fall), blackouts, compulsive shopping, fatigue,
hallucinations (all kinds), headache, hypotension (including postural hypotension), increased eating (including binge eating, compulsive eating, and hyperphagia), libido
disorders (including increased and decreased libido, and hypersexuality), pathological gambling, pruritus, syncope, vomiting, and weight increase.

7 DRUG INTERACTIONS
No drug interaction studies were conducted with MIRAPEX ER tablets since the potential for drug interactions mainly depends on the active drug substance
pramipexole and not the formulation. Data are available for the immediate-release pramipexole tablet formulation [see Clinical Pharmacology (12.3)].

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

7.2 Drug/Laboratory Test Interactions
There are no known interactions between pramipexole and laboratory tests.

8 USE IN SPECIFIC 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/kg/day [5 times the maximum recommended human
dose (MRHD) on a mg/m?basis]. Administration of 1.5 mg/kg/day of pramipexole to pregnant rats during the period of organogenesis (gestation days 7 through 16)
resulted in a high incidence of total resorption of embryos. The plasma AUC in rats at this dose was 4 times the AUC in humans at the MRHD. These findings are
thought to be due to the prolactin-lowering effect of pramipexole, since prolactin is necessary for implantation and maintenance of early pregnancy in rats (but not
rabbits or humans). Because of pregnancy disruption 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 following administration of up to 10 mg/kg/day to pregnant rabbits during
organogenesis (plasma AUC was 70 times that in humans at the MRHD). Postnatal growth was inhibited in the offspring of rats treated with 0.5 mg/kg/day
(approximately equivalent to the MRHD on a mg/m’ basis) or greater during the latter part of pregnancy and throughout lactation.

8.3 Nursing Mothers
A single-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.
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 pramipexole, a decision should be made as to whether to discontinue nursing or to discontinue the drug, taking into account the importance of

the drug to the mother.

8.4 Pediatric Use
The pharmacokinetics, safety, and efficacy of MIRAPEX ER tablets in pediatric patients have not been evaluated.
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8.5 Geriatric Use

Pramipexole total oral clearance is approximately 30% lower in subjects older than 65 years compared with younger subjects, because of a decline in pramipexole renal
clearance due to an age-related reduction in renal function. This resulted in an increase in elimination half-life from approximately 8.5 hours to 12 hours. In a placebo-
controlled clinical trial of MIRAPEX ER tablets in early Parkinson’s disease, 47% of the 259 patients were >65 years of age. Among patients receiving MIRAPEX ER
tablets, hallucinations were more common in the elderly, occurring in 13% of the patients > 65 years of age compared to 2% of the patients <65 years of age.

8.6 Patients with Renal Impairment
The elimination of pramipexole is dependent upon renal function. Pramipexole clearance is extremely low in dialysis patients, as a negligible amount of pramipexole is
removed by dialysis [see Dosage and Administration (2.2), Warnings and Precautions (5.6), and Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
Pramipexole is not a controlled substance.

9.2 Abuse and Dependence
Pramipexole has not been systematically studied in animals or humans for its potential for abuse, tolerance, or physical dependence. However, in a rat model of cocaine
self-administration, pramipexole had little or no effect.

10 OVERDOSAGE
There is no clinical experience with significant overdosage. One patient took 11 mg/day of pramipexole for 2 days in a clinical trial for an investigational use. Blood
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 antidote for overdosage of a dopamine agonist. If signs of central nervous system stimulation are present, a phenothiazine or other butyrophenone
neuroleptic agent may be indicated; the efficacy of such drugs in reversing the effects of overdosage has not been assessed. Management of overdose may require
general supportive measures along with gastric lavage, intravenous fluids, and electrocardiogram monitoring.

11 DESCRIPTION
MIRAPEX ER tablets contain pramipexole, a non-ergot dopamine agonist. The chemical name of pramipexole dihydrochloride is (S)-2-amino-4,5,6,7-tetrahydro-6-
(propylamino)benzothiazole dihydrochloride monohydrate. Its empirical formula is C;o Hi7 N3 S - 2HCI - H,0, and its molecular weight is 302.26.

The structural formula is:

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

MIRAPEX ER tablets, for oral administration, contain 0.375 mg, 0.75 mg, 1.5 mg, 3 mg, or 4.5 mg of pramipexole dihydrochloride monohydrate. Inactive ingredients
are hypromellose, corn starch, carbomer homopolymer, colloidal silicon dioxide, and magnesium stearate.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Pramipexole is a non-ergot dopamine agonist with high relative in vitro specificity and full intrinsic activity at the D, subfamily of dopamine receptors, binding with
higher affinity to D; than to D, or D4 receptor subtypes.

The precise mechanism of action of pramipexole as a treatment for Parkinson's disease is unknown, although it is believed to be related to its ability to stimulate
dopamine receptors in the striatum. This conclusion is supported by electrophysiologic studies in animals that have demonstrated that pramipexole influences striatal
neuronal firing rates via activation of dopamine receptors in the striatum and the substantia nigra, the site of neurons that send projections to the striatum. The
relevance of D; receptor binding in Parkinson’s disease is unknown.

12.2 Pharmacodynamics

The effect of pramipexole on the QT interval of the ECG was investigated in a clinical study in 60 healthy male and female volunteers. All subjects initiated treatment
with 0.375 mg MIRAPEX ER tablets administered once daily, and were up-titrated every 3 days to 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 valid assessment of assay sensitivity. The effect of pramipexole on QTc intervals at higher
exposures achieved either due to drug interactions (e.g., with cimetidine), renal impairment, or at higher doses has not been systematically evaluated.

12.3 Pharmacokinetics

MIRAPEX ER tablets, like immediate-release pramipexole tablets, display linear pharmacokinetics over the entire clinical dosage range. Slow release of pramipexole
from MIRAPEX ER tablets with once-daily administration results in the same daily maximum and minimum pramipexole plasma concentrations (Cax, Ciin) as three
times daily administration of immediate-release pramipexole tablets.

Absorption
The absolute bioavailability of pramipexole is greater than 90%, 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-proportional. For MIRAPEX ER
tablets, steady state of exposure is reached within 5 days of continuous dosing.
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Relative bioavailability of MIRAPEX ER tablets compared with immediate-release tablets was approximately 100%. In a repeat-dose study in healthy, normal
volunteers, MIRAPEX ER tablets 4.5 mg administered once daily was bioequivalent with regard to C,,.x and AUC over 24 hours to immediate-release 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.e., high-fat meal) did not affect AUC but increased Ci,.x by approximately 20% and delayed Ty, by approximately 2 hours compared with dosing under
fasted conditions; these differences are not considered to be clinically relevant [see Dosage and Administration (2.1)].

Distribution
Pramipexole is extensively distributed, having a volume of distribution of about 500 L (coefficient of variation [CV] = 20%). It is about 15% bound to plasma proteins.
Pramipexole distributes into red blood cells as indicated by an erythrocyte-to-plasma ratio of approximately 2.

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

Elimination

Urinary excretion is the major route of pramipexole elimination, with 90% of a pramipexole dose recovered in urine, almost all as unchanged drug. The renal clearance
of pramipexole is approximately 400 mL/min (CV=25%), approximately three times higher than the glomerular filtration rate. Thus, pramipexole is secreted by the
renal tubules, probably by the organic cation transport system.

Pharmacokinetics in Specific Populations

Because therapy with MIRAPEX ER tablets is initiated at a low dose and gradually titrated upward according to clinical tolerability to obtain the optimum therapeutic
effect, adjustment of the initial dose based on gender, weight, race, or age is not necessary. However, renal insufficiency causes a large decrease in the ability to
eliminate pramipexole. This will necessitate dosage adjustment in patients with moderate to severe renal impairment [see Dosage and Administration (2.2)].

Gender
Pramipexole clearance is about 30% lower in women than in men, but this difference can be accounted for by differences in body weight. There is no difference in
plasma half-life between males and females.

Age

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

Race
No racial differences in metabolism and elimination have been identified.

Hepatic Impairment
The influence of hepatic insufficiency on pramipexole pharmacokinetics has not been evaluated. Because approximately 90% of the recovered dose is excreted in the
urine as unchanged drug, hepatic impairment would not be expected to have a significant effect on pramipexole elimination.

Renal Impairment
Clearance of immediate-release pramipexole was about 75% lower in patients with severe renal impairment (creatinine clearance approximately 20 mL/min) and about

60% lower in patients with moderate impairment (creatinine clearance approximately 40 mL/min) compared with healthy volunteers [see Dosage and Administration
(2.2) and Warnings and Precautions (5.6)]. In patients with varying degrees of renal impairment, pramipexole clearance correlates well with creatinine clearance.
Therefore, creatinine clearance can be used as a predictor of the extent of decrease in pramipexole clearance.

Drug Interactions
No specific pharmacokinetic drug interaction trials were conducted with MIRAPEX ER tablets since the potential for drug interactions mainly depends on the active
drug substance pramipexole and not the formulation. The following interaction data were obtained using immediate-release pramipexole tablets.

Carbidopa/levodopa: Carbidopa/levodopa did not influence the pharmacokinetics of pramipexole in healthy volunteers (N=10). Pramipexole did not alter the extent of
absorption (AUC) or the elimination of carbidopa/levodopa, although it caused an increase in levodopa C,, by about 40% and a decrease in Ty from 2.5 to 0.5 hours.

Selegiline: In healthy volunteers (N=11), selegiline did not influence the pharmacokinetics of pramipexole.
Amantadine: Population pharmacokinetic analyses suggest that amantadine may slightly decrease the oral clearance of pramipexole.

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

Probenecid: Probenecid, a known inhibitor of renal tubular secretion of organic acids via the anionic transporter, did not noticeably influence pramipexole
pharmacokinetics (N=12).

Other drugs eliminated via renal secretion: Population pharmacokinetic analysis suggests that co-administration of drugs that are secreted by the cationic transport
system (e.g., cimetidine, ranitidine, diltiazem, triamterene, verapamil, quinidine, and quinine) decreases the oral clearance of pramipexole by about 20%, while those
secreted by the anionic transport system (e.g., cephalosporins, penicillins, indomethacin, hydrochlorothiazide, and chlorpropamide) are likely to have little effect on the
oral clearance of pramipexole.

CYP interactions: Inhibitors of cytochrome P450 enzymes would not be expected to affect pramipexole elimination because pramipexole is not appreciably
metabolized by these enzymes in vivo or in vitro. Pramipexole does not inhibit CYP enzymes CYP1A2, CYP2C9, CYP2C19, CYP2EI1, and CYP3A4. Inhibition of
CYP2D6 was observed with an apparent Ki of 30 pM, indicating that pramipexole will not inhibit CYP enzymes at plasma concentrations observed following the
clinical dose of 4.5 mg/day.

Drugs affecting gastrointestinal motility or gastric pH:
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Population pharmacokinetic analysis suggests that co-administration of antacids (N=6) decreased the oral clearance of pramipexole by about 25%, while H2-blockers
(N=5), anticholinergics (N=27), propulsive (N=7), and proton pump inhibitors (N=16) are likely to have little effect on the oral clearance of pramipexole.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Two-year carcinogenicity studies with pramipexole have been conducted in mice and rats. Pramipexole was administered in the diet to mice at doses up to 10
mg/kg/day [or approximately 10 times the maximum recommended human dose (MRHD) of 1.5 mg TID on a mg/m’ basis]. Pramipexole was administered in the diet
to rats at doses up to 8 mg/kg/day. These doses were associated with plasma AUCs up to approximately 12 times that in humans at the MRHD. No significant increases
in tumors occurred in either species.

Pramipexole was not mutagenic or clastogenic in a battery of in vitro (bacterial reverse mutation, V79/HGPRT gene mutation, chromosomal aberration in CHO cells)
and in vivo (mouse micronucleus) assays.

In rat fertility studies, pramipexole at a dose of 2.5 mg/kg/day (5 times the MRHD on a mg/m® basis) prolonged estrus cycles and inhibited implantation. These effects
were associated with reductions in serum levels of prolactin, a hormone necessary for implantation and maintenance of early pregnancy in rats.

13.2 Animal Toxicology and/or Pharmacology

Retinal Pathology in Albino Rats

Pathologic changes (degeneration and loss of photoreceptor cells) were observed in the retina of albino rats in the 2-year carcinogenicity study with pramipexole. These
findings were first observed during week 76 and were dose-dependent in animals receiving 2 or 8 mg/kg/day (plasma AUCs equal to 2.5 and 12.5 times that in humans
at the MRHD of 1.5 mg TID). In a similar study of pigmented rats with 2-years exposure to pramipexole at 2 or 8 mg/kg/day, retinal degeneration was not observed.
Animals given drug had thinning in the outer nuclear layer of the retina that was only slightly greater than that seen in control rats.

Investigative studies demonstrated that pramipexole reduced the rate of disk shedding from the photoreceptor rod cells of the retina in albino rats, which was associated
with enhanced sensitivity to the damaging effects of light. In a comparative study, degeneration and loss of photoreceptor cells occurred in albino rats after 13 weeks of
treatment with 25 mg/kg/day of pramipexole (54 times the highest clinical dose on a mg/m? basis) and constant light (100 lux), but not in pigmented rats exposed to the
same dose and 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 a 2-year carcinogenicity study in albino mice treated with 0.3, 2, or 10 mg/kg/day (0.3, 2.2, and 11 times the highest
clinical dose on a 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 clinical dose
on a mg/m? basis) for 12 months and minipigs given 0.3, 1, or 5 mg/kg/day of pramipexole for 13 weeks also detected no changes.

The potential significance of this effect in humans has not been established, but cannot be disregarded because disruption of a mechanism that is universally present in
vertebrates (i.e., disk shedding) may be involved.

Fibro-osseous Proliferative Lesions in Mice

An increased incidence of fibro-osseous proliferative lesions occurred in the femurs of female mice treated for 2 years with 0.3, 2.0, or 10 mg/kg/day (0.3, 2.2, and 11
times the highest clinical dose on a mg/m’ basis). Lesions occurred at a lower rate in control animals. Similar lesions were not observed in male mice or rats and
monkeys of either 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 disease was supported by clinical pharmacokinetic data [see Clinical Pharmacology (12.3)]
and two randomized, double-blind, placebo-controlled, multicenter clinical trials in early and advanced Parkinson’s disease. In both randomized studies, the Unified
Parkinson’s Disease Rating Scale (UPDRS) served as a primary outcome assessment measure. The UPDRS is a four-part multi-item rating scale intended to evaluate
mentation (Part I), activities of daily living (Part II), motor performance (Part III), and complications of therapy (Part IV).

Part II of the UPDRS contains 13 questions related to activities of daily living, which are scored from 0 (normal) to 4 (maximal severity) for a maximum (worst) score
of 52. Part III of the UPDRS contains 14 items designed to assess the severity of the cardinal motor findings in patients with Parkinson’s disease (e.g., tremor, rigidity,
bradykinesia, postural instability, etc.), scored for different body regions and has a maximum (worst) score of 108.

Early Parkinson’s Disease

The effectiveness of MIRAPEX ER tablets in early Parkinson's disease patients (Hoehn & Yahr Stages I-1IT) who were not on levodopa therapy was established in a
randomized, double-blind, placebo-controlled, 3-parallel-group clinical study. Patients were treated 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 a flexible up-titration,
based on efficacy and tolerability, up to 4.5 mg/day. Levodopa was permitted during the study as rescue medication. Stable doses of concomitant MAO-B inhibitors,
anticholinergics, or amantadine, individually or in combination, were allowed. The primary efficacy endpoint was the mean change from baseline in the UPDRS Parts
II+11I score for MIRAPEX ER tablets versus placebo following 18 weeks of treatment.

At 18 weeks of treatment, the mean change from baseline UPDRS Parts II+11I score was —8.1 points in patients receiving MIRAPEX ER tablets (n=102) and —5.1 points
in patients receiving placebo (n=50), a difference that was statistically significant (p<0.03). Seven patients treated with placebo (14%) and 3 patients treated with
MIRAPEX ER tablets (3%) received levodopa rescue medication. At 18 weeks, the mean dose of MIRAPEX ER was 3 mg/day.

At 33-weeks the adjusted mean improvement from baseline UPDRS Parts II+I11 score was —8.6 points in patients receiving 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 approximately 3 mg/day. Twenty-two patients treated with placebo (21%) and 15 patients treated with
MIRAPEX ER tablets (7%) received levodopa rescue medication before the final assessment

No differences in effectiveness based on age or gender were detected. Patients receiving MAOB-I, anticholinergics, or amantadine had responses similar to patients not
receiving these drugs.

Advanced Parkinson’s Disease
The effectiveness of MIRAPEX ER tablets in advanced Parkinson's disease patients (Hoehn & Yahr Stages II-IV at ON time) who were on concomitant levodopa
therapy (at an optimized dose) and who had motor fluctuations (at least 2 cumulative hours of OFF time per day) was established in a randomized, double-blind,
Page 10 of 16
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placebo-controlled, 3-parallel group clinical study. Patients were treated 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 a flexible up-titration over 7 weeks, based on
efficacy and tolerability, up to 4.5 mg/day, followed by a 26 week maintenance period. Levodopa dosage reduction was permitted only in the case of dopaminergic
adverse events. The primary efficacy endpoint was the adjusted mean change from baseline in the UPDRS Parts II+1II score for MIRAPEX ER tablets versus placebo
following 18 weeks of treatment.

At 18 weeks of treatment, the adjusted mean improvement from baseline UPDRS Parts II+1I1I score was — 11.0 points in patients receiving MIRAPEX ER tablets
(n=161) and — 6.1 points in patients receiving placebo (n=174), (p=0.0001). At week 18, the adjusted mean improvement from baseline in “off time” was -2.1 hrs for
PPX ER and -1.4 hrs for placebo (p=0.0199).

At 33-weeks the adjusted mean improvement from baseline UPDRS Parts IT1+1I1I score was —11.1 points in patients receiving MIRAPEX ER tablets (n=117) and —6.8
points in patients receiving placebo (n=136) (p=0.0135).

At both 18 and 33 weeks the mean daily dose of MIRAPEX ER was 2.6 mg/day. At week 18, 4 patients (3%) in the placebo group and 14 patients (11%) in the PPX
ER group had decreased their levodopa daily dose compared to baseline due to dopaminergic adverse events. No clinically relevant difference in effectiveness was
observed in the sub-group analyses based on gender, age, race (White vs. Asian), or concomitant use of antiparkinsonian treatment (MAOB-I, amantadine or
anticholinergics).

16 HOW SUPPLIED/STORAGE AND HANDLING
MIRAPEX ER tablets are available as follows:

0. 375 mg: white to off-white, round, bevel-edged, extended-release tablets debossed with “ER” on one side and "0.375" on the other side.
Unit of Use Bottles of 30 NDC 0597-0109-30

0.75 mg: white to off-white, round, bevel-edged, extended-release tablets debossed with “ER” on one side and "0.75" on the other side.
Unit of Use Bottles of 30 NDC 0597-0285-30

1.5 mg: white to off-white, oval, extended-release tablets debossed with “ER” on one side and "1.5" on the other side.
Unit of Use Bottles of 30 NDC 0597-0113-30

3 mg: white to off-white, oval, extended-release tablets debossed with “ER” on one side and "3.0" on the other side.
Unit of Use Bottles of 30 NDC 0597-0115-30

4.5 mg: white to off-white, oval, extended-release tablets debossed with “ER” on one side and "4.5" on the other side.
Unit of Use Bottles of 30 NDC 0597-0116-30

Storage
Store at 25°C (77°F); excursions permitted to 15°-30°C (59°-86°F) [see USP Controlled Room Temperature]. Protect from exposure to high humidity. Store in a
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, advise 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
nausea.

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

Pramipexole is the active ingredient that is in both MIRAPEX ER tablets and immediate-release pramipexole tablets. Ensure that patients do not take both immediate-
release pramipexole and MIRAPEX ER.

17.2 Sedating Effects

Alert patients to the potential sedating effects of MIRAPEX ER tablets, including somnolence and the possibility of falling asleep 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 potentially dangerous
activities until they have gained 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 somnolence or new episodes of falling asleep during activities of daily living (e.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 taking other sedating medications or alcohol in combination with MIRAPEX ER and when taking concomitant medications
that increase plasma levels of pramipexole (e.g., cimetidine) [see Warnings and Precautions (5.1)].

17.3 Impulse Control Symptoms Including Compulsive Behaviors
Patients and their caregivers should be alerted to the possibility that they may experience intense urges to spend money, intense urges to gamble, increased sexual urges,
binge eating and/or other intense urges and the inability to control these urges while taking Mirapex. [See Warnings and Precautions (5.3)].

17.4 Hallucinations
Inform patients that hallucinations can occur and that the elderly are at a higher risk than younger patients with Parkinson's disease [see Warnings and Precautions

(.41
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17.5 Postural (Orthostatic) Hypotension

Advise patients that they may develop postural (orthostatic) hypotension, with or without symptoms such as dizziness, nausea, fainting, or blackouts, and sometimes,
sweating. Hypotension may occur more frequently during initial therapy. Accordingly, caution patients against rising rapidly after 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 Precautions (5.2)].

17.6 Pregnancy
Because the teratogenic potential of pramipexole has not been completely established in laboratory animals, and because experience in humans is limited, advise
women to notify their physicians if they become pregnant or intend to become pregnant during therapy [see Use in Specific Populations (8.1)].

17.7 Nursing Mothers
Because of the possibility that pramipexole may be excreted in breast milk, advise women to notify their physicians if they intend to breast-feed or are breast-feeding an
infant [see Use in Specific Populations (8.3)].
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BB, BIEEEE, BIERR, HBAEIK, MHENE, FERetE, BEE, AT —,
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UTFDX D RBEERPAGERDO T T I % — VEBEEHE RIS, FRS—F 0 Y Ui
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@%éht:&i&m L)L, a4 HEEGDT vy hETIT, 7I7IXF Y —LO¥
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TR CThd D BEIZBIT D FARIUZHEROERALZ T LT T I X% Y — LRSI
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YIRS CTd o 72, MIRAPEX ER $E D & & i H1 iR EERZERFH O FRIEIT 6 R Toh 2,
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1. NAME OF THE MEDICINAL PRODUCT

SIFROL 1.05 mg prolonged-release tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each prolonged-release tablet contains 1.5 mg pramipexole dihydrochloride monohydrate equivalent
to 1.05 mg pramipexole.

Please note:

Pramipexole doses as published in the literature refer to the salt form.

Therefore, doses will be expressed in terms of both pramipexole base and pramipexole salt (in
brackets).

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Prolonged-release tablet.

The tablets are white to off-white, of oval shape, and have a code embossed (one side with the code
P3, and one side with the Boehringer Ingelheim company symbol).

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

SIFROL is indicated for treatment of the signs and symptoms of idiopathic Parkinson’s disease, alone
(without levodopa) or in combination with levodopa, i.e. over the course of the disease, through to late
stages when the effect of levodopa wears off or becomes inconsistent and fluctuations of the
therapeutic effect occur (end of dose or “on off” fluctuations).

4.2 Posology and method of administration

SIFROL prolonged-release tablets are a once-a-day oral formulation of pramipexole. The tablets
should be swallowed whole with water, and must not be chewed, divided or crushed. The tablets may
be taken either with or without food and should be taken each day at about the same time.

Initial treatment

Doses should be increased gradually from a starting dose of 0.26 mg of base (0.375 mg of salt) per day
and then increased every 5 - 7 days. Providing patients do not experience intolerable undesirable
effects, the dose should be titrated to achieve a maximal therapeutic effect.

Ascending dose schedule of SIFROL prolonged-release tablets
Week Daily dose (mg of base) Daily dose (mg of salt)
1 0.26 0.375

2 0.52 0.75

3 1.05 1.5

If a further dose increase is necessary the daily dose should be increased by 0.52 mg of base (0.75 mg
of salt) at weekly intervals up to a maximum dose of 3.15 mg of base (4.5 mg of salt) per day.
However, it should be noted that the incidence of somnolence is increased at doses higher than

1.05 mg of base (1.5 mg of salt) per day (see section 4.8).
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Patients already taking SIFROL tablets may be switched to SIFROL prolonged-release tablets
overnight, at the same daily dose. After switching to SIFROL prolonged-release tablets, the dose may
be adjusted depending on the patient’s therapeutic response (see section 5.1).

Maintenance treatment

The individual dose of pramipexole should be in the range of 0.26 mg of base (0.375 mg of salt) to a
maximum of 3.15 mg of base (4.5 mg of salt) per day. During dose escalation in pivotal studies,
efficacy was observed starting at a daily dose of 1.05 mg of base (1.5 mg of salt). Further dose
adjustments should be done based on the clinical response and the occurrence of undesirable effects.
In clinical trials approximately 5% of patients were treated at doses below 1.05 mg of base (1.5 mg of
salt). In advanced Parkinson’s disease, pramipexole doses higher than 1.05 mg of base (1.5 mg of salt)
per day can be useful in patients where a reduction of the levodopa therapy is intended. It is
recommended that the dose of levodopa is reduced during both the dose escalation and the
maintenance treatment with SIFROL, depending on reactions in individual patients.

Treatment discontinuation

Abrupt discontinuation of dopaminergic therapy can lead to the development of a neuroleptic
malignant syndrome. Therefore, pramipexole should be tapered off at a rate of 0.52 mg of base

(0.75 mg of salt) per day until the daily dose has been reduced to 0.52 mg of base (0.75 mg of salt).
Thereafter the dose should be reduced by 0.26 mg of base (0.375 mg of salt) per day (see section 4.4).

Dosing in patients with renal impairment
The elimination of pramipexole is dependent on renal function. The following dose schedule is
suggested:

Patients with a creatinine clearance above 50 ml/min require no reduction in daily dose or dosing
frequency.

In patients with a creatinine clearance between 30 and 50 ml/min, treatment should be started with
0.26 mg SIFROL prolonged-release tablets every other day. Caution should be exercised and careful
assessment of therapeutic response and tolerability should be made before increasing to daily dosing
after one week. If a further dose increase is necessary, doses should be increased by 0.26 mg
pramipexole base at weekly intervals up to a maximum dose of 1.57 mg pramipexole base (2.25 mg of
salt) per day.

The treatment of patients with a creatinine clearance below 30 ml/min with SIFROL prolonged-release
tablets is not recommended as no data are available for this patient population. The use of SIFROL
tablets should be considered.

If renal function declines during maintenance therapy, the recommendations given above should be
followed.

Dosing in patients with hepatic impairment

Dose adjustment in patients with hepatic failure is probably not necessary, as approx. 90% of absorbed
active substance is excreted through the kidneys. However, the potential influence of hepatic
insufficiency on SIFROL pharmacokinetics has not been investigated.

Dosing in children and adolescents
SIFROL is not recommended for use in children and adolescents below 18 years due to a lack of data
on safety and efficacy.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.
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4.4 Special warnings and precautions for use

When prescribing SIFROL in a patient with Parkinson’s disease with renal impairment a reduced dose
is suggested in line with section 4.2.

Hallucinations
Hallucinations are known as a side effect of treatment with dopamine agonists and levodopa. Patients
should be informed that (mostly visual) hallucinations can occur.

Dyskinesia
In advanced Parkinson’s disease, in combination treatment with levodopa, dyskinesia can occur during

the initial titration of SIFROL. If they occur, the dose of levodopa should be decreased.

Sudden onset of sleep and somnolence

Pramipexole has been associated with somnolence and episodes of sudden sleep onset, particularly in
patients with Parkinson’s disease. Sudden onset of sleep during daily activities, in some cases without
awareness or warning signs, has been reported uncommonly. Patients must be informed of this and
advised to exercise caution while driving or operating machines during treatment with SIFROL.
Patients who have experienced somnolence and/or an episode of sudden sleep onset must refrain from
driving or operating machines. Furthermore a reduction of the dose or termination of therapy may be
considered. Because of possible additive effects, caution should be advised when patients are taking
other sedating medicinal products or alcohol in combination with pramipexole (see sections 4.5, 4.7
and section 4.8).

Impulse control disorders and compulsive behaviours

Pathological gambling, increased libido and hypersexuality have been reported in patients treated with
dopamine agonists for Parkinson’s disease, including SIFROL. Furthermore, patients and caregivers
should be aware of the fact that other behavioural symptoms of impulse control disorders and
compulsions such as binge eating and compulsive shopping can occur. Dose reduction/tapered
discontinuation should be considered.

Patients with psychotic disorders

Patients with psychotic disorders should only be treated with dopamine agonists if the potential
benefits outweigh the risks. Co-administration of antipsychotic medicinal products with pramipexole
should be avoided (see section 4.5).

Ophthalmologic monitoring
Ophthalmologic monitoring is recommended at regular intervals or if vision abnormalities occur.

Severe cardiovascular disease

In case of severe cardiovascular disease, care should be taken. It is recommended to monitor blood
pressure, especially at the beginning of treatment, due to the general risk of postural hypotension
associated with dopaminergic therapy.

Neuroleptic malignant syndrome
Symptoms suggestive of neuroleptic malignant syndrome have been reported with abrupt withdrawal
of dopaminergic therapy (see section 4.2).

4.5 Interaction with other medicinal products and other forms of interaction

Plasma protein binding

Pramipexole is bound to plasma proteins to a very low (< 20%) extent, and little biotransformation is
seen in man. Therefore, interactions with other medicinal products affecting plasma protein binding or
elimination by biotransformation are unlikely. As anticholinergics are mainly eliminated by
biotransformation, the potential for an interaction is limited, although an interaction with
anticholinergics has not been investigated. There is no pharmacokinetic interaction with selegiline and
levodopa.
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Inhibitors/competitors of active renal elimination pathway

Cimetidine reduced the renal clearance of pramipexole by approximately 34%, presumably by
inhibition of the cationic secretory transport system of the renal tubules. Therefore, medicinal products
that are inhibitors of this active renal elimination pathway or are eliminated by this pathway, such as
cimetidine, amantadine, and mexiletine, may interact with pramipexole resulting in reduced clearance
of either or both medicinal products. Reduction of the pramipexole dose should be considered when
these medicinal products are administered concomitantly with SIFROL.

Combination with levodopa

When SIFROL is given in combination with levodopa, it is recommended that the dose of levodopa is
reduced and the dose of other anti-parkinsonian medicinal products is kept constant while increasing
the dose of SIFROL.

Because of possible additive effects, caution should be advised when patients are taking other sedating
medicinal products or alcohol in combination with pramipexole (see sections 4.4, 4.7 and 4.8).

Antipsychotic medicinal products
Co-administration of antipsychotic medicinal products with pramipexole should be avoided (see
section 4.4), e.g. if antagonistic effects can be expected.

4.6 Pregnancy and lactation

The effect on pregnancy and lactation has not been investigated in humans. Pramipexole was not
teratogenic in rats and rabbits, but was embryotoxic in the rat at maternotoxic doses (see section 5.3).
SIFROL should not be used during pregnancy unless clearly necessary, i.e. if the potential benefit
justifies the potential risk to the foetus.

As pramipexole treatment inhibits secretion of prolactin in humans, inhibition of lactation is expected.
The excretion of pramipexole into breast milk has not been studied in women. In rats, the
concentration of active substance-related radioactivity was higher in breast milk than in plasma.

In the absence of human data, SIFROL should not be used during breast-feeding. However, if its use is
unavoidable, breast-feeding should be discontinued.

4.7 Effects on ability to drive and use machines
SIFROL can have a major influence on the ability to drive and use machines.
Hallucinations or somnolence can occur.

Patients being treated with SIFROL and presenting with somnolence and/or sudden sleep episodes
must be informed to refrain from driving or engaging in activities where impaired alertness may put
themselves or others at risk of serious injury or death (e.g. operating machines) until such recurrent
episodes and somnolence have resolved (see also sections 4.4, 4.5 and 4.8).

4.8 Undesirable effects

Expected adverse reactions

The following adverse reactions are expected under the use of SIFROL: abnormal dreams, amnesia,
behavioural symptoms of impulse control disorders and compulsions such as binge eating, compulsive
shopping, hypersexuality and pathological gambling; confusion, constipation, delusion, dizziness,
dyskinesia, dyspnoea, fatigue, hallucinations, headache, hyperkinesia, hyperphagia, hypotension,
insomnia, libido disorders, nausea, paranoia, peripheral oedema, pneumonia, pruritus, rash and other
hypersensitivity; restlessness, somnolence, sudden onset of sleep, syncope, visual disturbance
including vision blurred and visual acuity reduced, vomiting, weight decrease, weight increase.
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Based on the analysis of pooled placebo-controlled trials, comprising a total of 1,778 Parkinson’s
disease patients on pramipexole and 1,297 patients on placebo, adverse drug reactions were frequently
reported for both groups. 67% of patients on pramipexole and 54% of patients on placebo reported at
least one adverse drug reaction.

The adverse drug reactions reported in the table below are those events that occurred in 0.1% or more
of patients treated with pramipexole and were reported significantly more often in patients taking
pramipexole than placebo, or where the event was considered clinically relevant. The majority of
adverse drug reactions were mild to moderate, they usually start early in therapy and most tended to
disappear even as therapy was continued.

Within the system organ classes, adverse reactions are listed under headings of frequency (number of
patients expected to experience the reaction), using the following categories: very common (> 1/10);
common (> 1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100); rare (> 1/10,000 to < 1/1,000); very
rare (< 1/10,000); not known (cannot be estimated form the available data).

System Organ Class | Adverse Drug Reaction
Infections and infestations
Uncommon | pneumonia
Psychiatric disorders
Common abnormal dreams, behavioural symptoms of impulse control
disorders and compulsions; confusion, hallucinations, insomnia,
restlessness
Uncommon compulsive shopping, delusion, hypersexuality, libido disorder,
paranoia, pathological gambling
Not known binge eating, hyperphagia
Nervous system disorders
Very common dizziness, dyskinesia, somnolence
Common amnesia, headache
Uncommon hyperkinesia, sudden onset of sleep, syncope
Eye disorders
Common visual disturbance including vision blurred and visual acuity
reduced
Vascular disorders
Very common | hypotension
Respiratory, thoracic, and mediastinal disorders
Uncommon | dyspnoea
Gastrointestinal disorders
Very common nausea
Common constipation, vomiting
Skin and subcutaneous tissue disorders
Uncommon | hypersensitivity, pruritus, rash
General disorders and administration site conditions
Common | fatigue, peripheral oedema
Investigations
Common weight decrease
Uncommon weight increase

The most commonly (> 5%) reported adverse drug reactions in patients with Parkinson’s disease more
frequent with pramipexole treatment than with placebo were nausea, dyskinesia, hypotension,
dizziness, somnolence, insomnia, constipation, hallucination, headache and fatigue. The incidence of
somnolence is increased at doses higher than 1.5 mg pramipexole salt per day (see section 4.2). A
more frequent adverse drug reaction in combination with levodopa was dyskinesia. Hypotension may
occur at the beginning of treatment, especially if pramipexole is titrated too fast.
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Somnolence
Pramipexole is commonly associated with somnolence and has been associated uncommonly with
excessive daytime somnolence and sudden sleep onset episodes (see also section 4.4).

Libido disorders
Pramipexole may uncommonly be associated with libido disorders (increased or decreased).

Impulse control disorders and compulsive behaviours

Patients treated with dopamine agonists for Parkinson’s disease, including SIFROL, especially at high
doses, have been reported as exhibiting signs of pathological gambling, increased libido and
hypersexuality, generally reversible upon reduction of the dose or treatment discontinuation. See also
section 4.4.

In a cross-sectional, retrospective screening and case-control study including 3,090 Parkinson’s
disease patients, 13.6% of all patients receiving dopaminergic or non-dopaminergic treatment had
symptoms of an impulse control disorder during the past six months. Manifestations observed include
pathological gambling, compulsive shopping, binge eating, and compulsive sexual behaviour
(hypersexuality). Possible independent risk factors for impulse control disorders included
dopaminergic treatments and higher doses of dopaminergic treatment, younger age ( < 65 years), not
being married and self-reported family history of gambling behaviours.

4.9 Overdose

There is no clinical experience with massive overdose. The expected adverse reactions would be those
related to the pharmacodynamic profile of a dopamine agonist, including nausea, vomiting,
hyperkinesia, hallucinations, agitation and hypotension. There is no established antidote for overdose
of a dopamine agonist. If signs of central nervous system stimulation are present, a neuroleptic agent
may be indicated. Management of the overdose may require general supportive measures, along with
gastric lavage, intravenous fluids, administration of activated charcoal and electrocardiogram
monitoring.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: dopamine agonists, ATC code: N04BCO05.

Pramipexole is a dopamine agonist that binds with high selectivity and specificity to the D2 subfamily
of dopamine receptors of which it has a preferential affinity to D3 receptors, and has full intrinsic
activity.

Pramipexole alleviates parkinsonian motor deficits by stimulation of dopamine receptors in the
striatum. Animal studies have shown that pramipexole inhibits dopamine synthesis, release, and
turnover.

In human volunteers, a dose-dependent decrease in prolactin was observed. In a clinical trial with
healthy volunteers, where SIFROL prolonged-release tablets were titrated faster (every 3 days) than
recommended up to 3.15 mg pramipexole base (4.5 mg of salt) per day, an increase in blood pressure
and heart rate was observed. Such effect was not observed in patient studies.

In patients pramipexole alleviates signs and symptoms of idiopathic Parkinson’s disease. Placebo-
controlled clinical trials included approximately 1,800 patients of Hoehn and Yahr stages [ — V treated
with pramipexole. Out of these, approximately 1,000 were in more advanced stages, received
concomitant levodopa therapy, and suffered from motor complications.
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In early and advanced Parkinson’s disease, efficacy of pramipexole in controlled clinical trials was
maintained for approximately six months. In open continuation trials lasting for more than three years
there were no signs of decreasing efficacy. In a controlled double blind clinical trial of 2 year duration,
initial treatment with pramipexole significantly delayed the onset of motor complications, and reduced
their occurrence compared to initial treatment with levodopa. This delay in motor complications with
pramipexole should be balanced against a greater improvement in motor function with levodopa (as
measured by the mean change in UPDRS-score). The overall incidence of hallucinations and
somnolence was generally higher in the escalation phase with the pramipexole group. However, there
was no significant difference during the maintenance phase. These points should be considered when
initiating pramipexole treatment in patients with Parkinson’s disease.

The safety and efficacy of SIFROL prolonged-release tablets in the treatment of Parkinson's disease
was evaluated in a multinational drug development program consisting of three randomized,
controlled trials. Two trials were conducted in patients with early Parkinson's disease and one trial was
conducted in patients with advanced Parkinson's disease.

Superiority of SIFROL prolonged-release tablets over placebo was demonstrated after 18 weeks of
treatment on both the primary (UPDRS Parts II+III score) and the key secondary (CGI-I and PGI-I
responder rates) efficacy endpoints in a double-blind placebo-controlled trial including a total of 539
patients with early Parkinson’s disease. Maintenance of efficacy was shown in patients treated for
33 weeks. SIFROL prolonged-release tablets were non-inferior to pramipexole immediate release
tablets as assessed on the UPDRS Parts II+I1I score at week 33.

In a double-blind placebo-controlled trial including a total of 517 patients with advanced Parkinson’s
disease who were on concomitant levodopa therapy superiority of SIFROL prolonged-release tablets
over placebo was demonstrated after 18 weeks of treatment on both the primary (UPDRS Parts II+I11
score) and the key secondary (off-time) efficacy endpoints.

The efficacy and tolerability of an overnight switch from SIFROL tablets to SIFROL prolonged-
release tablets at the same daily dose were evaluated in a double-blind clinical study in patients with
early Parkinson’s disease.

Efficacy was maintained in 87 of 103 patients switched to SIFROL prolonged-release tablets. Out of
these 87 patients, 82.8% did not change their dose, 13.8% increased and 3.4% decreased their dose.
In half of the 16 patients who did not meet the criterion for maintained efficacy on UPDRS Part [I+111
score, the change from baseline was considered not clinically relevant.

Only one patient switched to SIFROL prolonged-release tablets experienced a drug-related adverse
event leading to withdrawal.

5.2 Pharmacokinetic properties

Pramipexole is completely absorbed following oral administration. The absolute bioavailability is
greater than 90%.

In a Phase I trial, where pramipexole immediate release and prolonged-release tablets were assessed in
fasted state, the minimum and peak plasma concentration (Cpin, Ciax) and exposure (AUC) of the same
daily dose of SIFROL prolonged-release tablets given once daily and SIFROL tablets given three
times a day were equivalent.

The once daily administration of SIFROL prolonged-release tablets causes less frequent fluctuations in
the pramipexole plasma concentration over 24 hours compared to the three times daily administration
of pramipexole immediate release tablets.

The maximum plasma concentrations occur at about 6 hours after administration of SIFROL

prolonged-release tablets once daily. Steady state of exposure is reached at the latest after 5 days of
continuous dosing.
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Concomitant administration with food does generally not affect the bioavailability of pramipexole.
Intake of a high fat meal induced an increase in peak concentration (C,,) of about 24% after a single
dose administration and about 20% after multiple dose administrations and a delay of about 2 hours in
time to reach peak concentration in healthy volunteers. Total exposure (AUC) was not affected by
concomitant food intake. The increase in C,,y is not considered clinically relevant. In the Phase I11
studies that established safety and efficacy of SIFROL prolonged-release tablets, patients were
instructed to take study medication without regard to food intake.

While body weight has no impact on the AUC, it was found to influence the volume of distribution
and therefore the peak concentrations C,,x. A decreased body weight by 30 kg results in an increase in
Chax 0f 45%. However, in Phase III trials in Parkinson’s disease patients no clinically meaningful
influence of body weight on the therapeutic effect and tolerability of SIFROL prolonged-release
tablets was detected.

Pramipexole shows linear kinetics and a small inter-patient variation of plasma levels. In humans, the
protein binding of pramipexole is very low (< 20%) and the volume of distribution is large (400 1).
High brain tissue concentrations were observed in the rat (approx. 8-fold compared to plasma).

Pramipexole is metabolised in man only to a small extent.

Renal excretion of unchanged pramipexole is the major route of elimination. Approximately 90% of
C-labelled dose is excreted through the kidneys while less than 2% is found in the faeces. The total
clearance of pramipexole is approximately 500 ml/min and the renal clearance is approximately

400 ml/min. The elimination half-life (t2) varies from 8 hours in the young to 12 hours in the elderly.

5.3 Preclinical safety data

Repeated dose toxicity studies showed that pramipexole exerted functional effects, mainly involving
the CNS and female reproductive system, and probably resulting from an exaggerated
pharmacodynamic effect of pramipexole.

Decreases in diastolic and systolic pressure and heart rate were noted in the minipig, and a tendency to
a hypotensive effect was discerned in the monkey.

The potential effects of pramipexole on reproductive function have been investigated in rats and
rabbits. Pramipexole was not teratogenic in rats and rabbits but was embryotoxic in the rat at
maternally toxic doses. Due to the selection of animal species and the limited parameters investigated,
the adverse effects of pramipexole on pregnancy and male fertility have not been fully elucidated.

Pramipexole was not genotoxic. In a carcinogenicity study, male rats developed Leydig cell
hyperplasia and adenomas, explained by the prolactin-inhibiting effect of pramipexole. This finding is
not clinically relevant to man. The same study also showed that, at doses of 2 mg/kg (of salt) and
higher, pramipexole was associated with retinal degeneration in albino rats. The latter finding was not
observed in pigmented rats, nor in a 2-year albino mouse carcinogenicity study or in any other species
investigated.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Hypromellose 2208

Maize starch

Carbomer 941

Colloidal anhydrous silica
Magnesium stearate

58



6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years

6.4 Special precautions for storage

Store in the original package in order to protect from moisture.
This medicinal product does not require any special temperature storage conditions.

6.5 Nature and contents of container

OPA/aluminium/PVC-aluminium blisters.

Each blister strip contains 10 prolonged-release tablets.

Cartons containing 1, 3 or 10 blister strips (10, 30 or 100 prolonged-release tablets).
Not all pack sizes may be marketed.

6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/97/050/XXX

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 14 October 1997

Date of latest renewal of the authorisation: 14 October 2007

10. DATE OF REVISION OF THE TEXT

Detailed information on this product is available on the website of the European Medicines Agency
(EMEA) http://www.emea.europa.eu.
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BE, RAIKIRZT 7 I3 y— /A EEEAfSHE LT]1 HRE025mg O IXL®, 2@R
21 &% 05mg &L, SVERBFBELENO, 1EMAEIZ1I AR L LT05mg 372
WEL, MR (R4l AR 15~45mg) 2EDD. 1 BEP T T I% Y —VHRRE
AKF & LT L5mg RiGOF AL 2 @I 2B L THI /KIS, 1L5mg L EDHFERL3E
KRB L THERERORET S, 28, £, MRKLVETEES TSN, 1R
iT45mg #BL RN &,
TEEMCEEOHRELR LA Ly 7 AFEEE (TR TERERE

BE, BARET T 3%y —HEEEARS E LT 025mg % 1 B 1 BERE 2~3 E
BiCEORE4 5, HE5F 10 0125mg EVBAEL, ERIZELC T A 0.75mg #8 2
el TS EEET A0, HEE 1AMV EORBEHITTITOZ &,

1. W% YR

<Mk MRICEET 80 EomE>

(1) FHloRER, PENGEG L, DESoRmER, BEER, hLESO
BEE Ty, EEICHETE EHE DR 15~45mg) ETHET S




.
(MEEgs), TERL2EANEE], RHER) OERZHE]

(2) BREMERE T AREE
AFHNTECRP LRBLEC R EHRIN D, BEEREEAE S Ly T
o U F T A Simlinin B WEMEPRAETDE, BIUT TR0
ETRL D ESOBRERESERT S0, ROLIAREEFHRIER
HERCR BN UBSBLEE LS GBI T L, 2k, BigER
T AT B AR LT 15mg L5, i, BBELIVEERT
EBE R RS IE R F BE T O -+ ARARRIS 0O T, ok SR
LTk Ee 8 Ll L lEBRBETA L &,
[(MfEHRy), SWE-~ofks), 1EpiE; oESE]

Pl FF
FHFE YR bigN a1 His & BmXl BE
{mLimin
1BE# & LT L5mg 3R
Aiieid 250 et 0.125mg % 2[4 4.3mg
TSR TEBE LT 1omg BLE Heomg s L {1.5mgx3 &)
18 3BES
[ Yy o e 3.0mg
e, PG e 0 | B2 EH s 0.125mgx 2[R (1.5mg 2 A}
ST e 1.5mg
WE 5. 1 E O ER S 0,125mg> 1 [E (1.5mgx 1 [E}

2. VPR O M ORI LK b LA Lo MO SRR (CTREN L AR

BRZEME LA b LR Ly S RERIICREITS | REARER (0.75mg) &, A—*
v VB L) ARGV, 2 LRy U T A0S 20mLimin LLEDE
BB TR EOLEIR 20D, BT AV LT F s YT 5
S A% 20mLAnin FH o AL E I R RS T 1 D AF O AIER VR £EI
FEIL L TWAnad, TALORFCHTIFAORSICOWTE, RELOFE
TRPE & fERMEE I L TRECH TS 2k,

(MR, (dlEF oy, [EipEE; OEBK]

EJR D AR ERMERIR M CEIRES A ORI D A5, FARBMNEREC LY BRIE
FHEREI LAARBRSEIA TV LOT, BECANOREORIRETCRRFIZOVWTLE
L, BRI, BPEOEE, BEONE, SITFERSEEE &S ERICEE
FEELQWLSERTBIL,

[THEARRARRIER ), (R omEBE]

qul

BoBFncEsLEn 2)

(1 ERTSERL TV EMETROL LR A
LB (F o b) RO ERABERENEC, MESOET, £FREROES
BUHSREROETHAEO ATV S, (TEE, ER, SilB%-~ofs5 08
B

(2) Ao plar s LIRBOEOBEERO &b 5 B




A EDOEE

1. HERES ROBHFIHELRETDHZ L)

(1) A%, ERSOBNERNIETNLOREROH D EE
UERBHEEXRRRE LS 252 b03hs (EERERMNER), TBIEMR 0B

2) BBEREOHDRE
(BIMEABRBALLT < 22BENRH Y, T, FRRFCRPCKRELREFELLT
Pt &g (THE - HRCEET2ER LORE ), RER), TE98iE OESB
)]

(3) EWARLEEIEN S OBREFEDH 5 B
BIEABRR LT ASBETNEH 5 (THEREAMER, AIERA OTRBH) ]

4y BmEECRE
UERBENLTDZEAH D (THELREAMEE), TRIEMR] 0oEBH)]

(5) mEE
[BEHE ~ofks] OEBHE]

2. HERERNER

(1) EFEABIREC L) BEBREESLZEZ LEFIRBEEN TS, BREMEREED
LiziEoPici, HIRCREORED X 2 2k ERdhhotfldh d nitks
Bib% 1 EED ERB L AR IO TRBE LA BE SN TS, BHFICEFA
ORFEMMIRE ERFICOVWTEISHEMAL, ABE DM, BRORME &
BEGRE ) ERCREFET RV LHIEREST D L.

[TEI{EM ) oESE]

(2) FICHEEMUTIL, DIV, ThEL bR, SboESoRHEMLEICHES ERHA
RoNB i r0T, FAFOBREILENSEEL, NEFOHRELHZITITD
Tk, F, TROOERPER LS, EROBECNLT, HEXRRS
EHIET 2 Y OEgRABriTo &

LTBER) oHEBR]

(3) BEERRARICHBWVT, FFEFMMOFAA—F2 Y vH (LERS, iz ) A, REET <

vEVy, Rudx Ry LHRALEEE, PAFRUT, OF, ELEORIEMS
RALPTVI LARDORTV S, ZhbORIERANDbOILEEEICE, HEX
RFEESEETET DL b, FHERS RO, FUFNRECRS EEE

THZ &,

UWEWWLFHWWJ®E$W]

(4) R—F Y rFRBEHFILBVT, FFHORBEEBEXIPLRICLD, BEMERRE
(Syndrome malin) ZFERTIHZLBHDH0T, BE - PIEBLERBESRERT S
z ik, '

(TBIEH] oERBR]
nE, BREELVA M ALy S AEERBEFCBVTE, S—F Y EEELDD
AEMMEW-®, BRL2ASTE X,
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[TERERLEL] DHEBR]

(5) LB FAXR FAI L EEREREEBRE SN S—F Y L RBRE IR T, B
B (BAAMEEORBESOHSMCTRRZERELB LI b T, iy
Ty T AR R TR, B ETES OWERIEES S STV B0 T,
T L B IMERSEER L AR, BERERRE LM LS AL VR AERT D
né,

(6} A bR by M AERHAFIL R, AREEDE RS L EBHEREORYS

| &9 Avgmentation CEINOIERIRN 2 HEL LRE S, HROME, BODE~
ORI R) PREDEALS I EAHEL Y, oL 5 ERBES LR ER-EITE,
IS AR LT SR EOENEEREERELD I &,

3. HESER

AN, FrEEdpaE P4s0 LA AMEIZ L A TETY, FLRTIEREED

TEHHEND,

[(GEAEE] (BFHIEEET S &)

SAF D, BTV

A. SO LD RESITE,

EAlBH BRI - B HE A - T
HFFCRBERENLT | PAXFRST, OUESOR | ¥ FA - BRFRENLT
Tk En S BN {ERNERT OB | B s I EBA L OF

Az, BOFdH Hide

ArHodeIE,

Roredl) Fir

& E R TR OEROERAE
AL, B ur T
YABRTILI LB
4, [T EIR) oEE K]
Bipm ERAMT SR FRN | B L Tie,
P =Ty &, A e oER Ly {ER
BHOWEENAZ L L h
’Z)e
FalE oA ARGERIBETAE | BBRE VAL o{ERET
Dw SFVICRER, | ERBEES, HY, A Lo EsERo
Ty S REH, EHBHERT S BTN

H D,

P e e 2 2
walk e, Lo U oHE,
W7 er &y, Fn
H RS

DT, Y18, $EL
EORMERASEETS
BB,

MHEERAAT S Z
EBD S,

4. WIPER

w0 ORRE BRBRE LEEANOBERBRICRGT, BEH 337 fih 242 #
(7181%) RHFEREFOLSLELRERAREEIRTWD, EEEIR, PAX

FIT 59 6(17.51%), FIE 57 #(16.91%6) , VB 57 B (16.91%) , Wik A B 55 #1(16.32%),

0E52H {1543%) HThot, HRREOBEORICEV T, REARMNRES
LR ot, FKEER

PR LR b LA by S RIEMRTEE 208 & LEEROBRREBIC R W T, BER
174 4 102 B (38.6%) (CEARABEHORT ZS0AEASEESL TS, 248

fEMEE, M50 52 ] (29.9%), {20 (16.7%), BEG 1340 (7.5%), Bk i124)
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(6.9%) & T -7, BRBREOHEDHEAIBNT, RETHARS = iz o,
(RZREE)

(1) ERuEIER

1)

PRAMER (0.1~ 5 %R :
Ak DA VWERRMERAH 5 B2 ERHIDT, 20X 3 RESITIE, BE, &k
EX RSPt SE0@ETRNEEZITH 2 &,

2) WE (15.43%), =8, TAE, B (0.1~ 5 %K), &35 FEEFRHED)

DE (ECLHR), B8, SAE, B, #BEEH5bhaZEABBLEDT, o
LA RBEITE, BEXRREZTILTAE BT, BEICAR D THEMSEELE
Rt a4 FoBEGLREEITI I &,

3) ARG GEEEREA™Y) .

N=F Y FEBREIIBWT, AAORBUSREIPIEIC LD, EREERENL L
bhdZ &BbD, MBE-HIITITY, RBH, ERNEE, EHES, REOHEE,
THEED, wTEE, Bk OEOEE, 3T, miF CK (CPK) O LAERDHL
P B EICRBHEGRHOER TH S AIEMN b 5, BiREE, WEL, K6
H, AAFHREOENLBELTOIZ L,
ED BARTXECRE IO TH L DFEETR

(AR DERRHBE TIERED bhigd - -BIERD,

(2) o oR|fER
PFOL 5 BEHERNS & b Boicit, ERICECTEDZLELZITI = &,
5% 0.1~ 5% 0.1%#H PRE T
1B EAE TBBURE
45 £iT, BRS, BRE % 5 FEAE, BB
BE
W . CE;%K) L& | &, e
VAFAHADT | PR =T, BIETGHE, | £
(17.5%), {HIE | &FE, EiHiRE, =
Coene | (16.8%), BFE | AT n—X X, FHH
$ﬁ§§m W (12.5%), B | 1<y, REBE, &
R f (5.5%) HHGR, S-Frr=
ZbhOBE, BEED
I
P - | APELER (8.3%) | A MKmE, SiE,
BARRER W
F, Bob b0, FHE, HAOET
= %
", =
BRI (122 | 7%, WEAH, I FEE AR T,
%), AR (6.5 | miBk, EE, BERE PEAREGR, 18R
, e | Y0 EE, hiFdHEsk, R (i EH#m),
Fidh iR . G FRORENE, Bhia
HEE, #S,
g
. Ei (299%), | MW, H#EE, ORK, RE R
= IER (16.9%), | B4, SBHE, 1L
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Mk £ B| oA, LESE
(11.9%), {E#K
(9.0%), B
% (6.9%), B
(5.9%)
freeae 2% (AST
(GOT)
T heE + &, ALT (GPT) L
&,
LDH -H45)
. o FART, R
e BRLEL LR
st AFEE &
TEER AR D LE, RnE, B
1
IR R HERER, REABME
SRIM TR IR, fovm, &
—iRH L 5 Bk, HER, WA,
B FRPIEUT S, B
#, D\
PER 25 Ik PR ik fifige
5. EEE~0RS

() N—F Y RBELRRE LEBERRBRICB VT 65 U LoBERE THEME I
EL, ORZ0KEEROBRAESE  MEARMIGEDoNTWLOT, BEORELE]
RLARRLEEICHEST DI L, ORSOFERY H bbb HEICE, MEX I
BEEPIET DL EHIT, HECRCTHRBBARELERTLI AL 0BD2LEL T
AT &,

Q) FHRZECRPICRELEOE it X 50, ERE THE#SEFIETLTWS D
ERZEVOT, B (1B 1E0125mg) 2oREXRBETIRZSBEORELERE
LA EECHETHI &,

[TZE4mEh e DRGSR

6. IR, ER, BRILRS~0ks

(1) ERNITEEL T3 THEOH 2mALIE, BELRENI L,

R OB TR T DERBSES 2, BRI L Tywiwy, 235, 3 (F
v R RRAWEATERABERRT, KO LB3BHLATVS,]

1} ZEERC—RATEERR (SegD) (Smghkg) T, MFEFFnT s FrREDCEKT
CESHEEOR TFHABDHLN TV S,

2) BEFERHESHE (SeglDd (15mgkg) T, MFEFR T F U BEMETICES
CEFREHOBALBBDH LA TVS,

3) BESRRCEILINE5RE (Seglll) (05mg/kglt) T, MFE7wF I F U RED
EFCEIS HERKEDETHERED LN TS,

Q) BILPTORAITERE TS I LEBT, RUEBRTRETIHEAICEBRAL TS E
5Lk,

[EFMeBWTTe 72 Frautinil+s EBRESNTEY, JLHSWE2mE
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TRHEREEN S S, 28, B9ER (Fv ) TAHPM~BHTI L8 8D 0N
TS, ]
7. MNEE~OREG
AR, WER, LR, SR RRE S FReME LTy, A
ALY

8. kit

(1) fEdk
AROBRIY Fi L Y, B, Bk, BEOSH, WS, OR. M, BhEs
DI ORI TRERD,

(2) 4@

BRGNS R LA REEI0L, S RECRSEEETH, £, Bk, Eibk
OER, MEOFRERE, DERT=S—So@lmang L b, —REeER
FUELBET A2 L, B, MEETE X ABRBEMFTERD,
ClEmEE: OHSR]
9. BA LOER
AR g
(1) PTP A WEANL PIP & PO LRDH L TIRM A L 9 830 2,
[PTP S h@REMIZ L0, BOSHARASRIERE~HA L, FIZRFALRDLT
HEBAEASO RS BELHET I LARE ANTHE,]
(20 B ye oW LOREER S, REEIZ PIP v— b LI - X 5 HE 5
T,
10. & OO
Fw bOBRARERE (24 5 ARRERE) BT, 2mghkeHELEOREETHE
B OB HEXhTwvwa, 2770, B MBSV TERAESL A—3 Y 3
SHBEEYE L O RS bR k OEEMRBRESHRE Xh T3,

(o]

2010 % 1 ABGET (E LD
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£1.7:.1 RERHDE-RER HF)

—ARBIA B B = o — VR R
SRIEA L% » 74 0.25mg,/ 1mg,~2mg
=ttt TS0V AIRY T UBERSH
ARFEAH 2006 4E 10 A 20 A
B4R B -
BHEEFAH -
X 5y BIEE, MH¥AEESR
b4 4-[2- (Dipropylamino) ethyt]-2-indolinonemonohydrochloride
{bZEEER ]
0+ HC1

CH2CH2N (CH2CHzCHa) 2

FE - & 1Ehic e = v — L3R REE 0285mg (2 E=n-—/L & LT 0.25mg)

T4 T— NEE
1o = —/LERE 1.1dmg (mE=o—A & LT lmg)
74N o— M E
1o Pom— LR 228 mg (0 Y=o —/ Lk LT 2mg)
T4 N2 hEE

EE - BR

R=% Y

ik - A&

BE, FACReE=w—L: LT 1E025me, 1 B 3E {1 B& 0.75mg)} bk,

1 #4521 BREELTO0.7mg ©o#EL, 4 HEIC ] BES 3mg &5, LLERB

BELRMEL, HEREL, 1 AEL LT 15mg 32 1 BRI LORBTHEL, #

HE (FHE1 AE3~Img) 2EDSH, WThORSEEOHEEL 1 B3 ECTT, &

A&k 54 5,

els, i, R LV EEHREET S, or=o—E LT & 15mg 28 A7

Wk kTH,

Ak - AR 2R EOEE

(1) AFo®‘SEZ (T - AR WS EPL#ED, HERER (B, R
&), MEZOCHZL Ty, EFEESRAGHEEIHELAE L
WEER#NRREEDI L, £, FARSTILEFEFRETIHE LD
BRLHEBTAIL2ERTHI L,

2) —MRICLIERREICBVTED, ENS OMERERS S  BET 5 ik
BhHdicd, BRERSHEEL,

BTIE DR VREEHIMERE MERFSEZ LMD Z & HEH Y, FREMERC LY BE
EENEED LEfRRE SN TV 20T, BEICKHOER MR E ERIREIZ >




WTRHAL, FFRM P, BEEDELR, Mot B ERSRRE
HUERIIHEFEELNLSERT DI &, ((EELEANETE) LU EIER OF
HHR)

. (oBFTRBEELRVIE)
(1) FFoRoios VAREORAEROH 2 BE
(2} MLESUTEER L TV A EERO H SRA (LR, G, SlEg~okl) o
: IEE )
HHEOREER LERE RoBRFITITEECRET S E)

(1) W, FREOHNMERZIFNLOUELEOD B BE B PE B
LB ENDE, ]

2) ERPLEBIBELOERECHDBE [FHERERLL MIRETER
TSRS D]

(3 BRFECRE ERFBLTLZL0855.]

) BEOBEE (JLT7F=v 787502 0nlinddE obaBE [FH2
TELTRETHEENG, £, ThHoBRECOEARREEReNR
BIENTVRY, 28, ABBHEET Ty 2838 L T, Bclbd
BRSOV B8R ]

5) FEFOHHEE [FAIEZ L LTHFRTRAHEENS,

B, INLORBRBETOFEARREL2ESERBUT AN T, ]

& mHE (BHE~0RE] 0HEBR)

2. EEEAHTE

(1) BRIy ABERNF A LEFFESE I T2 LG, BF
REROBRECEREC 2O TELEAL, EMECTR, BEoRE &
FEES R A5 (ERIC TS E R £ YT 52 &, 28, Wikky
TEFHEREZEC L-ERAOPICE, GRVEEORED L S LiikeBy
ol flbditBRERMBE | FLULER L ARICANOTHEE L LES
EnTwa, (TBIER] oEBK)

(2) HHEOERZLNAZZ EXBHHDOT, EROESFERGED, &%V,
YEL{ L&A, HoOEES0RTERMNTORBLERIBLOAEGEEE,
W, RIEEREPESOBE RGO T L,

(3) ABEMOF A= 0V AR LG LEES, PRESRY, 08, S
BIERARE L A TRENH HdH, ThOBRHERESEL LWL
FITRE, WEXIRS PILSOWREET 2 b, (TRER) oES
f8)

(4} KROBE, PIALERBENE, WETH L, [BEE 77 3~% v —Ai
e, ey VR VAR, ~rS Y R A B BN
T, SRR LY, S, BN, SEEoRMEE, SRR,
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g v FERBOBHERE (Syndrome malin) AH bbb o8 S5,
(TEIEM) OESBH))

(5) LR FAE R AL vEEREBEERS Shi =% v Y U RBEICRNT
RIS (AR O MBSO SR FR AR (L bbb,
BB ¥y 7 AR 0 TR, RS URES O BERIER S ARE &
HCVADT, LOLAEESBRL AL, BEUIESETIET S
A WA EAITA T b

3. WE AN

AFlEE CYPLIAZ I L 0 el & s,
SERET BHRICEETE 2 )

ERAES BERIER - R F T HBrr - fERIET
K2 oAl AROERBREETA - YD, | FFRFAI ER
i Y ETHn, BRI
AbruarBEE b B OEREE
AR P mTaBEnid

Do
CYP1AZ MEEHRASY | Yooty rofflicl  —hboFEHO
F4 2 3RH| B Cmax O AUC B ERFha | CYPLAZ BEHERR
fm ekt | 60%EBOR MW LA EAEE L LY, dFombs
Ve BENTWDH, EEREEEPC GO | ER EAT S AR

w ) F L A LB PETHER | B,
FAERXRF G | L, SEE UTARIOE R HE

THI L,
o S esEN | EAROzRA e Sy EE L | R
b BT AER OLPRE RS

i b OISR S HOT, RS
@ A D A b S e

S AT B, SR
TR OFRLPWHETE b,

4, EHER

FREERE E COFEIER 723 BIP 498 ] (68.9%) EKBREERFE &S TEIER

BgEERAL, FOXRboi, B 139 F (192%), By 635 (8.7%),

CK (CPK) #0063 # (8.7%), %353 (7.3%) Th-oic GREE.

(1) BEALEHEN

1) SEFEEYIEIR, HEEE OBIER ¢ AR O SERIRER GRIEREIE)), WS ORIR
(0.3%) B b 2 E BB BOT, Zok H BRI L bR EEITE,
R, REXRESSEEOBELLBETY L &,

(THEE2ERNEE, oWBH)

2) %, B, WA, $iE, BB LR (73%), B 0%, HE (14%).
B (1.2%), WE 0.6%) BORMESSELLNDILELLOT, IO
LR R O RS IE, BR, AEREER ST EEORY20ES
s

(2) EXRZBIMN GEROHS)
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EREERERE (Syndrome malin) : HIE (77 I % v —VEREEAKNG, 7o
FTYVTFAVNVEE, ~ATY FAVAVEES) C, BEREBEX L PIE
dD, B, BERRE, BEOHEE, THEES, v v /7 ERENDHL
bhirt ORERHZ, 20k 5 2P, BRS%E, BRL, &5E, K
SR EOBEYIRLEERITS Z &,
(3) zoftoR{ER

WDLHRERELLDRAZ ERBBHDTC, RENBOONLEESTI, B
EXREESERILT 52 CEORAEERITI Z L.

5400 1- Sy S SR AE
. b =S, M ENE,
BIE 7 5
iR v R—TiiE
LS HE (8.7%), HIR et
(6.2%), PAXHRY
— (5.5%)
&S ST E, {£i
JE
BiBEE | Bl (192%) bR, W, B
e, (@
F D R OEEE

) BREBELEA OB TRD LN TWBEHERIZ SWTIHEERH & Lz,
5. WEE~O®RYS
EAABRICB O TEBREICOREOBMERNREZ b0 T, BEOREE
BELA2RLEEICRS TSI L.
6. Him, M, RABE~ORE
(1) R R L CW A TREEOH DB AR S LAV &, [(BHER (5
v b)) CIRREE (KEES, BCEEMETIEONRE) HBEinTing,]
(2) BHLTORAMIIITELRZNWI EREE LD, PG TRETHHSER
HEBTIE L L, [BERRTRARSZIZOEN 7T 7 F iREDE
THABO LD, ILHAENR ENha BT H 5, -, iR (5
v b)) TEATEBITTAI ERMEIN TV S,]
7. MRE~ORE
NREITRT ARSI L Ty (ERBENZW),
8 EEkE
WiE - iR FFOBEFEICLY PRI EMICBET R ORES THS
D,
i EE, BEHEESTY, RBERIECC, BYesHEREET S I L, KR
YIERE (ABMRE, A R/uT I3 FE) BECLVERPERT A Z LA
b3,
B, MEBENIC L BBREOTRIZS>VTIERRATH S,
9. B FOBE
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FEHIZTHRE . PTP BRI PTP > — PO ROBLTEAT 3 X 358+ 5
ok, (PTP ir— bOREBKIC L D, BV AERSIE~BIA L, BICRHFLE
Ho LTERBAASORBRGHERHET A ENEEEN TV S, ]

10, FOHoTEE
B dEsE (5w b)) T LS~50mpke/ A @ 2 EEE LD, B Leydig #IFLD
oA, IRMEoSERESHRRGEEIENLE L 0BRERD S, i, e PR
TR AR Gt i,

e 2009 4 7 AT 8 6 M)
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%171 ABRAME—ER (&5=)

—AREIA R T Y
B4 A1 34— /LEE 0.25mg,1.0ng
sS4 774 F—HARH
AFBFEA R 199942 6 7 16 H
iR B -
FHEEFARN -
X 5y BIZE, mEEAERER
=2 (-)-1-[(6aR_9R,10aR)-7-allyl-4,6,6a,7,8.9,10,10aoctahydroindolo[4,3-fg]quinoline-9-carbony
1]-1-(3- dimethylaminopropyl)-3-ethylurea
{BFAEIE
AT - Z & LEET AT Y 2 0.25 mg
1R~ > 1.0mg
FREE
ZhHE - ZhoR DR—F vV ¥k
@81 HAE
A7 o 7o F o ntEHEIREE

B7R T FrMETRERE (ARB0EEZLEL LRVESITESD)
OEEHREELH 3 W B0l ‘

[Z2haE - 20 M S ER Lo ]
2= Y AFRIRIRIZ BT, JER A BH OMWIR BRA A+ a 3T B A M RIS
bHrLEXLNIBFORMBETHZ L, [[EELEFRNERE RO TRIMEM)
DIEBHE]

i - HE

OV P Cr
iﬁ#ﬁkﬂﬁﬂNWﬁDV&LffﬁﬁmmmﬁbﬁbjﬁﬁmﬁlHﬁ%&h@
LU, DEBERBEBEELEND, | EBEGC I AZLLTOoSmg ToHEL, #FE
EFEHIMN, BEEAER LA Img L¥5%5, WIhokEEQRSL 1 H 1 HFE#
BOLsETs,
@ H s HIE

B0y F otk EE
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BTRTIF T RERE GROABEEEL LRVESRIZES)
BE, RAKIZ 1B 1R (A—RER) EfEAREL L, h<r3Y s LT1MH

B 025mg b3k, UERBHRERZRELLZEL, P2 L 28RN LEORERT

1 &4 025mg FofEL, #E5E (FHE 1 BE 025~075mg) 2EDHS, 2k,
Efh, ERC LD EESET S, 1 EEO LRI 1.0mg ¢T3,
@FEMR LTI 5 Waml

BE, RAKKBILTY 2 LT 1L.0mg #EREHEK | HoAEEZICBORESS

=

Uik - MECEES 20 Lokl

1 AFI#EL, LPEPORMAL, HEEER (El, BELHYE), DESORIZA+
STy, HERHESEE THET S Z L,

2. R—=F VY UHBEIIBWT, FEIORER - PIEBLERESE, WRT5Z
L, [FAloEBAREREIERIE X Y, EHEEES (Syndrome malin) MH 6
bh3Zenbs (IBHEAIOESHE),]

3. AL oMo EE T AR, RIBHREE 4 RRRELIN ORS8RI,
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% 1.8.1.1:1 BAANZESOEEBELRGER 248.524 TOEAKLEBAANEETOH UPDRS
PartIl + Il &8t X 37 .“FAS
PLAC PPX-ER  PPX-IR PPF)fI:iFé"S PPFf(L"AFé"S PFE,)FE;ETR"S
B 103 213 207
N— 25 4 A, FHY(SD) | 29.0(15.0) 30.0(13.1) 28.9(11.9)
L. | 333, ¥ (SD) 24.6(15.3) 20.4(13.0) 19.4(11.6)
| ZAEd, ¥ (SD) -4.4(95) -9.6(10.1) -9.6(10.7)
EAbBEOFHEEEY) -3.8 -8.6 -8.8 -4.8 5.0 0.2
[95%fE i X [#]] [-5.9,-1.8] [9.9,-7.2] [10.2,-7.4]| [-7.2,-23] [-7.5,-25] [1.7,22]
p=0.0001  p<0.0001
B 14 35 32
g o| ST ATACE, FHSD) | 213(79)  285(133)  29.1(9.9)
A | 337, ¥ (SD) 16.1(85) 15.8(13.1) 18.8(10.9)
A | Z{t&, F¥) (SD) -5.1(6.9) -12.8(8.1) -10.3(10.3)
%‘1 EAL RO 6.9 125 9.8 56 2.9 2.7
[95%fE X [#]] [-11.5,-2.3] [-15.3,-9.7] [-12.8,-6.8] | [-11.0,-0.2] [-8.4,-2.6] [-6.8,1.4]
p=0.0432  p=0.2960
1) PLAC: 7J&&R, PPX-ER: 75 3% YV —/LER#E, PPX-IR: 7T I %V —/L IR §E
7 2) TREEY), O5%(EHEXE, BERIREIIEGHE ERELZRT L L, N—2AT7 A4 EELERL L
ANCOVAIZ L W HH L7z,
7% 3) PPX-ER#f & PPX-IREEDIES M~ —T 13 3.0 & L, B%IEFERMO LR 3.0 4 £/ & &3S
P& LT,
1.8.1.2 BN TOERLRFER (5RER 248.525)
HEATHI S— >V 9% (L-Dopa OfF ) B 517 4l 2 6t I CIEIBR S [R] — B S M b
RBeFEm L=, KRBT 78R, 77 IXF Y — VIR EZXRIZHE L=, KXRBRO
HAI3$E G 18 H & TORGE CARN DO 77 BRI T H2EBEERGFdT 52 & ThoTo, £
DFER, KABLRT 7 IFY—)L IR BIT7 7R LKL T, HEFMEE TH D
UPDRS Part Il + Part lll 53t A7 ODR—RF 4 UinbOEbREEAEICSE L, T,
KFl & 7T I ~8% Y —)VIREED UPDRS Part Il + Part N &5t A 27 DR—RF A b DAk
EEICRE AT, L BICHKRNICERDOD 28GEZ R L. (R 1.81.2:11),
+ 1.8.1.2:1 By O E R E R ER 248.525 T UPDRS Part I+l 5t X 37 /FAS
PLAC PPX-ER PPX-IR PPF)fI:iEVS PPFf(L"AFé"S PFF’,)FE;ETR"S
B 174 161 172
_R—2 T A fH, FH)SD) | 40.0(18.1) 41.7(17.7) 40.8(17.4)
18 1%, ¥ (SD) 33.2(17.4) 29.5(17.3) 27.2(16.4)
v &, ¥ (SD) -6.8(13.1) -12.2(13.0) -13.6(12.7)
EAb B OFHEEEY) -6.1 -11.0 -12.8 -4.9 -6.6 1.8
[95%fE i X [#]] [-7.9,-43] [12.9,-9.1] [-14.6,-10.9] | [-7.4,-24] [9.1,-42] [-0.7,4.2]
p=0.0001  p<0.0001

JE1) PLAC: 7'ZE®R, PPXER: 77 IXF Y —/LERE, PPX-IR: 77 I~% Y —/L IR §E
TE 2) ST, 9595 MR DK ], REMIE 1385 51E & FME[E 2 K7, ~N—R T A EZ ISR L L72 ANCOVA

LR LR,



1.8.1.3 ERNZEETREERGHER (8 248.610)

A AT L-Dopa ff F/S—% > U BB 112 1 & PRI E N 5 5 i el sk & 520 L 7=,
ARRBR D BT O 2N, BAME, T 7RO METERYBEER LOEDME T T 2
NREFYV—)V IR FEL LT D2 L Thole, ZORE, AHlETT7IRFY—)L IR FED
UPDRS Part Il + Part lll 55t A2 7 OR—RA T4 OB EICKE 22172, Ll

R ERO H HhEE R LT (371.8.1.3:1),

* 1.8.1.3:1 ERNZEER LB ER 248.610 T UPDRS Part I+l &5t X 37 /FAS
PPX-ER vs
PPX-ER PPX-IR PPXIR
B 56 56
NR—2F A fH, FH)SD) | 33.6 (12.5) 31.5(13.0)
12 JA#%, ¥ (SD) 19.7 (13.0) 18.5(13.2)
v &, ¥ (SD) -13.9(10.3)  -13.0(10.2)
EAb B OFHEEEY) -13.6 -13.3 0.3
[95%(E i X []] [-16.1,-11.0] [-15.9,-10.8] [-3.9,3.3]

1) PPX-ER: 77 I %Y —)LER§E, PPX-IR: 7T I %V —/L IR §E
T 2) T, BWEEXE, BERREIFEGHERT, X—AT A Vx4 E L L7 ANCOVA IZ &
DR L7,

AARNEZ L R S—F% Y 95 (L-Dopa FE0FH) B2 x5 & L7251 AH iR <,
UPDRS Part I+l &5t A 27 D_R—2F A D DELRIZBW T, AFIO T 7 RICxH
DR LT T I %V — )V IR SEITxTT D IEH D REES 11, ARMEIC O N TRED
R & BANBRE L O—BERHR SN, £2, WAV CEE LT S~
75 (L-Dopa i) & &g & L7255 1N A ELEGERER TAHFIO 7 7 &R ISk 3 2 kA3
BRRE ST, ARIMEORGEIZHATO L-Dopa Jff/S—F > v UidBE axtg L Lz “EHER
PR O Rl & JEL L Tz,

INHDOZ LG, REIOWRE « SR IXT 7 I XF Y — VIR EEE [FERIC [/3—F 0 L0 |
BIE LT,



1.8.2 Ri% - REDRERMN

(A% - A=)

WH, RANCIET 7 I% Y — ViR K & LC1 H&0.375 mg 1 H 1 FIR%E G
HIXU®, 2IHIC1I A®EAZ 075 mg & L, DIEREEZBELARn s, LHEFmC1 A&ES
LTCO075mg ¢ oL, MFFE (E#E1 HE 15~45mg 1 H 1[RIR#%KEE) 2ED D,
7R, A, ERICE D EEHERENA TE S, LHEIX45mg 2202 &y

R EARHL

R=F Y PR TITRBE IS K o THEANC KT 2 HERISHERN R 5720, [RAENGRE
HHIAL, BERMEEHHEDONT U RAEBRE L CTERE I LI LR 2 R 5 i 1k
DEAENTWD, £, 77 IR Y — L IREZET R332 2 A/ETNE 3o & 5 3
MLCTHBEIN TS, ZbaEEE L, AFOME- AETAARS IO CEM LT Z
I F Y —)L ER SEDRGRRER THW WA ICESERE Lz, ANICHE - HEORE
HRAL & 7 2 BB AR OIS 2773,

1.8.2.1 BAANZESCEERARGER (GB% 248.524)

HARNZE B N—F 2 v 95 (L-Dopa FEOFH) BEZXIGE L ARER Clidn £ H&E
FHAL B, 77 IF Y —)LERBEEIT IR BED 1 A &L, AR X OREMHIC
£S5 1M Z & 12 0.375 mg~4.5 mg O#aPH Ty L7,

BHI18HD 7T I &%V —)LERSERE223BID H b, e b o T- ik 1 HIREB1T 45mg
(30.9%) THY, LLF, NAIZ3.0 mg (19.3%), 1.5 mg (15.7%) Toh o7z, 77 IXFV
—/V IR HERE 213 I ClE, &b EhoToimf& 1 G ElL 45 mg (315%) THY, LITF,
JIglZ 3.0 mg (20.7%), 15 mg (16.4%) & 77 I_F Y — LVEREELFETH Tz, Fiz,
B 1L BRGEN15mg UL FCTHoTmBEDOEIRE, 77 3% V—/L ER §E#f 29.2%, 7
7 IF Y — /L IR BERE 29.5% L [AIBE CTH -7,

HARNBE 8 HITIE, Y7 IXF VY —VEREEM TROLED -T2k 1 HIREG BT 45 mg
(42.9%) THY, LLF, 15mg%cl:()\225mg (ENEFN171%) ThHotz, 77 I3F Y
— VIR BERE Tl b 2o 7o icfé 1 B 5513 45 mg(38.2%) TH Y, LAT, 3.0 mg (11.8%),
2.25 mg (11.8%), 0.75 mg (118%) Thotz, £, K LIARGEN15mgLL FTho
TEREDOEIEX, 7T I 3% YV —)VER §ERE 25.7%, 77 I X% Y —/L IR §ERf 29.4% ThH >
77

B 533 HE THIL T T I %Y — )V ER SE/E 173 6], 77 I X% YV —/V IR §ERE 174 I TH
S, ZT09L, E5 18 D 33 HEOMICHERE Lo mEBEOEIEE, 77 I~
XYV —/LERBERET 99.4%, T I XF YV —/LIREEFET 98.3% Th -7, i HPhH 331




FETHIORE 33 ML F&E 18 D 1 HEDEE, 7T IFY—/LER EHTENEN
3.15mg & 3.16mg, 77 IFY— L IREERETE HIZ3.17mg TH -7,
AARNBETCORE 33 HETH (77 I-F% Y —/L ER 8ERE 3L 5], 77 I %YV —/L IR
BERE26 ) DO H, Beh 18 GG 33 WOMICHERME L-BFIISHET LI TH-
7o (WTFRbEE), Zno&E 3B ETE THOKRE 33 HEHKS 18 D 1 AREGEDY
I, 7’7 IXFY—VEREERTENZEI310mg & 3.12mg, 77 I~F YV —/L IR fmﬁif
343mg & 346 mg TH Y, 5 18 L5 33T, K& 1 HELGEOFEHHEWE
LIRS T,

UbEDZ D, 77 IXFY—)LER MBIV IR EMTOT T IF Y — /LD 1
ARGEENPFEHRTHL 2L, EHICINOREHIZBTOHESMARKE CH-T-Z &,
B GREOHENFRK CH-T=Z &b, B S—% v 95 (L-Dopa FE0FH) BRI
BIFLHTT7IRFY—/VEREOMIE - HEIX, 77IXFY—VIREOHE - HEDD
H1H3IEEEA LR LERGICESHBZ ATREEMm ST on, £, RBRBE ok
i & AARNERTORMAEITENTZR L, ARNEE THREOHE - HEOREITFTHE &
I Sz,

1.8.2.2 BN TOERAERGER (GER 248.525)

MESN TOMEITHI S— > Y 9 (L-Dopa i) BEEXIR L LiARBRCIZaEHET Y
A EHG, FIINFY—LERBEFFITIREED 1 HEIT, AR X OESMHICHES
X 1R Z &2 0.375~4.5 mg O#iPH T L 7=,

B 18 (DT T I A% Y — L ER GERE 164 10 5 B, fe b B o 1= ek 1 B 55 45 mg

(31.1%) THY, LLF, NEIZ 1.5 mg (25.6%), 3.0 mg (15.2%) ThHoiz, 77 IXF Y
—WVIREERELTSBID D b, FebEh ook 1 AfGRIT45mg (28.6%) THY, LITF,
IEIC 1.5 mg (22.3%), 3.0 mg (14.3%) & 75 I~% Y — L ERELIFERETH-72, =
7o, Befs 1 ARG EDS 1.5mg LU Ch o 7 BEF OEIG 1L, 77 I ~4% YV — /L ER §E#E 39.0%,
75 %Y — )L IR GERE 36.6% L IZIERIBETH o T,

#5533 THNLT T I %Y —/LER ERE 94 15, 7T I ~F% Y —/L IR §ERE 114 I TH
ofc, ZOH L, #5518 N5 33 WOMICHEME LR > T BEOHEIGIE, 77 I
%/%ﬂfRﬁﬁ?%ﬂ%,77‘“%7*%4Rﬁﬁ?9%%&ﬁ%?%oko;ﬂ%&ﬁ

WHETHI OG- 33 & %5 18 WD 1 AFKGE&EDVIX, 77 I_F Y —/V ER §EHET
%h%ﬂZ%mngWn@ 7T INFY—)VIREHTENEN 274mg & 275 mg TH
D, #5183 &G 33 TR L FEEREIZEWVITRD Do T,



UboZ Ent, 77 IXFY =)L ER SEHB LW IR SERETO T 7 I % YV —LDH 1
ARGEENPFERTHL 2L, EHICINOREHIZBTOHESMARE CH-T2Z L,
FEWIRGREOHENRBECTH- 722 b, #ITH/ S—% 2 v 5 (L-Dopa fFH) HE&IZ
BIFLHTI7IXFY— L ERBEDOHE - HEIX, 77IFYV— L IREOHE - HED D
H1H3EEEE 1R 1 EFRGICES L ARE S o0 b,

1.8.2.3 ERNZEETREERER (58 248.610)

AARTO L-Dopa JFH/ N—F >V U FE A kG L LI ARBRTIE, 77 IX% Y —/L ER
FEIXHNCTOT T IF Y —)L IR EEOWHHHIE QL A&EELT), 77 IFY— /L IR §E
X B AROKRFERFO KRR COME EZ AL, AHEFROBEANZVEY, KM
AETHDH45mg/HFECTHET I L L LT,
BE1REOTTIF Y —)VEREERESBHID D B, IxbZ ool 1 HER 5 &EiX45mg
(44.6%) THY, LT, 375mgBLN2.25mg (ZNZFN 143%) ThHotz, 77 I3F%
Y=V IREERESE DO D, Ik b Z ook 1 A58 45mg (55.4%) TH Y, LLF,
JIEIZ 1.5 mg (10.7%), 3.0mg i L UN35mg (FNZE489%) Th-o7-, 7=, 1 HEMN 15
mg L R CH o= BEDOEIAIL, 77 3% Y —/VER R 16.1%, 77 2<% Y — /L IR §E
B 143% L IFFERECTH o 7o, PHRKE L BEG&EIX 77 I X% YV —/L ER §E#£ T 3.36 mg,
77 INRFY—)V IR EERET 354mg Th o7,

AR CTHW 77 I % YV —/LER fERB X OV IR SEOWIE HikA X 1823112, £/, &
HOMWHINEIIHESTT T I XF Y —LEREB IV IR $E2 &5 SN HBETD N7 78
O MAEPIREDORREZ X 1.8.2.3:2 127~ T, 77 3% Y —/L ER SEOMIHE LTI IR #£D
Wi TR AT, TR <IKmARETH S 45 mg/ HICEIET 5720, 85 4 BHLKET
1% ER SEQ MAT MR 1T m < HES L, IR BE2Y 4.5 mg/ HIZ B2 L 7= % X A O P 3K
W & 7pot-, LvL, 5 4 ETIE, ER $E& IR SEOMAETEMIRE D E3 Y 5%
FfETH o712,



%52 (mg/H)
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1.8.2.3:1 FHEX 248610 TO TS I RFY—ILERES KU IR fED#HE A%
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Week
e ER$E(N=57/57/5/62/13/43/8/24/24)
e IR%E (N=2/54/3/65/9/47/5/4/30)
1.8.2.3:2 iHE& 248610 TAHW =75 IRXTY—ILERES IV IR FEDHIEHED

BREHMEICHT S, TOREGHMICERAT HIEREED FS TROMIE
T3 IRFY—LVREDER (EiTFEHIE +SD)



AR TlE, 77 IF Y — LV ERBEIFHN TOT T IRE Y — )L IREED 1 HEEFR—O
Wl B L Wi YR, 7T 8% Y — )L IR $EIE A AR T ORGRH FEREO B RER TH
I -8 & W E AR LTy, Bofkiu7e & A d K ONER) R4 1 H 65803 ER 88
HBLWIREMTIZIER U TH 7=, £72, UPDRS part lI+1Il AT OR—RF A
MHFE 12 BE TOELEORHIEEIMIZT 7 I XF Y —/VEREEREE 7T I XF VY —L
IR ERF CIZIEFEETH o 72 (£ 1.8.1.3:1 ZWHE - R OREIRILSIR),

LD AAT KOs TR L7255 AR ELEGRBR AR 22, AARANS—F Y REHFIC
BWTHISN & A UG HEERE L2l A THAME « ZRMEISEVERWEB 2 BT,
L7cidoC, Ak - AT CORGERE - AREEFECL, PlEES5 &% 0.375mg/H, 2
HHIC 0.75mg/H & L, LIt 1@REEIC 1 BEE LTO0.75mg o8& L, #HFFE (Y1
HE 15~45mgl H 1[F#&5) ZEDDHE LT,

2E, WS TIEAAIORAICOVWTERETSH D WVITREZHEL TRV, AATIEEL
FERDOEERGERT D720, ARG L L,

<HE - HEICEEST SN LoEE>

(1) AFNOFEX, LENGHIEL, ARFEORMEER, Wik, mEFEO#LEs+
IYITATVY, HEEICHERFR (%1 &R 15~45 mg) FCHETL L, [MEERS), [E
PR SORHER ), TRIWER) oHEZM]

(2) BEHREREERE KT 5L

BISREMEERE (7 LT F =07 )T T2 A 30-50mU/min) (21E, TABRBEAE 1 38 R 1AH]
0.375mg ZfR H 5L, SBFORE ek, IbaEdk, mES) CBERIicERE LR
2N HIEEC 1B 0.375mg T2 2 &, e, kK1 HE225mg & 95, £7-,
BT Gt E B RERE E RS (7 LT F =07 U T T 2 A 30mL/min i) (2%t
L CIRIREEZ B LN b #lidE chH s -7 e —/LEE 0.125mg, [F 0.5mg) ZIEE|C
BETHZE, [HT), MEEERE], TRE~0&S ), [BEyEE] OESH]

V%S 2=

I)T7A 515 Wlel ¥ G- & RK1HE

(mL/min)

IViF=y 1H1EEE 0.375mg < 1 [=l/H 4.5mg

2774 =50 (4.5mg X1 [A])

iy TRIEBAAG L AT | 0.375mg X1 =% 2.25mg
50> 707774 =30 AL, Z0t% b Bz 5 (2.25mg < 1 [=])

X1 H 1S

(3) KAl 1 A 1EEHEKEIZ, TELHZTFE UM Z &,

R ERHL
7T INRFY =V IR EOIRMNIEL L OEENET —% v — b (CCDS) [2Ho%, &G




BRARIF I ITREFE R, TH(LAEIR, MEZR EEFORBLBIE L RN HIEBEICHEREE T
HET5Z L, BRERELATLIBE~ORE, BLUOAFO 1 R 1 EEREG DA
IUZWCBELT, THE - RICBEET M EoEE ) (Zied Lz,

1.8.3 FEALEDIEDHRTERM

KFNLT T I % Y — VIR KT & A0k o & LTCRBEAICH v, A AR K ONEst
THEN L7z BRRBREAE N Z T, R—A2n2a 6T 58$iThsd (B 7m—1
B€ 0.125mg, [A] 0.5mg) OfEH by (MEE), MEm), MEHEEE ), [TEERLEARE
B, HAEAEM, TRER] 72 &) 26 LICRE LTz, B> 7 v —/L§E 0.125mg, [F 0.5mg]
O EOWRE & Bie 2 sz L PSR T 5,

e ROBFIITRE L L)]

(2) BTHREZ G EERBHREREE (7 LT F=0 7 VT 52 230mUminki) Obh 5
BE [RERANRI LT hdBENRH 5, (THIE - ARICEET 2688 EodE ],
MEEE L) OHEZMR) ]

X TE AR HL

BT B % B Lo rE 7R B M RE IR T AR CII AR O BRI e <, ARH & Rl—DF R
EEATHTTIF Y — g (IR) $E0 1 H 1EEE (WA 1 H#5& : 0.125 mgx1
B, K1 HRE: 1.5mgX1E) NEYITHDLZ EnD, AFIOREITERE L,

[ EorE]

1LEERE ROEFICTEEICRET S L)

(2) BHHREREEDOH LB [RERABPEB LT R2BTARH Y, £, AFNTEIC
JRECAKRZEEE LTt g (TER), THIE - AEICEET 2688 Loz,
TEIVER, THEMEIRE) DOHESM) ]

ERTEARHL
BT & G em E B REEE B I IARI O TH D Z LD, [Tz OESM]
B L7,




[ EoiEE]

2EE I ILANEE

(6) AHIDHBIR L, EHEETHD (627 o —/L$E0.125mg, [F0.5mg) & [Fl—Tdh
L0, Hik-HENRLeDZ LICEETHZ &, 72, B 7o —/L§E0.125mg, [70.5mg]
MOARFI~E YR Z 555121%, BANLYVEXARETH DN, HoIlcBHEOREZ B
29452 L, [TERRRGRE DES K]

R EARHL
KK Rl—DHEDIK D ZERT L7 T I %Y — i (IR) §& & ITHE - HENER D
7o, WHEEN O AR A~EI D FZ HEICEE OREBIEET 2 X o8z,

4. EIEH

LR RAIEPEA S = 0V Ui BRE xS & L EHER LR (B A 8361 % & T e iE
539%51)) ZFWNT, 223BNTAFIR G STz, 22361, RIVER A S AL e flL 14141
(63.2%) Th o7z, FERREWEHIL, MEIR7661 (34.1%), #4241 (18.8%), VFEIMED E
18f (8.1%), {EFL1ISHI (6.7%), HWNHZER12(] (5.4%) Th o7,

LR RSPEA S— %0 VIR A kIR & U EWNEER R GREr] 112 #1) <Ti, 56
(CARFI B B S iz, 56 B, RIVEA S S 7RI 34 ] (60.7%) Thol-, F7z
BIFEANE, IR 1361 (23.2%), Y AX3xT 7T 64 (10.7%), %446 {5 (10.7%), il 6
(10.7%), BHAHE 3 1 (5.4%), FHEMED F 361 (5.4%), EZPEKME 3 41 (5.4%)
Tholz, KFHFERE)

(1) FEKRZ2EIEM

1) Ze3EAIIEIR (0.1~5% AT -

AR D IR N ZERIIEIR S & H oD Z ERHDHDOT, ZD X ) REAITIE, BE, KEX
RGP IO R EZITH Z &,

2) LB (12%), T, HAE, $5EL (0.1~5%A), Bl (EEARIT)

W% (FICOH), 28, TAR, 8L, WMERHLLNDLZEBHLDOT, ZD L5l
AT, BEIRGETIET S &L IS, BEIDS U THEMRR 2572 8 0
U7 IE AT S 2 &,

3) MR EERE D)

AR OB ARWEITHIEIC LY, BHEERR S DN Z LD 5, BlEE 71247
W, FEEN, ERRRETE, BERS, SEOMME, RNREEGESD), wERRE, SR e
&, T, MiE CK (CPK) O EFENH Lo GA I ITEMEEREOIER T 5 Al
WD, FEhE, WKL, REAE, KomMGEO#EYRAEEZT) Z &,

10




(2) ZDfOEIE

UUTO XD REWERNS S - 5E8121E, RIS U Tl R AE LT 2 &,
5024 I 0.1~5% A AN
W EUE W BE R
B2 i BLESE, 7 VX —MEER, €5 | FRE, MIREEE
FEIE, H9Z, £iT
i - B R ST, R, MU, e | CK(CPK) L&, &, B
E3 FE AR [EL ]
HIfR - oK | BEAR(31.9%), | BRTEVHK, CEMEE, HEEEE, | OFEV, YR =7, Bk
MR | FEMES | B, EIRE, WBIR, GoiEREE, 85 | Uik, WAE, EEhEs,
(7.5%) B, BHER, EER, UAXIRUT, | 347 n—X X, ERHIC
F oA THREG, EERED O, RO | <, BEEGE, FREGR,
PEOE, NR—F V= X AOEIE | g
SEeEEyES O NI, MR, SR |
F
JETE AR AW, T, HREE, REES | W% Rob oo, Hl,
BINET
Rz KRR, $EF, M ROOMERTLEE, | MPRGERE, K[ominak, R
E3 PERRBGR, AL, BORME, R, R | §IREE, RuZgARER, Bk
BEYEEE, Mo o5, SR, Ko |, A (REEN), @
EH), N=v 7 R%ME, ROKEE, B |5
BOBIE, RREME, RAOLE, K
Az
HIbE BDA7.2%), | MEECRPUER, IEESIEEE, MR, ik | e, B, SRR,
HRA(6.1%) | AR, B, H%, ORE, EH, | £ LT3
(RERA, FREER, H AP
T Mk y-GTP L5 FEgRe s (AST(GOT) L
5., ALT(GPT) 5., LDH
)
N5y W a7 FUET, mER
e ER
R ik AfAEE_E 5
TE B EiE, EEMEESME, O | BT, K
WUHE, AR
W IR A R PREA, BEREERE], FhiE R4 JRE FBEPE

11




B GRES RIGVEVEIE, PEERE, KK BH | M, FAeIel45
HEE &, AP, S, w13 T

v, N
RIS WROR IR, gk, L= o<

U

1) AN SCE L O E - 7 1 —)L6E0.125mg,  0.5mglisft SCEICFH Sz b O TH 5 72 DHHE R,

R EARHL

HHIN—% v 9 (L-Dopa 3EFH) B 2 %14 & L7z B RN A 5 Lo [E BRI [ 705k 248.524
¥ L L-Dopa I/ S—F oV LREE A kG & LT [EWNERAR SR 248.610 T4 b AL7ZRIFE
Mab LITRE LTz, £72, KAlOREFET —% 2 — K Th % CCDS (N0.0186-14, 17 May
2010) BILOARAIE R —FRDEEGT DEMETHD 8- 7a—/LEE 0.125mg, [F

0.5mg) DHATIRM LEICRHM S NIZBNWEM 2 2BITR0E Lz,

9. WH Loz
AN A g

(1) AFNIRBAERANTH D720, Flolz v, Bz h LT, £OFEEWE IR
T2EOEET L L, [(RROBRBIER KON, BERELERIBENLNH D]

R EARHL

AFN DI 2 K72 5 IR OTEE 2 Fe#ll L 7=,
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20111 A PERE (B51hiR)

6}

| ERRAE

it R

ST AR & R

F/RS DB A—F 0V URARRRIERA
BE. BHFEAEESY

25Rv4 2% LAfE 0.375mg
25Rv45 2 LAGE 1.5mg

Mirapex®-LA Tablets 0.375mg-1.5mg
(75 2 RFY—ILIERIE KR BER)

®= XX GRAERE

) EE-EMEOLGEACIVERT LI L

H AR MERE S oy B

871169
LA &£ 0.375 mg LA &£ 1.5 mg

KRB EE

3O A #

i 5E BA A

Br FE A 199747 A 199747 A

(]

AR D 22 N ZER P IEIR L OMBIRE R A BN D 2 &b 0 F
7SRO MRIR 5 12 0 A S AR 2 LBl E ST

WbH DT,

FRE I TARHN O 225 B REIR 2 OMEIRZE 12> T k<
A L. ARKIR A I, BB E oSS,

IR OBAE, R

EREFERRZ O FERCRFSERVISIEET DL,

[ TEEAREARNEE |

M&IE

DIEZ ]

(2 (ROBEHEICEFERELEWVWILE) ]

)

@

<RA&E-RECEETSERLOIE>

AR OEEH L, DEPOHLE L. KR EO R,
AR IR . S OBE 2 012970, EEICHER
B (fE# 1 & 15~45mg) ECHETDHZ &,

[ MEmEses ) | TEELEANEES) . TRER
DIHE ]
R RE IR E B T 2 B Bk

BHEREEERYLE (VL T7F=22UT T X0 30-
50mL/min) 121X, TRIEBAAA 1 ERIEAK] 0.375mg % @

(1) RUMHRL TS RO HSWA AR5 L. $ESBEREAICITBZEOIRE (FE
[Bh# (7> b)) & M7 AR LSRR C, 4T Py TELERER. MLITSE) RORHSARIC IR L7
WE%’—@@T ﬁiﬁﬂﬁﬁﬁ@Y@/}\&UﬂjﬁiﬁﬂKEQQ WIC LA 0.375mg TOWHET S L, k. &
TREDOLNTND, ( Tilim, fElm, BHLim%~ KLARIE225mg b5, k7. BITRE X ETEE
oy OREH) 1 REBRERERE (J LT F=20 )T T2 AN

() BHERAESDRERHRERE (717 F=v7 30mL/min ) 12 % L T IRRRE 2 BLEE L7200 & ik
) ?7‘/7\‘\30m|_/mm;kvﬁ%) @&;5%%\ ThDH TE-v7o—/LEE 0125mg, |7l 0.5mg) % [HE
IRHERDER LT RS BTG b5, (T CHEETBL, [ R . (EERE] . (EE
B HEICHEET RN EorE) . MEEES) F~O¥E| | THEpERE] OEBK]

DEZM) ]
(3)  AH DSy ICx LiBUE DO & 5 BH IWTF=VINTTA P RG] N
(mL/min) T P51 1A
o Vit=y X 0.375m: 4.5m
[#E5L - $£1R] i zso | LIRS | PO |4 smgem)
TR AA 13

BRI |3 TSy s A LAGE0STSMG | X T4y s A LAKE 15mg ity Bl A 2 |0.37smgxd sl 2.25mg

] L& I - 50>7)7704 230 |4, ZO#%IE| %W A S (2.25mgxL )

Wy B | T IS YRR | 7T 8% Y — LR 10 1[E#G

7K Fn# 0.375mg KF4 1.5mg
tFuAn—2 hyEwa TSy HARFY
L] o B v BB A, AT T Y L~ S ) AF D 1 H 1FEZELIT, TE ST CRRHIC
F YL AT 2z &,
HE [ aoFRbE [ aoFRbE
wi DIED) (&R LO2E]
T 1. HERE (ROBHICHFREICEETSICL)
B % omm % 14mm (1) 25, ERFEOREMIER UIENS OBEERO & 5 8
g% %1 9mm %1 6.8mm &
2 X % 4.1mm % 4.8mm DERPEEIRA LT R e08H5 ([H
wx | #1025 035 B HARMER) . TRIER) OEBHE) ]

el — R P1 P3 (2) %%ﬁ%ﬁ%% DH ) %%

[(AMERADRRBE LTS RDdBERH Y, £72. K

(2hhE - 1] AL R BRI 2 LTI S D (THE

IR=F Y T - AEIcBES 260 LowE) o TRIER |

Ey@hiE) OESBR) ]

(R - AE] B) HEEARLRBXZIZINOLOMAEROH 5 HBE

WE . ORAICIE TS IRE Y — EEREATI L LTl (REMDBEBR LT < dBxhddH o ( TEHHER

H#£0.375mg 1 H 1E &% E 5 51X Lo, 2l AIC1H i HAMEE . TRIEM) 0EBH) ]

2075mg L. LU % BL5E L7 &, LR LA () ARLLESE O B3

Bb& LTO75mg o Bk L, MERE R (EVELA 15~ DERDEALT D Enb o ( THEEAREANER] |

45mg LALEI G E) 2805, /25, Flh, R JRIER) ORI ]

LTI TX 525, LA BIZ45mgE B2 R0 T &, ©)  milbE

[ T&#mE~osh ] oEER]



2.
@

@

©)

4

®)

(6)

3.

[BFREE]

EELERMEIE
ZEHROEES(CIYABHEEREREI LEANERE
SNTWS, BRUBIEZEC LEESOPICE,
EECBEOESRDO LS GTHIXERDLEM o 1-HldH
HVEEREMABRISUERBLAERICHNODTREL
HltMEShTWVS, BHRICEAFORENEE
RUBEEREICODWTLCHBAL, HBHEDEE, #
WOBRE., BFERSEEREZHSERICHESELR
WkS3EETSHC L,

[ TRITER ) omEZM]

IZESHMIZIE, ®FWV, MHELbh, SHOEE
DESTHER M EICESIERDB RN Z ERHLHD
T, AKFOHFEGIZVENSEBL, MESDBRL
FIATH Z &, Fl2, IO OIERDFEE LIZHAIC
L EROREIZS U T, MEXEIREERIET 5%
E O B EITO T L,

[ TRITER ) omEzm]
AANEMOF =% VAl (LR RS
T VUM, FaXx v R 2o Ry,
TLX U R, =9I R) LRSS ¥
AXFTT . LR, EELSORIWER NSRS S Z LR
HDH, TNHORIERNS® b bni-HaIciX, ot
N~%///ﬁ iAﬁ%ﬁmXi&5%¢¢¢7

#@r%#ﬁbnf AlTix, PrEisREEo
&5%%317

[TWEW%J\FMW%Jmﬁﬁwj
AHN OB R T C L 0 MR A R
THZERHDHOT, W - PIES LI GA LW
THZL
[ TRITER ) omEzm]

VAR RAAXE RN U FAREE 3 & B 5 S vz 38—
XUV URRBEICN T, FRMEE (B AR RS DR
BEEOHSMICAR R FEREZR IS0 b BT, FF
BRI X v T B0 RIRRR) | AR LS
D 17 ) ) 0 o 2 03 &*éﬂfuxé@f ZD LD RIE
KBEBLEGE T, WEIEEEZRIET 5L

RTI R U S N

KA D HH L7 1 %T&?T&)o ey 7u— 1§
0.125mg. [F05mg] & [F— T D523, k- AENER
HEICHEESTDHZ L, £, -7 — L
0.125mg. [M0.5mg) 7> & AAI~EIY B2 55HE11F.
FHMLUVBRZARETH D03, I EADE Nt
HBETHZ
[ TERPRRZAE ) oTES ]

HEEH

ARANL, FFEDRBFERT b7 v — LP-45012 X 2R
BlZ e A EZTT. FITRPICREEO E EH S
Do

(BFRIZEES S &)

SR R AR - HE 5 1k BT - fERIA T

b1

LR RS,
U Al
VAP 1 3R
Mo RoX
BV 8 RN
LX) U
W, Y=¥3IFk

S—=% v H VAXRTT | 4| FHEIZ
pra | %, SEELFORMER | 7252
Ty | BWEERT LI END

AR 23 1 5
Lb D

01
B

L=y oAl

(n
1)

El/EMH
LR RARFEPER R—F% 2 Y V95 ﬁﬁéﬁ%kbtlv
FIEER (B AR N8B % & e RERIS39641) 12T, n3
il Aﬁ#&%éﬂf&2%ﬁ¢\ﬂ¢ﬁ#ﬁ*ént
SEB 1214141 (63.2%) ToHh o7z, ERFEIEMIL., HHIR76
Fl (34.1%) . 0420 (18.8%) . EFENIE® £ 184
(8.1%) . EEMLISH (6.7%) . K126 (5.4%) T
Hotz, i, BAANENTIE, 35HAAIRE G S,
BIVE I 8 S M7= JEF1132161] (60.0%) Tdh-7-, *
ZRRIVERIE., BIR15H] (42.9%) . .76 (20.0%) .
HRAF (11.4%) Th -7z,
LA RGNS —F v VR BE R & LIz ENERER
R (RIERIL1261) Tix, S6BlCARINE S ST,
5641 F . BIVER 2SS ST IER 123461 (60.7%) TH
o7, EREMWEMIL, BIRL3GI (23.2%) . Y AXF Y
766 (10.7%) . %661 (10.7%) . BE.L661 (10.7%) |
BACRIR3F (5.4%) . ZEIMED T V36 (54%) | L
MARME3F] (5.4%) Tho7-, OKFRHER)
BEXLEMER
L RIMER (0. 1~5%KH)
AIJE D 72 W IEIRN S bbb Z ENdH DD T,
T DX RGAITIE, R, RIS P IR o
Bl 4LE 24T 5 Z &

B F A kR E

LTS

% HEH
VAFTU T
~ B UK
i

/zﬂM”/T %158

@W’Eﬂwxiﬁé@ﬂ“
LI EWDHD, ZO
koG, K

T F A SR
L TE RS
2 HHl & PRI

D, ME&HDWN
AN aWNOE -1
D B PRAE 53 W6 A
WL, BIUT
T UAPMETT S

ZEnbBHY
2) R
S A ERBHRT 28% | MFIEH LTI
T a—)L nndH s RV KHE D
PRI X v EA B
RO A EENE DB 2
LD,

[APANIVE 7w AANIOERBZBETT | RANL R UAE
T2 ) FTVV| BBEARDD, #IETHo ., HH
RHEHK, TFn 12 &0 W IEAlO1E
7z ) v R M s6%
#l, A rhrur nnd s,
FIR, ol
U

2) ﬁﬁ(l%)~§ﬁ~ﬁh§~ﬁﬁ(a1~m*ﬁ)~
B EEFRY)
25 (FIZLHE) . E1, FAE, L. WERH 5
bNDLZERHLDHIDOT, ZOLHREAICIE, BHEX
EREEHRIET S E LI, LEITS U THURBMHRIE
AT 570 EOMUIRNELRITH Z &
3) EMEERR GEEFRHD)
AN O B A2 X F Ik i@ MR ERER H O
bihvdZenb b, BEEL STV, B Bl
%\ﬁﬁﬁﬁ‘%E@%ﬁE‘T%M@ﬁ\KTH%\
BAR, MEOZEE, T, MiECK (CPK) @ k&40
B B O TG A T B E T O SER CTd 2 AraetE
oD, BEEG®%, WL, mHEL KRS
WE AL E AT D 2k
(2) ZothoR4EA
T L) REWERANS S b =5A1ci%, RIS
CCHEy R n@Easiro 2 L,
5%L4 | 0.1~ 5% A i BEJEABR
I EUE I RCE IR
iac BLBRE. T LX—ME | SRS, #EIR
BRE. & D8EE. | RBE
%, 2T
i - B A Y7, s, M | CK(CPK) L
H TNMEF L B W A o AR
T
AR - K| fEER USTIR(E NI T =N DEN, TR
AR | (31.9%). EEANEE, R, R =7, Bk
FEIMES | HRE, MR, FoiEkE JUiE, EHR
FW OB R IR | L. EBhE
(7.5%) ﬁ VAXRXVT A | %, IAsnm
VATBZ BEMEYD | X R F'7)‘
F, IRAPED E Hiz< v, #
At SV WY WG, A
B R, Kpb
A A% F PN EA MR BN T 1L
ER B NTAPEAR i
R FLNE TN Wik, Rob
Ny Lox, #
B, HAET




T fh AR KR, 82 B | iR, <
H FOPERR IO, PEARIR ik, B
BORRR BORME, R | HIRE. RF
. miEtEiEE . Mmoo ERESR . PE
ORGr. BEEL. RAE | MW, e (K
B, N=v 7 RAE | HEM) |
BER, BREE. K | B
SRR, BAOTE, &
BRAR
HLE TN MR PR, RN ek, HiE
(17.2%). i R, HIERR, . B
{EH% B, B, BN B, AL DA
(6.1%) Ko MR, REED
F IR YR . AP
JF Nk y-GTP L5 JF g hE S
(AST(GOT)
SN
ALT(GPT) |
5. LDH L&
%)
P53 Tz sFr
&R, R
Ve EH
AR oK i fE A
PEER i, BB E SN DT, K
i, oD I AN | e
DA AR
WAR R SREA. PEIRMEIE, 2ol | REABME
R
— k4 RAYVETRIE, 500, MasE, Foie
B T, B, AR VEUT3
B, GRIE. R
FTH., A
-0 25 WP IR BE il
&K, Leo<
U

TE) WA LB R OE - 7 10— L BE0.125mg. 0.5mgiR i i iC &t

5.
)

@

6.

)

1

2)

3)

@

1.

HENTZHDOTH D= DHEERH,

mEE~DOERE

655 UL Lo milnE TIE M A I U, LRSS O R E
RORBENEL RDZENDHDHDOT, BEDORES
B L RO HEEICEET D2 &, LIRS ORBMER
N bbhHAIcE, BEFESEHIETs L L
HiZ, HEIE U IR R E AT 2 72 E oyl
TRAEEAT O Z &,

AFNT TR APICREARO £ EH SN D, Eif
FETIEHBHENMETLTWSEZEREVDT, BED
REZBE LN LEEICEETLZ L,

[ THEhRE | OEBM]

MR, ER, BIALBE~ORS
T4 TR LW D Al E D B B i A2, &5 L
A AR
LAEHR o Ol NS KR+ DR A 72 < . RRVEILHE
SLLTWRW, k. B (T M) BRIV RS
AFERBR T, WO ERBOLNTND, ]
ZRRRE M VR AESHEER SR (Seg)) (2.5mglkg) T,
M7 v 7 7 F U REDOK TIZES IHRFEOK T A
RO TWND,
PEIERI B 5B (Seg.l) (15 mglkg) T. IMmiE~
07 7T UREDOIK FIZES S AR IR OB MR
HHILTV A,
JE PR R O L B 538k (Seg.111) (0.5 mg/kglh |)
T, MEFe T FUREOK FICES HAERKE
DKL TFRRO LN TS,
BILPOENIIRGT 5 L a2l a5 T
53 58I i3l ehibsd5 2 &,
[BEhMCBWTTu T 7 F U yaEmsl+ 22 & 05H
EENTEY ., AHSWEIGI T2 aEERS 5, 7
B, BER (7> F) TLHF~BITTSZ L8R
OHNTNDS, ]

IMNEE~ADOERE
EH AR, B4,
LEAMEIIMESL LTV,

AR IR OINRITHT S
(Bl FRRER AN 72 0)

8. BERS

(1 R
ARAIOMBERGIZ LY BO, WM, WO, T
i, LR, M, KM ESOREROBEEN TR
N5,

2 E
FEREIR S /L D N2 5 A 1E, PR o &5 %25
BT 5, £7o. By, WEROEM, WK O SR
E, DEMESY —HOMERAE L L HIT, RN
REFRELEZEET DL, B, MIKENTIC L5k
IR CTE AR,

9. FBHLEDEE
SN AR A

1) AKFNZHRBEERATH D=0, Elo=n . iz L
RNWT, TOFEWETICIRAT AL OEETLZ L,
(AR ORBEER KDL, MEEEGERDIBINAND
%, ]

(2) PTPAEEDIEANIPTPL — 26V H L TIRAT % &
IEET L L,
[PTP> — N DFRIRIZ X 0 | B NS AA 5 A% A T8 s~
FIAL., HICIELEZEZ U CHtRRAASOEE RS
HEZOFPRT 2 Z EBHEINTWD, ]

) AANTEEDOEELZIFRLT VWi, IRHERTICPTP
MRV T LI EETH L,

10. ZOMODEE
7 v hORAENERER (247 AMIEMHES) 280,
2mg/kg/ H LA E o> $ 5 B TR OB A HsE S h T
W5, 12770, B MZBWTARFZELH/ S—F 2 Y
Hl & MR E & OBV ITRRD DR o 12 & OERER
BREAENHME STV 5D,

[(EMEIE]

1. mepRE

< M R A HER >

R A AH (LABE) 0.375 mg, 0.75 mg., 1.5 mgZx 1H1[H
SOxdfgsE (IRFE) 0.125 mg, 0.5 mgZ 1H 3[E (8-8-8Hk¢fHfH
@) 5HMABBKEROES L L & O RE(C AR
HEBZ M TRT, LASE T 524M% £ T, IRFEIZIR 58
Rrff % £ COHEB 2 Rat Lz, LABER 585 o i 4 e B HE
BRI B CRIRSEEIL TR Y, £, AREANR
BREEOMNFRO bz, F— 018 HEOIRER 5% Ok
% k tti&‘a‘{) t N LAﬁ& ﬁ‘f(ﬁ@tmax,ssgiﬁé < ~ Cmax,ssﬂi%’%’%
<\ CrinsstE 0Dy o 72, 7 H IR HE D AUC.00 2 UNAg.24 D
FHHYRTAR N 35 > C MU D IR B XA EHNICR S CTh 5 &
TS Y,

R HE AR AT LABE X IRSE SR R 1 4% 5-5 o iin 4T e E HERS

3.0
25
- 5
B 20
[
N E1s
& 2
< =10
u
0.5 4

mhigh 7S
o
=]

0 6 12 18 24
REEKRE®MN S ORM [h]

0375mg LA fiE 1 H 117
0.75mgLA%E 1 H 1
15mgLASE L H 1

—e— 0125mgIR&E 1 H 3[H]
SN

o —m— 05mgIREELH 3

(CE#E+S.D., n=24)

LR RASGER/S—F% 0 Y R BB IZLABED.375 mg~4.5 mg/H
XIXIREE0.25 mg~45 mg/H Z BB KER G L& 2 D5E
FAREBIZEBIT D N T 7RO M PR LR E 2 RIXCRd,
LASERE: 5% o i R R X BRI ER- LiZ, F—o1



HHASEOLASE X IXIREEA 5 L= & % (1.5 mg, 3.0 mg. 45
mg/H) DOEFREICRB TS b7 7RO MR RE L, 12I1F
FRETH-1=Y ,

LR RAGER S — % 0 05 BB ICLABE UL IREE KM /% 1
P G0 MR h T 7 R

12
£ 111
ED 10
T
g8 8
D
T 71
N 6
e ]
¥ o5
lg 4 4
I 1
N3
£ 24
3
0 ﬁy T T T T T T T T
0.0 05 1.0 1.5 2.0 25 3.0 35 4.0 45 50
%52 [mg/H]
| . LASE o IRGE |

(E¥IfE+S.D., LASE n=57/5/62/13/43/8/24
IRFE  n=2/54/3/65/9/47/5/4/30)

< RS Yy B e fig A >

AARNEGT BB AN—% 0 Y R E S L Uz E BRI
REN OB ONT-T —% (146f]) % FVCRHEHI Y B e
AT Z AT o T2 ZORERNE, 7 VT F=0 I VT T AR
MAENEYEREICEE L 525K+ THDHZ ENRENT,
VT F =7 U T T AH80 mLimindr 530 mL/minic KT
THEROZ VT T2 ZTREIRIE T TS &0 RN
nrey

<HBEOPE>

A AR NN & %F 5 & U TN L 72 LABE0.375 mg & LASE
15 mgD WP RSEERRICK W T, EFIREIZEBIT HLA
FELS molcxt T 2 BFOMEBE BRI LIZ, TORME, AUCK
L UOCmICE LT, BHOBEIRDONARD ST, tiadd
B TERRT, Z2IERR 5% T4 ThH o729,

2. 9%, KRB, B

1) A (MIEEBEAR)
26% T 7= (invitro) 7

(2) fRE, He : EEEERR S MC-7 T I % Y — LR K
f03mgz R OG5 Lz & &, miEd K ORPICIER
WM KREMRE UTFET D, Fho, EHHI6RME
TIZ87.6%M R I, 1.6%23FHF ICHEM S iz, AHKIX
JREFPEM S EPEIRE B2 bz GMEADT —4)
8)

o

© B MIJEEBEREAEITLIT~

[ER R B#R]

SR—F Y U EE Z RS2, UPDRS (Unified Parkinson’s
Disease Rating Scale) Part Il (H#A4IEE{E) S OPart 111 (G
e NRE) ZFHMEEE & U CEM L7 ZEE RIS
DFE B KA (LASE) DOEZMENED bk,

1. BXRAZECER*ESRRBE

B S—% 0 Y R EB230] (9 H HAR ALY, Kk
AT RAER) Z x4 & U= [EBR (R MR iR
2B W, LASEIXZ 7 &R & i LUPDRS Part I1+Part
MEFIAaTEREICWHE L, £72. LABEOA 2T O
eI S (IREE) 1T LS BN LRSI NT,
E3 9)El ARNETHREDORE & g LT — B2 2
sz,

[ B S ] — B B i LB p i (UPDRS Part [1+Part 15 3f
R AT DR—AT A G D)

N—2 | 3B#E% | AR vsPLAC| VSPPX-IR
Bt g | B GRED | EBIS | T4 | EHME | OmE B O
(SD) (D) |EwH |~ [95%Cl]
PPX- 300 204 = | oo
RIS T) D 23 | 31 | aso | % | ooom | [1722
B FE | PPX- 28.9 19.4 p< B
LERA R 207 | a9 | ae | 8 | oo
FEOFH 29.0 24.6 — —
PLAc | 10 | G20 | qeg | 8

BARNEMIZH T 5B kE (UPDRS Part II1+Part 11452
AT DR—=RAF A4 b OELE)

e N ETERR T Gl it el I i
kg ryyy | PPXLA |35 ég:g) (igﬁ) 125
/ \/J?Eﬁﬁ g | PPXIR 32 (299.91) (ig:g) 98
GEm PLAC 14 (27193) (18651) -6.9

a) B 5-BE PPX-LA © 75 I~ Y — VIR H K TN iR ibE . PPX-
IR: 77 I %Y — VBB KM EiEE, PLAC: 77 &

b) FHEE L, O5vfE HEH X M, BEMIRR E I3 5B & FEME & K1
NR—RA T A EEIERL Lz ANCOVAIZ LY FH L7z,

0) L ME~— 03 30 & L, BWEMHEXMO LIRS 3.0 25 %
Tenb EIELHEL LT,

BN ERRRREE

HEITH N — % >V VR B S0THI (F RAGAT 6 G451
ARGl U CHEM S BRI R E e RGBS
W, LASEIX Y T &R & HLfik LUPDRS Part II1+Part 1114
HAaT7EREICKE L, 2, LABEO R a7 0%
BIXIREEL R TH - 7210

[ B ke [7] — 5 e b EGR BR kiE (UPDRS Part 1+Part 11145
AaAT DR—=AT A b OELE)

. -  ER
B 5%t e ) g | ST AT | 8B | U vs PLAC
e 3 oF k.
@ | BIRT R ey | smmeny O3 |
a7 295 =
gy | PPXLA | 161 arn (17.3) 101 00001
N =%V ) 40.8 27.2 p<
magr | PPXIR 172 (17.4) (16.4) 128 1 go001
TSGR 200 32 —
PLAC 174 (15D e 6.1

a) 5B PPX-LA : 75 I~ Y — VIR ERH K TN iR ibE . PPX-
IR: 77 I %Y — VIEEBE KM EEE, PLAC: 77 &

b) WEEE, BEFERE IR G ERELZR T, X—2AT7 1
& 2 L L7 ANCOVAIZ L W B LT,

EN_EERLRARKE

LR RoAER S— 0 v Ui B 11241 (B KAEHT % 52
M) ZxigE UTHEM L _EERLERRICBV T,
LASEIZIREE & [F4% 2 UPDRS Part [I+Part 11432 27 %
KELEY

EN _EERLERBRKSE (UPDRS Part I1+Part 4 A =
T D= T A DAL E)

- oo | o | x5 | 2EE | ELES

Blpxh | BGRD | EUEC | op) | ey | s
LR FABEH | PPX-LA 56 36(125) | 19.7(13.0) 136
N —rv iR | PPXIR 56 3L5(130) | 185(13.2) 133

a) 5B PPX-LA : 75 I~ Y — VIR ERH K TR ibE . PPX-
IR: 75 I ¥ Y — VIR KR8 Hbe

TR IRGHER T, R—A T4 VEEHERL LT
ANCOVAIZ X W R L7z,

b

=

Fo. ARBOREFEY (1285 5160) (28T,
WEIZRT1H & L~ CTLABE UZIREED S LAFE~D
G110 % 2 Bk 2hE (UPDRS Part I1+Part N4 &F 2 21 7 73—
AT A4 b 1I5%EEAET, BERICX SR IERL)
1. IREED B LABE TI83.0% (44/53%1) . LASEN HLA
BETIE78.4% (40/51%) Th o722,




CHERY HE BRI
(809 % 10N (B &z t%)
10 &L~ L PPX-IR PPX-LA PPX-LA
1 0.25mg 0.375mg 0.375mg
2 0.5mg 0.375mg 0.375mg
3 1.0mg 0.75mg 0.75mg
4 1.5mg 1.5mg 1.5mg
5 2.0mg 2.25mg 2.25mg
6 2.5mg 3.0mg 3.0mg
7 3.0mg 3.75mg 3.0mg
8 3.5mg 4.5mg 3.75mg
9 4.5mg 4.5mg 4.5mg
€ 3E $::))|

1. R—F VY UoRRERREER

(1) MPTP#FIIE IR B EH
MPTP (1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine) %%
R=F Y IRRRIERE AV VBT o7 U SF LD
EHETWE L (THTFAD)

(2) fm@h - I3 S B EA
L CERES) - EREROSEER LR L, 2
NOOBFEERZILA RREDOHFRIC IV ERT 2 Z &
BRO BN (w2

2. (kR

(1) R8I D22z BRIk 28 F0E (invitro)
AFNE RN oD2Z /KT 7 I U — (Doy Day Dy) (T
S LBWEAEE R LE?
D1} UDsZ A3 2 BURPE IR & o 7219,

(2) R DA ARFIEM
MPTPEEF A~ /S—F o YV UIRETAEMIC BT, #
SR LT T ABIE R VDR EHNER IS & v B
EM LA~ OREETENZFER L (TS
Wy L F i, onmRY R LSRN 2 LT Rk
UHEERE R L (T D)

(BRI HHEZMEHR]
— A . TT xR — VR KFIY (JAN)
Pramipexole Hydrochloride Hydrate (JAN)
Pramipexole (INN)

b4 : (S) -2-Amino-4,5,6,7-tetrahydro-6-
propylaminobenzothiazole dihydrochloride monohydrate
LS

N,
H3C/\/ ) S
| />—NH2'2HCI- H,0
N

533 1 CH NS + 2HCI + H,0

5y & 1 302.26

PR AAORREIIRESTEO R, KITHERD TEITFT
KLV A= LEZRRBETFRTL, =&/ — )b
(95) 1ZoRBTIT Y,

A AL K290°C (43 fiR)

5y

pH7.4, 20°C)

(2]

290y 7 X LAE0.375mg : 1004 (10 #£x10) PTP

2Ty A LASELSmMg ;100 E (10 £Ex10) PTP

[EExH]

1) Wright C.E. etal : *LPNERE A EVEAIC BT 2 3l

2) Yamamura N.etal : tENEE FHAEERICET 2 3Rk

3) ShaK.etal : fhNEEl EEEAA T IEMTRERER

4) ShaK.etal : thNE R [EHN ZH G M LRGSR

5) Dansirikul C. etal : ¥EPNE Rl REGE I3 B AEABR

6) ShaK.etal : tENEEL A7 AY[R] FEPEFER

7) Yokoyama K. etal : 3E4#®) & 14(4):300,1999

8) Haeselbarth V. etal : #:PEE AU, Hritti2 B9 2 58k

9) Salin L.etal : #hPNEEE  H A A % & To[E BRI [FFER
10) SalinL.etal : ¥EPV&ERE sk E R [F SR

Blf%%k : log D=-0.2 (I-474/-//0.067mol/L U > FEHGEH% iR .

11) Takeuchi S. etal : £ & 3£ 49(6):973,2003
12) Mierau J. etal : Eur. J. Pharmacol.,290:29,1995

13) Mierau J. : Clin. Neuropharmacol.,18:5195,1995
14) Domino E.F. etal : Eur. J. Pharmacol.,325:137,1997
15) Bauer R.etal : *EPNERL  HENIKBEEBR

[>zakEE R 5]
FHEEICERBOHENERHC & £ L TH Frolc Zifsk
T&EW,
AAR—Y v H— A g DR DI ¥ —
T 141-6017  HAAT &)X KR 2T B 13 15 ThinkPark

Tower

7Y —X4 A ¥/ :0120-189-779
< fFHERT>0:00~18:00 (F=- B -#LH -BRAAZE R 2B <)

(I EAMERERRICEY 5%H]

ARANL, BERLTH D720, JREFHEERETSS PR
226E3ABHAT) ICHESE | HEE~OIREDO H DRSS A
DOEAOY AN HER L TUEZ BT 25 £ TLURIL140 5 % #
ZDBIFBD LN TOER A,

SHERST
BEAN—Y UH—A U7 )binA Lk a4t
REBRINEKRE2TRIEIS



1.9 —MREIBFIZHREIXE

1.9.1 ERDO—#K&2Z#7 (JAN)

JAN : 7T I & Y — )UIERRE K Fi®) (Pramipexole Hydrochloride Hydrate) (CFh% 19 48 H 6
H AT S8 A 5 0806001 )

(1) THAIKR G OB AR MALEDERIT E D BRSO —EKAA RO TR NIZDW T OFn
BAEITHE D B,

JAN : 3% 77 I~ Y — /LK F1#¥) (Pramipexole Hydrochloride Hydrate) (“F-i% 13 49 H 3 HfF
= KA I 1335 5)

b4 -
(I4) (S)-2-Amino-4,5,6,7-tetrahydro-6-propylaminobenzothiazole dihydrochloride monohydrate
(BA4) (5)-2-7X/-456,7-7 N7t Ra-6-7RENLT I )RV FT Y —)L IRk
VNGEE? )

eEs Seve

1.9.2 EFR—#&EIZFF (INN)

pramipexole (Rec. INN List 28, WHO Drug Information Vol. 2, No.3, 1988)
1.9.3 AEBRAT

FABRE 5 1 SNDI19

1.9.4 Rk

T2y 7 Z°LA $E 0.375 mg
T2y 7 ZLA BE 1.5 mg

14 )4



1.10 BE -BEFOETEEEHOF LD
b54 - (5)-2-Amino-4,5,6,7-tetrahydro-6-propylaminobenzothiazole dihydrochloride monohydrate
B4 B4 7T 2% Y — V), Z O O% OBl
M 0w
e | S/>—NH2 2HCI-H,0
N
NRE-ZWR | =% Y L9
Mk & | @, RACIZT 7 2% Y — VIR AR & LT 1 AR 0375mg 1 A 1 M &#%EE» 5130
O, 2HAIZ T HEZ 0.75mg & L, UEHEKREZEBE LN 6, 1HEAMEIC1T HEE LTO0.75mg
TOWE L, MEFE (Y1 BE 1.5~45mg 1 H 1 EIR%ESL) 2805, B, Fim, ER
WL BEEEBSTE 52, 1 BRI 45mg 2RV &,
I )
R
W R 4} | Bk - 75 8% Y — LR KT
A B AR | WAl X7y 7 A LASE0375mg (158077 I~ Y — LEERE KT 0.375 mg &)
a3 R STy 7 ALASELSmg (18P 7T I ~3% Y — VIERRH KT 1.5 mg & F)
ik Zk LD 5, (mg/kg/ A) o
7 v b >800
Q 548
~ A3 1700
EHE O £7 56 B (mg/kg) A
T AT ISR >10
BRI )
fatE B RE RS IR SR BT
(mg/kg/H)  (mg/kg/H)
Zv b 13 A 0.5, 4,25 0.5 B @B L, (K EH I
fil, BERERB IO TEO
KT X B PR
I=7% 13 M &o 03,1,5 <03 H P TEE O, (RSN
i, OB, R
BRI )
128 M B EGHR R5 R BT
(mg/kg/H)  (mg/kg/H)
Zv b 52 JEM &0 0.5,3,15 0.5 B @B L, (K EH I
i, ALK
T AP 528 & 0.1,0.5,2 0.1 Bl




il 7 H

BIEH DJg 8L

BIEH O FEHA
TR
TN
FFEIMED £ 0
L5

{5

175/279=62.7%

FEBLBIEL (%)
89(31.9)
48(17.2)
21(7.5)
20(7.2)
17(6.1)

£

A R o A B 8 B

i PR B A S O FEHH
S /=0 s %)
U7 UET A REEM
I R ER B 0

~v b7 Uy MED
PR W5

55/258=21.3%

FE BB K IR A B E (%)

11/255(4.3)
9/257(3.5)
6/255(2.4)
4/255(1.6)
4/258(1.6)
£

AARN—Y A —A A 2RS4




1.12 RHTER—E

% 3

3.2.8 JF#K

3.2.8.1 —fkIH®R

3.2.81.1 4%

3.2.5.1.1-1 XA R

(G2(INEEED) FHEL

[#E41] B#EE - RAFHNE B
3.2.8.1.2 &

3.2.8.1.2-1 eV

[FFAt k] FEL

[ 44 ] iEE - RANFAENE R
3.2.8.1.3 —jsE

3.2.5.1.3-1 eV

[FFtE ] FEEL

[#44] BiEE - RANFALNE B
3.2.5.2 flyk

3.2.8.21 HEEE

3.2.8.2.1-1 A R

[FFAtE k] FHL

[ 44 ] iEE - RANFAENE R

3.28.22 HWEFHERVPTBER -

oy ha—ju

3.2.5.2.21 2 A R

[FEAME ] FEEL

[#E51] BiEE - RINFAENE B
3.2.8.2.2-2 A KL

(E2iNEED) FHEL

[54] B RNFAENE $
3.2.5.2.2-3 2 A KL

[FEAME ] FEEL

[#E51] BiEE - RINFAENE B
3.2.5.2.3 JFEMEtDE

3.2.5.2.3-1 A KL

(E2iNEED) FHEL

(54 ] B RNFAENE $
3.2.5.2.3-2 2 A KL

[FEAME ] FEL

[#E5+] BHEs RANFAENE R
3.2.5.2.3-3 2 A R

[FEAME ] FEEL

[#E51+] B#EE - RINFAENE B




3.28.24 HETEKOHEREFRAKROEH

3.2.5.2.41 ZA RV

(¥ k] EEL

[vE5+] RS RNFFENEE
3.2.5.2.4-2 ZA kv

[ P4t % 4] EEL

[vg5t] oS FRANRFENE R
3.2.5.2.4-3 ZA BV

(3P k] EHFL

[v5+] P RANFALPNE R
3.2.5.2.4-4 ZA ML

[ P4t % 4] EEA

[vg5t] RS RANRFENEE
3.2.8.3 Rk
3.2.8.3.1 #iE K O O Rk D #EH
3.2.8.3.1-1 ZA BV

EHFL

[ ZEA & k] x4 Boehringer Ingelheim Pharma GmbH & Co. KG

[v5+] P RNFALPNE R
3.2.8.3.1-2 HA kLo

EEA

[ZEfm & k] fEx 4 : Boehringer Ingelheim Pharma GmbH & Co. KG

[vE5+] RS RANFRFENEE
3.2.8.4 JRIEDEHE
3.2.5.4.1 B R OB GIE
3.2.5.4.1-1 ZA kv

(ERgE) EEA

[¥g5t] HHGE FRARFENE R
3.2.5.4.1-2 HA kLo

(¥ k] EEL

[vE4+] RS RANFRFENEE
3.2.8.4.2 #Bpyik (IR
3.2.5.4.2-1 ZA kv

(A k] EEA

[¥g5t] HHGE FRARFENE R}
3.2.5.4.2-2 HA kLo

(¥ k] EEL

[vE5+] RS RNFFENEE
3.2.5.4.2-3 AA ML

(A k] EEA

[¥g5+] LGS RARFENEE




3.28.4.2 HBGIE (k) (k&)

3.2.5.4.2-4 B A B

(A i ) TEL

(V51 ] Bkt RAFALNE R}
3.2.5.4.25 A RL

(P& R A

[44] Bt RAFALNE R}
3.2.5.4.2-6 ZA P

(A i ] EEL

(551 ] FHGE RINFEAENE B
3.2.5.4.2-7 B A R

(A i ) FEL

(51 ] Bkt RAFALNE R}
3.2.5.4.2-8 24 R

[FFAm & k) A

[44] BfEs RAFALNE R}
3.2.5.4.2-9 ZA P

(A i ] EEL

(551 ] FHGE FRINFEAENE B
3.2.8.4.2-10 B A R

(A i ) TEL

[¥E51h] ket RAFALNE R}
3.2.5.4.2-11 54 R

(A i ) EEL

(V51 ] Bkt RAFALNE R}
3.2.5.4.2-12 24 bL

(P& R A

[44] BfEs RAFALNE R}
3.2.5.4.2-13 24 R

[FFAm & k] EHL

[#544] PBilEE - RAFFLNE R
3.2.5.4.2-14 54 R

(A i ) EEL

(V51 ] Bkt RAFALNE R}
3.2.5.4.2-15 IR

(P& R A

[44] BfEs RAFALNE R}
3.2.5.4.2-16 ZA P

[ FF A i ] EEL

(551 ] FHGE RINFAENE B
3.2.5.4.2-17 24 ML

(P& R A

[44] Bt RAFALNE R}




3.2.8.4.3 RABGIE (O HE) ON)TF— g v
3.2.5.4.3-1 ZA MV
EEL

[FEAmE ] fiFR 4 Boehringer Ingelheim Pharma GmbH & Co. KG

[44] PHilEE - RANFEFLNE L
3.28.4.4 v v N
3.2.5.4.41 2 A RV

EHFL

[FEAf & k] Jii 5% Boehringer Ingelheim Pharma GmbH & Co. KG

(5] PHEs RAFRENE R
3.2.5.4.5 Hltk K OGEBRITIED %Y
3.2.5.4.5-1 ZA MV

[FEAm ] FEHL

[44] PHilEs - RANFFLNE L
3.2.5.6 Zan Kk OVte R
3.2.5.6-1 ZA hvo

[ FF A & ] EEL

(551 ] PHEs RAFRENE R
3.2.5.6-2 A ML

[FEAm ] FEHL

[44] PHilEE - RAFFLNE L
3.2.8.6-3 2A RV

[FFAM & ] EHL

[51] PBilEE - HRAFANE B
3.2.5.6-4 ZA hvo

[ FF A i ] EEL

(551 ] PHEs RAFRENE R
3.2.8.6-5 AA ML

[FEAm ] FEHL

[44] PHilEE - RAFFLNE L
3.2.5.6-6 2A RV

[FFAM & ] EHL —

[51] PBilEE - FRAFRANE B
3.2.8.6-7 ZA hvo

[FFAti % At ] FEEL —

(V51 ] PHilEs - RNFFENE B
3.2.5.6-8 AA ML

[FEAm & k] EHL

[#51] PBilEE - HRAFALNE B




3.2.8.7 ZEEM
3.2.8.71 ZEMDE LD KO
3.2.8.7.11 ZA kb
(P& R FEEL
[44] PHilEE - RANFEFNE L
3.2.8.7.2 KR O LEMERBRGE D ERL & E
3.2.8.7.2-1 ZA hvo
[ FF A i ] EEL
(5] PBHEs RAFRENE R
3.2.8.7.3 LEWT—X
3.2.8.7.3-1 ZA ML
EEL
[FEAm &R i 7% Boehringer Ingelheim Pharma GmbH & Co. KG
[44] PHilEE - RAFFLNE
3.2.5.7.3-2 ZA hvo
EHFL
[ FF A & ] W4 Boehringer Ingelheim Pharma GmbH & Co. KG
(551 ] PHEs RAFRENE R
3.2.P #H|
32.P1 B RS
3.2.P.11 PEENT
(P& k) FEHL
[44] PHilEs - RAFFNE B
3.2.P.1-2 ZA hvo
[ FF A i k] EEL
(W51 ] PBHEs RAFRENE R
3.2.P.1-3 ZA ML
[FFAM & ] EHL
[#51] PBilEE - HRANFANE B
3.2.P.1-4 ZA hvo
[ FF A i ] EEL
(5] PHEs RAFRENE R
3.2.P.2 BHIBHE DEHE
3.2.P.2-1 ZA ML
EEA
[FEAmE ] MiFR 4 Boehringer Ingelheim Pharma GmbH & Co. KG
[44] PoilEE - RANFFLNE L




3.2.P.2 MAIBAFEORME (Fix)

3.2.P.2-2 HA kLo
FEEL

[EEAm & k] ek 4 Boehringer Ingelheim Pharma GmbH & Co. KG

[#E51] Bt RAFALNE R}
3.2.P.2-3 24 RV

EHL

[ LA & k] it % Nippon Boehringer Ingelheim Co., Ltd.

[EMN] s RNFFLNE B
3.2.P.3 &
3.2.P.3.1 HiEH
3.2.P.3.1-1 A2 A ML

[FFAm & ] FEL

[#544] PGS RAFALNE B}
3.2.P.3.2 HiEWME
3.2.P.3.2-1 XA RV

(P& k] BEL

[541] s RANFFLNE B
3.2.P.3.2-2 A2 A ML

[FFAm & ] TEL

[#544] PGS RAFALNE B}
32P33 HMETEEO TR 2 hr—/L
3.2.P.3.3-1 XA RV

[FFAm & k] BEL

[544] s RANFFNE B
3.2.P.3.3-2 HA kLo

[FFAm & ] FEL

[#544] PGS RAFALNE R}
3.2.P.3.3-3 HA NIV

[FFAm & k] BEL

[544] s RANFFLNE B
3.2.P.3.34 HA kLo

[FEAmE ] A

[#E51] Bt RAFALNE R}




3.2P33 HWETEKROT

NP2

ST Re— ()

3.2.P.3.3-5

HA kLo

(REAR & FH EEHA

(EW] BllGs - ARANFALN R
3.2.P.3.3-6 ZA ML

(R At ) e R

(EW] PGS RNFAL N R
3.2.P.3.3-7 ZA Fbo

(R k] HEEA

(4] HHGS AN FAL N R
3.2.P.3.3-8 ZA b

(Rt k] e R

(#5454 ] PGS - ROFAENEE

3.2.P3.4 HETLEKOEBETHAEOEH

3.2.P.3.41 A RV

[ FFAM & ] EHL

[¥51] PBilEE - HRAFANE B
3.2.P.34-2 ZA Fvo

(A i ] EEL

(5] PHEs FINFAENE B
32P.35 kR -NVF—var,/Tok A
3.2.P.3.51 ZA ML

EEL

[ LA & k] (T 2 Bocehringer Ingelheim Pharma GmbH & Co. KG

[51] PBilEE - HRANFALNE B
3.2.P.4 WInHloE
3.2.P.41 Bk K OVRER 1k
3.2.P.4.1-1 ZA MV

(A i ) FEEL

(V51 ] Bkt HRNFALNE B
3.2.P.45 bt FXIZEMWEIEORIA]
3.2.P.4.51 2 A RV

[ FF A i ] EEL

(551 ] PHEs FINFAENE B




3.2.P.5 HiAK|E

3.2.P.5.1 Bk kOB

3.2.P.5.1-1 XA FJLo:

(P& R FEEL

[44] PHilEE - RAFFLNE L
3.2.P.5.1-2 2 A RV

(A i ] EEL

(551 ] PHEs FRINFEAENE B
3.2.P.5.1-3 ZA MV

(P& k) FEHL

[44] PHilEE - RAFFLNE L
3.2.P.5.1-4 ZA kb

[FFAM & ] EHL

[51] PBilEE - HRANFALNE B
3.2.P.5.2 RAHE (G HiE)
3.2.P.5.2-1 ZA MV

(A i ) FEEL —

(V51 ] Bkt HRNFAENE B
3.2.P.5.2-2 2A RV

[ FFAM & ] EHL —

[51] PBilEE - FRAFRANE B
3.2.P.5.2-3 ZA MV _

[ ZEAt & k] R4 ochringer Ingelheim Pharma GmbH & Co. KG

(51 ] Bt HRNFAENE B
3.2.P.5.24 ZA ML

[FFAM & ] EHL —

[#51] PBilEE - HRAFANE B
3.2.P.5.2-5 ZA hvo -

(A i ) FEEL —

(51 ] Bt HRNFFENE B
3.2.P.5.2-6 XA FL

(P& R FEHL —

[44] PHilEE - RAFFLNE
3.2.P.5.2-7 ZA hvo

[ FF A & ] EEL

(W51 ] PBHES FINFAENE B




3.2.P.5.2 MBRGIE (k) (keZ)

R INFAL N R

ARNFALN R

!

R INFAL N R

3.2.P.5.2-8 ZA B
(GRS EFEL
(#E44] BiGE
3.2.P.5.2:9 2 A b
(FFffi 25 B ] EEA
(#2454 ] HBillES :
3.2.P.5.2-10 ZA B
(GRS EFEL
(#E44] BiGE
3.2.P.5.2-11 2 A b
(FFA 2] e EOE
(#4+] PGS -

!

ROFAENEE

3.2.P53 HBFik (OHhE) OV TF—var

Boehringer Ingelheim Pharma GmbH & Co. KG
AR INF AL R

Boehringer Ingelheim Pharma GmbH & Co. KG
RNFALN R

Boehringer Ingelheim Pharma GmbH & Co. KG
R INFAL N R

3.2.P.5.3-1 PR
BEL
[FEAME ] M4
[#E51] BiEE -
3.2.P.5.3-2 A RV
BEL
[FEAME ] it 7%
[#E45] BHEE
3.2P533 A R
=
(G2INEEED) Jii 7%
[#zE45+] B#EE -
3.2.P.5.3-4 A RV
BELY
[FEAME ] M4
[#E51] PBilEE -

Boehringer Ingelheim Pharma GmbH & Co. KG
RFAENE R




3.2P54 vy bt

3.2.P.5.4-1 HA R
EEL
[FEAmE ] fiFR 4 Boehringer Ingelheim Pharma GmbH & Co. KG
[44] PHilEE - RANFEFLNE L
3.2.P.5.5 Ry DRk
3.2.P.5.5-1 2 A RV
(A i ] EEL
(5] PHEs RAFRENE R

3.2.P.5.6 BN OEBRGIED % UM

Boehringer Ingelheim Pharma GmbH & Co. KG
R INFAL N R

3.2.P.5.6-1 HA R
A
(G2INEEED) fip% 4
[#E45+] B#EE -
3.2.P.5.6-2 A RV
BEL
[FEAME ] M4
[#E5+] BHEE

Boehringer Ingelheim Pharma GmbH & Co. KG
ROFAENEE

3.2.P.6 IEAEMIFEMH

3.2.P.6-1 ZA

(GaliEya)! EEL

(¥4t ] PBGE RARENEE
3.2.P.7 Fa& K OMte%

(GRlEyE)! EEL —

(4t ] B #GE RAFAENER

(GRIT=)! LK —

(EM] PBRGE RAFAENE R}
3.2.P.7-3 A hb —

(GRlIEyE)! EEE —

(¥4t ] B #GE RAFAENE R
3.2.P.7-4 A Fv

(FA 2] EEE

(EM] PBHGE RAFALNE R
3.2.P.7-5 A MV

(GRIB=)! LK

(##4+] PBHGE RNFAENE R
3.2.P.7-6 A hb

(GalilEya)! EEL

(EM] PBGE RATENEE

10




3.2.P.7 A

K OireR ()

AR FALNE B

ARNFALN B

Boehringer Ingelheim Pharma GmbH & Co. KG
RNFALN R

AR FAENE B

ARANFALNE B

RNFALN R

AR FAENE R

1

ARNFALN B

RNFALN R

AR FAENE R

ARNFALN B

ARNFALN R

AR FALNE B

3.2.P.7-7 HA R
[FEAm & ] EEL
[#E51] S
3.2.P.7-8 A RV
[FEAm & ] FEL
[#E5k] s
3.2.P.7-9 HA R
BEL
(@2EFED) i 7
[#E451] P #GE -
3.2.P.7-10 HA R
[FEAm&E ] EEL
[#E51] S
3.2.P.7-11 A RV
[FEAm & k] FEL
[#E51] s
3.2.P.7-12 ZA R
(@2EFED) EEL
[EW] FHGE
3.2.P.7-13 HA R
[FEAm & ] EEL
[EW] P #Es
3.2.P.7-14 A RV
[FEAm & ] FEL
[EM] s
3.2.P.7-15 ZA R
[FEAtE ] EEL
[EW] FHGE
3.2.P.7-16 HA R
[FEAm & ] EEL
[EW] P #Es
3.2.P.7-17 A RV
[FEAm & ] FEL
[EM] s
3.2.P.7-18 ZA R
[FEAm & ] FEEL
[EW] B EE
3.2.P.7-19 HA R
[FEAm & ] EEL
[EW] P #Es
3.2.P.7-20 A RV
[FEAm & ] FEL
[EM] s

RAFAENE R

11




3.2.P.7 AF&:HKUHiteR (i)

AR FALNE B

ARNFALN B

RNFALN R
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