T 74 F &€ 50mg
ICRET 5 &H

AEHICEHSNEFERICHRDIEFMRVABDEEIL Meiji Seika 7 7L~
HRAZHICRETSIOTHY . LA%RFEREBEERLUSNOEF BHIICFIA
THIEFTEFEEA,

Meiji Seika 7 7 LT &4t
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1.5 BEXIIERDOBRERVRREDRERER

1.51 BEXIIFERDEFE

W7 4 R A UEEE L. Newron Pharmaceuticals Sp. A. (Kt : 4 % U 7. LLF Newron £1) 3

AR L7 0-7 2 /7 X RIZHB SN OTFRESE L2 AT 28R INEY- Al HE 2 7 I R {LE%3E B
(monoamine oxidase B; MAO-B) PHEIKTH 5,

P74 F I FAVVBEITFHR CAPAEOREZ AN E L I 78I FaHEWE L LTHRIT
WIVAAER LBV RGRFRIER O Bl CEN b EME AR - A2 V) —=2 7T Hiafe TR S D
D ZOBOKRFITT M 7 AF ¥ RUBHEMER & & bIc, BIRW - ") MAO-B [HETE 4 5
L2 EBHALMNTIRo T,

H CHs

) NH
N/%( 2
H
O
O

. H3C - SO3H

F
151 7 4F 3 FADILBBIEDLFHEE

T 7 4 F IR A VB MAO-B EAERIC X WM R X U REZFE D, S—F 2 Y Ui O
BRIk A ET S 2 AW E NI, Em, F Y U AF v JOEEREN LT 22 3 R
IEIER 20RO 2 L 2 b RS2 UAEBIMEAER & 3E RS UARBME(ER ORIER 2 A5 5 $i7-72
=% v ok e Lamstc S o s sn,

1.5.2 FAFEDRERE

152188

PR=F Y PRI, PNV JE D DRSS D R ARSI ORI L D |
FARD RN UEENMRT U, EEREER, IR, Fmil 2 PEiedk & Uiz @B s 23 83 2 AT
DMREMIRBCTH D, Fi2, 1TL A EOBE CIEEBER NS D, MEIREEE ., R - 385 - 178
P, BHPRREEE, REREEN S EN D, IEEBER T, EEER O BEAEE &7 LT QOL KT
AElETEIN TV,

JEAE G D3RR 26 IS N L 72 REFRA TlE, AARICBIT H/3—F 0 Y VIREF OREIT 16.3
TN EHEE S TWDD, 40 AR O FRBRIIMD TRV, Filii & & HICBEEETHmLYY, &
EFE N OOV EF RIS % I DICHMT 5 L PRI TV,

BEETIZ, N=F U YV UIROEITZ DL D& 1L HIEEIEFERIE SN TR, LR R/ R
RUT IR MaEF b LTS RIES % T d D 03 IR ISR L & s & U2 Tk oI
2, UNEYT—va el E LT IEEMIEES . 2 < OBPBDFE L, SRR OB J 0 5
OIBFRIED N BTV D FEIEMINT, 3= 2 Y LRI L0 EEER DS E S LD DD,
BB OHEIT0 N — 0 VIRIEHRIE ORI O FIZ X 0 FEAISOSHEIME T2 2 &b IR
A 5 4T 50%FRE D HBE T wearing off FIE L N AF R VT ICREFE SN L EBEOIHENE L S K
INTT2 DO, =%V IRBIRATA K74 2 20189 TlX, wearing off LG DIRIFE L LT, LR KR
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D1 H4~5EERG T R 7 A=A OB - B R - BH IROBPE L LT MAO-B [EESE (&
VXV, IHXY ) | BT a—-0- A F VEEEBEFE  (catechol-O-methyltransferase; COMT) [FH
EI (o HARY)  AANTT 74 VoY =% ROFHERE, ZOROERE LTI LI
RN RROBEEIFER RN T T=A FOWE - BEAHERE SN TN D, £ E 712
BB LI ET, 73 ZMBEIEOEAEZRFTHZ LS TVD,

AV IR « PRI N —F 2 Y IR OET I D b O TIE AR WD WEETT & & BTl
WrTHZEMEEERD, LI, EROZ Y ha— R AR+ S REENGFETDHZ LD, HE
OB 2 [T DT BN EE N TV D,

1.5.2.2 $4&

B i v Newron #hic kBB S =%, R Merck Serono # (Rt - ) a3
PR, s ORFEME & Newron £ & 0 Mt LC Bz 2 it 5728, [
;77 (2 Newron fEIC[RIMER] 2 350% LT\ 5, D%, B Newron 12 X 0 BRFE D3 flkfE &
e,

Meiji Seika 7 7 L~ ikttt [l CRAROT o7 BEECOBRE, MO kERE S
Newron ¥ 0 Bt/ U, 4 £ v ME2125 OB = — FOARIRIC IS 1T % BRI K OV R % % B
L7, ZORERTT, LA R YUEICIRE T OEBER O ANEE 2 53 5/ 8—F Y VIR &%t
G & UT- SN R S L AHFER (016 38R, SETTLE #&BR) 2N &T L. HARAN@HRRAZ ISR E Lz
HilE] e OV ERE O #5585k (ME2125-1 3R) BGEE Oz 2 &b EINERIRES I FHEUERBA 44

it v e 7 ST A SR R AR AR L B S & g2 L I
_l_ el BN Bl FES R
s P -

SHB S OREREZEE 2., 016 RERE 7V o o 73 Sillik EALE T, VAR RoBEI IR o
wearing off BiG: 4 H T 5 HARAN/NN—F 0V Ui B 2 xtg & Uiz 24 HH#&GHEB (ME2125-3 #5R)
7Y o 7RRE LT, E70 LR RSBAITIERE O wearing off BRG A A2 HAR A/ XA—F
Y IRBEITHBT D RN 5 RER (ME2125-4 BUB0) W ONCIEIN B 0 T 0 R 0 BB

(ME2125-5 3Bk) % 50 L7=, ME2125-3 SBRORGE &2 Mt L7z R. 7V v ¥ 0 7 s B % i
T2 ERHERTE L LD WAMNERT — 2 Z4ME L, ENEKRT — 4 Sy r— VR L -
TAKBHFEEZITHOZ L& L,

RN T ORRTFEAGRHFEIL, BARKOT V7 FHEELS O F o, Sl N ikeE %
Newron £1: &V Buf5: L 7= Zambon 1 (4L : 4 Z U 7)) 12XV, 2013 4E 12 12 EMA ~H 584 55
TIThiviz, 2015 FEICRMER S & AL AEEKGTIX, PH~%Y oERERO B NE#ZH3 5
FERMEN—F 0 Y UIRBEICHT DT 7 4TI RAUUVBRIED LA RNPEH 23S & L CRR L7,
2019 4F 5 W C 37 » [HTHAR S, Zambon 112 X > T Xadago® DIRGEA4 T RA Y AL A, A
RA AZVT, NIFX— ATU=—T L T —T  AFXVR FTH NTETIVT
IV x— RV, A=A FIT, T4 T RERORT T AD 15 » [ HTHRIEENTWS,

KETOFFAFTHFEIL, Newron £H12 XD 2014 4 12 A (2474, FDA L2017 43 A2, LA
KX/ T RANTIRRF O off flm &Y — REHT 5 /3—F% 0 IR BEITKR 2 0F AR E 2 8)S
ELTHARL, A7 A XD, US-WorldMeds f1: (A4t : K[E) 12 X > T XADAGO® DI 7E4 Tl
BINTWA,

BIR DR %X 15212/ LTz,
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X5y RERIEE &Rk
mnE | B 32P
h N BT B

) 42.1.1
R
WH | BIRAOIREEABR | 4212
LAV | 4213
WU 4222
AG 4223
Ty | AR 4224
Bz
4222
Pttt 4223
4224
SEENRE 1Y
4226

ERAAEN
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ARBREE (FE) &Rk
A 5 423.1
g 5wk 4232
s in vitro 42331
= | i vivo 42332
AR 4234.1

PIIRSE A 4235.1
£ IR - BE 34 | 423.5.2
£
BE ) W o
L 42353
REHADOHERE
SR PITHIRE 4236
TR
42373
[ 15a
R AFHE 42374
ZDfth
A iLY] 42375
ENLLY] 42376
e 42377

M 1.5-2 FAFEOEER (FE)
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HEREE (R Bkt
B O PEARR
5.3.1.1
(ME2125-5)
AR R R
5.3.1.2
(ME2125-2)
PK. ZZaEmaidl
P KEPERRR 533.1
(ME2125-1)
55 /I H Pl akBR
5.3.5.1
(ME2125-3)
%1 FE % 55080
5.3.5.2
(ME2125-4)
E BRI N
(016 3BR)
o5 1T A ek bR
i 5.3.5.1
(SETTLE #ER)
E BRI N
(018 3&BR)
o 5.3.1.1
‘ AE W SR R
- 5.3.1.2
5.3.3.1
A - 5.3.3.3
A7 SEi
5.3.3.4
5.3.4.1
5.3.5.1
Z O DGR ER 5.3.5.2
5.3.5.4

M 1.5-2 FAFEOERER (FE)




YI4F= MR 1.5 ERXIIEROBERUHEKEORZEE Page 6

1.5.3 mEICET 55

FETHLY T 4 F I RAVAVBEIZAADORREDH R T, K A ¥ )=V R A FIVALTR
F¥RNETRTL, T FACHED TEITIZS K, =8 7 —LZRRETIT < W, BIBMEIX 22,
BT 4 F I R AIVERRIT 25°C/60%RH (KU Ztm) OIRAFSRIF FIZH VT 60 & H | 30°C/65%RH (X
HERAm) KUN40°C/75%RH (RUEE#) CT1RREHEETH T,

HIFIBH & Tl Merck Serono £112 & » Tfrbh =Ry 2 R L.
o I - = ) & U C BRI R OV 2 28 R L [N A
LTz, 747 I RADVEERIESE SO0mg (X, 1 8EFITY 7 4 F I RAT VIR 6588 mg (7 4
FIRELTSOmE) GHETHIHACD T AN La—F 4 L THETH D, 7 4 F I R AV AEREE
50mg (X, 25°C/60%RH (KR %) OLRIFEMF T2V T 24 & H KOV 40°C/75%RH (RER4) T
6 8 HZETh o7z,

1.5.4 JEEGEREAER DIREE
1.5.4.1 ZEIEHER

1.5.411 S h & EF1F SR

P74 FIRAVAEE LT, 7 40 FIR) O —=F Y IRIEHRIE L L CTOREEIH 52T
T 5728, invitro & T in vivo sk TR~ OFEPEFIM A4 FEfii L 72, /NI ARSRIZES 595 MAO-B
ZhRO LT HAFMESR, KN T U AR—F— KON UZRERISHT DM, N R~
PR LUSN DRI E- & U TEBMMKGFNET R Y U AF v X7 NV H I I RIE T BT DN T
et L7z, 72, D EEMT LB E LT, ol EERHD =X Y URET NV EHNWT,
H7 4 F I FOFEDMEERE LT,

H7 4 F I RiXE /7 I U{bE%E A (monoamine oxidase A; MAO-A) (2T MAO-B EIR{EN
m< . AR MAO-B FHERITH S Z LS e, RN UMRRRITKTT 52 OMOER I35
Mole, £l 7 4 F I FITEMEKFET MU U AT ¥ RAVETEENREKAICEEFEL, SR
LT ¥ XNBEERZ I Lo 7 v 2 X it isiER 2= LT,

R= 2 Y URET NV E AW BETCIL, 1-Methyl-4-phenyl-1,2,3,6-tetrahydropyridine (MPTP) %
BE LI TR T 4 F I RE VAR RN/ R T O REPHLIZE ZA VAR R/ Rk T Y
ROZBZEFG Lo~ T AZHRTHAN RS v EEPARICEM L., £72, %7 ¢ F I RlX MPTP
DFERT o~ ZABE NI AFEIWEMR O M EMEE R ARSIV EEORTZ2MEI L, 2hb o
FERPOY T 4 F I R IR CMRREIERZ AT 2 Z LRI, —F Y IR OET 2
#7925 Z ERHIFF S5, 6-Hydroxydopamine (6-OHDA) #HLiE L 727 v ML AR K/NEXREF
VRERET D ERESEFNPEBEIN, SHIZLR RRER Y T Y RENEREST 5 & alsEE) )
I3 % wearing off IR NBlEL S D, 7 47 X ROOFHEGILZ OFEESER O/ 24 EIZH
S/, F£7-. N-methyl-D-aspartic acid (NMDA) 7 /L4 I Vg5 25K E S MK-801 &7 «
F 2 K& FEBRICRERER OB 2 A B2 BE S 722 &5 | wearing off LG O WFEITIT /N H 2 v
R R T 5 2 E DA TH D ARt R S /e, MPTP ZALE L7Z =7 A s
N RRERGE U TER L7 LA RASEERMEY A% 1T 7 (levodopa-induced dyskinesia; LID) &7 /LIZ
74 FIRERELZEZA, LR RSO NR—F 0 URTRR R R N IERE L, P AF 1Y
7 b HRAMKAFRZHH] S iz, [R1E 71 MAO-B HEH D 7 93¢ U R0 lazabemide & #¢5- L 72 & 2
5. VIR RROR—F% 0 ARG I ER LTc, —FH, TR U AF vy R VHEEHE 7
WE I VEBHIIEER 2 B35 U LY — L KON NMDA B RIEETHER 2B 3567~ 2 2 03,



T4+ = FiE 1.5 BEXIIHEROBZBERUHKEOREE Page 7

LID €7 /MZBITHVAXRX T 20l L7z, 2 b DR, MAO-B FHEMFHIZ LA RN &
HN—F Y IRIRREN R OIERICH 5T 2 b D LB X L, Z VX I VBRI E
MEIPAXFHX T ORI n D b0 B2 NS, iz, 7 4 F 3 N3~ OFKPFHRT D
7 v N OFEIRERIZ 3 U CIRER IR A A RIS S,

T7 4 F 2 Rid, AT R R ORI T L CHIRIEEER 278 U, & OR0 R i FFET
BIZH 7 4TI REREGELESETHEIE IR, £72. 7 v NOZRMEMALIEETT MZB VT HH
BRIREERZ R LTz, LEDZ D, 7 0 72 RIZiE R3S UIRICIRE S du7e W AR AR R
DI ESND, £2, V7 472 RIZERETADATT VTR TCADAAERZ R LT,

UUbEDZ &int #7473 FIZMAO-B HEFEMICE D VAR RN LD /3—3F 0 IRTIRIR IR
Bt ORI R A R L. F MU T AF ¥ JAREEPEZN L& S BRI ERIC &
D LR RoYEIEIZEED wearing off IR A =T A LD L E X HILD, Fio, FERKRABROME RN D
P74 FT I REVARRRCEDVAIR YT 2HUGET D ARBHENE 2 51D OO KRR Tl
RESILTWRWY, S HIZH 7 4 I FIZ MAO-B FHEMEM. 7 b U AT ¥ X AEER KT LV
LUBBHEERIC K 2R IREN R A BT b 2 IS NS,

T 7 4 F I ROEERHWIY 7 1 72 RIZH~TMAO-B FRFEERIE TS R U 7 AF v 21
FREER A< . R ~DF G130t 0 L HEEShT,

15412 REMEE

LAPESEPIEER & UC, FARRR, DM R MR, BB ONE LA RIS KIET 7 IR

DEBERFT LT, £72. V7 407 FOENUANOEFESZFR, A F T v, b T U AR—H—
F ORIk B EH 2/t LT,

¢ﬁ@%%’ﬂ#é¢mkbf-vWZ&Uiyﬁr%mf#@ﬁﬁom%%ﬁ%@ﬁﬁﬁﬁ6m
e, ZORBIIAMAEME TIEAL o T,

@m RIKT HEMA & LT, QT MREOIERIZEIT 57l TiX, hERG T ¥ /L& i O PR E TG
DROLNTMA, B (100mgH, 7 BRE) BT 2@ mEHIERESERE (0.66 uM) & D24
WIH 40 5LL ETH o 72, In vitro OILE R OFRER T, 1EEEN R (action potential duration;
APD) O%EE, AISHORHE & OUUHE /I OIR T AR EKGFOICA LI, Zhb0Z ki, 7 17
T ROFT P U LAF v (Navl.5) BEERICERNT S RN E X b, SRS X 2 AV 7cik
BRIZIS\ T Sarma 2T IE L 72 QTe MFRIZAEEAS 2 S 7z & o O I EAABIMEL 22 < | Fridericia 2T
MIE L 72 QTe MIMROBEMEITRD LN TW R, £/, TEET v P RO X & W 7ziBRic sy T
JER OVUABUT ] B3 2 I A H VT 7 ¢ X ROV RICEEE 2 RAZ 3 R IRV & 55
bz,

PR . BIER L ONH LR ORERRIC M ITER O B g ino Tz,

#74T\F\ﬁﬁ%(NWM&LNWJ@Q&UNWM@A@ WA E L CaEnd
F7 ¢ rolEE ( A* ) ITERLSNDZRIE, A o TF v H, T AR—

S — Rk OWEFE & OB 2R S ooz,

1.5.4.2 EYEEHER

VA, Ty b AXKO N EHNTY 7 ) KOEYEhRERER 2 566 L 7=,

FERGIR BN RERBR OFE RN D, V7 4 I MR 5%, 0TI S v, #ERIZIA < i
L. Ut =i 7=%., EICREW & L CRFICHRE S e, 8Ic T 24P R IT&Em - 7o
(7 v bk 92%., VL 80%) .
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VTR, Ty MO IIZEBWNTHT 7 ¢ I RIFMIZESCICRET 2 2 LRI TEY | M/
Mg (AUC b)) 12 9~16 TH o7z, “C-H 7 4 F I RA VIR Z T v MTERIRINBEG-SO3RE 0 %
HLIt%, A7 =V ERMBCTH IR, EAR, BEIE. KA OA BN E WS ERTE D bl
7o, FEEORBIC L > THEER L), 7 07 RXIIREWIIA 7= EfaT o000, £
DOFERII A TH D LIS NT, T2, V7 4 2 FOMFEEAKERIT. B (v A, T v
Mo A XEOYIL) KOt MECRZEIRD Doz (K 90%) .

& O N OFFHIRE, WONCH R 7 v v — A50EME 2 H - invitro RAEEBR ICE W T, 7 4
F 2 FiZeihii ch k@l okl cRE Sz, B0 EE[RFmE LT, 7 I REOIKS
12 X0 A U 72 NW-1153, L OV BREEY N-iL 7 L UAKIZ X 0 A2 U 72 NW-1689 D 2 D338 b 7=,
NW-1689 1, —&7 /v 7 v Ul e O I ARZIEM LT NW-1689AG L7 -7, FERFWTH L
NW-1689 OFERIZIL, MIEREROT I X —E, MAO-A K ON7 VT b R KREERDS EICEE L,
F 72 NW-1153 OAERITIEFF R MIE 7 I X —BEERE (5 TIREE T X NI/K S fifiEsE (fatty
acid amide hydrolase; FAAH) L HFE SN72) ICL o TS T, 37 0 2 RISFERF A 208
RThHHTIX—BIC LB s, AERNERIZIS T 5 CYP 40 FREO FF 513K EHER STz,

tMF 7Y —2AH T, 7 0 2 RiZ CYPIALR2 12 L CHWBAEEA 2/ L T\ 228, i
IRSEM B RE 7 0OR AVERRREBR A FEhE L= & 2 A BRIRAJICHIE & 72 2328 T TS e & B 2 bz,
—Ji. 7 47 I RO CYP T FEOFHEEMIC OV TIE, b MMEESRITHIIRIZISW T CYPIA2 &
O'CYP3A4 ZiH8 3 2 alREMENRO B vz, Lol BRIREYBYAES2A0F ALVE a5k 2 526 L 7= &
A, BBARMICREE 2 5 BT RIES B2 bz, £, b MR T
CYP2B6 % #E 3 % AlHEME HER O H LTz,

BN T L AR—H— L DOHAEERIZOWTIX, 7 4 F I FEOYNW-1689 I3 brest cancer
resistance protein (BCRP) % 4T L 7z PhIP ik Z R EERFRIICIR T S ¥ 72, LarL. FERSEDERE T/
FIEVERRBRZ I L= & A, BIRMICHIE E R8BI RESnWeEx bz, £/, 7«
7 I FEOZEOGEHIE P-gp. BSEP, OATPIB1, OATPIB3, OCT2, OAT1, OAT3 & F OAT4 |Zxf
L TR EERPOHDIEEEAZA L W W EE X T,

1.5.4.3 HMHHER

FERRARFRMEREAG & LT EICT v P RO b2 WA R OSE R G3MERER, in vitro 2T in
vivo BARFEEMERABR, 25 AJRUIERRER, A4S AR . W ONS SR AT RR R & 2 L 72, £ Ofh o
EIERER & LT, BRI B o5 (AL | IRAIERRER, G (NW-1153, NW-1689

F OV NW-1689AG) B OVRALA) ( A I H 5 B ()
A O I < 5 % c* ) ) o5t ouok st

B 2B A Eh L7z, 512, AEOKBHRBE CORNEIL AR RARAIE O &2 2 LD
VAR RNZOFH U7 E & G-l ORI AR 2 i L7, £7-, 77 I %V — vk
OUFHORREMR H DT, 7T I %V — V&G U2 KE & G a bR 2 550 L 7=,

Z ORGSR AR O EGEERBRICI VT, 7 v b OR/NSE RIS T 1500 mg/kg, i T 1000 mg/kg
Th ol ERDRGEERRICE T 5 REORGHIM TOEEEEITT v ho 26 HFHER T 45
mg/kg/ B, Vi 26/39 #HEFER T 50 mg/kg/ H Th o7, 728, 7 v b OREEGHEERBIE N~
UAKOT v N OPAJEIERBRIZIB T, AR OB LA FED b ey, o
R TIE— 8 L TR RO bR oo 7o 2 & W ONTEE R FRBR I B W TR ET 73R
DI oT=Z Enh MBEEMEIXT > WEFRTHY 7 N THERELEEZ N, ME%
W= IRZEIRE Bkl ~ 7 2 U o8 JEHR 2 AW 2 B s 22 BB, 7~ MIFREREZ vz
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in vitro NEH DNA G EGERIZRIECH 572, — . v U AH#/IMERBRICE W TBBEEO K HHE T
D FHRE T/ IMEHFMEN B ST, FBMET R BAFMRBRLRETHL 2 Lond, 2083k
B2 DRE R/ MEBRMEITEMFNE RO DB TIE RN E B2 N, LER->T, 7 ¢
T2 NEBEFREEZRERNEEZ DI, Ty MR R 2 AR A SRR O, B
) D AGERE K ORI O R AN E 5 2 MEETENE SRR B ALTz, IRAFERER CIIBA & 27kt
BAFVE R O IR FEE R S e oo T2, U X ORGSR Cix, 7 47 I AR (100 mg) @
R 5, B0 720 (AEORE &K ONERR) BSEE S 2S, BRI ERBR I, 7«
T FBR (500 mg) OHEREZEE TRIEICEGITA B2 o T, DSAJRMERER, JeatEicBE+
LR, M L O O BB T, AT REFTRIERD b d o T,

LR RN E RS T I _% Y —)L L ORGS0 2 RAEFMERER & OV A4 5
PERBRCIE, PRRIC E D F - e R BUIRD SN o 72,

1.5.5 FRPREXER

1.5.5.1 B ERPR = ER

R RS L OB, 7 07 FEHBIEKORERORE Lz L 2oieett, A5, EYHE)
RE R ORI 2R 2 BTS2 720D MEh Cid 21 7k o0 i PR SRR BABR 13 S0t S 7=,

HE$25-Tld 10 mg/kg () 700 mg #H2Y4) | SAEH G- TIE 5 mgkg (K9 350 mg #24) £ TOHEDN
BHEINEN, 3747 I FEEEOH 2 EERAEFGIIRHRE T, R OEFMEIZRL T
HoT,

T 7 4 I RIER OB GZRITECHITRI S AL, tmax (T 514 2~4 FEFITH D | £ D% 22~26 IFF
MO tin THE LT, HiNA AT A 70T 13 < (95%) .« 7 47 2 RidRRO# 5%
FIE TR S A, WIELEIE SR DR A 2 T 720 2 & R Sz, BEFARNIEE S5O Vi 1
165L ToH 0 FHFEBITIEIX R4 CTH - 72, A ITIIRZLIRDI1E ), EEH & LT NW-1689,
NW-1153 2 TN NW-1689 AG 2338 HiLTz, HFEEMEEDR)-V 7 1 I NI o7, H
[ O AEAE O H-RED Coax XN AUC 1, HiEIG-OFHE (350 mg L 1) THENCHEOEEN
Z b s EAPERD LN, BEGRAEMBEENGRD vz, KIEBEGREOMBER N7 7RED
5. 1 B 1EOKRAOEE T, 5~6 B CTEFIRREBICET D EE2 b7,

SRR NI, 7 4 72 ROEYBIREICHE L RIF SR o7, —J7, B KOS TR
TH D AUCowl, FFHEREE R & Ll L CL ZALZE40 32% M T 82% N L=, & D EEOFRREND |
HRAEEEAFREREIR T o6 L Cid, R A R/DRICE P, BEOREZ oI T o2 L, AEF
ROBBUEET LIV ERH D EB XN, V7 47 I ROEKWENREIZ, Il M OVER O 2 TR
O Lo T,

rhaFy—u (CYP3A4 FREH) B ERFOY 7 4 F I RO Cha XN AUColE. 7 4 F 3
NP BRI LR TEIEI 6.6% % T 12.9% 9N L7203, ZDRBOREII/NE o7, FT,
CYP3A4 ZiH 8T 2L CAMARKEEPEG L WD TADABEICY 7 0 I REFH L&
DIMFIRENOGBET 5L 7 ¢ I ROIEMEREIZ AT 25 CYP3A4 75540 B 7252 22350
biviginote, LXK Y CYP3A4 HERKOFHERNIL, V7 ¢ F I FOIEYENREIZERIRAYIZHTE &
IROWBIRIFES N EEZ LN,

BT 4 I FHEEIFHESGICEY, 7 A (CYPIA2 E) D AUC 1%, B HIZH~RT
30%H ML 723, B 7 4 I RREERGEREOHH T 13%DOEINTHY | ZORBORE T/ NS <
eole, THUX, T 4 I FHEEERGRHIZIIFHV CYPIA2 [REER BN O L, KIERE:
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TIX CYPIA2 FHEERICIN A, S9WFFENERN TG LIcl2o, 7 4 7 FIFHOREN /NS o
RSN, Y7 47 FRERSHEOI XY T A (CYP3A4 ) OHFHTIE, ¥4V T7 40
AUCo 1T, BB 5T 20%0 Li=Z L, 47 42 RiZHv CYP3A4 FHEEH 2”9
T EWRBEINT, LLEL D YT 02 RIL, 550 CYPLA2 BHE K OVEE/ER ., I ONZF3V CYP3A4
AR 2R TR REMESRIB S 20N, T OREIT/NE <, CYPLA2 X CYP3A4 DOIE L 72 53K

F OB FFIRANC R & 72 D BT RIE S WV EEZ 2 bz,

P74 F I FHEEFFHEEGIZLY, BCRP TV AR—F —DHETHHY 707 2T 7 D Cuax
J DY AUC o1 B 512 HE T EIEI9.6% M N 4.8% N L 7223, & DR BOREE I/ S o Tz,
BCRP DIEHEMEN L @ e AR A F Tl 7 4 F 2 RREREFEOFHIZE D, o an
AHF 2D Conaxe Sr O AUC o 1, HIRPE 5T R TENZIL 29% K O 21% 8 L7, PLE XY  $7 4
73 R399V BCRP BEMEH 2 R 3 i REMEDS R ST, EORE /NS <, BCRP DEETH S
KN O BRI RN RE & R 5 BT RIES N EEB 2 bz,

H7 42 R, /MK MAO-B 154 2 I & 25 ngkg (89 1.75 mg #14) 2 HRAE L7z, 300 &
V600 pg/kg (F921 V42 mg F1Y) DOHEHRROH G- T, MM MAO-B IGEMHEOH ERK T I35
10 L O 5 20 537 HER SO B AL, u\fﬂwﬂﬂ%f‘%ﬁ&@ 120 FfH#% % CThafic L7=, 600 pg/kg 5
IKF D MAO-B i&EMEIL, 5 168 RFEZICITTERICEIE L7z, MAO-A I&EMEIE. Hm M & 10 mgkg (K
700 mg #H4) THIEFES R0z, VLER Y B 7 07X RiE, BB EKFRDD
BIRAYIT /M MAO-B TEMEZ R U, 8RR E OIS - T MR Z O EERIZE R T
LD kR I,

HMENFERERE A7 472 K 100 KT 350 mg % KEH G- Lz & &, QTc [EIFE D IERAE 17
ST, QTe MIBRIXEMEE M 2~ L=, QTc ML, #5 1 FE% IR BEM L, ThTh-54 KO
-15.5 msec & HHEDENN > TEDOREIFIREL o7z, 2O QTe MREOEMIEMIX, 7 14 F
R o SE R A L FRRAME AR R LT,

BT 472 FEBERAELOEHAE (100 LTN350mg) CTREROEE Lzt &, 77 8RR L LI
LT, FIIVAEERAEZENZN 1.6 K18 EHME T2, TOEMITEL XY THATH
MmoTm,

BT 47X REHICE D IFERRRE L OV HRRBIZ 35 1T 2 RRIHE R SURIR % O EBNGE R EBAL O T
HANROH B, 2T R &A%ﬂ?%zlx@ﬁ%ﬂiﬂﬂi:i HH0EHEINT,

1.5.5.2 ENERREFEEFER

1.5.5.2.1 ME2125-1 EXB&

ME2125-1 &BRI%L, HARNERR AN BMHZ S, 7 0 F I FEHEIIREROREG L L &

@%%@J“ﬁ A (/R MAO-B FEEME, QT/QTe MlE) M OVZatk &z MEA4 b, 77 R xt
CEERABRICE D BRE L,

%7 472 K50, 100 TN 200 mg Z HERROEG Uiz & & T 7 4 I RO tima 1 1.0~3.5
RFFEL, tin 13 20.44~24.16 FEE Td > 720 Crnax LY AUCool L, G- B DIV EF- L 50~200 mg
O E# P CH BB R S iz, U NW-1153, NW-1689 2 (X NW-1689 AG @ AUCq..DH
7 4 F 2 RICHT 5T, ZNE0.101~0.104, 0.977~1.145 }2 1} 0.163~0.172 TH Y . NW-1689
DicbEoT-, B 96 R £ TOH 7 4 K, NW-1153, NW-1689 } TN NW-1689 AG O A fH
PRAPPEIER T, ZNEH 4.52~4.94%, 31.49~34.32%, 0.22~0.25%}% (X 28.44~32.82% T > 7=,



YI4F= MR 1.5 ERXIIEROBERUHEKEORZEE Page 11

H7 4 R 50, 100 LTV 200 mg & KEHG- Liz& X, Day7 (KGR O3EYBIRE T X —
ZITHE#E G LI TW e, Day 1~6 @ k7 7fli%, KERS ORI E>TEA L, Day6 £T
WIRE—EEICBEE L, Y7 07 I REORE L blio, EREEITRD oo,

/v MAO-B 1EPEIEL, A 5 ClE 50 mg TG 2 FEfE#4. 100 2 OF 200 mg Tl 5 1 Kefilf4
12 100%PHE S iz, D%, 50 mg TIE&E G 48 FEETE £ T, 100 &0 200 mg Tl 72 B £
T 100%DFESHERF ST 23, B 168 i1 TlE, 20.8~50.5%IZ[A11E L7-, KEREG TX, WT°
NoOFHEE G E&EE 72 Kl £ T 100% D EEDHERF S 7223, Soféde 5 168 IRffEf4 Tix, 23.8
~52.9%|Z[F1E L=,

MAEFH 7 ¢ F I FRED LRI S QT/QTe MMREOIERIEMITFED bR d o 7223, 5ATH %
R—ATA VT HENEDT TR EGLDELY T 0TI REOY 7 0 FMBWRE L O
BAMR &M L7- A5 F. QT/QTe MEFRE DR D AHE A TED B AT,

BRI L ORERO#HE L HI2200mg F TOHEN RS SR, BEELAAEEFRITIR, BHL
FAEEEZOBREINTNOBRETHY | WEREE LI 0D, BaIClBEIERnEE XL
i,

AANEAME N DI B REA LT 5720 HERRA&G-TlE, 7 17X F 50 %0100 mg % A
ANCEE U= AR SR ER (ME2125-1 3B, ME2125-2 ikl & O ME2125-5 #kBR) & #ME A&
5 U7 AR SEPERER (EMR-022 5Bk, EMR-021 5Bk & Of 28778 #klik) DL A#1T 70, KIERR O£
I, 37 4FIR100mgZ#BARANIZT B 1B 7 ARES L2 (ME2125-1 iBR) &% 7 o
7 I F100mg Z5MEANIZ 1 B 1156 Af#EE L7l (28559 3lR) D Z21T o572,

HERROEETX, BARANOMIEFH 7 ¢ F I RO Chax XN AUColF, 50 mg TIEAME AT
TENZEI 36% TN 19%5 < . 100 mg TIXZIEA 48% M N 28% mih o T, tipld, WG &L HIC
AAN & AME M CREEE 72 221338 DI o 72 AR EE THIE L 72 3K BN AE /X T A — & TIRIKR D bhig
EAT o T iR HARND Coax LY AUC 0%, 50 mg TIFAME AT R TZEI I 18% & T 3%, 100 mg
TIEENEI 39% L DN 20%EWVFER L7200 | ZOZETEEMIEICLV /NS 2ot

KERO#HGTIE, BARAOIEEF Y7 4G I RO Cuax X OV AUCo24 1L, 100 mg TIEIAME AIZLE
NTENEI 4% KD 41 %m0 > Te Dy RETHIET 5 & 28 14% K T 12%mWRER & 720 |
ZOEFIEEMIEICL D /NS ot

Ubo X9, BEIRORERARGERFOMIER YT I RO Cna X OV AUC 1E, SHE AT~
THARNTENZEWMEADED bitlz, Lo, ZOERO—EFIZIL, BARNESNEAROKREZE
DER LTS EHEZR S, BARNEANE ANMCTHEE R EED ANFZEIT W EE 2 bz,

1.5.5.2.2 ME2125-2 tE&

ME2125-2 3B 1%, HARANEEERRA % %51, E* 50 mg KO D*  50mg (fF
SR DAY FRIRIENE A EIE AL, FEEMR. 2 817 v 24— =3 BRIC LV RET L7,

Z DFEF. Coax KT AUC o BT — 2 OIFHIED 7D 90%SHE XL, W s AW iIR

Sk D) TE FEYE 10g(0.80)~1og(1.25) DFFANICEH EN TV Z &b, E*  50mg &
D* 50 mg (ZAEMFENZFRETH D Z & BRAES Lz,
W 2R (016 3Bk, SETTLE #lBk, 018 &ER) THWHI  AhD D* 50 mg

IZE D ETCORAMO AW FRIREMET, & AR SRR K OV HEBRIC X 0 s S ivTn
%o Fio. EWNE I AL O I AHRER (ME2125-3 3B, ME2125-4 #8r) CTH\ Oz E*

50mg & * 50 mg MIOWHRERTIZ, TA NI A4 L OFEEL DT NI S
AINSY i Ex &k * Db NEYEHRE T A —X B big U7 SR, R o
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HRMENREIZRIR Fg B A M IF T X 5 REE =Tt E 2 o7 (2713.1) . L7EEAR- T,

ME2125-2 BT E*  50mg & D* 50 mg DAY FHIFRIFEMEIRRES N7z 2 &I
. WESMHRE I O BRARSEBRBROMEA F BB Lz s M THIREAICTH D
. EOIIXENRERAITH D * EFCORFEETHEM LR AT, —HL

TR A BT A TH D LB X BT,

UboZ N o7 ) v s 7xigalii (016 3R M OWMERER (SETTLE #llR) &
ND 7Y ///7?&% (ME2125-3 #B) TIZRA 8BRS T=08, AEWEHIEAIC bigs R
%@F%OD&H% IXEBR RN EZ DT, £io, WA T S 7o SRR R SRR & A

e Eﬁbfdf747“ R O SEYBhRE K ORI RFE DS R AT RE & B 2 Tz,

1.5.5.2.3 ME2125-5 &

ME2125-5 #BRI%, H AR NN B M2 351, * 50 mg (EWNHFERAD 5RO
BRI LI T BEFEORELEERN, FEMR. 287 0 24— "—3RBRIC LV R LT,

ZOFER., V7 47 I RO Crnax & AUCo 13, #HERFFITH AN TEERF CTENLEN 7% KLV 3% 0o
7203, FDFE] EH%%)VC‘%O#_O tmax MOt 12 ZITFED S e o7,

UED X512, 37 47 ROEYBEMEIIRFORELZ T RN 2 b, ik HEICRFSRM
%ﬁm?é%%iﬁmk%z%nto

1.5.5.3 ;@45 Il #B5A6&
WAL TliE, AR RS CIaRF OEINER O BNEE 2 G T 5/ 3—F 0V VB E ERIG L Lz
77 ARG & L C 3 Bk (016 3Bk, SETTLE aBR. 018 iABR) 23k <z,

1.5.5.3.1 016 HKER

016 ERIL, 7Z7&AR, ¥ 7 47 I F50mg XiT 100 mg % 24 W, 1 B 1 EREAKG LZEZD
BN R OV B2 G LT, AR CIIEZ(L SN T-HBRE 1T 669 4 TH 0 | 2WERE DA IMED
FEMNT ST REEM Td 5 Intent-to-Treat (ITT) & 7277,

FHEFHHIE B X, &R IR IZRB T 2 1 HYEY on BRI DO R—2F 4 Ui OB kg L Lz, 7255,
1 B on REfIE,  Ton Bff] (PAF T T 722 L) | KON Ton il (PAZXTTHY, HEAER
ICKRERR L) | OAFHO 1 BN OFEMEE Li-, 1 B on B2 (L B DR/ VDT Z
TAREELE DFE (95%FHEX T (confidence interval; CI) . LAFIAEER) 1. 50 mg &% OV 100 mg BT
Z10.51 (0.07,0.94) WKL TYN0.55 (0.12,0.99) FEITH O, WInd 77 BREEHIx L THER
HENAFRD HTz,

RIGGEAT I H Td % UPDRS Part Il (GEENRA)  (on ) AR A a7 E{bEDF/N R DT Z
BAREEE DZE, 50 mg BER N 100 mg BETENZEI-1.8 (-3.3,-04) KN-2.6 (4.1,-1.1) THYH,
FTH T TR L CAEERBD RS Hiviz, UPDRS Part 1 (FE#HEE) - 178 - &K50) At A
a7 B EO /N IO T T v AR E OZEIL, 50 mg B LT 100 mg #ETENLZEIL 0.0 (-0.2,0.2)
F 0.0 (-0.2,0.2) ThHoto,

HERGRBERIT, 77 2REE, 50 mg #4100 mg #E TENLEI 74.8% (166 4/222 44) .« 71.7%

(160 44/223 44) OV 71.9% (161 £4/2244) THO ., 7 4 F I LT TR TEITRDO BN
IR otz,
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1.5.5.3.2 SETTLE &

SETTLE i#RBri%., 77 AR XTIV 7 07 R& 24080, 1 B 1 [EROEG L7 E 0L
LEMEZRG Lz, 2 TOWERE T50mg L0528 L, ARMEICHEBEZRWIGEIZIE 3 B
100 mg (¥ & L7o, ARFER CHAEA L ST HBRE 1L 549 44 ThH V) . DPIRE D3N DT x5
HEHTHDITT & 2o T,

FEEHBEE T 5 1 B on R Z L E D F/N eV D7 7 2 AREEE DZ#1% 0.96 (0.56, 1.37)
B CH Y . 772 RBHCR L CHERBIINAERD Siiz, RBIKFHEEH CT& 2% UPDRS Part III (on
) ARt A7 BLEOR/N T O T 7B REELE OF1T-1.82 (-3.01,-0.62) THY ., 77 &RE
2 L CHE R DGR b,

HERGEBERIL, 77 8RRV 7 07 I REECTENZI 70.2% (193 £4/275 4) KON 73.7%

(2024274 4) THO, V74 F I FEELE T T BARBETEITRD b o Tz,

7k, RRBRBRARICHENL - T, T v b ORERGREMERBRIC I TRBEAVED BILE S IR I X
DN A S NI Z & L0 | BINIEREAR R & R ER T OIRBHIREMN O S % 2k 8 5 N T, FDA
I v I W -l ) . o6 #mEvo1s
RO TIL, 7 4TI REDORREEESH Y & SNT-RICBHET 2 HEEZORBRIT,
77 AREE L e L CHAMEANERE S ST, HERF BN S 2o 7o, 2B ET ROFBIIM
Z. LM% OEEKFERTlZ ETDRS (Early Treatment Diabetic Retinopathy Study, ## /R i #EIEIE O FHVE
WETE) ROROMER, AV v M7 o7k, AR, JEIRIRESH A & OE T e i 4 J a4
poril, I W) . s B BRI -
PRI RF R TH 0 L O AR BRI RERC 2 E T O RRRER CIIMEB A M A Re 5 AT LIS
PO BTN,

1.5.5.3.3 018 &%

018 ABRIT, 016 RBRZ 52 T LiotiBrE 2 x5 & Lz 5B chv ., 778vR, 7 43
K 50mg Xi% 100 mg % 78 #fH, 1 H 1 [ OEE Lz & 2 OFMEL LR R Lz, Aibk
1% 016 RERDN— 2T A AMEZ NIV, ARRBH AL (A MR 2 326 U 72 527 44 %
Modified Intent-to-Treat (mITT) £ & U CTHEATF L7,

RIVGEMEE Th 5 1 H¥Y on B Z L&D E/N RO T 7 B AREEE OZEE, 50 mg #E L O
100 mg BECZNZ4 0.67 (0.19,1.16) BFEI&L N 0.85 (0.36,1.33) B THY . WIhb 77 B REE
(2%t L CHEZRBINMNE® Sz, UPDRS PartIII (on HF) At 2 2 7 Z{LBEDOK/N T FHE DT Z
BAREEE DZEIE, 50 mg BE N 100 mg # TEALZE41-0.91 (-2.60,0.77) K& -1.60 (-3.28,0.07) T -
77

HEREGRBERIT, 77 2REE, 50 mg # & T 100 mg #E TENLEI 88.3% (196 4/222 44) . 87.9%

(196 44/223 44) Je N 87.5% (196 44/224 4) Thv ., 7 4 F I NEEE T TR TEITFEO LN
IRhotz,

1.5.5.4 EAEE /I R UE Il B ER

EANTIE, 7V v P TEBIRIC K DR T — 2 Xy r— U OMEEEZ B E L, LR R B Ciaik
D wearing off IR & A3 2 /3—F Y URBE 2GR L LIc 7 7 Akt i (ME2125-3 5/
BR) M ORHIRGHER (ME2125-4 3BR) % 506 L7,
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1.5.5.4.1 ME2125-3 i1B&

ME2125-3 ikBRi%, 77K, ¥ 7 45 I F50mg X 100mg % 24 M, 1 A 1 [EREO&KS L=
& X ORNER ONVZRMEE B LT, AR CHEAEL (L ST BBRE 13406 £ TH Y | 395 413 HZD
PED RN T 5 Full Analysis Set (FAS) & 72 -7=,

FEFHIEA TH 5 1 B ¥ on B2 L EOR/N RO T 7 B ARREL DZET, 50 mg FEL O
100 mg BETZENZEM 139 (0.67,2.11) BRIL N 1.66 (0.93,2.39) FEHTHY ., Wb 7T BREE
IZxt L CHEZRBIAZES b,

BIREHIE B Cd 5 UPDRS Part I (on Kf) &5t A 2 7 E{b&DO &/ " FEHDO T 7 B REEE D%
1%, 50 mg BEZ OY 100 mg B CTZNZEH-4.06 (-5.54,-2.59) K (M-4.18 (-5.56,-2.69) THY ., I b
7T REHIKR U CH BRI 23580 S 472, UPDRS Part I 85 2 2 7 B L&D 7T B REE L DT,
50 mg BE & TN 100 mg #E CTEALE41-0.24 (-0.48,0.01) K 10028 (-0.53,-0.04) TH V. 100 mg Ff TiL
7T RREE L L CAE R VB b7z, UPDRS Part 1T (H & AE7EIRE)  (off ) &FFA =
TIELBEOT T v AREEE OFEIL, 50 mg B L TN 100 mg BETENEN-2.01 L TU-2.05 THY, Wy
77 ARREE e L CHEICHD L,

HERERGRBRIT, 77 B REE, 50 mg # & T8 100 mg # TZNEH 58.9% (83 4/141 44) | 60.2%

(80 44/133 44) Je N 61.4% (81 £4/1324) THO ., V7 4 F I FEEE 77 B R TEILRD b
Do T,

1.5.5.4.2 ME2125-4 FXE&

ME2125-4 iR IFFEEMRIERT R THY . 7 0 F I FE2 28l 1 B 1 ERAOEELZEZD
LEVER O BE LT, KRB TIE, @TOHBRETY 7 47 I F50mg L W HRG2BHIE L,
HEEEIZAB LD OWREOHFLERH > -5E IR Y 5 HLFEIZ 100 mg ~HET 53R E L7,
AFRBR THLAA A AL HEBRE 132034 TH U | 194 4 WHE DD IR REM TH D FAS & 72> 72,

BASTHIREZ 31T 2 1 B E on FE DOX— R F A A7) b OB O F-H)EIL 0.80 KEfH T - 7=,
1 B ¥ on e IZTEREH] 4 % b0 L, SUBRMIM H#rfe L7z, UPDRS PartIIl (on ) #EFA =
T DR—=RAZ A D DOELBEOEIEIL-4.95 (R&FHmR) Tholz,

BERESREIRIL, 783% (159 4/2034) ThY, BB GRICFFROICHKELT 5B E 5L
moT-,

1.5.6 AZEBRBICAWSERT —2/1\v7r—2

WEINERIR 7 — & OIME RTREMEZ Mt 2 720, ERNAN O/ =% 0 Y RO 1R TED
B, AANESNENOEDBNRED B K N ICHES A R A TS EEND, RIEMERZ K
ML ZAh, ZORBIININVWEZZ B,

Ty U TR EALEA T D ME2125-3 BB, TV v U U IR T H D 016 BB & [FER e
RBRT A o CEmL, ARANTOMNERISEREFTMT 52L& Lic, ZORR, Y714 F I FD
WTHOERGEIZIBWTE 77 B ARERTH S EBWED REE S 4L, 016 2R & bl U CHRERAY A E
FHAELIIBRERRBDO N o7 b, 7Y v DU TIIRRSE LT EHIE LT, F72, FERE
ilEE B & ORIREERE B OfER 5 BARN ESMEAN THERISBEIFRIZFALL L T\ D Z LR Sz
ZEmn, WANRIRT — 2 BAE L ENRIRT — 2 Ry r— UL,
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1.5.7 {E R UH R

ENADERRRBRIZI W T 7 ¢ X RIX LA RNBUH TR H O wearing of f LG 2 T 5 73—
XUV BRI LT, 1 B 11850 mg &Y 100 mg #5-C 1 B ) on BE 2 BIN9 2 Z & 2SKGE
S, ZORIIRMC DI > THfEFF & 7o, FERHMBE B IZRE L B AR mDH 5 2 A%
X VT D7 1 B on R O A B 72N B IR on FREE I L7 2 & 2 BT 5
LDOEEZI LD,

& 52 UPDRS Part Il (on Kf) &t A =27 OF 2B 3580 S, on BFOEEIKEE 2 UGET 5
ZEWRENTZ, £, FOMEIFEMICDI o THEFF S L7, Wearing off IR 2 4 5 /3—F
YV UWREBETIX, on REOEBEERE O UGEN M ERBENHFIET D Z LD, on RE]OHIMZhFIZIN
Z. T, on RFOEEERECENR Z RO 7 0 I FiZmWARMEZ R T EE 2 bz, £z,
BB LB R LIS b UPDRS Part I 431 2 =2 7 %> UPDRS Part II (off ) &7t A =7 Db 2h 3
bR ST,

LZRMEIZRE LT, 7 47 NIl B 1EEE, 50~100 mg/H O &&iFH THAANZB N THH
E A &AL BT 7 7 A VR, RAFREEMEKR OBFEDHR I NI,

P74 F X FITERE - T 72 MAO-B FHEMEMICINZ . 7 MU U AF v XABAFEEM 2 LT
TNE I BB IIHER 20 FF o 2 & K0 RN AFEMEIER & 9E R/ AEEMEVEFH O ilifE
HAEET57, B/ S—F% 2 0 - B EER B %2 (International Parkinson and Movement Disorder
Society) {Z & % International Parkinson and Movement Disorder Society Evidence-Based Medicine Review:
Update on Treatments for the Motor Symptoms of Parkinson’s Disease| ¥ ClZ, [MAO-B[HEHRK + F
FOVBHERE] & U THBES L, EBERO ANEE ORI L TAERITHY . R EAHE SN T
W5,

Y747 RIE, RN AFEMEER & FE RS UAREMEERZ 6T 5 2 &6, BRIRIIIC D
wearing off BIZR D UE K O on R DIEEWERELCE I R A R LT B X bIvlc, £72, FEeEE) - 178) -
R B AEREER OUEDRIZONTH 7 0 F I ROFOIE RN AFEMEER OB 5235 2
B,

158 PET HMEXIIHE. RERUVHAE
i AR M OERIRERBRIC L 0 . 7 4 T I FOFIMER O ZEMENHER SN Z &6,
F L5-URTRREITIRR., MELR O EIC TERM SR ARBFF LTI 2 & & L,

F 1.5-1 TEEXIEHE. RERUVRAE

NRE TN | LA RANEAERAI IR R O/ N—F Y R

FVE R OO B AFNE, VAR RAGERJNE AT 5, @H . KAIZIEY 7 4 F7I FELT50mg %
TR I EROBET S, 2k, FERIECT100mg & 1 A 1 EROKETE 5,

1.5.9 &E Xk
1) [4.3-01] Pevarello P, Bonsignori A, Dostert P, Heidempergher F, Pinciroli V, Colombo M, et al.

Synthesis and anticonvulsant activity of a new class of 2-[(arylalky)amino]alkanamide derivatives. J.
Med. Chem. 1998 Feb;41(4):579-90.
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2) [4.3-02] Fariello RG, McArthur RA, Bonsignori A, Cervini MA, Maj R, Marrari P, Pevarello P, et al.
Preclinical evaluation of PNU-151774E as a novel anticonvulsant. ] Pharmacol Exp Ther. 1998
May;285(2):397-403.

3) [5.4-02] EAIHEE REE FHEHTHR. k26 4 BHERAE (BRoER - ~—Fr Vv
J73. 2014;p41.

4) [5.4-03] Pringsheim T, Jette N, Frolkis A, Steeves TD. The prevalence of Parkinson's disease: a
systematic review and meta-analysis. Mov Disord. 2014; 29(13): 1583-90.

5) [5.4-04] Kieburtz K, Wunderle KB. Parkinson's disease: evidence for environmental risk factors. Mov
Disord. 2013; 28(1): 8-13.

6) [54-11] IN=F Y 2T A R A ) fEZEERRE. AAMRAREE. N—%
VIRNRIRATA KT A 2018, EEEL. 2018.

7) [4.3-03] Fox SH. Non-dopaminergic treatments for motor control in Parkinson's disease. Drugs. 2013
Sep;73(13):1405-15.

8) [5.4-18] Fox SH, Katzenschlager R, Lim SY, Barton B, de Bie RMA, Seppi K, et al. Movement
Disorder Society Evidence-Based Medicine Committee. International Parkinson and movement disorder
society evidence-based medicine review: Update on treatments for the motor symptoms of Parkinson's
disease. Mov Disord. 2018 Mar; [Epub ahead of print].

9) [4.3-04] Barone P. Neurotransmission in Parkinson's disease: beyond dopamine. Eur J Neurol. 2010
Mar;17(3):364-76.
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1.6 HAEICH TS ERAKRFICEHT LB

1.6.1 HETOEFAT R UMERKR

BT 47 I R ATVERIEIX 2019 4E 5 AREAT 37 #» [ ETHEREINTEY, R4V AL A AL
YoAXNT NX— AT z—T L To~v—T  AXIVA ATUHE NIRRTV L
Ve— RNV IHN F—ARNIT T 4T R, 7T AROKED 16 7 [E TSN TWD,
RN e OCKRENZ BT 2 KGR LA £ 1.6.1-1 L OFE 1.6.1-2 [TRT,

& 1.6.1-1 EINIZH 1T H5EBINE (2019 F£ 5 ARA)

4 3| e AR | AR . SR | ZhRESUIENR MiEKROHE
iR
EU | Xadago® 2015.2.24 FEAI, 50 mg | FHA~RIOEEE | 50 mg/ H 2> b E-BAGT

K100 mg | RO HBANEBHOH L | 5, HA OEFRALENE
FRRMENR—F vy [ IS0 T, 100mg/ HET
ERF I MR | R TE D,
FHED LR R/ SEH,
XIZ LR R Efthod
IN—F Y IR IR
3K & OOFREE
AA A | Xadago® 2015.11.12 [A] 1 [A] 1 [ L

= 1.6.1-2 REIZHF5ERBKR (2019 &£ 5 AHRHE)

4 | Moe4s AREAR | A -G8 | ZRE IR AR OV &
VM
k[E | XADAGO® | 2017.3.21 BEAI 5S0mg | VAR R e B8 | 1B 1A 50 mg 26 BAtA
KOV 100 mg | TIHEF O off Ml | 5, 2 W, Hx ONE
vY—REHTDH P& BRI HESWT
N—F 2V pEE | A 1E100mg IZH&ETE
x5 OF L %o

1.6.2 HEDFMNXE

AFNDOIMENZF1T HUSTSCEOMREH L LT, EU RUSKEICB T DA SCEDIF S« FiEk &2 A
L7,

1.6.2.1 EU ORMAXE (RX)

BHTD EU OUWRASCE DR 2 IR LT,
1.6.2.2 EU O R MAXE (FIER)

B HTD EU O SCEOFIERZ IR LTz,
1.6.2.3 KEDRMFXE (EX)

T OO KE DR SCE O R SCA IRA Lz,
1.6.24 XEDRMXE (FFR)

BT OO KE DR SCEOFIER A IR Lz,
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



WV This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Xadago 50 mg film-coated tablets

Xadago 100 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Xadago 50 mg film-coated tablets
Each film-coated tablet contains safinamide methansulfonate equivalent to 50 mg safinamide.

Xadago 100 mg film-coated tablets
Each film-coated tablet contains safinamide methansulfonate equivalent to 100 mg safinamide.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet)
Xadago 50 mg film-coated tablets

Orange to copper, round, biconcave, film-coated tablet of 7 mm diameter with metallic gloss,
embossed with the strength “50” on one side of the tablet.

Xadago 100 mg film-coated tablets
Orange to copper, round, biconcave, film-coated tablet of 9 mm diameter with metallic gloss,
embossed with the strength “100” on one side of the tablet.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Xadago is indicated for the treatment of adult patients with idiopathic Parkinson’s disease (PD) as
add-on therapy to a stable dose of Levodopa (L-dopa) alone or in combination with other PD
medicinal products in mid-to late-stage fluctuating patients.

4.2  Posology and method of administration

Posology

Treatment with Xadago should be started at 50 mg per day. This daily dose may be increased to
100 mg/day on the basis of individual clinical need.

If a dose is missed the next dose should be taken at the usual time the next day.

Elderly

No change in dose is required for elderly patients.



Experience of use of safinamide in patients over 75 years of age is limited.

Hepatic impairment

Xadago use in patients with severe hepatic impairment is contraindicated (see section 4.3). No dose
adjustment is required in patients with mild hepatic impairment. The lower dose of 50 mg/day is
recommended for patients with moderate hepatic impairment. If patients progress from moderate to
severe hepatic impairment Xadago should be stopped (see section 4.4).

Renal impairment

No change in dose is required for patients with renal impairment.

Paediatric population

The safety and efficacy of safinamide in children and adolescents under 18 years of age have not been
established. No data are available.

Method of administration

For oral use.
Xadago should be taken with water.
Xadago may be taken with or without food.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients (see section 6.1).

Concomitant treatment with other monoamine oxidase (MAOQ) inhibitors (see sections 4.4 and 4.5).
Concomitant treatment with pethidine (see sections 4.4 and 4.5).

Use in patients with severe hepatic impairment (see section 4.2).

Use in patients with albinism, retinal degeneration, uveitis, inherited retinopathy or severe progressive
diabetic retinopathy (see sections 4.4 and 5.3).

4.4  Special warnings and precautions for use

General warning

In general, Xadago may be used with selective serotonin re-uptake inhibitors (SSRIs) at the lowest
effective dose, with caution for serotoninergic symptoms. In particular, the concomitant use of Xadago
and fluoxetine or fluvoxamine should be avoided, or if concomitant treatment is necessary these
medicinal products should be used at low doses (see section 4.5). A washout period corresponding to 5
half-lives of the SSRI used previously should be considered prior to initiating treatment with Xadago.

At least 7 days must elapse between discontinuation of Xadago and initiation of treatment with MAO
inhibitors or pethidine (see section 4.3 and 4.5).

When Safinamide is co-administered with products that are BCRP substrates, please refer to the SmPC
for that particular medicinal product.

Hepatic impairment

Caution should be exercised when initiating treatment with Xadago in patients with moderate hepatic
impairment. In case patients progress from moderate to severe hepatic impairment, treatment with
Xadago should be stopped (see section 4.2, 4.3 and 5.2).



Potential for retinal degeneration in patients with presence/prior history of retinal disease

Xadago should not be administered to patients with ophthalmological history that would put them at
increased risk for potential retinal effects (e.g., albino patients, family history of hereditary retinal
disease, retinitis pigmentosa, any active retinopathy, or uveitis) see section 4.3 and 5.3.

Impulse control disorders (ICDs)

Impulse control disorders can occur in patients treated with dopamine agonists and/or dopaminergic
treatments. Some reports of ICDs have also been observed with other MAO-inhibitors. Safinamide
treatment has not been associated with any increase in the appearance of ICDs.

Patients and carers should be made aware of the behavioural symptoms of ICDs that were observed in
patients treated with MAO-inhibitors, including cases of compulsions, obsessive thoughts,
pathological gambling, increased libido, hypersexuality, impulsive behaviour and compulsive
spending or buying.

Dopaminergic side effects

Safinamide used as an adjunct to levodopa may potentiate the side effects of levodopa, and pre-
existing dyskinesia may be exacerbated, requiring a decrease of levodopa. This effect was not seen
when safinamide was used as an adjunct to dopamine agonists in early stage PD patients.

4.5 Interaction with other medicinal products and other forms of interaction

In vivo and in vitro pharmacodynamic drug interactions

MAO inhibitors and pethidine

Xadago must not be administered along with other MAQ inhibitors (including moclobemide) as there
may be a risk of non-selective MAO inhibition that may lead to a hypertensive crisis (see section 4.3).

Serious adverse reactions have been reported with the concomitant use of pethidine and MAO
inhibitors. As this may be a class-effect, the concomitant administration of Xadago and pethidine is
contraindicated (see section 4.3).

There have been reports of medicinal product interactions with the concomitant use of MAQO inhibitors
and sympathomimetic medicinal products. In view of the MAO inhibitory activity of safinamide,
concomitant administration of Xadago and sympathomimetics, such as those present in nasal and oral
decongestants or cold medicinal products containing ephedrine or pseudoephedrine, requires caution
(see section 4.4).

Dextromethorphan

There have been reports of medicinal product interactions with the concomitant use of
dextromethorphan and non-selective MAO inhibitors. In view of the MAO inhibitory activity of
safinamide, the concomitant administration of Xadago and dextromethorphan is not recommended, or
if concomitant treatment is necessary, it should be used with caution (see section 4.4).

Antidepressants

The concomitant use of Xadago and fluoxetine or fluvoxamine should be avoided (see section 4.4),
this precaution is based on the occurrence of serious adverse reactions (e.g. serotonin syndrome),
although rare, that have occurred when SSRIs and dextromethorphan have been used with MAO
inhibitors. If necessary, the concomitant use of these medicinal products should be at the lowest
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effective dose. A washout period corresponding to 5 half-lives of the SSRI used previously should be
considered prior to initiating treatment with Xadago.

Serious adverse reactions have been reported with the concomitant use of selective serotonin reuptake
inhibitors (SSRIs), serotonin norepinephrine reuptake inhibitors (SNRISs), tricyclic/tetracyclic
antidepressants and MAOQ inhibitors (see section 4.4). In view of the selective and reversible MAO-B
inhibitory activity of safinamide, antidepressants may be administered but used at the lowest doses
necessary.

Tyramine/safinamide interaction

Results of one intravenous and two short term oral tyramine challenge studies, as well as results of
home monitoring of blood pressure after meals during chronic dosing in two therapeutic trials in PD
patients, did not detect any clinically important increase in blood pressure. Three therapeutic studies
performed in PD patients without any tyramine restriction, also did not detect any evidence of
tyramine potentiation. Xadago can, therefore, be used safely without any dietary tyramine restrictions.

In vivo and in vitro pharmacokinetic drug interactions

There was no effect on the clearance of safinamide in patients with PD receiving safinamide as adjunct
to chronic L-dopa and/or DA-agonists and safinamide treatment did not change the pharmacokinetic
profile of co-administered L-dopa.

In an in vivo drug-drug interaction study performed with ketoconazole, there was no clinically relevant
effect on the levels of safinamide. Human studies evaluating the interaction of safinamide with
CYP1A2 and CYP3A4 substrates (caffeine and midazolam), did not demonstrate any clinically
significant effects on the pharmacokinetic profile of safinamide. This is in line with the results of the
in vitro tests in which no meaningful CYP induction or inhibition by safinamide was observed and it
was shown that CYP enzymes play a minor role in the biotransformation of safinamide (see section
5.2)

Safinamide may transiently inhibit BCRP in vitro. In drug-drug-interaction studies in human, a weak
interaction was observed with rosuvastatin (AUC increase between 1.25 and 2.00 fold) but no
significant interaction was found with diclofenac.

It is recommended to monitor patients when safinamide is taken with medicinal products that are
BCRP substrates (e.g., rosuvastatin, pitavastatin, pravastatin, ciprofloxacin, methotrexate, topotecan,
diclofenac or glyburide) and to refer to their SmPCs to determine if a dose adjustment is needed.

Safinamide is almost exclusively eliminated via metabolism, largely by high capacity amidases that
have not yet been characterized. Safinamide is eliminated mainly in the urine. In human liver
microsomes (HLM), the N-dealkylation step appears to be catalysed by CYP3A4, as safinamide
clearance in HLM was inhibited by ketoconazole by 90%. There are currently no marketed medicinal
products known to cause clinically significant drug-drug interactions through inhibition or induction of
amidase enzymes.

Safinamide inhibits OCT1 in vitro at clinically relevant portal vein concentrations. Therefore, caution
is necessary when safinamide is taken concomitantly with medicinal products that are OCT1
substrates and have a tmax Similar to safinamide (2 hours) (e.g. metformin, aciclovir, ganciclovir) as
exposure to these substrates might be increased as a consequence.

The metabolite NW-1153 is a substrate for OAT3 at clinically relevant concentrations.
Medicinal products that are inhibitors of OAT3 given concomitantly with safinamide may reduce
clearance of NW-1153, i.e., and thus may increase its systemic exposure. The systemic exposure of
NW-1153 is low (1/10 of parent safinamide). This potential increase is most likely of no clinical
relevance as NW-1153, the first product in the metabolic pathway, is further transformed to secondary
and tertiary metabolites.
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Paediatric population

Interaction studies have only been performed in adults.
4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Xadago should not be given to women of childbearing potential unless adequate contraception is
practiced.

Pregnancy

No clinical data for safinamide on exposed pregnancies is available. Animal studies have shown
adverse reactions when exposed to safinamide during pregnancy or lactation (see section 5.3). Women
of childbearing potential should be advised not to become pregnant during safinamide therapy.
Xadago should not be given during pregnancy.

Breast-feeding

Safinamide is expected to be excreted in milk as adverse reactions have been observed in rat pups
exposed via milk (see section 5.3). A risk for the breast-fed child cannot be excluded. Xadago should
not be given to breast-feeding women.

Fertility

Animal studies indicate that safinamide treatment is associated with adverse reactions on female rat
reproductive performance and sperm quality. Male rat fertility is not affected (see section 5.3).

4.7  Effects on ability to drive and use machines

Xadago has no or negligible influence on the ability to drive and use machines, however, patients
should be cautioned about using hazardous machines, including motor vehicles, until they are
reasonably certain that Xadago does not affect them adversely.

4.8 Undesirable effects

Summary of the safety profile

The overall safety profile of Xadago is based on the clinical development program performed in over
3000 subjects, of whom over 500 were treated for more than 2 years

Serious adverse reactions are known to occur with the concomitant use of SSRIs, SNRISs,
tricyclic/tetracyclic antidepressants and MAOQ inhibitors, such as hypertensive crisis (high blood
pressure, collapse), neuroleptic malignant syndrome (confusion, sweating, muscle rigidity,
hyperthermia, CPK increase), serotonin syndrome (confusion, hypertension, muscle stiffness,
hallucinations), and hypotension. With MAO-inhibitors there have been reports of drug interactions
with concomitant use of sympathomimetic medicinal products.

Impulse control disorders; pathological gambling, increased libido, hypersexuality, compulsive
spending or buying, binge eating and compulsive eating can occur in patients treated with dopamine
agonists and/or other dopaminergic treatments.



Tabulated list of adverse reactions

The tabulation below includes all adverse reactions in clinical trials where adverse events were

considered related.

Adverse reactions are ranked under headings of frequency using the following conventions: very
common (>1/10), common (>1/100 to <1/10), uncommon (>1/1000 to <1/100), rare (=1/10,000 to
<1/1000), very rare (<1/10,000) and not known (cannot be estimated from the available data).

System Organ Very Common Uncommon Rare
Class common
Infections and Urinary tract infection Bronchopneumonia,
infestations furuncle,
nasopharyngitis,
pyoderma,
rhinitis,
tooth infection,
viral infection
Neoplasms benign, Basal cell carcinoma Acrochordon,
malignant and melanocytic naevus,
unspecified (incl seborrhoeic keratosis,
cysts and polyps) skin papilloma
Blood and Anaemia, Eosinophilia,
lymphatic system leukopenia, lymphopenia
disorders red blood cell
abnormality
Metabolism and Decreased appetite, Cachexia,
nutrition disorders hypertriglyceridaemia, hyperkalaemia
increased appetite,
hypercholesterolaemia,
hyperglycaemia,
Psychiatric Insomnia Hallucination, Compulsions,
disorders depression, delirium,
abnormal dreams, disorientation,
anxiety, illusion,
confusional state, impulsive behaviour,
affect lability, loss of libido,
libido increased, obsessive thoughts,
psychotic disorder, paranoia,
restlessness, premature ejaculation,
sleep disorder sleep attacks,
social phobia,
suicidal ideation
Nervous system Dyskinesia | Paraesthesia, Coordination abnormal,
disorders somnolence, | balance disorder, disturbance in attention,
dizziness, hypoaesthesia, dysgeusia,
headache, | dystonia, hyporeflexia,
Parkinson's | head discomfort, radicular pain,
disease dysarthria, Restless Legs Syndrome,
syncope, sedation
cognitive disorder
Eye disorders Cataract Vision blurred, Amblyopia,

scotoma,
diplopia,
photophobia,

chromatopsia,
diabetic retinopathy,
erythropsia,
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System Organ Very Common Uncommon Rare
Class common
retinal disorder, eye haemorrhage,
conjunctivitis, eye pain,
glaucoma eyelid oedema,
hypermetropia,
keratitis,
lacrimation increased,
night blindness,
papilloedema,
presbyopia,
strabismus
Ear and labyrinth Vertigo
disorders
Cardiac disorders Palpitations, Myocardial infarction
tachycardia,
sinus bradycardia,
arrhythmia
Vascular disorders Orthostatic | Hypertension, Acrterial spasm,

hypotension

hypotension,
varicose vein

arteriosclerosis,
hypertensive crisis

Respiratory,
thoracic and

Cough,
dyspnoea,

Bronchospasm,
dysphonia,

mediastinal rhinorrhoea oropharyngeal pain,
disorders oropharyngeal spasm
Gastrointestinal Nausea Constipation, Peptic ulcer,
disorders dyspepsia, retching,

vomiting, upper gastrointestinal

dry mouth, haemorrhage

diarrhoea,

abdominal pain,

gastritis,

flatulence,

abdominal distension,
salivary hypersecretion,
gastrooesophageal reflux
disease,

aphthous stomatitis

Hepatobiliary

Hyperbilirubinaemia

disorders
Skin and Hyperhidrosis, Alopecia,
subcutaneous pruritus generalised, blister,
tissue disorders photosensitivity reaction, | dermatitis contact,
erythema dermatosis,
ecchymosis,

lichenoid keratosis,
night sweats,

pain of skin,
pigmentation disorder,
psoriasis,

seborrhoeic dermatitis

Musculoskeletal
and connective
tissue disorders

Back pain,
arthralgia,
muscle spasms,
muscle rigidity,

Ankylosing spondylitis,
flank pain,

joint swelling,
musculoskeletal pain,
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System Organ Very Common Uncommon Rare
Class common
pain in extremity, myalgia,
muscular weakness, neck pain,

sensation of heaviness

osteoarthritis,
synovial cyst

Renal and urinary
disorders

Nocturia,
dysuria

Micturition urgency,
polyuria, pyuria,
urinary hesitation

Reproductive
system and breast
disorders

Erectile dysfunction

Benign prostatic
hyperplasia,
breast disorder,
breast pain

General disorders
and administration
site conditions

Fatigue,

asthenia,

gait disturbance,
oedema peripheral,
pain,

feeling hot

Drug effect decreased,
drug intolerance,
feeling cold,

malaise,

pyrexia,

Xerosis

Investigations

Weight decreased,
weight increased,

blood creatine
phosphokinase increased,
blood triglycerides
increased,

blood glucose increased,
blood urea increased,
blood alkaline phosphatase
increased,

blood bicarbonate
increased,

blood creatinine increased,
electrocardiogram QT
prolonged,

liver function test
abnormal,

urine analysis abnormal,
blood pressure increased,
blood pressure decreased,
ophthalmic diagnostic
procedures abnormal

Blood calcium decreased,
blood potassium
decreased,

blood cholesterol
decreased,

body temperature
increased,

cardiac murmur,

cardiac stress test
abnormal,

haematocrit decreased,
haemoglobin decreased,
international normalised
ratio decreased,
lymphocyte count
decreased,

platelet count decreased,
very low density
lipoprotein increased

Injury, poisoning
and procedural
complications

Fall

Foot fracture

Contusion,

fat embolism,
head injury,
mouth injury,
skeletal injury

Social
circumstances

Gambling

Description of selected Adverse Drug Reactions (ADRS)

Dyskinesia was the most common adverse reaction reported in safinamide patients when used in
combination with L-dopa alone or in combination with other PD treatments. Dyskinesia occurred early
in treatment, was rated “severe”, led to discontinuation in very few patients (approx. 1.5%), and did

not require reduction of dose in any patient.




Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 Overdose

In one patient suspected of consuming more than the daily prescribed dose of 100 mg for one month,
symptoms of confusion, sleepiness, forgetfulness and dilated pupils were reported. These symptoms
resolved on discontinuing the medicinal product, without sequelae.

The expected pattern of events or symptoms following intentional or accidental overdose with Xadago
would be those related to its pharmacodynamic profile: MAO-B inhibition with activity-dependent
inhibition of Na* channels. The symptoms of an excessive MAO-B inhibition (increase in dopamine
level) could include hypertension, postural hypotension, hallucinations, agitation, nausea, vomiting,
and dyskinesia.

There is no known antidote to safinamide or any specific treatment for safinamide overdose. If an
important overdose occurs, Xadago treatment should be discontinued and supportive treatment should
be administered as clinically indicated.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Anti-Parkinson-Drugs, Monoamine oxidase -B inhibitors, ATC code:
N04BDO3.

Mechanism of action

Safinamide acts through both dopaminergic and non-dopaminergic mechanisms of action. Safinamide
is a highly selective and reversible MAO-B inhibitor causing an increase in extracellular levels of
dopamine in the striatum. Safinamide is associated with state-dependent inhibition of voltage-gated
sodium (Na*) channels, and modulation of stimulated release of glutamate. To what extent the non-
dopaminergic effects contribute to the overall effect has not been established.

Pharmacodynamic effects

Population PK models developed from studies in patients with Parkinson’s disease indicate that the
pharmacokinetic and pharmacodynamics effects of safinamide were not dependent on age, gender,
weight, renal function and exposure to levodopa, indicating that dose adjustments will not be required
based on these variables.

Pooled analyses of adverse event data from placebo controlled studies in Parkinson’s disease patients
indicate that the concomitant administration of safinamide together with a broad category of
commonly used medicinal products in this patient population (antihypertensive, beta-blockers
cholesterol lowering, non-steroidal anti-inflammatory medicinal products, proton pump inhibitors,
antidepressants, etc.) was not associated with an increased risk for adverse events. Studies were not
stratified for co-medication, and no randomized interaction studies were performed for these medicinal
products.
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Clinical efficacy

Studies in mid- to late-stage PD patients

The efficacy of Xadago as add-on treatment in mid-to late-stage PD (LSPD) patients with motor
fluctuations, currently receiving L-dopa alone or in combination with other PD medications, was
evaluated in two double-blind, placebo-controlled studies: Study SETTLE (Study 27919; 50-100
mg/day; 24 weeks), and Study 016/018 (50 and 100 mg/day; 2-year, double-blind, placebo-controlled

study).

The primary efficacy parameter was the change from baseline to endpoint in ‘ON Time without

troublesome dyskinesia’.

Secondary efficacy parameters included OFF Time, UPDRS II and III (Unified Parkinson’s Disease
Rating Scale — sections Il and I11), and CGI-C (Clinical Global Impression of Change)

Both the SETTLE and 016/018 studies indicated significant superiority of safinamide, compared to
placebo, at the target doses of 50 and 100 mg/day for the primary, and selected secondary, efficacy
variables, as summarized in the table below. The effect on ON Time was maintained at the end of the
24-month double-blind treatment period for both safinamide doses as compared to placebo.

Study 016 016/018 27919 (SETTLE)
24 weeks) (2 years) (24 weeks)
Dose (mg/day) (2) Safinamide Safinamide irifilgt;
Placebo Placebo Placebo 50-100
50 100 50 100 )
Randomized 222 223 224 222 223 224 275 274
Age (years) (b) 59.4 60.1 60.1 59.4 60.1 | 60.1 62.1 61.7
(9.5) (9.7) (9.2) (9.5) 9.7 | 9.2 (9.0 (9.0)
PD Duration (years) 8.2 7.9 8.2 8.9
8.4(3.8)|7.9(3.9 8.4(3.8 9.0 (4.9
(b) (38)|7.9(B9| 3g |84B8)| 39 | (38) [20EI| 4y
ON time without troublesome dyskinesia (hrs) (c)
Baseline (b) 9.6 9.4 9.6 9.3
9.3(2.2)|9.4 (2.2 (2.5) 9.3(2.2) 22) | (25) 9.1(2.5) (2.4)
Change LSM (SE) 1.2 1.4 15 1.4
0.5(0.2)|1.0(0.2) 0.2) 0.8 (0.2) 02) | (02) 0.6 (0.1) (0.1)
LS Diff vs Placebo 0.5 0.7 0.6 0.7 0.9
[0.3, [0.1, | [0.2, [0.6,
95% Cl [0.1, 097} 5 10] | 11] 1.2]
0.0054 | 0.0002 0.0110 0.0028 <0.000
p-value 1
OFF time (hrs) (c)
Baseline (b) 5.2 5.2 5.2 5.3
5.3(2.1)|5.2 (2.0) (2.2) 5.3(2.1) 22 | 1) 5.4 (2.0) (2.0
Change LSM (SE) -0.8 -1.4 -1.5 -1.0 -1.5 -1.6 -0.5 -1.5
(0.20) | (0.20) | (0.20) | (0.20) | (0.19) | (0.19) | (0.10) | (0.10)
LS Diff vs Placebo -0.6 -0.7 -0.5 -0.6 -1.0
[-0.9, [-1.0, [-0.8, | [-0.9, [-1.3,
95% ClI -0.3] -0.4] -0.2] | -0.3] -0.7]
0.0002 |<0.0001 0.0028 | 0.0003 <0.000
p-value 1
UPDRS 111 (c)
Baseline (b) 28.6 27.3 28.4 28.6 27.3 | 28.4 23.0 22.3
(12.0) | (12.8) | (13.5) | (12.0) | (12.8) | (13.5) | (12.8) | (11.8)
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Study 016 016/018 27919 (SETTLE)
24 weeks) (2 years) (24 weeks)
Dose (mg/day) (2) Safinamide Safinamide 2?:;3(;
Placebo Placebo Placebo 50-100
50 100 50 100 )
Change LSM (SE) -4.5 -6.1 -6.8 -4.4 -5.6 -6.5 -2.6 -3.5
(0.83) | (0.82) | (0.82) | (0.85) | (0.84) | (0.84) | (0.34) | (0.34)
LS Diff vs Placebo -1.6 -2.3 -1.2 -2.1 -0.9
[-3.0, [-3.7, [-2.6, | [-3.5, [-1.8,
95% ClI -0.2] -0.9] 0.2] | -0.6] 0.0]
p-value 0.0207 | 0.0010 0.0939 | 0.0047 0.0514
UPDRS 11 (c)
Baseline (b) 12.2 11.8 12.1 12.2 118 | 121 10.4 10.0
(5.9) (5.7) (5.9) (5.9) (5.7 | (5.9 (6.3) (5.6)
Change LSM (SE) -1.2 -1.9 -2.3 -14 -2.0 -2.5 -0.8 -1.2
(0.4) (0.4) (0.4) (0.3) (0.3) | (0.3) (0.2) (0.2)
LS Diff vs Placebo -0.7 -1.1 -0.6 -1.1 -0.4
[-1.3, [-1.7, [-1.3, | [-1.8, [-0.9,
95% ClI -0.0] -0.5] 0.0] | -0.4] 0.0]
p-value 0.0367 | 0.0007 0.0676 | 0.0010 0.0564
Responder analyses (post-hoc) (e) n(%o)
ON time increase >60 93 119 121 100 125 117 116 152
minutes (43.9) | (54.8) | (56.0) | (47.2) | (57.6) | (54.2) | (42.5) | (56.3)
p-value 0.0233 | 0.0122 0.0308 | 0.1481 0.0013
>60 minutes increase
ON time and decrease
. : 32 56 43 42 49
in OFF time and > 30% 52 (24.0) 28 (13.2) 24 (8.8)
improvement UPDRS (15.1) (25.9) (19.8) | (19.4) (18.1)
1]
p-value 0.0216 | 0.0061 0.0671 | 0.0827 0.0017
CGI-C: patients who
were much/very much (1‘:9?8) 72 (33.2) (32?1) 46 (21.7) (2?3?6) (2%‘.16) 26 (9.5) (226.3 4)
improved
0.0017 | 0.0002 0.0962 | 0.0575 <0.000
p-value (1) 1

(a) Daily targeted dose, (b) Mean (SD), (c) analysis population (mITT); MMRM model for change
from Baseline to Endpoint includes treatment, region, and visit as fixed effects, and baseline value as a
covariate; (d) target dose of 100 mg/day; (e) analysis population (mITT); data are presented as the
number (percentage) of patients in each group meeting the responder definition (f) chi-square test of
the odds ratio of the treatment groups compared to placebo using a logistic regression model, with
fixed effects for treatment and country.
SE Standard Error, SD Standard deviation, LSM Least Square Mean, LS Diff. Least Square

Difference vs Placebo

mITT Population: Study 016/018 - Placebo (n=212), safinamide 50 mg/day (n=217) and 100 mg/day
(n=216), and SETTLE - Placebo (n=270), safinamide 50-100 mg/day (n=273).

Paediatric population

The pharmacodynamic effects of safinamide have not been assessed in children and adolescents.
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5.2 Pharmacokinetic properties

Absorption

Safinamide absorption is rapid after single and multiple oral dosing, reaching Tmax in the time range
1.8-2.8 h after dosing under fasting conditions. Absolute bioavailability is high (95%), showing that
safinamide is almost completely absorbed after oral administration and first pass metabolism is
negligible. The high absorption classifies safinamide as a highly permeable substance.

Distribution

The volume of distribution (Vss) is approximately 165 L which is 2.5-fold of body volume indicating
extensive extravascular distribution of safinamide. Total clearance was determined to be 4.6 L/h
classifying safinamide as a low clearance substance.

Plasma protein binding of safinamide is 88-90%.

Biotransformation

In humans, safinamide is almost exclusively eliminated via metabolism (urinary excretion of
unchanged safinamide was <10%) mediated principally through high capacity amidases, that have not
yet been characterized. In vitro experiments indicated that inhibition of amidases in human
hepatocytes led to complete suppression of the NW-1153 formation. Amidase present in blood,
plasma, serum, simulated gastric fluid and simulated intestinal fluid as well as human
carboxylesterases hCE-1 and hCE-2 are not responsible for the biotransformation of safinamide to
NW-1153. The amidase FAAH was able to catalyse the formation of NW-1153 at low rates only.
Therefore, other amidases are likely to be involved in the conversion to NW-1153. Safinamide’s
metabolism is not dependent on Cytochrome P450 (CYP) based enzymes.

Metabolite structure elucidation revealed three metabolic pathways of safinamide. The principal
pathway involves hydrolytic oxidation of the amide moiety leading to the primary metabolite
‘safinamide acid’ (NW-1153). Another pathway involves oxidative cleavage of the ether bond forming
‘O-debenzylated safinamide’ (NW-1199). Finally the ‘N-dealkylated acid’ (NW-1689) is formed by
oxidative cleavage of the amine bond of either safinamide (minor) or the primary safinamide acid
metabolite (NW-1153) (major). The ‘N-dealkylated acid” (NW-1689) undergoes conjugation with
glucuronic acid yielding its acyl glucuronide. None of these metabolites are pharmacologically active.

Safinamide does not appear to significantly induce or inhibit enzymes at clinically relevant systemic
concentrations. In vitro metabolism studies have indicated that there is no meaningful induction or
inhibition of cytochrome P450, CYP2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 and 3A3/5 at
concentrations which are relevant (Crax Of free safinamide 0.4 uM at 100 mg/day) in man. Dedicated
drug-drug interaction studies performed with ketoconazole, L-dopa and CYP1A2 and CYP3A4
substrates (caffeine and midazolam), did not detect any clinically significant effects on the
pharmacokinetics of safinamide, or L-dopa, caffeine and midazolam.

A mass balance study showed that the plasma AUCo..4» 0f the unchanged “C-safinamide accounted for
approximately 30% of the total radioactivity AUCo.24n, indicative of an extensive metabolism.

Transporters

Preliminary in vitro studies have shown that safinamide is not a substrate for the transporters P-gp,
BCRP, OAT1B1, OAT1B3, OATP1A2 or OAT2P1. Metabolite NW-1153 is not a substrate for OCT2,
or OAT1, but it is substrate for OAT3. This interaction has the potential to reduce the clearance of
NW-1153 and increase its exposure; however the systemic exposure of NW-1153 is low (1/10 of
parent safinamide), and as it is metabolised to secondary and tertiary metabolites, it is unlikely to be of
any clinical relevance.
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Safinamide transiently inhibits BCRP in the small intestine (see section 4.5). At concentrations of
50uM, safinamide inhibited OATP1A2 and OATP2P1. The relevant plasma concentrations of
safinamide are substantially lower, therefore a clinically relevant interaction with co-administered
substrates of these transporters is unlikely. NW-1153 is not an inhibitor of OCT2, MATEL, or
MATE2-K up to concentrations of 5uM.

Linearity/non-linearity

The pharmacokinetics of safinamide are linear after single and repeated doses. No time-dependency
was observed.

Elimination

Safinamide undergoes almost complete metabolic transformation (<10% of the administered dose was
found unchanged in urine). Substance-related radioactivity was largely excreted in urine (76%) and
only to a low extent in faeces (1.5%) after 192 hours. The terminal elimination half-life of total
radioactivity was approximately 80 hours.

The elimination half-life of safinamide is 20-30 hours. Steady-state is reached within one week.

Patients with hepatic impairment

Safinamide exposure in patients with mild hepatic disease increased marginally (30% in AUC), while
in patients with moderate hepatic impairment exposure increased by approximately 80% (see section
4.2).

Patients with renal impairment

Moderate or severe renal impairment did not alter the exposure to safinamide, compared to healthy
subjects (see section 4.2).

5.3 Preclinical safety data

Retinal degeneration was observed in rodents after repeated safinamide dosing resulting in systemic
exposure below the anticipated systemic exposure in patients given the maximal therapeutic dose. No
retinal degeneration was noted in monkeys despite higher systemic exposure than in rodents or in
patients at the maximum human dose.

Long-term studies in animals have shown convulsions (1.6 to 12.8 times human clinical exposure,
based on plasma AUC). Liver hypertrophy and fatty changes were seen only in rodent livers at
exposures similar to humans. Phospholipidosis was seen mainly in the lungs in rodents (at exposures
similar to humans) and monkeys (at exposures greater than 12 fold higher than human).

Safinamide did not present genotoxic potential in in vivo and in several in vitro systems using bacteria
or mammalian cells.

The results obtained from carcinogenicity studies in mice and rats showed no evidence of tumorigenic
potential related to safinamide at systemic exposures up to 2.3 to 4.0 times respectively, the
anticipated systemic exposure in patients given the maximal therapeutic dose.

Fertility studies in female rats showed reduced number of implantations and corpora lutea at exposures
in excess of 3 times the anticipated human exposure. Male rats showed minor abnormal morphology
and reduced speed of sperm cells at exposures in excess of 1.4 times the anticipated human exposure.
Male rat fertility was not affected.
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In embryo-foetal developmental studies in rats and rabbits malformations were induced at safinamide
exposures 2 and 3-fold above human clinical exposure, respectively. The combination of safinamide
with levodopa/carbidopa resulted in additive effects in the embryo-foetal development studies with a
higher incidence of foetal skeletal abnormalities than seen with either treatment alone.

In a pre- and postnatal developmental rat study, pup mortality, absence of milk in the stomach and
neonatal hepatotoxicity were observed at dose levels similar to the anticipated clinical exposure. Toxic
effects on the liver and accompanying symptoms as yellow/orange skin and skull, in pups exposed to
safinamide during lactation are mediated mainly via in utero exposure, whereas exposure via the
mother’s milk had only a minor influence.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Microcrystalline cellulose

Crospovidone type A

Magnesium stearate
Silica, colloidal anhydrous

Film-coating

Hypromellose

Polyethylene glycol 6000

Titanium dioxide (E171)

Iron oxide red (E172)

Mica (E555)

6.2 Incompatibilities

Not applicable

6.3  Shelf life

4 years

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

PVC/PVDC/Aluminium blister packs of 14, 28, 30, 90 and 100 tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements for disposal.
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7 MARKETING AUTHORISATION HOLDER

Zambon S.p.A.

Via Lillo del Duca 10

20091 Bresso (M) - Italy

Tel: +39 02 665241

Fax: +39 02 66501492

Email: info.zambonspa@zambongroup.com

8 MARKETING AUTHORISATION NUMBER(S)

Xadago 50 mgq film-coated tablets
EU/1/14/984/001
EU/1/14/984/002
EU/1/14/984/003
EU/1/14/984/004
EU/1/14/984/005

Xadago 100 mg film-coated tablets
EU/1/14/984/006
EU/1/14/984/007
EU/1/14/984/008
EU/1/14/984/009
EU/1/14/984/010

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 24 February 2015

10 DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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AFNO B K T ERA 2B ERGIC L > TEL D L FREIND FRJEIRD/F — 1T, F D3
N7 a7 7 A4, Tt MAO-B [ & IEMEKAFHI 72 Na* T v RAUHEFEICEAR L Tnd & & %
bihd, WED MAO-BFHE (R URE EA) I X SERIZE, @ifE, &S RimE, 5%,
Bk, B, MR, DAXRXTTRERD D,

safinamide (2 %7 5 BEEN O fif F23K 50 safinamide W@ E & G- 12 %0 5 BRI R IBEIEIIFE LRV, &
AWM ERGNE UEEEIE. AARS 251 L, RRALEMEICS U CHRREELITY 2 L,
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5. FEIR A4
5.1 EHZAFMS
HINSHH - N—F L IRIERIE, B T A F U —F BEHLERK, ATC =— F : N04BDO3,

YERARR

safinamide |% /NI R L OFE RN R OIERBFIC K - TR Z I L, BEEOMIfas K3
SUVIEEAY FREIES, EERMETHED MAO-B HERK TH 5, safinamide 2% 595 &, FEfT
Bl hYwA (Na') F v FADNRBRTFICIE S, 70 I VB RICE LR AL 5,
RS RAOERNEMAERIC EORERFG L TV DI LRI STV,

EHFHERE

IN—=F Y IRBE R ET DR HIESL NV RHER] PK £ 7 /L Cld, safinamide O 34 H)HE
FVER K OSE S2ERNE, AFlim, PERI, REE, BRERE. LR RA~OBEE IR FE L TELT, 2
NOEBICES HERAEIIAETH D Z LRI TN D,

R=F ) BB EMR LT H T 7 RMBRROFEFEFGET — 2 27—V LI Cid. 2o
BEFZ RN SN DIRIENA T T Y —O3HF] (BFEHK, BHEKE, 2L 27 m—/K T3,
AT aA FHERRIESR, 7'a F R TEK, 515 23R L) & osafinamide DPFHIC L > T, A
FEFERV AN ERT L2 LT otz 7220, RBUIOFAEEIC L @i T T 63, 2
Ao DHEANT BT 5 MAE A LA BAEARER bITHhO TV n,

BRI H 1t
R~ ETEN—F > Y O FEEFXRE T S5

UTWRT 20 "HERY 7 B RHREERICB W T BUE LR RARBEAPRE I LA RXEtho
PR—=F U RIRIRE DO PERRIEE T T D A A 7 BRSNS D P~ T = o v v
% (LSPD) RBFAZXGUT, AREZOHEG L2856 ORI MG Sz « SETTLE 3Bk (27919
AR, 50~100mg/H . 24 M) . 016/018 7R (50 mg/H & X100 mg/H ., 2 MO _EHEMR T 7 &
At HEERER)

BHIMEO EEFHMEEB 1L, X—AT A UDLBR&E T ETO [JENR T AT R T D720 on K
DAL TH - T,

B3 ORI H 121X, off IKEfA], UPDRS I & OV I (Unified Parkinson’ s Disease Rating Scale -
sections Il and I1I) , CGI-C (Clinical Global Impression of Change) % & 7=,

TROBERINRT LT, SETTLE HERTH 016/018 FRER T, 50 mg/H KT 100 mg/ H % B A% &
3: L T safinamide % 5 L7255 121, A0 FEFHMGIE B & ONRIR L 72 BIKEHGTE B @1ﬁ75>7 7
RN THE] \_{Eiﬁfflﬂf_o if_7 Z 2RIl H & O safinamide & #% 5 L7256 1215.24 »

ﬂ O ZHERIBHREHE TR S on FEISXH T 2 G0 0HERF ST,
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R 016 016/018 27919 (SETTLE)
(24 JATH]) (2 4) (24 JAH])
H&E (mg/H) (a) 55 Safinamide 55 Safinamide 55 S;lf)inwarlrz)l(c)ie
R 50 100 R 50 100 R @
AR 2 B 222 223 224 222 223 224 275 274
Egy (%) (b) 59.4 60.1 60.1 59.4 60.1 60.1 62.1 61.7
(9.5) 9.7) 9.2) (9.5) 9.7) 9.2) | (9.0) (9.0)
PR R 8.4 7.9 8.2 8.4 7.9 8.2 9.0 8.9
M () (b) (3.8) (3.9) (3.8) (3.8) (3.9 (3.8) | (4.9 (4.4)
JENR AR T LD on KERE] (KERE) ()
_R—25 4> (b) 9.3 9.4 9.6 93 9.4 9.6 9.1 9.3
(2.2) (2.2) (2.5) (2.2) (2.2) 2.5 | (2.5) (2.4)
LSM Z1t. (SE) 0.5 1.0 1.2 0.8 1.4 1.5 0.6 1.4
0.2) 0.2) 0.2) 0.2) 0.2) 0.2) | (0.1 (0.1)
gif?zﬁ‘ LHHLTZLS 0.5 0.7 0.6 0.7 0.9
95% CI [0.1,0.9] | [0.3, 1.0] [0.1, 1.0] | [0.2, 1.1] [0.6, 1.2]
p 0.0054 0.0002 0.0110 | 0.0028 <0.0001
off IRFfi]  (FEfH) (¢
_R—25 4> (b) 53 5.2 5.2 53 5.2 5.2 5.4 53
(2.1) (2.0) (2.2) (2.1) (2.2) 2.1) | (2.0 (2.0)
LSM Z1t. (SE) 0.8 -14 -1.5 -1.0 -1.5 -1.6 0.5 -1.5
(0.20) (0.20) (0.20) | (0.20) | (0.19) 0.19) |(0.10)| (0.10)
7 7R LI LS 0.6 0.7 0.5 0.6 1.0
Dift.

. [-0.9, [-1.0, [-0.8, [-0.9, [-1.3,
95% CI -0.3] -0.4] -0.2] -0.3] -0.7]
p 0.0002 <0.0001 0.0028 | 0.0003 <0.0001
UPDRS III (c)

_R—25 4 (b) 28.6 27.3 28.4 28.6 27.3 28.4 23.0 22.3
(12.0) (12.8) (13.5) | (12.0) | (12.8) (13.5) | (12.8)| (11.8)

LSM Z5{t. (SE) 4.5 6.1 6.8 4.4 5.6 6.5 2.6 3.5
(0.83) (0.82) (0.82) | (0.85) | (0.84) (0.84) |(0.34)| (0.34)

7R E B L7Z LS

Dift -1.6 2.3 -1.2 2.1 -0.9

. [-3.0, [-3.7, [-2.6, [-3.5, [-1.8,
95% CI -0.2] -0.9] 0.2] -0.6] 0.0]
p 0.0207 0.0010 0.0939 | 0.0047 0.0514
UPDRS II (¢)

_R—25 4 (b) 12.2 11.8 12.1 12.2 11.8 12.1 10.4 10.0
(5.9) (5.7) (5.9) (5.9) (5.7) (5.9) | (6.3) (5.6)

LSM Z5{t. (SE) 1.2 -1.9 2.3 -1.4 2.0 2.5 0.8 1.2
0.4) (0.4) (0.4) (0.3) (0.3) 0.3) | (0.2) 0.2)

7R E B L7Z LS

Dift 0.7 -1.1 -0.6 -1.1 0.4

. [-1.3, [-1.7, [-1.3, [-1.8, [-0.9,
95% CI -0.0] -0.5] 0.0] -0.4] 0.0]
p 0.0367 0.0007 0.0676 | 0.0010 0.0564
TN OfFMT CEZMNT) () « n (%)

93 119 121 100 125 117 116 152
on IRFfETS 60 73 LA EXE AN | (43.9) (54.8) (56.0) | (47.2) | (57.6) (54.2) | (42.5) | (56.3)
p 0.0233 0.0122 0.0308 | 0.1481 0.0013
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RER 016 016/018 27919 (SETTLE)

(24 JEH) (2 ) (24 JAE)
H&E (mg/H) (a) 75 Safinamide 75 Safinamide 75 S;lf)irfrlr(l)l(()ie
R 50 100 R 50 100 TR

(d)

on FEFET3 60 43 LA BN
L. off REfEl 23 60 47 LA 32 52 56 28 43 42 24 49

. 2 UPDRS (15.1) (24.0) (25.9) | (132) | (19.8) (19.4) | (8.8) (18.1)
I 73 30%LA ik

pfE 0.0216 0.0061 0.0671 | 0.0827 0.0017
CGI-C : KWZ EH] 42 72 78 46 62 64 26 66

ZEGE LB (19.8) (33.2) (36.1) | (21.7) | (28.6) (29.6) | (9.5) (24.4)
pfE (®) 0.0017 0.0002 0.0962 | 0.0575 <0.0001

(a) HEEL H&E, (b) VM (SD) . (o) FATRIGLER (mITT) : N—A T A ULl TETO
LD MMRM E7 /W1, BIEDRE L TR, Hll, Kpind, HEEL L TR—R 71 VEREEN
TWns, (d) BEMAE100mg/H, (o) MITHREN (mITT) : 7 —XI%. BFIOERLW - L4
FEDOBER (%) L LTRT. O WEEAVCEEZEEIRLET L0 VRT 4y ZERET VARV, 77
BARREL R L7 B G RED Ay XD 2 FE,

SE : fE¥ER7E, SD @ fFHE(RZE, LSM : fi/h 3V, LS DIff. : 77 &R & Helg U7 b/ 3%
mITT TR REEM : 016/018 5B — 77 &R (n=212) | safinamide 50 mg/H (n=217) . 100mg/H (n
=216) . SETTLE#R&BR — 774K (n=270) . safinamide 50~100 mg/H (n=273) ,

INR

/INRIZE T 5 safinamide DFESJFHIVERH OFHIIZITHIL TV 720,

5.2 EMEiReF IS
R

B[R OV AE#R O #5-% ., safinamide [F3ECMIWI S 4L, MERSEA T THRE LT D 1.8~2.8 I
I Toax ISR T 25, M ANA AT RA T EU T 2 1F3E < (95%) | RORGZITIZIE 22TV
i, PEEEARHITER CTE 2RETH D, WIENEW 2, safinamide &R EEWE 04
Sha,

il

safinamide DA AFE (Vss) 13HI165L &, HIREFED 255 TV, AR IMEIN A Z R LT
W5, #7077 AT 46 LEREITHY , K27 VT 70 2AWEICHEEINS,

safinamide O MAEE FFEARIL 88~90% TH 5,

>

ARRZEILE

bt bk TiE, safinamide 13T & LTHRAART I 4 —EB 20 LIRS L - T IRIERTHENN S
#£ &5 (safinamide DARZEAL D R FHEIE X 10% A1) 23, F OFERNIEEH 5 22 ZAU TV 720, in vitro
EERTIX, b MTFHRFOTIX—BEHET S & NW-1153 A ZER2ICHHl S D Z L AVRE
TN D, Ik, A, fiE., BEEEIK, BHEBETICAET 527 14—, WICE F AL RF T
VT AT T —E T D hCE-1 JLONhCE-2 (%, safinamide 7> & NW-1153 ~DAERNZE(LIZIZEIE LT
W, TIX—ETH D FAAH IFEETIEH 503, NW-1153 k& it 32 = L LS,
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L= T, o7 I X —FIE NW-1153 ~OZEHIZEIE L TV 5 afHeME @V, safinamide D13
X3 27 1L P450 (CYP) R— ZDEEEIZITMEFE L TR,

{REHPEY) DAETEAFIAIZ X - T, safinamide @ 3 DOIRHHRIE A ST 72 o 72, FEERRKKIE, 7
3 RERSY DINKAREERLAZ & 5 — R EEY) [safinamide 2] (NW-1153) OERTH D, b IHIVE
OO, =—T WER OBRIL R L D TO-Bix> P AL safinamide] (NW-1199) FEK CTH 5,
%12, safinamide (D72\)) Xix— A PEY) safinamide 8 (NW-1153)  (F2) OT I UHEED
Flb i lc K> T IN-iL 7 v bR ) (NW-1689) I S5, IN-iL7 L3 L biE] (NW-1689)
WX aroBRe ez T, TYATV T e RRERIND, 2V OMREREDII VTS KBS
HITEMEZE B 7720,

saﬁnamide IR ESR O H D 2HREIZBWNT, BEZABICHYE LZVEET L Z &1

bnéommmﬁﬁﬁ%fi b MIBITLERDOH HIRE (100 mg/ H # 5K 0 iliFfE
&ﬁmmﬂe@CMMOAHM)T\CYHA&AH%\ﬂB\ZO%ZCD\ZmiZELSAySQﬁﬁﬂ%u%
MOOPHETLZ LFRVNE NS T ENRENTWS, 7 haF Y — LR RS CYPIA2 KX
CYP3A4 DIEE (7 =A L KOOI FY T L) RO ERIOFEY AR AAE BT, safinamide,
XIXVAR KR AT 2 A RO ZY T LOEY BRI KT DERRAICEE R EITRO b ro
776

< AT o AR TIL ., R D “C-safinamide D IMIFEF AUCooan 1 BE AUC o240 2R D) 30%
Thh., JREEcsns Z Epnmasinz,

SV RKR—42—

TR in vitro 7Bk CTlX, P-gp. BCRP, OATIB1, OATIB3, OATP1A2, OAT2P1 L\ o7z h T
AR=FZ —=DIEE TN ERRINTND, REFEY THDH NW-1153 X OCT2, OAT1 OREE
TIX7RWD, OAT3 DEETH D, ZOMAEEMIZE S TNW-1153 O 7 U T 7 2 AR S i, 1@
B EDSHIINT 5 AIREMED & 5 23 NW-1153 OB R & 13072 < (BL&Y T 5 safinamide D 1/10) |
RN L > TR EY, —IRAGHEM I ZER SN D720, BBARMICEERE®RLZ O &Ry
LEZLND,

safinamide |3/Nf 0 BCRP & —@MEIZHET 5 4S5HZSROZ L) , safinamide DIREDS 50 uM
A1, OATPIA2 } (N OATP2P1 PHEMNA U2, BFRD H 5 MG safinamide 1T 2 kY
LN DIRWZD, TS F T U AR—F—ORE L e DK A L CH, BRI EE M AR
FANMAETDLZ LT3N eEEZ N5, NW-1153 %, BN 5 uM £ TOHPHTiX OCT2, MATEIL,
MATE2-K ZPAET 2 Z &30,

YA V|3 3k
Hi[A] Je ONRAE ¢ 5-1% O safinamide O FMENREITRIEIE 2 7R, BFRHRFMRIZBIE SR 72,
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HE

safinamide [FIEIFERIMGPFEHR I N D URPREIBRITEGELED 10% KR ThH-72) o, 192
WREIfR . AWEICBE U= ol F IR iRt S (76%) < —Sid P Icgit <z
(1.5%) o FHERE DREARARTE R ERE 1350 80 KF CTh » 7=,

safinamide VM 281X 20~30 FFECTH 5, 1 BB LANIEFIREIZET 5,

FHEEEOHLEE

W DOIFESE 2 44 5 B#E Tl safinamide BREEEMENTHEI L 7= (AUC 28 30%5501) 23, 4%
FEDORFHSRERE E 2 H 4 2 BETIL, BREENSKS0%IEM LT @2HEBROZ &) |

BHEEEEDHLIES
R ER T & O el Tl HPAEE ST O RBREREREEIC X o T safinamide BRERIC BN E LD Z
X7 ol W2HESROZ L)

53 HIEERREMET—4

safinamide % XIEH G- L7 o WFEICHEIEAENBIZ S L, TOREFREEIT, RKGEEZ RS
L7cBE TP BHREEL TEl> TV, T o WEOCR NIBREL KRG LIZEBE LY b ey
R BN LTI E 00 6T, P TITMEEE TGRS v o7,

FEHEY R I RO 5T\ s (IEH AUC I2H5< B MERBEEZ RO 1.6~12.8 %) .
b MIUTVWIREE E O > O AFIEIZ I W TO I FFIER K OHNRIERF TR O B iz, FIZTF > (B
MZITWERFZ ) KO L (B RO 12f50gGER) ORI IREIEN R b7,

in vivo sRAER R . HE SUXEILEMW O ME 2 AV 72882 D in vitro 3852 % TlX. safinamide (2855
PRI D bz o7z,

< ZAJOT v N EAWTEDVFHERBR O R S IX R RKIERELZ R LI-BEIC RIS A
HIRBEOZTN T 23~4.0 £ TORFBFEIZIB T, safinamide |2 BHE 3 5 FEE M OFELILER
O R o T,

MES > &AW ZIGHEREBRCIL. PRSI DE MEBEOD 3EEBIABZEICBW T, EREK
OHEEBOBWONRA 5N, T > FTIE, PSS MRBEED 14 (2B 2 HBERICBUWLT,
RO R C IR TR R b, BT v NOAFERE I ~DOREIT R b /e o T,

Z v PR XFE2 AW RERBR CIL. & FOBRBRRZEEOZNZN2E L3 EF0
safinamide BEEEIZ XL - THIEDFHE R STz, safinamide & LR K3 B RAZGEA L 72 IBIB 73
AEFREBR CIIAAIITER 358D B0, WO 3EE) 2 Hl CH W= 5B I R TIR B R R OISR
N EH LU,
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7 v FOHART R OHARREEAR TIE, PRSNDBRREREREICTVEEG LV T, FOREL,
BNOFLRAN, AT ORFEEDNBILE STz, safinamide (ZIREE S AL/ AL OISR ST ATl
DEMAEH & ZIUATHET 2 56 A0 BFOMHZE e EOERIT, EICFERNRREICLD 0T
DY, FEELND DRFEOREI T ENTh Tz,

6. EHFIFAFHE

6.1 AMY—&

SERLED
s M EE L B — R
JaARE R AR
AT TV U~ TR T A
kan A R U A

I24 ) LaA—TF 4T
e An—2x
ARV =F L7 U a—1 6000
“ k& (E171)
IR {bgk (E172)
E£: (ES55)

6.2EEEER

BA=L P

6.3 BAXhHAR

4 4

6.4 RELDEE

AFNIRF B2 RAF R 2 B L Ly,

6.5 BBMOHEERUARE
14 8. 28 &, 30 &£, 90 $E. 100 £ PVC,/PVDC,/ 7 /L2 = A7 ) R X —pl ik

ETOUIEY A APPTEEND LIFRE 720,

6.6 BELDIE
BEHE EORERI e B L,
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7. HERFEARIGE
Zambon S.p.A.
Via Lillo del Duca 10
20091 Bresso (MI) - Italy
Tel: +39 02 665241
Fax: +39 02 66501492

Email: info.zambonspa@zambongroup.com

8. WERFTRIES
Xadago 50 mg 7 1 /L2 — MEE
EU/1/14/984/001
EU/1/14/984/002
EU/1/14/984/003
EU/1/14/984/004
EU/1/14/984/005

Xadago 100 mg 7 1 /b =2 — NiE
EU/1/14/984/006
EU/1/14/984/007
EU/1/14/984/008
EU/1/14/984/009
EU/1/14/984/010

9. ¥)EIAZRH. AIZEEFHH
WIEAZRE 2015422 H 24 H

10. AXHETH

AREFEGIZET 272 E WL, BONESRES T (European Medicines Agency) D7 =7 %A b
http://www.ema.europa.eu CAFRHETH 5,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
XADAGO safely and effectively. See full prescribing information for
XADAGO.

XADAGO® (safinamide) tablets, for oral use
Initial U.S. Approval: 2017

INDICATIONS AND USAGE--------==-=n====mnmmmmme
XADAGO is a monoamine oxidase type B (MAO-B) inhibitor indicated as
adjunctive treatment to levodopa/carbidopa in patients with Parkinson’s
disease (PD) experiencing “off” episodes (1)

Limitations of Use: XADAGO has not been shown to be effective as
monotherapy for the treatment of PD.

o Start with 50 mg administered orally once daily at the same time of day;
after two weeks, the dose may be increased to 100 mg once daily, based
on individual need and tolerability (2.1)

o Hepatic Impairment: Do not exceed 50 mg once daily in patients with
moderate hepatic impairment; contraindicated in patients with severe
hepatic impairment (2.2, 4)

Tablets: 50 mg and 100 mg (3)

CONTRAINDICATIONS
XADAGO is contraindicated in patients with:
e Concomitant use of the following drugs:

o Other monoamine oxidase inhibitors or other drugs that are potent
inhibitors of monoamine oxidase (e.g., linezolid) (4, 7.1)

o Opioid drugs (e.g., tramadol, meperidine and related derivatives);
selective norepinephrine reuptake inhibitors; tri-or tetra-cyclic or
triazolopyridine antidepressants; cyclobenzaprine; methylphenidate,
amphetamine, and their derivatives; St. John’s wort (4, 7.2, 7.3, 7.5)

o0 Dextromethorphan (4, 7.4)

o Anhistory of a hypersensitivity to safinamide (4)
o Severe hepatic impairment (Child-Pugh C: 10-15) (4)

. May cause or exacerbate hypertension (5.1)

. May cause serotonin syndrome when used with MAO inhibitors,
antidepressants, or opioid drugs (5.2)

. May cause falling asleep during activities of daily living (5.3)

. May cause or exacerbate dyskinesia; consider levodopa dose reduction
(5.4)

. May cause hallucinations and psychotic behavior (5.5)

. May cause problems with impulse control/compulsive behaviors (5.6)

. May cause withdrawal-emergent hyperpyrexia and confusion (5.7)

ADVERSE REACTIONS
Most common adverse reactions (incidence on XADAGO 100 mg/day at least
2% greater than placebo) were dyskinesia, fall, nausea, and insomnia (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
US WorldMeds, LLC at 1-888-492-3246 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

. Selective Serotonin Reuptake Inhibitors: Monitor patients for serotonin
syndrome (7.3)

. Sympathomimetic Medications: Monitor patients for hypertension (7.5)

. Tyramine: Risk of severe hypertension (7.6)

. Substrates of Breast Cancer Resistance Protein (BCRP): Potential
increase in plasma concentration of BCRP substrate (7.7)

Pregnancy: Based on animal data, may cause fetal harm (8.1).

See Section 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 06/2017

FULL PRESCRIBING INFORMATION: CONTENTS*
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2 DOSAGE AND ADMINISTRATION
2.1  Dosing Information
2.2 Dosing in Patients with Hepatic Impairment
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5.2 Serotonin Syndrome
5.3  Falling Asleep During Activities of Daily Living
5.4  Dyskinesia
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*Sections or subsections omitted from the full prescribing information are not
listed.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

XADAGO is indicated as adjunctive treatment to levodopa/carbidopa in patients with
Parkinson’s disease (PD) experiencing “off” episodes.

Limitations of Use:
XADAGO has not been shown to be effective as monotherapy for the treatment of PD.

2 DOSAGE AND ADMINISTRATION
2.1  Dosing Information

The recommended starting dosage of XADAGO is 50 mg administered orally once daily (at the
same time of day), without regard to meals. After two weeks, the dosage may be increased to
100 mg once daily, based on individual need and tolerability.

Daily dosages of XADAGO above 100 mg have not been shown to provide additional benefit,
and higher dosages increase the risk for adverse reactions. XADAGO has been shown to be
effective only in combination with levodopa/carbidopa [see Indications and Usage (1)].

If a dose is missed, the next dose should be taken at the same time the next day.

XADAGO 100 mg should be tapered by decreasing the dose to 50 mg for one week before
stopping [see Warnings and Precautions (5.7)].

2.2  Dosing in Patients with Hepatic Impairment

In patients with moderate hepatic impairment (Child-Pugh B: 7-9), the maximum recommended
dosage of XADAGO is 50 mg orally once daily. XADAGO is contraindicated in patients with
severe hepatic impairment (Child-Pugh C: 10-15) [see Use in Specific Populations (8.6) and
Clinical Pharmacology (12.3)]. If a patient taking 50 mg XADAGO progresses from moderate to
severe hepatic impairment, discontinue XADAGO.

3 DOSAGE FORMS AND STRENGTHS

o 50 mg tablets: Orange to copper with metallic gloss, round, biconcave shaped embossed
with “50” on one side

o 100 mg tablets: Orange to copper with metallic gloss, round, biconcave shaped embossed
with “100” on one side

4 CONTRAINDICATIONS
XADAGO is contraindicated in patients with:

o Concomitant use of other drugs in the monoamine oxidase inhibitor (MAQI) class or
Reference ID: 4112097



other drugs that are potent inhibitors of monoamine oxidase, including linezolid. The
combination may result in increased blood pressure, including hypertensive crisis [see
Warnings and Precautions (5.1) and Drug Interactions (7.1)].

o Concomitant use of opioid drugs (e.g., meperidine and its derivatives, methadone,
propoxyphene, or tramadol); serotonin-norepinephrine reuptake inhibitors (SNRIs),
tricyclic, tetracyclic, or triazolopyridine antidepressants; cyclobenzaprine;
methylphenidate, amphetamine, and their derivatives; or St John’s wort. Concomitant
use could result in life-threatening serotonin syndrome [see Warnings and Precautions
(5.2) and Drug Interactions (7.2, 7.3, 7.5)].

« Concomitant use of dextromethorphan. The combination of MAO inhibitors and
dextromethorphan has been reported to cause episodes of psychosis or abnormal behavior
[see Drug Interactions (7.4)].

*  Ahistory of a hypersensitivity to safinamide. Reactions have included swelling of the
tongue and oral mucosa, and dyspnea.

o Severe hepatic impairment (Child-Pugh C: 10-15) [see Use in Specific Populations
(8.6)].

5 WARNINGS AND PRECAUTIONS

5.1 Hypertension

XADAGO may cause hypertension or exacerbate existing hypertension. In clinical trials, the
incidence of hypertension was 7% for XADAGO 50 mg, 5% for XADAGO 100 mg, and 4% for
placebo. Monitor patients for new onset hypertension or hypertension that is not adequately
controlled after starting XADAGO. Medication adjustment may be necessary if elevation of
blood pressure is sustained.

Monitor for hypertension if XADAGO is prescribed concomitantly with sympathomimetic
medications, including prescription or nonprescription nasal, oral, and ophthalmic decongestants
and cold remedies [see Drug Interactions (7.5)].

XADAGO is a selective inhibitor of MAO-B at the recommended dosages of 50 mg or 100
mg daily. Selectivity for inhibiting MAO-B decreases above the recommended daily dosages
[see Clinical Pharmacology (12.2)]. Therefore, XADAGO should not be used at daily
dosages exceeding those recommended because of the risks of hypertension, exacerbation of
existing hypertension, or hypertensive crisis.

Dietary tyramine restriction is not required during treatment with recommended doses of
XADAGO. However, use with certain foods that contain very high amounts (i.e., more than 150
mg) of tyramine could cause severe hypertension, resulting from an increased sensitivity to
tyramine in patients taking recommended dosages of XADAGO, and patients should be advised
to avoid such foods.

Isoniazid has some monoamine oxidase inhibiting activity. Monitor for hypertension and

reaction to dietary tyramine in patients treated concomitantly with isoniazid and XADAGO [see
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Drug Interactions (7.1, 7.6)].

5.2 Serotonin Syndrome

The development of a potentially life-threatening serotonin syndrome has been reported in
patients on concomitant treatment with MAO inhibitors (including selective MAO-B inhibitors),
serotonin-norepinephrine reuptake inhibitors (SNRIS), tricyclic antidepressants, tetracyclic
antidepressants, triazolopyridine antidepressants, cyclobenzaprine, opioid drugs (e.g.,
meperidine and meperidine derivatives, propoxyphene, tramadol), and methylphenidate,
amphetamine, and their derivatives . Concomitant use of XADAGO with these drugs is
contraindicated.

In clinical trials, serotonin syndrome was reported in a patient treated with XADAGO and an
SSRI. Use the lowest effective dose of SSRIs in patients treated with concomitant XADAGO.

Serotonin syndrome symptoms may include mental status changes (e.g., agitation,
hallucinations, delirium, and coma), autonomic instability (e.g., tachycardia, labile blood
pressure, dizziness, diaphoresis, flushing, hyperthermia), neuromuscular symptoms (e.g., tremor,
rigidity, myoclonus, hyperreflexia, incoordination), seizures, and/or gastrointestinal symptoms
(e.g., nausea, vomiting, diarrhea).

5.3  Falling Asleep During Activities of Daily Living

Patients treated with dopaminergic medications have reported falling asleep while engaged in
activities of daily living, including the operation of motor vehicles, which sometimes has
resulted in accidents. Patients may not perceive warning signs, such as excessive drowsiness, or
they may report feeling alert immediately prior to the event.

In clinical studies, sleep attacks/sudden onset of sleep were reported in patients treated with
XADAGO 100 mg/day.

If a patient develops daytime sleepiness or episodes of falling asleep during activities that
require full attention (e.g., driving a motor vehicle, conversations, eating), XADAGO should
ordinarily be discontinued. If a decision is made to continue these patients on XADAGO,
advise them to avoid driving and other potentially dangerous activities.

5.4  Dyskinesia
XADAGO may cause dyskinesia or exacerbate pre-existing dyskinesia.

In clinical trials, the incidence of dyskinesia was 21% for XADAGO 50 mg, 18% for XADAGO
100 mg, and 9% for placebo. There was a greater incidence of dyskinesia causing study
discontinuation in Parkinson’s disease patients treated with XADAGO 50 mg or 100 mg (1%),
compared to placebo (0%) [see Adverse Reactions (6.1)].

Reducing the patient’s daily levodopa dosage or the dosage of another dopaminergic drug may
mitigate dyskinesia.

5.5  Hallucinations / Psychotic Behavior

Patients with a major psychotic disorder should ordinarily not be treated with XADAGO because
of the risk of exacerbating the psychosis with an increase in central dopaminergic tone. In addition,
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treatments for psychosis that antagonize the effects of dopaminergic medications may exacerbate
the symptoms of Parkinson’s disease [see Drug Interactions (7.8)].

Consider dosage reduction or stopping the medication if a patient develops hallucinations or
psychotic-like behaviors while taking XADAGO.

5.6  Impulse Control / Compulsive Behaviors

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 XADAGO, that increase central dopaminergic
tone. In some cases, 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 XADAGO. Consider dose reduction or stopping the medication if a patient
develops such urges while taking XADAGO.

5.7  Withdrawal-Emergent Hyperpyrexia and Confusion

A symptom complex resembling 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 drugs that increase central dopaminergic tone.

5.8 Retinal Pathology

Retinal degeneration and loss of photoreceptor cells were observed in albino and pigmented rats
administered safinamide orally in toxicity studies of up to 6 months duration. In albino rats
administered safinamide orally for two years, retinal scarring and cataracts were observed at all
doses tested [see Nonclinical Toxicology (13.2)].

Periodically monitor patients for visual changes in patients with a history of retinal/macular
degeneration, uveitis, inherited retinal conditions, family history of hereditary retinal disease,
albinism, retinitis pigmentosa, or any active retinopathy (e.g., diabetic retinopathy).

6 ADVERSE REACTIONS

The following serious adverse reactions are discussed in greater detail in other sections of
labeling:

» Hypertension [see Warnings and Precautions (5.1)]

« Serotonin Syndrome [see Warnings and Precautions (5.2)]

» Falling Asleep During Activities of Daily Living [see Warnings and Precautions

(5.3)]

» Dyskinesia [see Warnings and Precautions (5.4)]

e Hallucinations / Psychotic Behavior [see Warnings and Precautions (5.5)]

« Impulse Control / Compulsive Behaviors [see Warnings and Precautions (5.6)]

» Withdrawal-Emergent Hyperpyrexia and Confusion [see Warnings and Precautions
(5.7]

« Retinal Pathology [see Warnings and Precautions (5.8)]

Reference ID: 4112097



6.1  Clinical Trials Experience

Clinical trials are conducted under widely varying conditions; therefore, adverse reactions
observed in the clinical trials of a drug cannot be directly compared to the incidence in the
clinical trials of another drug and may not reflect the incidence observed in clinical practice.

Common Adverse Reactions in Placebo-Controlled Parkinson’s Disease Studies

Table 1 shows the incidence of adverse reactions with an incidence of at least 2% on XADAGO
100 mg/day and greater than placebo in controlled studies in Parkinson’s disease (Study 1 and
Study 2). The most common adverse reactions associated with XADAGO treatment in which the
incidence for XADAGO 100 mg/day was at least 2% greater than the incidence for placebo
were dyskinesia, fall, nausea, and insomnia.

Adverse Reactions Reported as Reason for Discontinuation from Study

In pooled placebo-controlled studies (Study 1 and Study 2) in patients with Parkinson’s disease
taking a stable dose of carbidopa/levodopa with or without other PD medications, there was an
increase in the incidence of XADAGO-treated patients who discontinued from the study because
of adverse reactions. The incidence of patients discontinuing from Study 1 and Study 2 for any
adverse reaction was 5% for XADAGO 50 mg/day, 6% for XADAGO 100 mg/day, and 4% for
placebo. The most frequently reported adverse reaction causing study discontinuation was
dyskinesia (1% of patients treated with XADAGO 50 mg/day or XADAGO 100 mg/day vs. 0%
for placebo).

Table 1: Percentage of Patients with Adverse Reactions with an Incidence >2% in the
XADAGO 100 mg/day Group and Greater than Placebo in Studies 1 and 2.

XADAGO XADAGO Placebo

50 mg/day 100 mg/day (N =497)

(N =223) (N =498)
Adverse Reaction (%) (%) (%)
Dyskinesia 21 17 9
Fall 4 6 4
Nausea 3 6 4
Insomnia 1 4 2
Orthostatic hypotension 2 2 1
Anxiety 2 2 1
Cough 2 2 1
Dyspepsia 0 2 1

Abnormal Laboratory Changes

In Study 1 and Study 2, the proportion of patients who experienced a shift from normal to above
the upper limit of normal for serum alanine aminotransferase (ALT) was 5% for XADAGO 50
mg, 7% for XADAGO 100 mg, and 3% for placebo. No patient treated with XADAGO
experienced an increase in ALT that was 3 times the upper limit of normal or higher.
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The proportion of patients with a shift from normal to above the upper limit of normal for serum
aspartate aminotransferase (AST) was 7% for XADAGO 50 mg, 6% for XADAGO 100 mg, and
3% for placebo. The incidence of patients with an increase in AST to at least 3 times the upper
limit of normal was similar for XADAGO and placebo.

6.2  Postmarketing Experience

The following adverse reactions have been identified during post-approval of use of
safinamide outside of the United States. 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.

A postmarketing report describes a patient who developed a hypersensitivity reaction
consisting of swelling of the tongue and gingiva, dyspnea and skin rash. The symptoms
resolved shortly after XADAGO was discontinued, but reappeared following rechallenge a
month later.

7 DRUG INTERACTIONS

7.1 MAOQO Inhibitors

XADAGO is contraindicated for use with other drugs in the MAO inhibitor class or other
drugs that are potent inhibitors of monoamine oxidase (e.g., linezolid, an oxazolidinone
antibacterial, which also has reversible nonselective MAO inhibition activity). Co-
administration increases the risk of nonselective MAO inhibition, which may lead to
hypertensive crisis [see Contraindications (4) and Warnings and Precautions (5.1)]. At least
14 days should elapse between discontinuation of XADAGO and initiation of treatment with
other MAOls.

Isoniazid has some monoamine oxidase inhibiting activity. Monitor for hypertension and
reaction to dietary tyramine in patients treated concomitantly with isoniazid and XADAGO.

7.2 Opioid Drugs

Because serious, sometimes fatal reactions have been precipitated with concomitant use of
XADAGO with opioid drugs (e.g., meperidine and its derivatives, methadone,
propoxyphene, or tramadol) and MAO inhibitors, including selective MAO-B inhibitors,
concomitant use of these drugs is contraindicated [see Warnings and Precautions (5.2)]. At
least 14 days should elapse between discontinuation of XADAGO and initiation of treatment
with these drugs.

7.3 Serotonergic Drugs

Concomitant use of XADAGO with SNRIs; triazolopyridine, tricyclic or tetracyclic
antidepressants; cyclobenzaprine (a skeletal muscle relaxant that is a tricyclic antidepressant
derivative); or St. John’s wort is contraindicated [see Warnings and Precautions (5.2)]. At least
14 days should elapse between discontinuation of XADAGO and initiation of treatment with these
drugs.

Monitor patients for symptoms of serotonin syndrome if selective serotonin re-uptake inhibitors
are used by patients treated with XADAGO [see Warnings and Precautions (5.2)].

7.4 Dextromethorphan
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The combination of MAO inhibitors and dextromethorphan has been reported to cause episodes of
psychosis or bizarre behavior. Therefore, in view of XADAGO’s MAO inhibitory activity,
dextromethorphan is contraindicated for use with XADAGO.

7.5  Sympathomimetic Medications

Severe hypertensive reactions have followed the administration of sympathomimetics and
nonselective MAO inhibitors. Hypertensive crisis has been reported in patients taking the
recommended doses of selective MAO-B inhibitors and sympathomimetic medications.
Concomitant use of XADAGO with methylphenidate, amphetamine, and their derivatives
is contraindicated [see Warnings and Precautions (5.1, 5.2)].

Monitor patients for hypertension if XADAGO is prescribed concomitantly with prescription or
nonprescription sympathomimetic medications, including nasal, oral, or ophthalmic
decongestants and cold remedies [see Warnings and Precautions (5.1)].

7.6  Tyramine

MAO in the gastrointestinal tract and liver (primarily type A) provides protection from
exogenous amines (e.g., tyramine). If tyramine were absorbed intact, it could lead to severe
hypertension, including hypertensive crisis. Aged, fermented, cured, smoked, and pickled foods
containing large amounts of exogenous amines (e.g., aged cheese, pickled herring) may cause
release of norepinephrine resulting in a rise in blood pressure (Tyramine Reaction). Patients
should be advised to avoid foods containing a large amount of tyramine while taking
recommended doses of XADAGO [see Warnings and Precautions (5.1)].

Selectivity for inhibiting MAO-B decreases in a dose-related manner above the highest
recommended daily dosage, which may increase the risk for hypertension [see Clinical
Pharmacology (12.2)]. In addition, isoniazid has some monoamine oxidase inhibiting activity.
Monitor for hypertension and reaction to dietary tyramine in patients treated with isoniazid and
XADAGO [see Warnings and Precautions (5.1)].

7.7  Substrates of Breast Cancer Resistance Protein (BCRP)

Safinamide and its major metabolite may inhibit intestinal breast cancer resistance protein
(BCRP) [see Clinical Pharmacology (12.3)]. Inhibition of BCRP could increase plasma
concentrations of BCRP substrates. Examples of substrates of BCRP include methotrexate,
mitoxantrone, imatinib, irrinotecan, lapatinib, rosuvastatin, sulfasalazine, and topotecan.
Monitor patients for increased pharmacologic or adverse effect of the BCRP substrates if
XADAGO is used concomitantly.

7.8 Dopaminergic Antagonists

Dopamine antagonists, such as antipsychotics or metoclopramide, may decrease the
effectiveness of XADAGO and exacerbate the symptoms of Parkinson’s disease.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category C

There are no adequate and well-controlled studies of XADAGO in pregnant women. In animals,
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developmental toxicity, including teratogenic effects, was observed when safinamide was
administered during pregnancy at clinically relevant doses. Developmental toxicity was
observed at safinamide doses lower than those used clinically when safinamide was administered

during pregnancy in combination with levodopa/carbidopa. XADAGO should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

In an embryofetal development study in rats, oral administration of safinamide (0, 50, 100, or
150 mg/kg/day) throughout organogenesis resulted in dose-related increases in fetal
abnormalities (primarily urogenital malformations) at all doses. The lowest dose tested is
approximately 5 times the maximum recommended human dose (MRHD) of 100 mg on a body
surface area (mg/m?) basis. In a combination embryofetal development study of safinamide and
levodopa (LD)/carbidopa (CD) in rats (80/20 mg/kg/day LD/CD in combination with 0, 25, 50,
or 100 mg/kg/day safinamide or 100 mg/kg/day safinamide alone) increased incidences of fetal
visceral and skeletal malformations and variations were observed at all doses of safinamide in
combination with CD/LD and with safinamide alone. The lowest dose of safinamide tested (25
mg/kg/day) is approximately 2 times the MRHD on a mg/m? basis.

In embryofetal development studies in rabbits, no developmental toxicity was observed at up to
the highest oral dose of safinamide tested (100 mg/kg/day). However, when safinamide (4, 12, or
40 mg/kg/day) was administered throughout organogenesis in a combination study of safinamide
with LD/CD (80/20 mg/kg/day LD/CD) there was an increased incidence of embryofetal death
and cardiac and skeletal malformations, compared to LD/CD alone. A no-effect dose for
safinamide was not established; the lowest effect dose of safinamide tested (4 mg/kg/day) is less
than the MRHD on a mg/m? basis.

In a rat pre- and postnatal development study, oral administration of safinamide (0, 4, 12.5, or
37.5 mg/kg/day) throughout pregnancy and lactation resulted in skin discoloration of the
offspring, presumed to be due to hepatobiliary toxicity, at the mid and high doses and decreased
body weight and increased postnatal mortality in offspring at the highest dose tested. The no
effect dose (4 mg/kg/day) is less than the MRHD on a mg/m? basis.

8.3 Nursing Mothers

Skin discoloration, presumed to be caused by hyperbilirubinemia resulting from hepatobiliary
toxicity, was observed in rat pups indirectly exposed to safinamide through the milk during the
lactation period. It is not known whether this drug is present in human milk. Because many
drugs are excreted in human milk and because of the potential for serious adverse reactions in
nursing infants from safinamide, a decision should be made 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 safety and effectiveness of XADAGO in pediatric patients have not been established. No
juvenile toxicity studies have been performed in animals.

8.5 Geriatric Use

Of the 1516 subjects exposed to XADAGO in clinical studies, 38% were 65 and over, while 4%
were 75 and over. No overall differences in safety or effectiveness were observed between these
patients and younger patients, and other reported clinical experience has not identified
differences in responses between the elderly and younger patients, but greater sensitivity of
some older individuals cannot be ruled out.
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8.6  Hepatic Impairment

XADAGO plasma concentrations are increased in patients with hepatic impairment [see Clinical
Pharmacology (12.3)].

In patients with moderate hepatic impairment (Child-Pugh B: 7-9), the maximum recommended
dosage of XADAGO is 50 mg once daily [see Dosage and Administration (2.2)]. XADAGO has
not been studied in patients with severe hepatic impairment (Child-Pugh C: 10-15), and is
contraindicated in these patients. If patients progress from moderate to severe hepatic
impairment, treatment with XADAGO should be stopped.

10 OVERDOSAGE

There is no human experience with XADAGO overdose.

There is no known antidote to XADAGO nor any specific treatment for XADAGO overdose. If
an important overdose occurs, XADAGO treatment should be discontinued and supportive
treatment should be administered as clinically indicated. In cases of overdose with XADAGO,
dietary tyramine restriction should be observed for several weeks.

The Poison Control Center should be called at 1-800-222-1222 for the most current treatment
guidelines.

11 DESCRIPTION
XADAGO tablets contain safinamide, which is a MAO-B inhibitor, as the mesylate salt.

Safinamide mesylate is (S)-2- [[4-[(3-fluorophenyl) methoxy]phenyl]Jmethyl]aminopropanamide
methanesulfonate (1:1) and its structural formula is below.

The molecular formula of safinamide mesylate is C17H1eFN202CH4O3S and its molecular
weight is 398.45.
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Safinamide mesylate is a white to off-white crystalline powder. Safinamide mesylate is freely soluble
in water, methanol and dimethyl sulfoxide. Safinamide mesylate is sparingly soluble in ethanol and is
practically insoluble in ethyl acetate. In aqueous buffers that span a pH range of 1.2 to 7.5, safinamide
mesylate is highly soluble at pH 1.2 and 4.5, but shows low solubility (<0.4 mg/mL) at pH 6.8 and 7.5.

XADAGO is available as 50 mg and 100 mg film-coated tablets for oral administration. Each
XADAGO tablet contains 65.88 mg or 131.76 mg of safinamide mesylate, equivalent to 50 mg or
100 mg, respectively, of safinamide free base. The tablets also contain the following inactive
ingredients: colloidal silicon dioxide, crospovidone, hypromellose, iron oxide (red), magnesium
stearate, microcrystalline cellulose, polyethylene glycol 6000, potassium aluminum silicate, and
titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1  Mechanism of Action

The precise mechanism by which XADAGO exerts its effect in Parkinson’s disease is unknown.
XADAGO is an inhibitor of monoamine oxidase B (MAO-B). Inhibition of MAO-B activity, by
blocking the catabolism of dopamine, is thought to result in an increase in dopamine levels and a
subsequent increase in dopaminergic activity in the brain.

12.2  Pharmacodynamics

XADAGO inhibits monoamine oxidase B (MAO-B), with more than 1000-fold selectivity over
MAO-A. In clinical studies, complete inhibition (>90%) of MAO-B was measured at doses > 20 mg.

Tyramine Challenge Test

In an oral tyramine challenge study, XADAGO produced a distinct but relatively small increase in
tyramine sensitivity to increase blood pressure. The results suggest that XADAGO at a dose of 50
mg or 100 mg is relatively selective for inhibiting MAO-B and can be used without dietary tyramine
restriction. Relative selectivity of XADAGO for inhibiting MAO-B decreases above the highest
recommended daily dosage (100 mg) [see Warnings and Precautions (5.1) and Drug Interactions

(7.6)].

Cardiac Electrophysiology

The effect of XADAGO on the QTc interval was evaluated in a randomized placebo and positive
controlled double-blind, multiple-dose parallel thorough QTc study in 240 healthy subjects. At a dose of
350 mg (3.5 times the maximum recommended dosage), XADAGO did not prolong the QTc interval.

12.3 Pharmacokinetics

Pharmacokinetics of safinamide is linear over a range of 50 mg to 300 mg (3 times the maximum
recommended daily dose). Steady state is reached within 5 to 6 days.

Absorption

After single and multiple oral dosing under fasting conditions, Tmax of safinamide ranges from 2 to 3
hours. Absolute bioavailability of safinamide is 95% after oral administration, and first pass
metabolism is negligible. A slight delay in Tmax was observed in the fed state relative to the fasted
condition, but there was no effect on safinamide AUCy—, and Cmax [see Dosage and Administration

.1)].
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Distribution
The volume of distribution (Vss) is approximately 165 L, indicating extensive extravascular
distribution. Safinamide is not highly protein bound (unbound fraction is 11 to 12%).

Metabolism and Excretion

In humans, safinamide is almost exclusively eliminated via metabolism (~5% of the drug is
eliminated unchanged, mainly in urine), through three main metabolic pathways. One pathway
involves hydrolytic oxidation of the amide moiety leading to the primary metabolite ‘safinamide
acid’ (NW-1153). Another pathway is oxidative cleavage of the ether bond forming ‘O-
debenzylated safinamide’ (NW-1199). Finally, the “N-dealkylated acid” (NW-1689) is formed by
oxidative cleavage of the amine bond of either safinamide or the primary safinamide acid metabolite
(NW-1153). The ‘N-dealkylated acid’ (NW-1689) undergoes further conjugation with glucuronic
acid yielding its acyl glucuronide. NW-1689 is the main circulating metabolite in human plasma,
exceeding the exposure of the parent (161% of parent). NW-1689 AG and NW-1153 account for
about 18% and 11% of the parent drug exposure, respectively. None of the metabolites has
pharmacological activity.

Safinamide is predominantly metabolized by non-microsomal enzymes (cytosolic amidases/MAO-
A); CYP3A4 and other CYP iso-enzymes play only a minor role in its overall biotransformation.

The total clearance of safinamide was determined to be 4.6 L/h. Terminal half-life is 20-26 h. The
primary route of excretion is through the kidney (76% of safinamide dose recovered in the urine,
primarily in the form of inactive metabolites).

Specific Populations

Age: Geriatric Population: There are limited clinical data on the use of XADAGO in the elderly (>75
years). These data suggest that the pharmacokinetics of safinamide is not affected by age [see Use in
Specific Populations (8.5)].

Race: The pharmacokinetics of safinamide is not influenced by race.
Sex: The pharmacokinetics of safinamide is not influenced by sex.

Hepatic Impairment: The disposition of XADAGO was assessed in subjects with mild and moderate
hepatic impairment and compared with subjects with normal hepatic function. A marginal increase in
the exposure of safinamide (approximately 30% increase in AUC) was observed in subjects with mild
hepatic impairment (Child-Pugh A). In subjects with moderate hepatic impairment (Child-Pugh B),
exposure to safinamide was increased by about 80% (Cl: 154-215%) [see Dosage and
Administration (2.2) and Use in Specific Populations (8.6)]. XADAGO has not been studied in
patients with severe hepatic impairment (Child-Pugh C) [see Contraindications (4)].

Renal Impairment: The effect of renal impairment on safinamide pharmacokinetics was investigated
in an open-label, parallel-group, single oral dose study in subjects with moderate renal impairment,
severe renal impairment, or normal renal function. The pharmacokinetics of safinamide was not
affected by impaired renal function.

Drug Interaction Studies

In Vitro Studies: In vitro metabolism studies indicate no meaningful inhibition or induction of
Cytochrome P450 (CYP) based enzymes by safinamide and its major metabolites at concentrations
that are relevant for dosing. Safinamide or its major metabolites at clinically relevant concentrations
are not inhibitors of MAO-A, levodopa decarboxylase or aldehyde dehydrogenase enzymes.

Reference ID: 4112097



Safinamide is not a substrate of P-gp. Safinamide and its metabolites did not inhibit P-gp or other
transporters OCT2, OATP1B1, OATP1B3, BSEP, OAT1/3/4. Safinamide and NW-1689 may inhibit
BCRP at the 100 mg dose.

In Vivo Studies: Dedicated drug-drug interactions studies conducted with ketoconazole, levodopa (LD)
and CYP1A2 and CYP3A4 substrates (caffeine and midazolam, respectively) did not demonstrate any
clinically significant effects on the pharmacokinetic profile of XADAGO, or on the pharmacokinetic
profile of co-administered levodopa or CYP1A2 and CYP3A4 substrates.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

In carcinogenicity studies in mice and rats, safinamide was administered at oral doses of 0, 50, 100
and 200 mg/kg/day, and 0, 25, 50 and 100 mg/kg/day, respectively, for 2 years. The highest doses
tested in both species were approximately 10 times the maximum recommended human dose (MRHD)
of 100 mg/day on a body surface area (mg/m?) basis. No evidence of tumorigenic potential was
observed in either species.

Mutagenesis
Safinamide was negative for genotoxicity in in vitro (Ames, mouse lymphoma) and in vivo (mouse

micronucleus) assays.

Impairment of Fertility

In a rat fertility study in which males and females were orally administered safinamide (0, 50, 100,
150 mg/kg/day) prior to and during mating and continuing through early pregnancy in females,
adverse effects on reproductive function were observed in both males (sperm abnormalities) and
females (decreased corpora lutea, increased pre-implantation loss). The no- effect dose for

reproductive toxicity (50 mg/kg/day) is approximately 5 times the MRHD on a mg/m? basis.

13.2  Animal Toxicology and /or Pharmacology

Retinal Pathology in Rats

Degeneration and loss of photoreceptor cells were observed in the retina of both albino and

pigmented rats at plasma exposures lower than that in humans at the maximum recommended human
dose of 100 mg/kg/day. The findings were dose- and time-dependent and progressed from minimal
loss to severe outer nuclear cell layer loss after one year of oral dosing with safinamide. Inatwo year
study, total retinal atrophy and scarring and lens opacities (cataracts) were seen at all oral doses tested
(0, 25, 50, and 100 mg/kg/day).

In a study in rats dosed orally with safinamide alone or in combination with pramipexole,
pramipexole, at a dose (25 mg/kg/day) that did not cause retinal changes, exacerbated the retinal
pathology caused by safinamide alone (50 mg/kg/day) in both pigmented and albino rats.

Investigative studies were not able to identify a mechanism underlying the retinal toxicity; the
relevance to humans is unknown.
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14 CLINICAL STUDIES

14.1  Adjunctive Treatment in Patients with Parkinson’s Disease Experiencing OFF Time on a
Stable Dose of Levodopa.

Two double-blind, placebo-controlled, multi-national, 24-week studies (Study 1 and Study 2) were
conducted in PD patients experiencing “OFF” Time during treatment with carbidopa/levodopa and
other PD medications, e.g., dopamine agonists, catechol-O-methyl transferase (COMT) inhibitors,
anticholinergics, and/or amantadine. In both studies, the primary measure of effectiveness was the
change from baseline in total daily “ON” Time without troublesome dyskinesia (i.e., “ON” Time
without dyskinesia plus “ON” Time with non- troublesome dyskinesia), based on 18-hour diaries
completed by patients for at least 3 days before each of the scheduled visits. Secondary endpoints
included “OFF” Time during the diary period and reduction in Uniform Parkinson’s Disease Rating
Scale (UPDRS) Part Il (motor examination).

In Study 1, patients (n=645) were randomized equally to treatment with XADAGO 50 mg/day (n=217
patients), XADAGO 100 mg/day (n=216 patients), or placebo (n=212 patients), and had at least one
post-baseline assessment of “ON” Time.

The percentages of patients taking stable doses of other classes of PD medications, in addition to
levodopa/decarboxylase inhibitor, were: dopamine agonists (61%), COMT inhibitors (24%),
anticholinergics (37%), and amantadine (14%). Use of MAO inhibitors was prohibited. The

average daily dosage of levodopa was 630 mg. The mean duration of Parkinson’s disease was
approximately 8 years.

In Study 1, XADAGO 50 mg/day and 100 mg/day significantly increased “ON” Time compared to
placebo (Table 2). The increase in “ON” Time without troublesome dyskinesia was accompanied by a
similar significant reduction in “OFF” Time and a reduction in Unified Parkinson’s Disease Rating
Scale Part 111 (UPDRS I11) scores assessed during “ON” Time (Table 3). Improvement in “ON Time”
occurred without an increase in troublesome dyskinesia.

Table 2: Change in Mean Total Daily “ON” Time' in Study 1

Change from Baseline to Endpoint
Baseline (hours) (LSD* vs. placebo)
N (mean £ SD) (95% Cl)**
p-value

Placebo 212 9.3+2.2 -

XADAGO 50 mg 217 94+22 0.50(0.03, 0.96)

once daily p=0.0356

XADAGO 100 mg 216 9.6+25 0.53(0.07, 1.00)

once daily p=0.0238

T “ON” Time = “ON” Time without dyskinesia plus “ON” Time with non-troublesome dyskinesia

*LSD: Least squares difference; a positive value indicates improvement
**95% CI: 95% Confidence Interval
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Table 3: Secondary Measures of Effectiveness in Study 1

Baseline (hours) (mean + SD) Change from Baseline to Endpoint (LSD*
N vs. placebo) (95% Cl)**p-value
Change in mean daily “OFF” Time
Placebo 212 53+21 -
XADAGO 50 mg -
-0.55 (-0.93, -0.17) p=0.0049
once daily 217 5.2+ 20 ( )P
XADAGO 100 mg _
-0.57 (-0.95, -0.19) p=0.0037
once daily 216 52422 ( )P
Change in UPDRS Part 111 (Motor subscale)
Placebo 212 28.6+12.0 .
XADAGO 50 mg 217 27.3+128 -1.75 (-3.24, -0.36) p=0.0212
once daily
XADAGO100mg | 5, 28.4+135 -2.48 (-3.97, -1.00) p=0.0011
once daily

*LSD: Least squares difference; a negative value indicates improvement
**95% CI: 95% Confidence Interval

The effect of XADAGO 100 mg on “ON” Time was only slightly numerically greater than the effect of
XADAGO 50 mg. In addition, the time course of improvement in total daily “ON” Time was similar between
both doses (Figure 1). The time course of improvement in total daily “ON” Time showed numerically
greater improvement with both XADAGO 50 mg and 100 mg compared to placebo, at all post-baseline
timepoints (Figure 1).

Figure 1: Mean of Change from Baseline in Total Daily "ON” Time by Week and Treatment in Study 1
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Figure 2 shows the empirical cumulative distribution functions (CDF) for the change from baseline to
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Week 24 in total daily “ON” Time in Study 1. The cumulative percentage of patients with a change
in “ON” Time was similar for the XADAGO 50 mg and 100 mg groups. The cumulative percentage
of patients with an increase in “ON” Time is higher for both XADAGO 50 mg and 100 mg treated
patients than for placebo patients.

Figure 2: Study 1 Empirical Cumulative Distribution Functions (CDF) for the Change from Baseline to Week 24
in Total Daily “ON” Time
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Patients who dropped out of the study because of an adverse reaction, lack of efficacy, non-compliance,
or withdrawal of consent were treated as treatment failures and assumed to have the smallest change
from baseline among all patients. The failure rates are 6.1%, 5.6%, and 6.9% for the placebo group,
XADAGO 50 mg/day group, and XADAGO 100 mg/day group, respectively.

In Study 2, patients (n=549) were randomized to treatment with XADAGO 100 mg daily (n=274
patients) or placebo (n=275 patients) for up to 24 weeks. The percentages of patients taking stable
doses of other classes of PD medication, in addition to levodopa/decarboxylase inhibitor, were:
dopamine agonists (74%), COMT inhibitors (18%), anticholinergics (17%), and amantadine (30%).
Use of MAO inhibitors was prohibited. The average daily dosage of levodopa was 777 mg. The
mean duration of Parkinson’s disease was approximately 9 years.

In Study 2, XADAGO was significantly better than placebo for increasing “ON” Time (Table 4). The
observed increase in “ON” Time without troublesome dyskinesia was accompanied by a reduction in
“OFF” Time of similar magnitude and a reduction in UPDRS |1l score (assessed during “ON” Time).
The time course of effect was similar to that showed in the above figure for Study 1. As in Study 1,
the increase in “ON” Time without troublesome dyskinesia was accompanied by a similar significant
reduction in “OFF” Time and a reduction in Unified Parkinson’s Disease Rating Scale Part 111
(UPDRS I11) scores assessed during “ON” Time (Table 5).
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Table 4: Change in Mean Total Daily “ON” Time' in Study 2

N Baseline (hours) | Change from Baseline to Endpoint p-value
(mean = SD) (LSD* vs. placebo) (95% CI)**
Placebo 273 9.1+25 -- --
XADAGO
100 mg once daily | 270 9.3+24 0.99 (0.58, 1.39) <0.001
T “ON” Time = “ON” Time without dyskinesia plus “ON” Time with non-troublesome dyskinesia
*LSD: Least squares difference; a positive value indicates improvement;
**95% CI: 95% Confidence Interval
Table 5: Secondary Measures of Effectiveness in Study 2
N Baseline (hours) Change from Baseline to Endpoint (LSD* vs.
(mean = SD) placebo) (95% CI)**p-value

Change in mean daily “OFF” time

Placebo 273 5.36 £ 2.00 --
XADA(_SO 100 mg 270 5354198 -1.06 (-1.43, -0.69)
once daily <0.001
Change in UPDRS Part 111 (Motor subscale)

Placebo 273 23.03+12.75 -
XADAGO 100 mg -1.70 (-2.89, -0.50)

*LSD: Least squares difference; a negative value indicates improvement
**95% ClI: 95% Confidence Interval

The time course of improvement in total daily “ON” Time showed numerically greater improvement
with XADAGO 100 mg compared to placebo at all post-baseline timepoints (Figure 3).

Figure 3: Mean of Change from Baseline in Total Daily "ON” Time by Week and Treatment in Study 2
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Figure 4 shows the empirical cumulative distribution functions (CDF) for the change from baseline to
Week 24 in total daily “ON” Time in Study 2. The cumulative percentage of patients with an increase in
“ON” Time treated with XADAGO 50 mg to 100 mg is higher than for placebo patients.
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Figure 4: Study 2 Empirical Cumulative Distribution Functions (CDF) for the Change from Baseline to Week 24
in Total Daily “ON” Time
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

50 mg (orange to copper colored with metallic gloss, round film-coated, biconcave shaped tablet
embossed with “50” on one side; approximately 7 mm in diameter).

Bottles of 30 tablets..........coooveiiiii i NDC 27505-110-30

Bottles of 90 tabletS.........cov v NDC 27505-110-90

100 mg (orange to copper colored with metallic gloss, round film-coated, biconcave shaped tablet
embossed with “100” on one side; approximately 9 mm in diameter).

Bottles of 30 tablets..........cooveiiiii i NDC 27505-111-30

Bottles of 90 tabletS.........cov i NDC 27505-111-90

16.2 Storage and Handling

Store at 25°C (77°F); excursions permitted between 15°C to 30°C (59°F to 86°F) [see USP controlled
room temperature].
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17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Hypertension

Advise patients that treatment with recommended doses of XADAGO may be associated with
elevations of blood pressure or onset of hypertension. Tell patients who experience elevation of blood
pressure while taking XADAGO to contact their healthcare provider.

Explain the risk of using higher than recommended daily doses of XADAGO, and provide a brief
description of the tyramine associated hypertensive reaction.

Advise patients to avoid certain foods (e.g., aged cheese) containing a very large amount of tyramine while
taking recommended doses of XADAGO because of the potential for large increases in blood pressure. If
patients eat foods very rich in tyramine and do not feel well soon after eating, they should contact their
healthcare provider [see Warnings and Precautions (5.1)].

Serotonin Syndrome

Tell patients to inform their physician if they are taking, or planning to take, any prescription or over-the-
counter drugs, especially antidepressants and over-the-counter cold medications, because there is a
potential for interaction with XADAGO. Because patients should not use meperidine or certain other
analgesics with XADAGO, they should contact their healthcare provider before taking new medications
including antidepressants, analgesics, and prescription or nonprescription decongestants [see
Contraindications (4) and Warnings and Precautions (5.2)].

Falling Asleep During Activities of Daily Living and Somnolence

Inform patients about the potential for sedating effects associated with XADAGO and other

dopaminergic medications, including somnolence and particularly to the possibility of falling asleep while
engaged in activities of daily living. Because somnolence can be a frequent adverse reaction with
potentially serious consequences, patients should not operate a motor vehicle or engage in other
potentially dangerous activities until they have gained sufficient experience with XADAGO.

Advise patients that if increased somnolence or new episodes of falling asleep during activities of daily
living (e.g., watching television, passenger in a car, etc.) are experienced at any time during treatment,
they should not drive or participate in potentially dangerous activities until they have contacted their
physician. Patients should not drive, operate machinery, or work at heights during treatment if they have
previously experienced somnolence and/or have fallen asleep without warning prior to use of XADAGO.

Because of possible additive effects, advise patients about the potential for increased somnolence when
patients are taking other sedating medications, alcohol, or other central nervous system depressants (e.g.,
benzodiazepines, antipsychotics, antidepressants) in combination with XADAGO [see Warnings and
Precautions (5.3)].

Dyskinesia

Advise patients taking XADAGO as adjunct to levodopa that there is a possibility of dyskinesia or
increased dyskinesia [see Warnings and Precautions (5.4)].

Hallucinations / Psychotic Behavior

Inform patients that hallucinations or other manifestations of psychotic behavior can occur when taking
XADAGO. Advise patients that, if they have a major psychotic disorder, that XADAGO should not
ordinarily be used because of the risk of exacerbating the psychosis. Patients with a major psychotic
disorder should also be aware that many treatments for psychosis may decrease the effectiveness of

Reference ID: 4112097



XADAGO [see Warnings and Precautions (5.5) and Drug Interactions (7.8)].

Impulse Control/Compulsive Behaviors

Advise patients that they may experience intense urges to gamble, increased sexual urges, other intense
urges, and the inability to control these urges while taking XADAGO. Although it is not proven that the
medications caused these events, these urges were reported to have stopped in some cases when the dose
was reduced or the medication was stopped. Prescribers should ask patients about the development of
new or increased gambling urges, sexual urges, or other urges while being treated with XADAGO.
Patients should inform their physician if they experience these urges while taking XADAGO [see
Warnings and Precautions 5.6].

Withdrawal-Emergent Hyperpyrexia and Confusion

Tell patients to contact their healthcare provider if they wish to discontinue XADAGO and seek
guidance for tapering XADAGO instead of abruptly discontinuing XADAGO [see Warnings and
Precautions (5.7)].

Missing Dose

Instruct patients to take XADAGO as prescribed. If a dose is missed, instruct patients to take the next dose
at the usual time on the following day.

Concomitant Medications

Advise patients to inform their physicians if they are taking, or plan to take, any prescription or
over-the-counter medications because of a potential for interactions [see Contraindications (4), and
Drug Interactions (7.3, 7.4, and 7.5)].

US \Worldvieds

Distributed by:

US WorldMeds, LLC
4441 Springdale Road
Louisville, KY 40241

Under License from Newron Pharmaceuticals SpA.

US WorldMeds, LLC is the exclusive licensee and distributor of XADAGO in the United States and Its
territories.

©2017. Zambon SpA. XADAGO is a registered trademark of Zambon SpA.
461553
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PATIENT INFORMATION
XADAGO (ZA-da-go)
(safinamide) Tablets

What is XADAGO?

XADAGO is a type of prescription medicine known as monoamine oxidase type B (MAO-B) inhibitor used with levodopa
and carbidopa to treat adults with Parkinson’s disease (PD) who are having “off” episodes.

It is not known if XADAGO is effective to treat PD when taken as a single medicine (monotherapy).

It is not known if XADAGO is safe and effective in children.

Do not take XADAGO if you:

« take another medicine called a Monoamine Oxidase Inhibitor (MAOI) because it may cause a sudden severe increase
in your blood pressure (hypertensive crisis)

o Do not take an MAOI within 14 days after you stop taking XADAGO.
o Do not start XADAGO if you stopped taking an MAOI in the last 14 days.

« take an opioid drug, St. John’s wort, serotonin-norepinephrine reuptake inhibitors (SNRIs), tricyclic antidepressants,
tetracyclic antidepressants, triazolopyridine antidepressants, cyclobenzaprine, methylphenidate (or similar drugs), or
amphetamine (or similar drugs) because it could be life-threatening. Ask your healthcare provider if you are not sure if
you are taking any of these medicines.

o Do not take XADAGO within 14 days after you stop taking any of these medicines.
o Do not start taking XADAGO if you stopped taking any of these medicines in the last 14 days.

« take a medicine used to treat a cough or cold called dextromethorphan because it may cause psychosis or abnormal
behavior

« have a history of an allergic reaction to safinamide. Signs of an allergic reaction to safinamide could include swelling of
your tongue, mouth or trouble breathing. Ask your healthcare provider if you are not sure if you have had an allergic
reaction to safinamide in the past.

« have severe liver problems

Before taking XADAGO, tell your healthcare provider about all of your medical conditions, including if you:

« have high or low blood pressure.

« have a sleep disorder, have unexpected or unpredictable daytime sleepiness or take a medicine to help you sleep .

« drink alcoholic beverages. This may increase your chances of becoming drowsy or sleepy while taking XADAGO.

« have a history of abnormal movement (dyskinesia).

« have or have had a mental health problem such as schizophrenia, bipolar disorder or psychosis.

« have or have had unusual urges.

« have or have had problems with the retina in your eye or have a family history of problems with the retina.

« are pregnant or plan to become pregnant. It is not known if XADAGO will harm your unborn baby.

« are breastfeeding or plan to breastfeed. Itis not known if XADAGO passes into breast milk. You and your healthcare
provider should decide if you will take XADAGO or breastfeed. You should not do both.

Tell your healthcare provider about all the medicines that you take or plan to take, including prescription and over-

the-counter medicines, vitamins, and herbal supplements.

XADAGO and other medicines may affect each other causing side effects. XADAGO may affect the way other medicines

work, and other medicines may affect how XADAGO works.

Especially tell your healthcare provider if you take:

« selective serotonin reuptake inhibitors (SSRIs)

» meperidine, methadone, propoxyphene, tramadol

« methotrexate, mitoxantrone, imatinib, irrinotecan, lapatinib, rosuvastatin, sulfasalazine, topotecan

« metoclopramide

Ask your healthcare provider if you are not sure if you are taking any of these medicines.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a new

medicine.

How should | take XADAGO?

« Take XADAGO exactly as your healthcare provider tells you to take it.

« Take XADAGO at the same time each day.

« Take XADAGO with or without food.

« If you miss a dose, take your next dose of XADAGO at the same time the next day.

« Your healthcare provider may need to change the dose of XADAGO until the dose is right for you.

« Do not start or stop taking XADAGO without talking to your healthcare provider first.

« If you take too much XADAGO, call the Poison Control Center at 1-800-222-1222 or go to the nearest hospital
emergency room right away.
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What should | avoid while taking XADAGO?

» Certain foods and beverages that are high in tyramine such as aged, fermented, cured, smoked and pickled foods.
« Do not drive, operate heavy machinery, work in high places or do other dangerous activities until you know how
XADAGO affects you.

What are the possible side effects of XADAGO?

XADAGO may cause serious side effects, including:

« high blood pressure (hypertension). XADAGO may raise your blood pressure or make your high blood pressure
worse. Your healthcare provider will check your blood pressure while you take XADAGO.

« serotonin syndrome. A potentially life-threatening problem called serotonin syndrome can happen when medicines
such as XADAGO are taken with certain other medicines. Symptoms of serotonin syndrome may include:

o agitation, hallucinations, coma, or o problems controlling your o fast heartbeat

other changes in mental status movements or muscle twitching
o high or low blood pressure o sweating or fever o muscle stiffness or tightness
o seizures o hausea or vomiting o diarrhea

« falling asleep during normal activities. You may fall asleep while doing normal activities such as driving a car, doing
physical tasks, or using hazardous machinery while taking XADAGO. You may suddenly fall asleep without being
drowsy or without warning. This may result in having accidents. Your chances of falling asleep while doing normal
activities while taking XADAGO are greater if you take other medicines that cause drowsiness. Tell your healthcare
provider right away if this happens. Before starting XADAGO, be sure to tell your healthcare provider if you take any
medicines that make you drowsy.

o Do not drive or operate machinery until you know how XADAGO affects you.

« uncontrolled, sudden movements (dyskinesia). XADAGO may cause uncontrolled sudden movements or make such
movements you already have worse or more frequent. Tell your healthcare provider if this happens. The doses of your
anti-Parkinson’s medicine may need to be changed

« hallucinations and other psychosis. XADAGO can cause or worsen psychotic symptoms including hallucinations
(seeing or hearing things that are not real), confusion, agitation, delusional beliefs (believing things that are not real),
and disorganized thinking. If you have hallucinations or any of these other psychotic-like changes, talk with your
healthcare provider.

« unusual urges. Some patients taking XADAGO get urges to behave in a way unusual for them. Examples of this are
unusual urge to gamble, increased sexual urges, strong urges to spend money, binge eating and the inability to control
these urges. If you notice or your family notices that you are developing any unusual behaviors, talk to your healthcare
provider.

« problems with the retina in your eye (retinal changes). Tell your healthcare provider if your eye sight changes.

The most common side effects of XADAGO include uncontrolled, sudden movements (dyskinesia), falls, nausea,

trouble sleeping or falling asleep (insomnia).These are not all the possible side effects of XADAGO.

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

How should | store XADAGO?
Store XADAGO at room temperature, about 68°F to 77°F (20°C to 25°C).
Keep XADAGO and all medicines out of the reach of children.

General information about the safe and effective use of XADAGO.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
XADAGO for a condition for which it was not prescribed. Do not give XADAGO to other people, even if they have the
same symptoms that you have. It may harm them. You can ask your pharmacist or healthcare provider for information
about XADAGO that is written for health professionals.

What are the ingredients in XADAGO?

Active ingredient: safinamide mesylate
Inactive ingredients: microcrystalline cellulose, crospovidone, colloidal silicon dioxide, magnesium stearate,
hypromellose, polyethylene glycol 6000, iron oxide (red), potassium aluminum silicate, and titanium dioxide

Distributed and Marketed by:

US \Worldmveds

US WorldMeds, LLC

4441 Springdale Road

Louisville, KY 40241

Under License from Newron Pharmaceutical SpA.
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US WorldMeds, LLC is the exclusive licensee and distributor of XADAGO in the United States and lts territories.
@2017 Zambon SpA. XADAGO is a registered trademark of Zambon SpA.
For more information, call 1-888-492-3246.

This Patient Information has been approved by the U.S. Food and Drug Administration Issued: 3/2017
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R Ush 25813, BRE CREICRO 2R~ 2 2 &,

AFKI 100 mg 1%, FIERTIC THEMMNT T 50mg £ ThAICBET S 28 [ZBER O LoF
B (5.7) ZHT

22 JFEREEERE~OERE

WA O PR RERE B (Child-Pugh 2338 B : 7~9) (X D AKIORKHELEHEIZ 1A 1
[ 50 mg DR OG- TH 5, AFNL, HE OGRS R (Child-Pugh 4% C : 10~15)
(BT TH D [FEHLEMA~DRT (8.6) K OWKFERE (12.3) M . KAl 50 mg % fRH
LTV 5 B O RERE S A PR D BEICHEAT LS E8IE, KAz 52 L,

3 A&

o S0mg#E : B~ GRXRAHY ., M, WMo 7 v ba— MET, RO N
miz [50) ERIL S Tund,
100 mg §& : #~Hita, SRIERBZHH . FE, @D 7 ¢ /v ha— MET, §EFID
Fimic 11005 ERF LI TV 5D,

B

4 \,_E:‘\

AFANZLLFORE IR TH D,

)T IVAFUHA—EHEEK (MAOD) 7 7 ADMOIEAIIE ) 7T I FF o H
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—POBmARHELETHLMOIEA] (Vx> Raegle) Lo, Zhb oL
T2 L, MWEAERTLZE1HL (GEY V—RE2ET) [BHERORN L
DIEE (5.1) ROFEYIELIER (7.1) ZH]

FEAA K (B0 A) DU ROZOFEE, A R, TaR* ST w2 T
T~ Re) s kE k= AT KL ) CHIARMESR (SNRD | SBR,
ERRXIZ R 7Y e DU s o3 v r7uaxXeFY v AFLT =7 — b,
Ty 72 B IVROEOFEE kY b= XU — L Eofff, BRICkY, &
fEGIT e h = R E R RN DD [HER N LOEE (5.2) &
FEYFAEIER (7.2, 7.3, 7.5) 2],

TXAREBA M T 7o HHLTWS, MAOBLERET A ha XA R 7 720
PEHIZEMR Y — RUIRFEITEHLZ25 SR 2T Z EnfiESnTnWbd,  LEYH
LAEH (7.4) 4]

o VT 42 RICKHT 2IBBUEDEEFENH S, WBEUEDBSITIE, &R OA eI O fE
ARG ONZIER N 72 B3 5,

HE DOATFHERENESE (Child-Pugh 238 C : 10~15) [#FREH~DEL 8.6) /T

5 BERUHHEOER

51 BE

AFNEEMEEZF SR L2V BEFORMELZB STV T2 E03d 5, MIKRRICE
\J B ME OB L, AHK] 50 mg T 7%, AF| 100mg T 5%, 7R T4% ThHoTo,
ARIBE R T RREOSME X T2y hre— L RBEDOEMEICHSOWTHRELZBETSZ L,
M EAZFRRT 258 XM EOFE N LEICRD ZEnb D,

KAz mig A PR R OUWIRA 9 - MFRFEHI N R E K 2 & Lo S RAhieplieRe. (072

FOUTIFLTTZEEE) LT 25613, mmruowfﬁ 2D & [EYEAER (7.5)
=M

AHNE, 50mg XX 100mg 1 H 1 [FOHESEHE TR 5925 MAO-B OEIRIFLEILTH 5,
MAO-B fHE ORI IHELE | R EE B2 D EIK T D [ (12.2) 2], Lizhio
T, AANZ., SME, BEFEOSMECEAIIEMTESZ V—YD U A7 355720, #HibEH
mEMAD I HETHEH LW &)

HEREH E CTOARANC L DIEEFILT 7 I VEBROGIRIIAETCH D, L, F7I008
ENIEFICE (150mg 2 5) FFEORME —FEICEBIT 5 & KK &2 HELEH & TR
LTWHEETHLT I I T 2EZEREL 20, BEEOSMEL G| X3RN
HO, ZOXHRMERT D XY BEITEETS L,

LY=T YR, bAREDE )T I v A% F—CHEEEZ AT D, 4 V=TV REA

HOPHE G 2% T T D BEIZHOVWTIE, SIILERTCT T I ARBUTH T 5 SOGB4
DT & YA (71, 7.6) M)
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52 ‘ku b= REER
MAO FHESE (3R MAO-BHEHRZETe) | Eu b= /L7 N U U HEGAAFLE

& (SNRD | =BRHLD 2, WERRFLO O, R T7yov o) oK v ray»
PFU o, FEFA I ] 0 AR DU R ORARY DUFHEK, FaRF T BT
~ F—=) WRNZAFNT 2=F—h, T 72X I RRINLOFEKE O AEL%
ZUFTBECEMEENTAEERD St = EERSRES N TWD, 2 b OHH
EARBIOPFHII R TH D,

FRBR Tl AFI RO SSRI OG- 252 T - EF e b = EERESRE ST
5o AFNOPEAHE G251 CWAHEBEETIE, &/IERIEDO SSRIZHHT5 2 &,

T b =EEEEOERIIE, KRR L (B ik, AR, E=. SR L) | B
PEANZERE (B« R, AZEME, FEIED E WV, BT, WAL, &R | FRER
(] ; RER, BEE, A7 v—XxX A KO, BRESEE) | RERELD SUIER
FER (B : JEuL, WERE, R REND D,

53 HEAGSEPIZBITHEIRY

RANIAMEEEROKR G 2% TS BE IS, BEIEO#EIR T 25T, A HAFESEDOEIR
DR SNTEY, %ﬁﬁo@ﬁotﬁ%%%éo%%@\ﬁﬂﬁﬁﬁ%ﬁﬁﬁ@%%ﬁ
KOTRNZ L b HIUL, A~V MEANERZE CIZEHADLZ L LH D,

B RRER TIE. AAI 100 mg/ H O 5 25 7oA IS, HEIRFEE /JERRIMEIR 23 @il ST,

%%ﬂ%b@&%%%bﬁﬁhﬁ@E&%ﬁ@(%:Q@E@@%\éﬁ\ﬁ$)¢KB$
DOIRESUTEIR Y 2R L2581, @, ARk z2hibd 5 2 L, KAIORE ikt
TD LRWr LA I 5%@@$%%@@#T% ZIERRIED & D iEE 2 kE T D &9 EE
T5HZ L,

54 TARAXRYUT

AFNZ, PAFRUT 2GSRI L2V BFOVAFX DT A B ST T 5 et b
50

BERFBRICEBIT B VAR U T OB L, AAK] 50 mg T 21%., AA] 100 mg T 18%, 7
7tT<9%f%otoﬁ%®¢m IRV AXR VT ORIMEIL, 77 R (0%) (2
e AAKHA 50 mg UL 100 mg (1%) DiG-Z2= - B& Tamnrole [FIEH (6.1) /)

LR RSO 1 A BT R AFBRORBZRES D L. VAT VT OFBIH D
THIERDD,

55 HR/EHIERITE

—RIT . BRI S 2 A9 2 BE @ . P RS I AREEE R O TTHE 2 £ 5
%@f®%%@)27#%5tb$ﬁ%&ﬁbﬁwoik\FNiV¢@¥®¢ﬁK%ﬁ?
LREHIROIGHIRIT, N—=F Y AIOIERZHESEL 2RO D [EYHAEN (7.8) =
]

o

ARFNAR PN LI SOIREFRPARATEN 2N B L 725 B 1T B 3R Gk 2 B E 5 2 &,
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5.6  EEHHIEREE A TEITE

AHN e ST iR RS ANEEMEBIE 2 N S 58842 | DL IR LT b & & ic, 7
WX T VRSN, PERUETENTCEE, RO EERIREEE), RR K O SULE OO TR METE) A
HXAZ LR, ZOXHYREENEZ a2 Fa— L TERL LB ERNH 5, —HOREFITIE.
IS O/ENTHERE UIE SR IRIC L VERT S 2 s IR TTWS, BEIII NS
DITENZ R LRI L 2N 03D 5720, KA G HIIX v o7 s, YEROTESE), =2
kB — /LT & RO ERIRE XL E O OEE) D Fr#l s B U ITTHEI DUV TR 2N B S
ZONHEHICHRICEM T ENEETH D, BENPARIREPICZ O X O 7 25
BUGAITHERE RS IEE2ZBET L L,

5.7  BEBMEDORE BB K OGEEL

IZE &7 IR 3 22 <, AR KX 2 VBB R R 2 T S 2 A o208 7 H & E. B
WS AT MR (R B AR, B R L O H R AL E & Fr &
T 5) IR TIEERE NSRS STV D,

5.8 MHERERTA

6 7 AETOFEMRBRICBWNW Y74 FI RE2T7ALE )Ty NEOHFERAT v MIRO#&EE L
7L A, MEAME R OSRBEE S HZEINT-, V7 47 I FET /e 7 v M2 24ERM
BOBET D &, et LT X CToHE CHRFREE X OCANBENBIE S [FEK #E
(13.2) =H)

MANRZENE PR AME DBEFEE . 5 & 9 Bk, BiaMEMELRRE, BiatEMEREOKER, A
THE. EFEMERER R SUTISEEOMIEE (B : FERWEHEIIE) 28+ 2 8EF 2OV TR
DEALZ EBRNBET 5 2 L,

6 EIEH

ITOEBZREWERIZOWTIE, AATGIHEROZOMOIEE THMICH C TV D,
o miE [BEER M LOEE (5.1) 2
o bw F=UUEWRRKE [BEERMEN LOTEE (5.2) ZH]
« AEEESETOREIRY [BEEROEH LOTE (5.3) M)
o VRARRVT [BEHEREN LOIEE (5.4) ZH]
© KIRREMIREATE) [BER O LOEE (5.5) 2]
o EEEES RIEVETE) [BEER O LOMEE (5.6) M
o BEBMEO RSB OSEEL [ BEER O LOMEE (5.7) M)
o WEBYREELRTA [BEER OMEN LOMEE (5.8) S
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6.1  ERIRFREBRIZIIT D HEER

Euu nfﬁ%”‘}iif%&f%ﬁéﬁ*@?“(%ﬁméhét&b & % FHANZ ST FE i S NIz FRIRBR T
b%h’”'@ﬁﬁ@%\éfﬁ‘fﬁf% LD FANTFED SN RIS & [EREHT 5 Z L3 TE
‘9” b OFBUHEIIERIRZ R T TR @%ﬂé%ﬁﬁf%ﬁ@%bfh\fm\T EVEDN D D,

IN=F% UV RO T TR R BT 5 ERRIVER

R=F 2 RO T T 2 AR RERBIC BT GRUBR 1 KL ORER 2) AK] 100 mg/ B B 5l D3
BUSHRE S 2%LL B2 D7 2R L0 @SOENER ORBHE 2 R 1 17T, ARG L BEO
D bREIBEEOEWEITER (KA 100 mg/ B & 5B ORBBEE N 772 R L0 2%LL B
V) VAR RTT ERAE BEOLORRIE Ch ST,

AERPIEOFH & L TlE S TV S EITER

m®PDﬁﬁﬁkﬁ%X@#ﬁ%TKﬁwEPﬂ/vﬁPN®%5%£ﬁLk%%T§HT
WHN—F UV RBRE AR E L7 T ARk R R 1 R ORBR2) OfEET
W2& 5 e, RBHEROZOICHERZ Ik LI BE OIS iﬁﬂ@&%%xit%%fmﬂoto
BUWER O DICEER | L ORRER 2 2 1k L7 BE OFIE IXAA] 50 mg/H T 5%, AH] 100 mg/
HT6%, 77&BRTA%THoT=, BT ILICESTZRWERA O T Tl b MG HEEDE - 72
BERIZY AX XV T Tholz (FT7|ETO%TH > =DITh LAAI 50 mg/ B X ITAHA] 100
mg/H T 1%) .

#1: AR 1 RORE 2 128V TAA 100 mg/ A B 5-RRORBEE D 2% Ero7 TR &
D EVEWERZRE L-BEDOEE

AHI50mg/H | Al 100 mg/H 77 BR

(N =223) (N = 498) (N =497)
RIVEM (%) (%) (%)
CAXIRIT 21 17 9
i 5] 4 6 4
G 3 6 4
ANHRSE 1 4 2
e N7 APEAR 1 2 2 1
¥ 2 2 1
% ik 2 2 1
AR 0 2 1
BRI A S DAL

bR 1 M ORER 2 ICBWCTIEFR DT 7 =07 v A7 =7 —8 (ALT) MNIEFME)
5 IEHE _EIR A2 2 TEL L7 B3 OEIGIIAA] 50 mg T 5%, AAKI100mg T 7%, 77 +&
RT3%Thole, AFDOEE 22T T EBE ORI ALT LA IEFME EIRO 3500 EE 72>
T-HEIIW o T,
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MEFOT ARG T I ) v T A7 27 —F (AST) DIEFHE G IEFHE FRZ#8 2
TEAL LT B OEIGIIAH 50 mg T 7%, AAKI100mg T 6%, 77 EART3%THo7,
AST 2N IEHEAE FIROD 34200 I LB FE 0BG IIAR E 78R TIRIER U Th o7,

6.2 TR DfEARER

KELADENZBWTHEBEZEOY 7 0 F 2 REHAFICL FORWER SR SN TWD, ik
#ORIWERIIED W E LR WEM S BIEMICHE SN TV D72, FBEBEE OMEF 2 HEE
AT EYGEFE & ORI RBROMEN LT L AHE & IR 5220,

TIRZ OWEN DI, HROWROER, PRI EE N O 73 8 OBBUE R IS &2 788 L 72 A
FEVEFRENT WD, 2O OFERIZAFIFILEZICEE L7223, 1 7 A% OB 5HF%IC
FERBL LT,

7 EWMAEIEH
71  MAO FREIK

AFNL. MAOPHLEIK 7 7 ZDMOIKN X ITE ) 7 I v AR X —B i ) RHERTH D

oK (B . VRV R AV U2 UHEET, a0 IEERT MAO PHETEME

HLET5] ) LoAIIZERTH D, HHHICEY., BlLEY UV —VICED TREMENH 5 FHk

REY MAO FHEID Y A7 ST 5 [Z£5 4) ROZELROEH FoME 5.1) ZH]
AF|F ik & oo MAOLIZ L B1R¥ERIMG & ORICIX 14 HFLL EORIEZ227 5 2 &

AYV=TVRE BOIBREDOE )T I VAR —EBHEREERELAET D, A1 V=TV RER
F 2G4 2 BE TS MELROTF 7 I AR T O 2855 2 L,

72 A vEAA FE

KA A EA A R B 0 ARY DU RRZFOFER, AP N, TaRdr 7ot b
F< R—/L) KOMAO PRER (GBI MAO-B [HERZETr) LOFHT2 L, EET, 4
AL TUIBIEH L R DU E R Z &N DD, Zh b DAL OIS TH D
[BEER OMEH FoyEE (5.2) /8] . AFIFIEE 2 OIEFNC L 2 IRER MG & OMIZIE
14 HEUL EoO/IREEZ 22T 5 2 &,

73 kv b= fEEHEK

AHFIE, SNRI, FU TV abE U IUH)od, ZBRILD DK, ERRIL) O3, 7 X
YT v (ZBRBRPD DFEOFBEIRTH DA MAER) ik v a—r AU — Lk
OHRIIERETH D [ZEER PR FoEE (5.2) 2] . AFITIEE 2o oA L 5
TBERRE OMIZIZ 14 HEILL LoRIfEE2ZE T 5 2 &

KENO G- 2%20F 2 BENRRW 0 b= HROALEEFRZEHN L T 556, e b=
IEBRREDIERIC OWTHEE 2B T D2 & [BER RN LOVEE (5.2) M)

7.4 THXArIBRARMLTPv
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MAOHEHR L FTX X b X M7 7 ORI, BRI e Y — R TR T8 25 %
BT ZENFEINTWDE, LENR-> T, AFNZIE MAO FLETEENRH DT, TF A B
2 RA VT 7y ERAIONRITEERTH D,

7.5 ARRATARRARINE K

AR AR AT S OV FEIRIREY MAO FER O T 5T, HEOHEKSHEE TWD, HiLE
%E®%R%NMOBﬂii&vxmﬁ%ﬂ@%%W%bfwé$% e U —E RN
EINTWS, KFIEATFL T 2=FT—h, T 72X I KOOI NGOFERE O
Mo ThD [BEROEH FoOMEE (5.1, 5.2) 2],

KA S PER R OUSIR I O - i BRZEH QN IR 'S HE 2 & T st (528
OISR LT 2581, Ml _Ob\f'%%%éﬁﬂ“fé & [BEROMEN
LOVEE (5.1) M .

7.6 F7

///

HALE KOl O MAO (EIZ AT IARMEDT I (B - F7 ) 6 OLRGEMEN
T D, FIIVPREMOEEFRNESND &, ElLUEY V) —EB 2 GTEE DS MEICE
LA H D, REOHKMET I 2a 6T 28k, JRE. R EBR HOMIC LR
i (] Bk F— X, BT =vy) oz x 7Yy (VAT RUF YY) O ER
L. MEEFZGISEZTAEERS D (F7 I U0E) » HERHETOARF O FIx
REDF I IV EEGATHRMOEBMRART 2 X5 BHE YT & [BEEROEH LD
EE (5.1) ST

RAHESRE T HEZEBEA S &, MAO-B Z[HHE T 2 BRI EITKF L TR L, ZORER,
RIMED Y A7 BEINT D Z eV D KR (12.2) 2], e, A V=7V Fidd
LREDE )T IV AF VL —BHEEEEHT D, V=T T FEAFOHRRG 22T
TWHBEIZONWTL, EIMELOTF T I AERISH T DS EBET D L [BER O
M EDIEE (5.1) ZH]

7.7  Breast Cancer Resistance Protein (BCRP) DOFE'H

B 7 4 F I REOZF O FEERBEYIIGN O Breast Cancer Resistance Protein (BCRP) % FH5E3
L ENDD [HFFERE (12.3) 2/4] . BCRP BNHE S S &, BCRP E O i h g »
BN 2 alRetEnH 5, BCRP OFEITIE, A M RLFH—1 I hFHrbhrr 4vF
=T AV T TGRF=T AANRNRE T ANT BTV NERT U ER
b5, KEEOFHT 254615, BCRP EE OIEBER XITAFREHOEMCSWTREE %
Bl L,

7.8 KRXI 7o Za=X kK

USRI I A v 77T I KRR ED R T o2 =X ME, KFION R 2T S5,
IN—=F Y IROIEREEBEILSE DL Z ER D D,

8 FrELM~DEEH

8.1 HF~DE5
IR A7 2 U —C
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Wb 2 XI5 & LTeARFI OO >+ BB S VIZRBRIT 2, B TiE, 747X Kz
AR ERRIICEROH 5 E TR G Lz L &2, ez G Emrtnsligsni,
V74T REERPICVAR R v e F‘/*’J:G?FFJ L7c & &, BARME I VIERWHED
Y7 47 R OREBEPBIE SN, WIRTIE, BRI T DBER R T v BB
MR Y A7 % ERIZSGEICIRY . ARIEERT D2 &,

7 v MEHWIEIRIEIRFEARER TIX, SRR 7 02 K (0. 50, 100 X% 150
mgkg/H) ZRO#FEET DL, TXCTOHBETHEICHS L THRIZET (EICWIRATEZT
) AL, BEt Lok bRV ARER, AEEESHZY 100mg (mg/m®) OB N AHE
$EH&E (MRHD) ORI 5ETHDH, 7y hEHAWEY 7 47 RELAR RN (LD) /A E
R/% (CD) PEH ORI 3435 (80/20 mg/kg/ H @ LD/CD & 0, 25, 50 3i% 100 mg/kg/ H
DY 7 4F 2 RO XIE 100 mgkg/ H DY~ 5 2 REM) Tk, BRIEOWNIEETE L OVE
AR ORBBEENEML, V7 45 & CDAD ORIV 7 4 F I REROFTTO
MAETERNMIZ SN, RS LERBIEWHEDY 7 472 F 25 mgkg/ H) 1% mg/m® H
ALTO MRHD O 2 (T 5,

UY a2 OB R AR TIL, ML 7 0 FoikbEmWRa & (100
mgkg/H) THRAEFMEIIBLE SN oT, EZ2AN, 7 43I K& LD/ICD (80/20
mg/kg/ H D LD/CD) Z{FHT 2RERICEBNTH 7 4 F I K (4, 12 0T 40mgkg/H) % ligas
R #5925 & LD/CD Bz e~ WRIRVESE Ll ON _;L\ﬂyﬁﬁ%ﬂﬁ/&vﬁﬁwﬁm%\éfﬁ%
FEMBEIN U=, Y7 4 F 2 FOBEEIIMSL SN o208, BRt Lk bIEVWEIE (4
mg/kg/H) 1% mg/m* A7 T MRHD Kiii TH 5.,

7 v NERWTE AR VAR EREBR T, EREORALFIZT 7 07 IR (0,

12,5 XX 37.5mgkg/H) #R&N#EHET 5L PHEROEHE TIIHAEROKEER (H?EH
EEMEICLD2 b0 LHESIND) 2N, Bat Lk bEmWHAERTIIHAROKRERD L OHA
BTN EBR SN, B8 (dmgke/H) 1T mg/m® HAZL TO MRHD Kiifi Tb 5,

83 THUBF~OEE

AP 2 LT 7 0 F X PICHERAYICIREE L7277 v MCATIREEIEC RS
LEmEVVECVMEIZ L DO EHEE SN D EFECIBR S -, AFR e MEITTICE
TTMEIMIAATH D, < DFHITE hOHIHTPT~BITT L7720, £l 7 173
R TIEIAFOREIZ L0 RATOACHE LRBIERN RIS D TREMEN H D720, REHAIC
X OAROEEM 2B EIZAN T, RALZPIET 50 AR OKEG 2 P15 &AW
52k,

84 /NRE~DEE
RHFNO /NI 5T D M R OE IS S LTV R, BN 2 72 B e 1358
it LU,

8.5 T%ﬁ%%“\O)&“Er

BEIR BRI W CTARKNCIREE L 7= 9R 8 1516 51D 5 B, 38%7% 65 LA LT 4%7M3 75 ik LA
ETHotz, ;mﬁgwmﬁ”ﬁ%%& I &0 EHhDBRF OISR OFH IR 2 2K
72 722538 BT, IS S ERRRRER ClE, @B & A B ] CRIGIC Z&IX
WO LIRS TN, — O EEEE TIIERZENE L 2o TND Z EIIHBETE R,
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8.6 JHEEERE~ORE

AT O e R B | TS RS S R O 5 (B (12.3) 2T
fh&ERE DTS RERE E E (Child-Pugh 258 B : 7~9) ~DOARFN O KHEEH &L 1 B 1[5 50
mg ChoD [k HHE 2.2) ), BEEOHKERERE (Child-Pugh 73736 C : 10~15)
TIEHAFOBRFNIITON TWARNED, ZHHDBRFITIIEETH D, AFHEREREE ) AT
MO EEICET LZGAE. AFoREEZRIET5Z &,

10 BERSE

ARFNOWER 5 ORERITE b TlidZew,

AHN T2 BEEN DRSO AK O B 51256 5 BARR 2R 1B RIEIIFAE LRV, R
WERGNE X 501, ARG 2 M U, BRI U T REE21T S =
Lo AENBEZRGOERES., FII0OEBAHIEL T, BEMBIET 52 &,

BHTOIRIETA 74 NZO0TE, HEFERe 7 —|ZERET 52 & (1-800-222-
1222) .

11 FARR - MR
XADAGO SEIZ A v VlstE & L C MAO-BIREHR CTHL Y 7 4 I FEEFT D, V7473

R A S VEEHE1E(S)-2- [ [4-[(3-fluorophenyl)methoxy]phenyl]methylJaminopropanamide
methanesulfonate (1:1)T&H V| Z O L FHEEX%E TR T 2,

Y7 4 R AIVEEE D4 F 2T C17H19FN2022CH403S TH VY . F D4y 1513 398.45 Th
Do
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BT 47 RAUARBEIR., AL SIKAGOREM R THD, 74073 FA U IVEREIL,
K, AK ~/1/&U<“‘/“)< FIVZVRF Y RIZEETRTV, 7 4 F I RAOVEREIX, =%
J = UZRRRITIZ <L BRI =F LI & A ETEIT 720, pH1.2~7.5 DFEER ClL, 7
4 RAVVEEEEX pH1.2~4.5 TE T 503, pH6.8~7.5 TRBEITIZ< W (0.4
mg/mL Ajifi)

AANIAE DG HDO 50 mg X100 mg D7 ¢ )V A=a— MERH D, KHEEFIZ, 65.88 mg LIk
131.76 mg DY 7 4 F I FAVARBEEZGA L, ZAHIEZEIE4 50 mg XX 100 mg DY~
#4 7 X NEBEEEICHYS 2, ROBIWbLERETH : au A BIRZEbr A%, 7 e 2R
E Ry, e An—R REOELEE, AT TV Ui~ R U A BT LE—2 K
VeF L7 ) a—n6000, 7ABRTNVI= LB ) TR @R{LTZ 2,

12 FRPRZEH

121 {Ef%F

AHNPB =% ) RGN R A 3T D IR IR Th 5, AFNTE T I A F v
#—¥ B (MAO-B) OHERTH D, NI UORERZIEN+T2Z 212XV MAO-BIE
WEHETD &, RNV LoULRBEINL, ZOFREER, IMANO RS URERENT 2 &5
ZHNTWD,

122 FHE

AANL, MAO-AIZxT 5LV 6 1000552 HEIRNET, £/ 7 I AFFTF¥—EB
(MAO-B) Z#[HET 5, KRB TlL. MAO-B D572 lE (>90%) 1% 20 mg #HB 2 5
w T bz,

F 7 I AR

O F 7 I ARRBIZIS WD TARBNIIAB 2223 5 i/ NS 7257 I VI A 5] i
ZL., MEZ BRI, ZHDORED G, 50 mg X100 mg D HEOAHFIT MAO-B %
P 2 BRI TH Y | 77 I VEBIORIRAITOTIHER T2 Z LN ARETH
%, MAO-B Z[HET DB OARFNOFE Y 7@ IR ME I TR KHESE 1 B & (100 mg) ## x5 &
KT 2 [BAROMEH EOME (5.1) ROEGYHEEN (7.6) B4

D SR

240 B DG BRE 2RI, BIEAL, 77 R RO, “EEHR, KERS., IF
ITREMRERIC WTQRW% FIFT AR OB L FE L=, 350mg DHETYH (RAHESE
D 354%) . AHNILXQTc MFZIERE SEhhhoT-,

123 FEpEhEe

%74%‘%@1%%%iﬂmg#6mm@(%k%ﬁ%%@3%)ifﬁ%f%éoﬁﬁ
REEIZIX 5~6 HULNTiET 5,

WL

AL TICHBI R ONKEROBE LI X0V 7 4 F I RO Tl 2~3 M TH 5,
T4 F 2 RO AN T T _A T YT IR AEEHTIS% TH Y, FlalhmiEsh f 8
T 5, MEREMHTI wmﬁﬁfitmwﬁﬂﬁﬂﬁﬂﬁ ENER, Y74 FIFo

AUC0-0 O Coae I NETRBINIFRBD SN o T [ HE 2.1) 2T,
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>
Eil

HigAE (V) 13 165LTh Y | L#i7eEN M EZRL TS, 7 4 I ROEAR
AlIED TEWDIT TR GEREAEIZIE 1I~12%TH D) |

P

AR K Ok

t rOEE. 7 473 FIZIEET T 3 2O EERFHRE D S/H CGEFID 5%1F &
REAGIET, BRI BHEEESN D) 20 L CHRtE D, 1 DHDORKIE, 72 oo
IR RERAIZ X B — kA Tsafinamide acid]  (NW-1153) OARKTH D, 2 O H DR
I, =—T RSSO RIZ X D TO-debenzylated safinamide] (NW-1199) B CTH D, 3
DOHORKEIL., 7 4 F 2 XTI safinamide acid (NW-1153) ©7 2 J A Oz
B RIZ L » T N7 VU k) (NW-1689) WK SV D,  [N-LT L ALEE
(NW-1689) 1T & BIc/ Ny a LA %%, 7YV a= RREREND, NW-
1689 13 & MAEH O EEERRFH TH Y . FOREEIIBULEMOZENEB 25 (BlLE
WD 161%) . NW-1689 AG M O NW-1153 132 N BULE W) DI E DK 18% M TN 11%%
b5, RO FICSEKERIEYE A2 H T 2720,

7 47 RIFEC, 27 ey —oNA0EE HRET 24— " MAO-A) (2L 0 RE# 1.
CYP3A4 L UMt d CYP 75 FFlIZZE DERNEHL SR D TR A KE 2 R7- L TWB 7T
T&)éo

Y7 4TI RORIZ VT T AT46 LM THDEREINT, ERMAEREIIL 20~26 FifH
ThbH, FTEYHERBIIBFIEMTHS FELET 7 0 F 2 RO 76% 0B KT 16, FITAE
PERE & LTINS ) o

R e A

Ep - EmEEN - ElE (T5mRA B R D) ISR A ARFEHICET 2R T — 2 1XR o T
W5, ZNSHDOTF—EZnbIE, 7 4 I ROKYENRBIIERIC L D BB 22 T2 &R
IR XINTND [FFFIREEM~DES 8.5) 2]

AT Y7 4T X FOEYERRITATRIC L 28822720,
PERY - 7 4 T X R OZENRRIIMERNC K DB e Z T 720,

NFFEREIE - 8 Je OV A5 D JIF RS RERR SE W B & XP G AR K OB RE &2 31 L. IFRERE IR
WeBRE L Lo, 4R O ATRERERSE  (Child-Pugh 2338 A) #BREICRBWTH 7 0 3 Fig
BEOMEN2EEN (AUC DK 30% D) NEIE STz, HEE OFHEERE (Child-Pugh
SV B) BRBRE TIX. T 42 FEREEDKI80% (CI: 154~215%) 8Lz [k HE
2.2) ROVFHIZEF~DES (8.6) A . BEIEONFH#RERES (Child-Pugh 7038 C) BF#
ExE U CIEARIOBRFHIIT> T (2 @) 2],

BHerElE 2 - A OBPERER T B O BRRERE OO BRRE W OWEBRE 2R L Lt
JEEM. WATRERM], HEIRE QR GRS WNTY 7 ¢ 7 I FOFEYEIEIC K IE T BEEREE
DR Lic, V7 47 I FORYBRIIBEEERS OREL 2T Lol

W FE A aRER

in vitro #ZEE - in vitro (RGO, EELHETHIRETOY 7 I REOZEOEE
WML DY 7 m A P450 (CYP) BEROEMO H AHEXITFHFEITRNZ LRI AT
%o BRIICEWROH D|ETOY 7 4 F I FXUTZ O EEHWILI MAO-A, LR K3
PRIREESE LT VT b RIKEEESR OBLESK TlIu,

Reference ID: 4112097



Y7 4 F X RiEP-gp DIEE TRV, 7 4 F I FREOZEDORBWIL P-gp Ofthd -7 2 A
AR—4— (OCT2, OATPIB1. OATPIB3. BSEP, OATI1/3/4) %#PHEL o7z, V7 4F
I FEOVNW-1689 13 100 mg DHETBCRP #fHETLHZ En3H D,

invivo #G% : /r k> — LR K28 (LD) W ONZ CYPIA2 R ONCYP3A4 B 2E (FnEh
BT 2 A RO E YT L) RV TCHE L3-S BAE R ClE, AA| Oy EhhE
a7 7 A VOS2 LR 3 CYPLA2 KON CYP3A4 I 0 Rppdhie 7 1 7 7
A NN IE TR C BB e BN IR SR o T2,

13 FEERAREM

13.1  PAREME, BERME, ZIEREE

3 AJEE

VAR T y ERHWERAUFEERBRTIE, 7 4 FE2ERL4 0, 50, 100 2T 200
mg/kg/ HIWEONT 0, 25, 50 KT 100 mg/kg/ H D& T 2EMKRO#E L-, WTFho@iy T
LR Lk bm WA, AEEE (mgm®) H7-0ob M R#EREHE (MRHD) 100

mg/H DK 105 ThH o7z, WTHOEMWREIZ &G 2R =7 > 3B S
7o

ZEFJFE

B 7 4 F 2 Nidinvitro (Ames, ~ 7 AU UoNfE) M Winvivo (=7 A/ ) RBRICE W TE
ittt ch - 72,

IR REkE S

7 v MMeRWEZRERRICB O THELOMECY 7 ¢+ K (0, 50, 100, 150 mg/kg/H)
EARRATR ORISR DG L, IR E o2k L8 2 A, I (B
TEE) KOME GRS, ERRHRIHEIN) W3 b AR I LIE T A F e Bl
BENT, EWBREEOEE (50 mgkg/ H) (X, mg/m’HALTH MRHD O 55 Th -7,

132 #WICBITA2FEERO/ UIEEETA

7 v MBI % HEIEERHT A

100 mgkg/ H O b Mg R#ERHAETOE FoMERERE LV IROVIEREETTLE ) T v

FEROHEET > b OMEBIZEMOZEM R AP BIE SN, 26O RITHER O
IR E L, TEEROV 7 0 72 RO %, H/DROE R BHEOSMIA AL EHE

KETHAT LT, 2FMEBRTIE, MF LT X ToOHE (0. 25, 50 XUV 100 mg/kg/H) T,
SEAR T AN ZENE & OSBRI DN K AL IR (FNER) 8lg s vz,

Ty MIY 7 47 FEERI T T IAF YV — L TRAKET 2RBRTIZ. 793
RV — UL, MREOB(LESIEEZ & o HE Q5mgkgH) T, A7 v FEOT
VB Ty POTRTH, 7 0 REM (50 mgkg/ H) (ZHEEIK3 2 MR BEAT 7 2 AL
SH 7,

FHAAFZE TITHEBEEME ORI 2B 2 50232 Z X TE . b M TOREMEIT A
ThH D,
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14 FERABR

141 —EHEDOLR RXTERTO off Bl 2 H T 5 /3—F 0 YV URBEICHT S
FEBhIRE

TN E KR/ VAR RAAKRUMLO PDIRIESE (] : RANI 7T I=A K~ BT a3—/L-0-AF /b
BB EER [COMT] FHEF, fial VEERDY/ UIT v 22 0) IZX D10 Toff)
RE 338 BV D PD EBE 25t & L “HEM, 77 AR, ZEM., 24 HE&E5HR
2akBR GGRBR 1 M ONREBR2) 238 L7c, WITNORBRTYH, A0 ZEFHnEE X, &5
E LT Visit oAb 7e < L HET 3 A OBEARE (I8Kf%Z 1 H) IZESWT, 1SV D
troublesome ¥ AF R T ZEDARWVA Ton) B (T7b bV AF XU T 2 L7 Ton)
REfii+troublesome TIX72 W AX R T D Ton) FEfE]) OR—R T A4 G DOELET
bote, BREHEHE AL, AEE LD Toff] K§fE] & O Uniform Parkinson’s Disease Rating Scale
(UPDRS) Part Il CEEVEREFTAT) O & L7z,

ARER 1 TR, B (0=645) ZAH S0mg/H (n=217) . AAI100mg/H (n=216) XiT7 Tk
A (0=212) 2R UEIG CTEERICEO T, Ton) RHON—2F A 4% OFHMIEAD 72 <
&b 1L T,

LR R/ BREEEE R ILERK I, o7 7 20 PD AR —EHETIRHA L W= A
EOEEIT, R T I=Z FT61%., COMT PLEST 24%, Hia ) VIHT37%, 7T~
XU T14% ThH -T2, MAO BLEFOFEHITZEIE Lz, VAR R0 1 HEEE1T 630
mg Tholo, /N—F Y ROFERIF TN 8 FEThH -7,

AR 1Tl Ton) FFIIXT T B ARIZH KA 50 mg/ H LT 100 mg/ H THEICIER LT-
(#£2) , troublesome A X R T T ZfED72 Ton) KM OIER X, Toff] FEOHE M
#E &L N Ton) WEfEHIZFEAM & 4172 Unified Parkinson’s Disease Rating Scale Part III (UPDRS III)
AT OWINES TRO LN (£3) . Ton) EEfJOKFEIX, troublesome ¥ AF R T

DI LI T,

F2: RBR1ICBITZ2EE 1B Tonl B OE{LE

R=ZRFA VIPDTY RRA Vb

N LSD*)
R 2 53 + D
(¥#) £8D) (95% CI) **
pfE
77 'R 212 93+22 -
AFl 50 mg 217 94£2.2 0.50(0.03, 0.96)
1 H 1[H] p=0.0356
AHAl 100 mg 216 9.6+2.5 0.53(0.07, 1.00)
1 H 10 p=0.0238

T Ton) Wfffl = P AXR T #7220 Ton) KEfEl+ troublesome TIXRNWTAXF R YT %49 lon)
fRF fH]

*LSD : fie/h TR IEOEIFWEE XY

*%95% CI : 95% 5 ¥E X fH]
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#& 3 WBR 11CRT 2 AMEDRIKFHEE B

. RASAombry FRLY FECO
N A7 A~ (R Bt (TR E B LT LSD*)

A1 V3
(FEH#) + SD) (95% CI) **p i
1B Toff] KReEIDOEAL
77 &R 212 53£2.1 -
AFAISOmg 1T HTE | 5yq 52+2.0 -0.55 (-0.93, 0.17) p=0.0049
AAN100mg 1 B 1E | 56 52+22 -0.57 (-0.95, -0.19) p=0.0037

UPDRS Part Il GEEH 7 27 —n) OEL

77w 212 286+ 12.0 -
A SOmg 1 H 1AL | 54 273+12.8 2175 (-3.24, -0.36) p=0.0212
A 100mg T H TEL 56 284+ 13.5 -2.48 (-3.97, -1.00) p=0.0011

*LSD : fie/hFE  ADEITSGEEZ KT
*%950; CI : 95% 2 HE X [H]

lon) FERNZ MIE I AHK] 100 mg D EEIIAA] 50 mg DALV EEMIC Z < b MNTmmn-o
oo F72. 1 H# Ton) FEOEBGEDORKIZLIZMHEM CIZIER U Th-72 (K1) . 1
Hia Ton) R OMIFRIZELIZIBNT, X—RA T A U HZOT X TOFHIRER T, AAl 50 mg
KOM100 mg TIE7 Z BRI TR b RERBGEL R~ LT (K1) |

1: B 1125115184 Ton] BEDOR—X 54 UHLDFEHELE GERKR AR

1 8% Ton] BEIOA—XS54 >
MroDFEHEIE

0.0 0.2 0406 08 10 1214 16 1.8 2.0

| [
0 4 8 12 18 24
8
mwnee wgeoge mmoom mm
I -
*@;otmﬂ%/a N=212 211 199 194 178 173
|- 54k - x- A#| 50 mg/H ~&- A% 100 mg/H |

K 21%, BB 1ICBITS 1 B8 Ton] I OR—2F A4 L v6 24 B £ TOEICET 8%
BRI (CDF) #/rLTCW\W%, Ton) WAL L7z B3 O RAERITAA] 50 mg #f
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EARFN 100 mg BETIZIER U CTH -7, Ton) REENER L72BFORERIZIT T BARRELD
AF 50 mg FE K OVAHA] 100 mg FE Tridro 72,

B2:HR1ICE1T51 8% Ton] BEDODR—RS54 o624 BEETOELEICET 5
BRRARSMEEH (CDF)

............

100
|

on BRI on FFREIEN

v

REE (%)

I I I I I I I | I I

8 6 4 2 0 2 4 6 8 10 12
184 Ton) B (BE) OR—254onid 24 BEETOEL
|—F5tR A% 50 mg/B —— &#I 100 mg/H |

BITER., VRAR . IREAEST UL RERE O 72 0123k 2 1k L7 BF IOV T, TR
RRDBIE L TR E A Te TDOR=RAT A U DOELITREREOP THRE/HSWNE
HEE ST, ImERRRDIRIE, 77 BARRE. A 50 mg/ AR OAA] 100 mg/ HRETENE
N 6.1%., 5.6%M T 6.9% T -7z,

R 2 TIE, BE (0=549) ZAK 100mg 1 B 1[E (n=274) XIFX7 7R (0=275) ZHK
24 AR B G D RECEMESIZEIY M7, VAR R REEEE R ESR IS X, o s T A
O PDIRIEHAZ ~CTHETIRHA L W ZAEOESIX, KX 72 =2 hT 74%, COMT
BLESK T 18%, Hia U VT 17%, T~ XV T30% TH 72, MAO BHEIR DM 1345
IEL72, VAR RAOEY 1 ARG8T, 777 mg Thotz, /S—F 2 Y U fiO R HIIL
KI9OETH - T,

B 2128175 Ton) FEDIERIZT 7R LV AR THEICENL TV (R4) ,
troublesome ¥ A F R T Z{EDRY Ton) KRFROIER L, [FIFREED Toff) K OFLHE & Y
UPDRS Il 2 =27 D ( Ton) WefIHUZEHIL72) (2fE-> TRO BTz, ZIROREHIZ
biZ, AR OFER 1 ORI TR L S IZIER U Th o7z, R 1 & [FER,
troublesome ¥ A F R VT ZfEH7auy Ton) BFRIDIER 1T, Toff) B DA & 72 HEiHE & O
Unified Parkinson’s Disease Rating Scale Part IIl (UPDRS III) A =27 O ( Ton FRefE]HIZFE
fliL7z) IZffEoTRO BT (KS)
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Fz4:BBR2.12BITH1 8% Ton) RO ENE

R—=2F7A v (K| X—=XT A VpbTy RRA V|
N M) (FH+ |ETOEL (FIBREHBELE pfE
SD) LSD*) (95% CI) **
77 'R 273 9.1+25 -
AFl100mg1 H 1[A]| 270 9.3+24 0.99 (0.58, 1.39) <0.001

T Ton) Wifi] = P AXF R T Z D720 Ton) KEfE+ troublesome TIX/ARWTAF XU T ZES Ton)

e ]

*LSD @ fi/h RS IEOEIFSGEZ &K T

#%95% CI : 95% X [H

&5 B2 ICRIT 2 AEDRIKFHEEE

N—RF A (KH)

R—Z2F L UMNbT RBRA vV NETOELL

N (77 &R Lk LTz LSD*)
(5= SD) (95% CI) **p &
1 HD Toff] KefE] DAL
7R 273 5.36 + 2.00 -
AF)100mg 1 B 1 [A] 270 5354 1.08 -1.06 (-1.43, -0.69)

<0.001

UPDRS Part Il (FEBHY 7 27 —)v) O

7R

273

23.03

+12.75

A#I100mg 1 A 1[a]

270

22.33+11.79

-1.70 (-2.89, -0.50)
0.005

*LSD : /TR ADMEITSEE R T

*%95% CI : 95%/5 ¥ X [#]

1 Ho# Ton) B OSEDORIFHNZEIT, X—Z2 T4 L HOTRCOFMRESE T, 7T

AIZEEA AA| 100 mg TEAEAIC K E 7oA~ LTs (X3) .

E3:HR212E51751 B0 lTon] BEIDAR—XS54 oo DFYELRE GRRIRTAR

bill)

fon] BEDA—X 51 UhbDFEHEL

0.0 0.2 0406 0.8 10 1.2 14 16 1.8 2.0

— III I [ B ~ :_ _____ T
_ - - T | ]
1
| [ | [ | [ |
0 2 4 8 12 18 24
bE]
| A% 50~100mg/H N =268 262 264 255 250 238 231
_ . N =273 270 264 255 242 230 219
75+tR
[ F5H# - x- XADAGO 50~100 mg/H |
X 41%, #2182 1 HOR Tonl B OR—ZF A 5 24 B £ TOEICEET 2
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BB OAEE% (CDF) /R L C\W5, lon) BRI L7-AE O BRI T v REE
£ 0 AFHI 50 mg BTN 100 mg BECTridro 7o,

B4:HBR212E51751HOE lTon] BREIDAR—X 35405 24 BEFTOELICET S
REERRESME% (CDF)

§ .
o
o0}
on Frfflig 4 on K@ t& 0
S 1 < >
g 94
e
B &
o
[ [ I I | I | | I I
8 6 4 2 0 2 4 6 8 10 12
1 BO# Ton) B (M) OR—XZ4A4 Uh b5 24 BEFETOEIL
| — F5+# —— XADAGO 50~100mg/B |

16 G RE « BRIFROEY TV Hik

16.1 fiE#5 2 RE

50 mg (FE~dRE, GRECRDH Y, HF, WMo 7 4L ha— MET, FEAIOFHEIIC 150
ERIFIL SN TS, EAEE 7 mm)

BOBEAN TR B IL oo NDC 27505-110-30
Q0 BEAY TR B IL et NDC 27505-110-90

100 mg (FE~E, GRBER1 BV, [, WO 7 1L a— MET, FEAIDO R HIC
[100] LML EHTWD, ELIL 9 mm)

BOBEAN TR B IL e NDC 27505-111-30
Q0 BEAN TR B IL ettt NDC 27505-111-90

16.2 FTEE R OB Y R\ iE
25°C (77°F) THRIFT5HZ & 5 15°C~30°C (59°F~86°F) DHiPH TOMMBUIFFA N D
[USP controlled room temperature 2]
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17 B v v ) 7 EHR

FDAIZ L W AR SINT-BEFRITERSLTA B (BEFRITER) Zoitel > BEFIHERTHZ
ko

1 JE

HELE B TOAFNC X 2R3 IME L SOISMERE L BET 2560805 2 L2 BEI
AT S 2 & AAIARM IS MLED EF L7 A TS A ER 2 X 9 BEIEAD 2
ko

HREIHELVEBWHETARIZEH L & 2ofaith2 BRI L, 77 3 v L4
5 FERSIZHOWTRICIAT 5 = &

MENKEL ERTHAEERS D70, HEAE TARZIRATIZIKEOT I IV 2E8H
THREDOEN B BT —X) OBEZRT D Lo BEICERTL2ZE, FII 0528
FICEO M ATER L EZICRONELS oA, HYEMIOEKT S X ) BEICHE
R DL [BEEROMEH Fog (5.1) 2H]

Yo b= gEERE

KA E ODFAANEH D RIREMN & B 728, WLFEIR T OTC 3, KFIZHL 9 DI O ik O JASR
HERH L TN XUIRHAT 2 FENRH DA T L EMICIERIEMT 5 L 5 BE 52
HZ L, BEEIAFEOHATARY DU I EOBERBEZIRA LTI b0, $19
DR G K VLTSI ST FEAL T IR D 9 - MR EF 2 & T A 2 B 7= IR T 556
VIR RIS Y R CERE T2 2 & [ZE @) ROES RO LoHE (5.2) 2H]

B AETEEMETIC 31T 5 JEIR U & OMEIR

EHR K ORI F A AETSENEIZ R IR Y 70 & ARFIR O /8 AR © SR
DABEVEIZ DWW TEEBIZHIAT 5 2 & MHIRITIRA K R 2 b 72 5w REVEN & 2B D
WEWER & 720 9 D728 AAIOIRM Z2 o3 IS8R 5 £ Tk, BB HOEERCAOfERO
AIREMEDN & DIEB AT DR VWX D BE IR T2 2 &,

AR DI OVH & ATEFEER IR T 2 EIRY (B : 7L EZRTWD & X HICFRFEH
E) OFHTE Y — RPBETR ORI A2 BT3B L2561, Y ER & EE ST 5 £
T, HEVEOEIRCAERO TREEN S HIEE 2 TheWnWX 5 BEICHE -T2 L, ZET
(CARKIE AT ORI S 7o IR L SUTEIR Y BB L2 13 H 5 EBE 12X, IR
I A BN OERR, B OBE, ST COEEEZITORVWEL Y BrT5HZ L,
BEDAA & O L T SEFRER, 70 a— L U3 o FHAERER LD % (f] : Ry
TR, UM, 51O o) ZRA L TWAEE., HINZHEORREEN S 5720, fH
IREEIN O ATREVEIC O WTCTHRE IR R T D 2 & [BEROMEH FotE (5.3) M)

CAXRRYT

LA RNz TAFIZIRFL TWABREFIZITZ, PAZFRI T a5 I L2 ELEET-
DI DHRREMNSH D Z LA BEITHAT A 2 & [BEEROE EO)EE (5.4) 2]
LR SR Y TED

ARFIARA A LR ST O FEIF A TE O FER BN 5 "[REME N & 5 = & 2 BFICHHT 5

L, ERIEBMIRMEEENS H5A. BHRNEAT DY R BH D I-0ilE ., AF &
AL TIEERBRWI E2BEICIERTH I &,
R 72FFIRPEREE 249 2 BEICIE, RO < OREENARBI O R 25 ST 5 2

EMBDHZEOHAT D& [BEER N LDMEE (5.5) ROEYHEIESN (7.8) =
H]

i

o
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B I Han P T

AFIRRA T TR v T VESE), PERYEENTE, oW E x5 2 Lo,

DI EEN A A P — L TERSBRDVREENH D Z L2 BH I RT D&, ;mﬁ)o)/r
N FOFRRPIEAN S - 7272 & D MIFFEH S TW WS, 20 X 5 s 3B OS]
(B TR S35 P UERFICIH R T 5 Z el ST g, A58 IE. AAIRM
T D v T VEE), PEROTETE) S 0O E B OB BT SUITTIHEIC W TR ISR 35
Lo ARAIRAHFICZ D X 5 72 @E AN E & 7258 1T EMIOER T 5 L 9 B ICHERT 52
& [BER O EOERE (5.6) ZH]

BERL T D B Y i BN ML

AAN % Pk LI2WGE I S RS L, A2 288195 O Tl i 5 720
REM<S LS BECHAT L 28 [BEERDEN Lo (5.7) M

=R

AANFITIE D (RS 2 L5 BE I RT 228, iz ENSGEIE, FREF®Y O
RENC IR DIy 2 IR 5 & 9 A IR 25 2 &,

BAIES

FEAEROAREMER & D72 ATEH T OTC FEA AR L TW 2 3UTIRM T 2 8l &
LD AT R EMICE IR 2 L O BEHR T2 2 8 [ @) ROFEWIELTEN
(7.3, 74 RCTF7.5) ZHT o

US \W6rldmveds

e -
US WorldMeds, LLC

4441 Springdale Road
Louisville, KY 40241

Newron Pharmaceuticals SpA 7> & E DT 51T T\ 5,

US WorldMeds, LLC 1%, KEIZHF 5 XADAGO OENEF it CThH Y, m»offaHE Thbd b,
©2017.Zambon SpA. XADAGO (% Zambon SpA DX GEPGIE CTh 5,
461553
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NAME OF THE MEDICINAL PRODUCT

Lo

Xadago 50 mg film-coated tablets
Xadago 100 mg film-coated tablets
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HI74F 3 FiE

1.7 RAERM&A—E Page 1

1.7 AR —

AFKIOFRIFEFRZ S & LT, RIS VR ChHE L XU U IHERE.
HAHR, V=PI REPAANTT 7 42 U O%HE
Waw#E 1.7-1~F 1.7-612777,

F I KA LR

BEx
FHXY R IVERE
< A L - A&, ﬁmi@&ﬁ“%%74

* 1.7-1 RERMME—ER 1
— %4 B BT 4 F 2 R AVIVERE
HR5e4 T 7 478 50 mg
244 RIYERRFETT © Meiji Seika 7 7 /L~ kR4t
eIt « = — A RSt
#HEAHR —
FFREAm A A B
FEAT A
Hl X 5y VA AV ST
W) EE-EMREOMFECLVHHT DL L
e H CHs
/@/\N NH,
H
o)
O . H3C_SO3H
F
FIR - & VBRI 7 I RELTSOmg 2B AT HAHBDT 4V ha—T 1 VT EE
e AFE | VAR RSB ARFI TR O3 —F Y IRICE T D wearing off IR O dE
IEREESHIES LR KRG RA OG-8 U3 G EE OFIEI 217 > T H wearing of LR A 7D H i
WCREET 5 | AEREFICH L THERTS 2 &,
FEROHE | AFNE, VAR RREFRAEHT 5, @, RAZIEY 7 47T FELTS0mg &
1A 1EROEET S, 28, ERIECT100mg 2 1 A 1 ERERAOKETE 5,
HIEROHE |71 VR RAREFRBIE OFHICE Y UK RSERORIER (A UT%) 3
il ST A VRE S HEObNDHZENH D, D7D, AFIOEEBMHRE T &R RE OREL +
= DRI L. 20X I REWERANRD SN HEIE. RS D WIT LR R3EGH RH
OHEEZRETHZ &,
7.2 LR ORFHEREREE  (Child-Pugh 0% B) O H5EFITIT 1 H 50mg 22 TH
H LWz &, [93.2, 16.6.2 &]
ik —
o (ROBE | 2.1 o MAO BLEA] (BL XV UIERIE, 79X U AV VERE) 2% 5P 0BE
ZITEE L7 [10.1 4]
W k) 22 RFVURIEEARIA T~ R VRS A RIF T Z S H R LR
a5 oBE [10.1 28]
23 ZESRHLOOH (T N TTF Y URRIE, TEFTE L A IT7T I R,
s 7T IR, RAVEUERRE, NV ITI9I v~ A U, /v b
V7FU R, 07 27T I UERE) | UBRSREL D oF (w7 a T R
W, STk U, B FTFY o~ LA V) L BIRtE e = FERY
IAAFLER] (ZVRFV I~ LA VIR, Nu v TF UEREKTY, LT
VAR, mA a7 T A aUuith) (kv b= 2T KLU UL
DIABFER (ST T T EREE, TanXdeF UEmRE, XTI T7 v
HERRHE) | BRI LT RUF U R GARLER] (7 v T UHERE) X
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1.7 RERMR—E Page 2

—REIA R

Y7 4 F I KAV IVER

X/ AT KLUy s twu b= AEEERL ) &l (IAZFEY) | SRR
WHl (AFNVT 2=F— MERRE, VAT IV 724 I A UVEE) A#ET
DEE [10.1 ]
2.4 HEOFHEHREREE (Child-Pugh 733 C) OH 5HEH [9.3.1 ]
2.5 AFNO RSy 3 LiE#uE OREERED & 5 &
2.6 ik SAFEENR L T D AREMED & D et [9.5 P

EHE R R
EE

8.1 ARAEEIZ LY HHOMEIR, BiIJKORWERMIEIRSH b2 ENRHHT-D,
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(1) =7 & —§E 2.5 D LA RAGHEFOFH L OFEGFH DO/ S—F% 0 RS % x5
& L7 ENOERARRERIC T, O NICREBEGRAEET R WIS S b DB
Bl 488 5 2 FIIZER& BT,
(2) WEEBIZ R Y | KFERBLO AR H D,
WA SCGEDOME | 2015 45 12 AT (55 9 b))

BRAFEH
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x 1.7-4 RERMA—ER 4

— A4 FR TR IR
liongd 2 52 L BE 100 mg
s J VT 4 AT < Rt
FAEH H 2007 4£1 7 26 H
P Al B
PR AFH
HLHIX 5 W5 5B RS
(EE-EREORGFEZIZ IV 52 L)
&=
8]
O:zN \I" = *ﬁrJ\N ~ CHs
HO -~ ];”’ (N I\-cna
OH
FIR - A& 1 BEHIZZ= U Z AR 100mg 5 HT 5 9 TR~ < TATLEREADIENTEO
T 4 ha— N
DIFERESIES LR R2% e L E RNV AR RR e Ruov 59 RIERRIE L OFFHIC L B 8—% 0 Y

VIRIZEIT BIER D HNAEH) (wearing-off Bi5) Dik#E

BRI

BIEE -

(1) AHFNTIER D HINEHE) (wearing-off BL5) MNFBH HIL D/ 8—F 0V VIRRF K

5 E LT HZ L,

DEE (2) AHNFZLAR R/« HAE RAAUILAR KR8 Rt 52 RS 51 X 515
B (D7l LB VAR RRELTIH300mg) IZBWTC, +okshRossnsg
WKL TERT2 Z &,

s - & AFNTEAM TIIE AT, BTLAR R HAE RAUILAR FR e Rt 59 R

fatE L DP9 5,

WL RACIZm o 2 AR E LT 1A 100 mg 28 A5 5,

2B, JERICEKV = AR L L T1IEI200mg 2% 53252 LN TE 5D,
72720, 1 HSEIEZEA N &,

ik - R
G RP Y i
DR

(1) AHNZLAR RS« BLE RAILAR K8 Rt 52 RiEERE & OfFHIIC &
DAEPRD LN LA THY . BAITIEIEIRD e,

(2) AANZV AR RAOEWFERIARZED D720, LR R L D RN EH)
MHORWER (PAXXI—5) DNHODONIBEEND D, ZD7d, AFlDOESE
BRARIRE ST HY BRI IR ORREE 0 BlE2 L, RN U EEMEDORIER 2 A 5
NIEBEAIT. AFNH DI LR R HLE RAAXIILAR R R T5D R
173 g [ T B R

(3) &A% 18] 200 mg ~EE L7ZBE, VAKX O—ENKH]T L ENHDHDT,
HEITEEICRFTT D2 &, £7-. #HE LEBITESE A2 01TV, 2R HDIE
ROSFEEL L 723 A I TER OFRFEI2IG U CTARFI O 1 [m3 5 2 9 5 Y]
TRAVEZITO T &,

(4) AF|OBEITIEEICITV, 1[E200mg, 1 B 1,600 mg #2202 &,

(5) IFfEEDOH 5 BE TIE, AFOMHPREN EF Lz oWmERHHDT, 1[H
200 mg ~OMEIIMER/NRICE LD 2 L, Rtea15T 1[0 200 mg (ZH &
LA, BlEEZ FOIATW RO RFICEERICR G T2, (N1, EHER
5. [BEYERE] OESM)

(6) 1AH 40 kg R OEMAEDHEETIL, 1H200mg %5 L7-BE, PAXRY—
DOIEBBHENNTH Z ERHHOT, 118200 mg ~OHEEIIEEICHRTTH 2 L,

1. AFN DR R LisBUE DL O & % B4
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—REIA R

TUH AR

MEE s =AY
W L)

2. EMEEGRE, BB RAE XX 2N S OBHEREROH 5 BF (T4, GWEM] 0mEE
)

RIS (RO
BE TR S
LWz &%
JRAN &3228,
KrlowBE L3
HEAITITIE
HIIEG5T 5
L)

i ForE

1. EHERS ROEEICITEREICHRS T2 L)

(1) FFBEE T2 OBEERO & % B HREEOH 5 BE TAFIO M REN A
Lzt oWENRH D, ) (<KHELKOCHEICEEST 24 H EoFE>, [3EpEke]
DIAZHR)

() BEMaEORE (HEY V—ED) 27 BT L2BFARH 5, )

2. EHEEREANEER

(1) AFNZ VAR RROAEYFERIFIHEEZED D7D, VAR FICE D B3 fEH)
MEORIEH (PAFRU—5) RbOoONIGAENDD, ZD7D, hiri—F%
VR ERTDHAICIE. IO OREEEZRE T2, BEORELZER
ELBELROHRET D L,

(2) AAIOEE ZHFIET AT, S—F 0 Y VREE TR LN D EMEERE
B RRIE RN R BT D2 B FNNH D DT, BEORELZ OB LN S
BAWRL, REIJSCTHALTWAD LR R/2% s L E RAAILAR R8s R
BTV NEMEZHET A7 EEEEITY 2 L,

(3) mIkD IR ZEIAERIR, IR, ENMERIER S 5N DZ ENHHDOT, K
Kl G o BHE T BB EOE, BT COMEES, GRErE S /EEICIINEE S
FARWEIICHEETAZ L,

(4) AFNIFIZVAR RN« IAE RAAUILAR R8s Rt 590 RERgE & 8T
ROFG-INBTD, EHENCSLT LR X DL E RARBDAWII LR R/3 X
BTV NEMBEORMN CEICEETHZ L,

(5) AAIE LR RAOPEFRFIEICBOTH, LR KT R3S U FIAMEE K %
Beh SN T- B L RS, RAORETE (I A ROZETS O RS OSSR R 72 fE 3
EHIZHE 0D LT, RISy T VR KRS | RO T,
FEMEIE R . ZREZEOBEFIEEENRE SN TWADO T, 2O X5 BRIERAF
BLSGEITE, BENTREEZPIET 57 Sl uEE21To) 2 &, T2, AR
B OFHEZZ O X5 7R EEf R E ORI OWTET 5 Z &,

3. FHAEAEH
AFNI T 2—N-0-AF )V T A7 =F7—F (COMT) FHEHITHYH . COMT
W2 XK o TR S D 3K o i FH 3R FE 2 I S A REME N H D DT, ZD X
IIRIRKNE DT DHEAICITEE L TRET D 2 8, £72, AFNTEWY RS
CYP2CO ZHET A Z ENREBINTWVDEZ D, AERICL Y RE S
FEDFHTL2HEAICTERELTRETS 28, ([EpERE] 0ESR)
BHEE (PFHICEET S 2 8)

| SHHL | BRI - HEEE WF - falRIe T |
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—HREIA PR T B TR
COMT [Z X VR s D | DfEgin, AR, M | A7 23—V EE2F$5 2
FEH JEEENH b DIE | U5 DHANL COMT IZ &
T RLFU s AT | 3D D, DRE SN D2, AANT
Exr7UY) N %G D CTHRGRRIIC | 26 OIRFN O A FL
JNT RLF Uy Gl | b bTEET LD FL. EHZEmIEs
CAp e i 374DV B ATREMED B 5
ATV FY v

[APATRNIE
4R ) MAO-B [ EH ME FR%EZ2EZTBE | ELXFU IHAEORN
TLXY v N5, AFEELF | & L& BT MAO-B DEIR
UL OMBEERITRD | BEZEMET L, JE
STV, AL | GBI MAO [LEIC LD
BUXY RS L5 | fERERH D720, KAl
ABliX. BvXV o1 B | EofFHIck Y, AR
B|IT10mg B2 | 2 hTa—LT I o
&

: AP S B ATHEMES
D%,
INTT YL ARER-TALT 7V | BFEEIRHChHD,

Ot FAEAR) @ AUC
& 18%Mhnsw, 7m b
7 el (INRHE) %
3% S 7= & OWE
NdH D,
PFHT 255 11X INR %
O If R EEE RE D A B+
DEETHI &,

Al AN ORI T 5, | RANTHLENTE L F
A & O T 25513, V— NEERT 5 Z &N
LIl EH 23 WEHLL | D,
EHIFTRATSHZ &,

AALTT74D AANTF T4V O [ BIFRAHTHD,
PENC L D %k o—
DIRFBED FF7R 50
bl
4. BIfEH

[EIN T ORGAR R 341 B17 269 il (78.9%) (ZEGARMRAAE O Fs & & e EH A3 H
BEENTWD, EREWERIZ. P AF 12T —128 6 (37.5%) . 1HF4 69 5l (20.2%) .
AR 49 1] (14.4%) . L5 31 61 (9.1%) | s 29 1] (8.5%) | fEHR 28 i (8.2%) .
21 21 1 (6.2%) . A h=—21% (6.2%) . ARHRIE 20 5] (5.9%) ZEThH -
77e  UKGRERE TR

(1) EXZ2EWEH

1) FEMEGERE (1% A05)
ARFNOBIR2WE TG RIS LD . @EL, BERkbEE (B | & Of e,
AREEES), >3 v 7 REE, BB, SR, RLEEMEENH S, CK (CPK)
A BT BME T RMEB AR RICELIB IR S D, 2D LI REAI
WIARKN 2 & 5%, W L. REHEL KomaEEE e AEE21To 2 &,

2) REBCTRMAEE (B R )
BRI MRIE S 8 B oI D Z L N D DT, BERZ 14327V, FiE. i k.
CK (CPK) 5. MR ORFIA T oy FRERE L b HAIcITEE
ZHE L, WYIRAEEITY b, Fio, BEBHRARIEIC X 2 2B AREORIE
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—REIA R

TUH AR

CEETLZ L,

3) RFERIMEIR (1%  BUHR (5%LAE)
AR D72 W RFEABEIR, BRI H 5PN ZERH LD T, 2D LD GEIZE
LR RSB O, ARSI G P IO YR LE 21T 5 2 L,

4) L% (5%LAL)

RH)

YR SR, ZIHE.

. ZIR (1% ~5%AK0)

CIE (1% ~5%A0) |« $56L (BHE

AR HOLONDZENHDLOT, ZO LI MERBH Hb

NG AT VAR B U OGRS IREEE DY) 720 E 2179 Z &,

5) FTHERERRTE (BHAEARHA)
MBI O SWMEIFRFE DORFREREFREE 2 D H oD Z LR DD T, 20D &9 5k
D38 B O E TIIAA ORI IR E OB 2L E 2179 2 &,

(2) ZooOREIER

BEEEARBA 5%LL E 1%~ 5%ATi5 1% At
RLBEM: ST BT ZIHE
REBRDFZ
- ZNE i NS B B
PRI HE. RS - E
R ADINGY
@,
K Witk RHRE e = K22 JEaEak
5] B T
JLIE
gt [HERME D | AR R —, | BHR. TEIMED | IR R EE)
FV L EBIEKT | VA b=— FOIAED | B, R
P i ELANPA T S
Pk A = % NFEL
(T TH
VHISE)
SR, K2 | R, B g, R | R
HED R,
o i BAAIR, &
- ., LyFr
7. HERE,
EES
AST (GOT) ¥4 | y-GTP 4/
JFREE S i — — Jn. ALT (GPT)
HEIN
R I OV 6 B B R PRSI 51 4H B
= Jk. BUN L5
2. ~NEZary [~ k72U
N, WA BBk | MBI, 8RR
Jarer - B RERE | Z e
e B A ek
&N
o e i e, WSIAE B AU TRIER, KA B
EHREE PEEIE. 08
e B B BAfR. A g%%\%ﬁ
R SNk ) CK (CPK) | W0 A%
Z D, 70 % — Jin. LDH E4,
ALP #0, i,
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— 44 B TR TR
JEAR T, ALSi
I, & i
JE. RERED,
i {5
H1D ZOX7BEI2E, RERVEORRERLZENRHHT-D, 2Ek
REICHETLZ L,
H2) ARESUIABI ORI L0 RPN FBERICECT DL END D,

5. mlnE~OE5
R I A B RE (BPRERE. ITHERESE) DMET L TnbH T, BEDIR
RABIE LN OEEICRETHZ &,

6. hha, PR, RILEEFE~ORSE

(1) fFha XITAENR LT B ATREE D & 2 i N ITIRIFE EofistEsn et 2 Einl %
LH SN D HEICDAZEET D2 L, UERT O®RGIZET 5 2 EMEITMSL L
TVl Fio, AEAFERBRICB VT, 7> FO 1,000 mg/kg/ H & 5-HET
JeVE OBFACRIERFRD BTV D, ]

(2) AFEGHIIIRALZRT L8, [EWER (7 8 CTRHALHR~BITT
HEDWENHD, )

7. NRE~OES
fRHERER R, BraENE . FLIR, ShIR S/ NRICKT T 5 2RI XML LTy (ff
FRRBRON 220N

8. iEEREH
Mfe, JEAR - RERGIC X HAMER E U CIEEEL. ISEMEIR T, IR, BSZE
o, FRZENHE SN WD, ok, WERGH ORS 1 B 5513 16,000 mg
ThHoT,

WL - FERIZIE U7 HERIEZAT 9, MEITIG U TABEE /R L, A3 FF
WIEEAT O,

9. WH EDOEE
FRAAZ AT« PTP AEOIKANL PTP > — M2 B HLY L TR % L 9545
&, (PTP v — FOEMKIC LY BEWELA TR A~HIA L, TIZI3%R5L
R Z U CHERAR SO EE R A IHEZ T2 Z LG IhTund)

10. ZOfhDFE

(1) ARSI AEEE (Tuxes ) FFo, ~La Y F%) 20 LIZEEIC
BWT, BHEMEAIHERHE STV 5,

(2) AANZV AR R GERMEOR NP RME 2 BEIS 58200 H 50T, ik
RIMJE 25 & 2T BZN0H DA (o WAl o - BBEAlL QBARRARY
WEWrFIZE) ZRA L W AEAICIEETDL 2 L,

(3) ENERRRER (8 E) 1[2BW T, AKX UPDRS (Unified Parkinson's Disease
Rating Scale) Part I CR§#PHERE, 178 OV57) | Part Il (B AEISENE) | Part I1I
(EBE R OWELRTT T REEL ORICEEREITRD bR )-o
776

WA SCGEDOME | 2015 453 HiT (5 6 hi)

BRAFEA
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*x 1.7-5 RERMM—ERS

— A TR V=3I K
liongd LU —78E25mg
A KB AFEA R A S
K H ML U —78E25mg : 200941 A 21 H
FREATR£E A P AMAREMEA R 201443 H 24 H
BEATA
Hi X5y A3
W7 I
) EE-ERSONGEIC X VT 2 LT EER N,
&= 0
?Hl Oy
k/]/—t' CH,S0,NH;
IR - SR 1EERICY =% X R25mg AT DIREED T 4V La— ME
Zhie - Zhik 1. 78—F 2 Y UhF

(LR RAEFRANAMMDOF S —F 0 YV R A L Th I Em NS o n
Mo T=HE)
2. LVE—/MERIZRAEIZLE ) /S—F v Y = X L

(LR R REFRFNZHH L TH/ =% Y = XA EET D5E)

Zhie - ZhERI B
G RP Y i
DIFEE

MiE - A&

AFNL, VAR RREHRA EFHT 5,

L R=% Y 5

WE, RAICY =3I RELT, 1B 1E25Smg #R0#%57 5, i, /—F v
VAR DIER O B NEH) (wearing-off H15:) DOkEIZIEL, 1 H 18] 50 mg %
Y NS A N
2. LE—/MERIEREEIfE S R—F Y = XA

W, A = I RE LT, 1T H 1 2Smg RO EET 5,

ik - R
G RP Y i
DIFEE

PR=F Y IFICKT A ARF D 1 H 50mg BEHIZBWT, 1 H 25 mg #5K% ERl%
on RFDIEEERE DCLENRITMER STV, [ THRERRRAE ] DIES )

(1) M SUIEEIR L TS ATREE D & Dhm N [ Tikh - pEfs - RILUIeFE~ DRG]
DIEZ )

NN

(2) AFND RS Ix U CREUE OB RO & 5 BE

JERIE 32 53,
KRl g b4
HAITE
HIIBEG5T 5
L)

i ForE

1 HEREG ROBEIIEREIIKREGTLHZL)
HE R ITHRERRE U2 OBER O H 5 8 F (HREN RTS8 R H
%, )

2. EEp AR

() AAFL P T HEGPIREICEMEERE S H 5D 2 ERH LD THEET D2
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—REIA R

J=¥IF

L. [ TEXZEWEMH OESMH)

(2) HEAHPITEHIANHT - BERE, MEMREZIT) ZENEE LU,

(3) IR&., EE - BT - KHHEBRENEOR TN S ZENRH DD T, KA
B o BEIZILA B HEOEEEGRZ M O BB OBEICEFR S nE ) FEET
LIk,

(4) BT RH LN ERHY ., FFICEBIKBEDO ERT52E083H5DT,
AFFGHIIAEEFICEEL, 20X ) RBAICITEERE F 42 T 5721008
. EUIRAEEZITO 2, [ TERAREWER) OESMH)

(5) AAFEEF TG F IR, BRERRS Sbd Z E08H DD T, BEDIR
RBRONREOBLZTEIERLSBIETLZ L, ( FoogfEd] . ZFofio

EE OEEMR]
3. FMAEEH

AFNT, E & LU TERDREHRESE CYP3A THRE SN D,

OFHEE (DFHICEET 52 8)

[ TEpEhRE] DOEZM]

TN

/TR L7285 AIT,

HEH 4, F AR EIR - FE5E TR e - falRIN 1
PLC A AH AENEFTADAKION | 7=~ A, IANRT
TJx=hrAfV i, ZnbodERZ2E | Py, 7= /00

2 — LTI CYP R FiE X

~7aF) A

(C&V . mifE, R,
AU, FEIT. TAd
Aoy B - REHRRET D%
6K OV 3 & v - 7= Rl
TERZ & B, HIZHE

Tz )N EH—)L AFNOMAPEEEN BT | Av, ARAIO i H s EE MK
AV =Y HIERDD, TH5ZENRBENT
W5,
ZAE = N IRfR, S PEE, EBK | ALY 7= 1
MEOT 2= OF | ORFIHI 4, M
HERRHODbND Z & | BENEAT2Z E00R
NHDHOT, TEHET | BEINTW5S,
MmAHREAZRE L, WE
95 70 EE U 2R AL E AT
52 &,
ZERRPLD DA MAO-B [HEERH Z AT | B0 - FERIERIC L 5 &
TN TIFY HELFY BV, | Ex b5,
PUERRHT D DA =RARPLD AL OO

ralru~wy ok
TFu Tz ) o FREA
Y R— L
ZAEY R

AR rIIR

CHlb s S5,
LBV E AR AR OVER IS S LD | BN K82 v &b S &
LB s AHREMER D D, %,
T x ) FT L REEH| M WP AN A N}

Wrd 2.

4. REIVEH

<R—=F 2 R DOBE >

FHEIBINAGE £ TORGKRBR 842 B 393 1l (46.7%) (ZH RS &2 & e R
TERDR B BT, Fe b OIFIRA (8.4%) . BECAIR (6.7%) . PAX R T T (5.7%) .
L (4.8%) . LR (44%) . KET (42%) EThotz, (HEIBMATRRE)
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—REIA R

J=¥IF

R B IR TR A 542 Bl 62 B (11.4%) (ICERRMRAEM R T 25 LRITEM 32 5
LR

Nz, FRBLDOFDEN - 552F (2.4%)

HTholz, (FHEEK TH)

5 (17%) « YAFX YT (1.5%)

< U BE—/MERERBHYEIZAE 5 R —F 0 Y = X L DGE>
TRGRIRE £ T ORI 435 filH 120 61 (27.6%) ICERRMRAEME T %5 CRITER
NHLNT, ERbOEERD 53%) . Ra 32%) . BECRE 2.5%) |
B (1.6%) . 215 (1.6%) . FEeERO B (1.6%) | #5H (1.6%) % ThHo
7o KRERF)

(1) BERZENWEH

1)

4)

5)

6)

7)

8)

9)

10)

SPRERERE (1% A5m)

AR G- T G- IR ICEMEERE S S b o b Z &b b, BlEL 57
ATV, R, EERREE, BEVES . SEOMMEE, AREEIER), TR,
BER, IMEDZES, R, M CK (CPK) O ERENRH b -8Ha1cix, &
WH, KR EOLTEI, K OFHEGZICHNT 5 7 L) e L& 217 9
T, B, AERIERCIT, IA T e EVREM D BHEEDK TAALND
ZERDD, [ THEEREAWER] OHESMH)

HhEEE 3 R R AEAARAE  (Toxic Epidermal Necrolysis : TEN) | FZ & KENEHRIE e
(Stevens-Johnson JEMERE) . ALEZAE (RIBIMERZ &)  (BEIERBA)

BEE 31T, BB, REE, ANE - YD AL D FERE, THEENE, AR FEIm,
ANREDOFRFENZEO GNGEITIEL, &G4 L, AIBRERVECHO
BeHEOMHYEEITH 2 &,

WRCEEERE (BHEEANEH)

WMHIER & UCRIB, BEDA LI, I 62U o HilElR, FFRERERRE 2 Ol
R, BMmERIGIN, 4rmeEkiE g, BAYY o ONERHBIE A1 O BRI O EHE R
WEIERR S oD Z ENH DD T, BIEEZTHITITV, 2O X 5 RIERA
HOOLNTZHEITIE, &5 EPIEL, @URAEEZITO 2L, B, B b
RATANA 6 (HHV-6) ZD 7 A NVADFIEMEALEES = N FB,
BN THEBEFEE S ORI DN EHR D D5 VLB LT 5 2 03 HH D THEET D
Z &,

FHARNRYER M, MERERE, RIFERE (WERH) | f/VED (1% K5)
BEE 71TV, BENRO NG, E5ERIE L, U ALE
T2k,

SMER AR (BEEARH)

BEE 71TV, BENRO NG, E5ERIE L, U ALE %
iTo52 &k,

R MEN 2 (BEEEARBA)

FEEN, UL, PRORIRIEE, MO X AR AFRRERIE S A1 O MBI R H 5
PNDZENRHLOT, ZOLX I RIERN S LONTZGAEITIE, BHEZHRIEL,
B BB AR RO GEORMYI R LE AT ) Z &,
JHRERE . PYE (BHEEASEH)

AST (GOT) . ALT (GPT) . y-GTP & RS2 % 5 B /o TR ReElEsE | HyH
NHLONDZENBDLDT, BIELE+HITITV, BENRD LG ITE,
BehZPIE L, WERAELRITH &,

RO RAEE (1% AR0H)

B2 32T, AR, B, CK (CPK) _B&F-. ik OVRP R 427 m
vy ERERS L DNEGAITIE, &5 2P, @O RLEEITOZ L, F
7o, BERUTRMIEIC X 2 AR A RORIEICEET H 2 &,

B REREA (1%A)

BEE ATV, B, BERE, MR, RESRIR. BEIR. FRIREL. ZIRZEN
HOONTHEICIX, BEEPILT 57 CEUAEEITO 2k,
TR D BvhiE (BB A)




YI4F= MR 1.7 RERMMR—E Page 30

J=HIF
RO b Db, KRS B L, BRiEL 7T 2 Eib s, RiTHD,
IR L5 BN, BB S5 b B NI, B2 L, (KA
SOWORMEEATH 2L, [ TEERIANER] OHSR)
1) 2% A%RUE) =8 (%K) | $5EL %K)  TAx (%R F
ORAERBIEZ 1-31T, 20 L5 ERD S b bISAICIE, #5%
Pk %7 S ARE 21T T k.
(2) ZOMmORIER
WD &5 ARREERAR A BAICE, BB L, B IS OB
EfTH L,

—REIA R

1%Lk

1%A i

BAEA

IBBCE
(E1)

¥, 5. IR

Rt iR

Ra (%L E) . v
AXFTUTE A
&, #0155,
VY e S E HEIR
BEsE, S - G,

I - LI

KIS EREIRL, R
e AR REER
DEAL, R R

) - BRI,
B, TR, 1T
B B FRAE
DEAL, BRI,

B g, AR,
VA =7, LU
J, PR

SO S|

MEET, #hiE, &
SRR, fE k
F EEEPEHSMILE,
D PSS

HibE

BERAE (5 % LL
) L L, D8,
B, R

MEm, AL BRTEE
WL el BEEE
TR, PRIE, B,
W, HE.
JES% . NEERAPREL,
BigE. DK, o
BES

1

H ek AR ER
W, ~Er/mer
Wb, EifmEREEN,
~< 7 U v MR
b A, FERIERIN
A IR
FEERIE 2

TRk

ALT (GPT) . ALP,
AST (GOT) . LDH
EH

y-GTP E5- iFH&RE 52
=

1

%

IR

BUN |5

PEREEE, MR, 7
L7y F=r bR
IEE R ARG,

BERER
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—REIA R

J=FIF

Z DA, REJRD. CK (CPK) | B/, #f] REL, | IR

EH B B, A5 U o KJE

TRIE, SR FUZUEY FE

oM, SRR

PURSSRE. ik, &

X, MR,

PR E&- fuhE ES-

I PRI ST s |

FIEE, 1192, BIfEVRE.

PR, 1=

27— 5. &

Pr. REHEM, BE,

HBE, El& PR
H ) BENRDONEHEITE, &5 2T 57 YR NEE T L,

5. mE~OEG
Il I AEREERE (B RERE. ITHERESE) DMET L TnWbH T, BEDIR
RABIE LN OEEICRETHZ &,

6. Wlhw, pPEhm, I E~OEKYG

(1) - TR L CW B ATREMED & 20 N3G LisnwZ &, UEiRpic Y =
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77 7 & U
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FU Y AR
BR A
T hEXEFUHE
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ANTTT
[2.3&M]
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DBENNH D, AHF|
OG- IE L TH
b IERLER DO b-%
BHtAT 5 E Tlo, A7z
<t 14 AR
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LThbARKOEE
ZRRBTHETIC D
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fRzE L,
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RAZEME O
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INEFE
VI7by 7R
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tr b= SRR
DEE2EIEHFEBL
DBENNH D, AHF|
OG- IE L TH
b FERLER O b-%
BHtAT 5 E Tlo, A7z
< bt 14 ARG
BB L, 2 K
LA DB Gk
LThbARKI DR
ZRRBTHETIC D
o< L b 14 O
fRzE L,

Wi 2 LT R

|2 AV g =
b =2 D%

RENEE D |
WMADE T

I RN

m¥ sz

N b,

RREiEE el
AFNT 2 =F —
R
Vxy v
VAT HY 7 =
H VA VVERE
| s e
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mifEZ V—E%o
HERAIEARBLO
BEARH D, KFIO
BhHZRIELTOHL
FeFR A D $e 7% B
T 5 ETIC, A<
&b 14 A O kE 2
Bz L,

MRE 7 7 2
AR
T HIBENN
b5,

10.

2HEAEE (BtRICEET S L)

S

AR - HYE 1A

R N

kY R

hT Y R UBEEEE O

AR A 2 B 53
IZOFH T 286121, K
Nenr b= RERE
FLBENRH D,

u b=
0 A PREEH
[l /ANy 1S [0
v b= RN
mEDLBENAN
b5b,

L)L B R

AR OERAES S

M KRS v

sanravwdy
TFuTx ) R
#l

AaY R—b
ANEY K
AbLrmw7IIF
THRARRA ML
7 7 v RALK RS
KFH

tr b= SRR S
BT BEhrdH %,

BNt b=
REL FHXE
HEMEHT S
72 Nt R b
S UBERTIC
AT 2BEN
Nd b,
FERIRE, AT
MAO PHFEEH %
CERCE )
KD PRIz &
0 FHIMER OB
FhRdH b,
MAO-B SR 473
KFLESEE K

UYxy U R EiLEs V—E a2 &
M EFERREHS D

BENBDH D,

EiEs V—Ea2 &
M EFBFEBT 5 5

AR AR AR AN A
7 x R R

# TnnH b, AR I
AFNLT T R NHRIh 5B

R FhRdH D,
TV A4 R=7 xR

U R A RS

o
od

T rx=)L7a
J =T 2 URER
GAEER

1. 8lHER
WORERN S b5 Z ENHDHDT, BEE oIcqT
VW, BLE DR SN AICIR RS ARk 5 2 S e
WMEEITH Z &,
1.1 EXGRIER
1. 1.1 AEFORHAER
W 3.2%) ., 41 (11%) ERH bbb Z Lid 5,
11.1. 2 H8BR (1.9%) . ZEHKAEER (0.4%)
H 1 OFEIRCHTIIED 72 WZERIEIR 3 b d Z &
b5, [8.15M]
11.1. 3 @EHHES (0.2%)
EORRTR . JRAOMEBKTUIE, REMEREE . BRSO MEE)H
HEENRHLDbOND Z ENH 5, [8.25H]
11.1.4+0 FZ UfEEE GEEFHA)
Rz, B BB, SEEL. BB I AT m—X R FIT,
BRE DT o k= VREEBEORERDGE O T2 5E 1T,
e G A2 Ik U, IEREIR OIS O S L L bIT,
WERAEZITH 2 &
11.1.5 BIEERE EETH)
DI ESOIHIRIC L D, EmE EREE, sEO
WE, REEER, Mg CK ER%2"H bbhdBth
NHD, ZOLIRIERNRD SNTZHEITIE, KIES
HREOMIRE DG EIE & b2, HWYRRELZITHY Z
L,

11.2 Z DD EIER

5%LLE | 1~5%Kim | 1% K BEEE AR B
o T W, | Mgk
R E ERFEEN
ifi. K 2y
R Ll FARIGR
A X | REE, 81 | HAE. Wk, R
VT | . FEWE | L AREIR | 22, BEELIR
A % R (124% | HFEN RBEOM | B 9o
) AN B A
IN—F XD X,
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T | .
FREFRIE | B
FRerEE | B2,
I
FEED | B &
W w"o. #
R W,
R 6
pi
EIE | B, &
w o om S M A i
J+=
B LR
o, R | W R | R
W INTHEN
M - T, R
B
HLBE, 20T
. kB
B i i 8 1 R
TE |
o %8R| ER
B &R TN AR
PR H i
W % 07 | W I
. d. M| e g
=& E R PEENE, | % et
1178
ALT #41n AST # | fE E5
mn., ALP
s, vy
-GTP %
M.
) " YA
kR E W, R
7 K
BB
i FE A%
F.ORE
b

14 #FRLEDZFE
141 ERIRFHEOEE

PTP AL DIANZ PTP > — F B H W L CARAT2 L 9
52 L, PTP U — FORMKIC LY, BWELA A&
EHBEA~HIA L, FICIIEALEZRB 2 U CHRIRR S0 EES
REHEZIIRTHZ EBH D,

16. FEYB)EE

16.1 MAEE

16.1.1 HEHkS
HARNEEREREAIZY 7 472 K 50 mg, 100 mg & TF 200 mg
EHETHERR &G L &0 7 4T 3 FomfEhiE
FEHERS S ONMAE F SR BIRE N T A — X IZLL T D L BV T
H o723,

3000 4

-o-50mg (843
-0-100 mg (845l)
-m-200 mg (8451)

1 3% 1R (ng/mL)

0 1 ‘2 2‘4 3‘6 4‘8 Gb 7‘2 8‘4 96
B5 il (br)
P+ B %)
B 1 BRAABERAACETHRETERZEORSFHOY T «
F S FOMmEBFRREHRS

F1 BAABERERACETHRETEREOREROY T «
F S FOMmFREMERE/ NS A —4

j;fu 5.5 gvﬁﬁ trmax ) Crax AUCo0 tiz
el P (hr) (ngmL) | (ng-hr/mL) (hr)
50 mg g 35 463.02 14343.2 24.16
(1.0 - 6.0) +52.54 +3085.4 +2.37
100 mg g 1.0 1006.71 24440.0 22.39
(1.0-5.0) +209.13 +2178.2 +2.36
200 mg g 1.5 2172.88 53845.3 20.44
(1.0 - 5.0) +298.69 +8751.0 +2.85
a) HJLE M ONRGRH (/M - e KA S i AT YR

) AAlOKR S 1B HEIZEE 50 mg, i K 100 mg TH 5,

16.1.2 R1E#% S

A ANERERAIZY 7 47 2 K 50 mg, 100 mg & O} 200 mg
ZREHZIC1H 1E7 BEERAES (87 BORqbER)
L7zk &, REESHOY T 73 RomSEhRymne <
FA=RIFUTOLEBYTHoT=, V710 FEEHR
BL7ZE&ED Cu LOVAUC 1T, G EICHFIL CTHNL
7o Cox MOV AUCo0 DRFERE BE7H % 1 Bokh) 1%
1.9~20ThHV, FHAEL LEFMMET R, BE5Htk6 H
BIIZEFIRRE & 72 o 729,

x2 BRABEBEANCBITHREZEAREHOY T4
D MEHEMBEE/ NS A —4

B BER tinax ¥ Cinax AUCo-24n tin
G150 (hr) (ng/mL) | (ng-hr/mL) (hr)
. 3.0 398.51 5647.5 18.67
50 mg 0.5 - 4.0) +72.98 +793.8 +2.97
(8 #il) w7 H 1.0 745.84 11434.4 21.61
(1.0- 6.0 +93.40 +17583 | £1.92
w1 4.0 936.06 13989.5 18.90
100 mg (3.0-5.0) +154.02 +23257 | £3.52
(7 #) W7 1.0 1819.01 28754.7 21.56
0.5-6.0) | £451.92 +72155 | £2091
%10 3.0 1842.86 26595.0 18.16
200 mg (2.0 - 4.0) +214.24 +£2479.9 | £1.45
(8 451 %70 1.0 3632.43 53976.0 20.39
(1.0-5.0) | +547.66 +55533 | £2.16
a) LA N ONREPH e/ ME - e D S fiE A YRR

) AAlOKR SN 1B HEIZEE 50 mg, K 100 mg TH 5,

16. 2 IR

A AR NEERERR A ~OHE B4 N2 1) 2 Bila L OVER A
BHRNCIEZ, V7 4T 2 FORIUTEERLNTH Y | toa 1T
1.0~35BfTH-o72d [16. 1 BRI, £7o. EERACY
7 453 F50mg ZHERR OIS L L X o4& R
KX 5% TH 7129 GMEANT—H),
AANEERERA (86 1o, ZZIER L OBHRICY 7 T2
F 50 mg & B[ O # 5 L7z & & o g iysEige <5
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A =% (Coaxs tmaxs 2 M OVAUC) Z HlE L7-fE R, A
DEBITRD BRI -T2,

16.3 9%
BERERR Y 7 ¢ 2 K 50 mg & HEIFFIRNZ S Lz & &
DHFERIT165L TH-o 129 UHEAT—4), b Ml
EAEASRIL89% TH-7-9 (in vitro) .

16. 4 ¢ 3t
P74 F I FIRECRBNCE VRN L VKT D, 7«
T2 RIZFEFG ARG 7 2 4 —E = CYP3A4 (2 X v U
Shv, PRERE ORI IT MAO-A X O V7 b Rk
FEEENEES L QD LRIz, 7 73 RICETHEE
I, CYP3AL LV b 3EI v/ m Yy —AaBEsE (ME7 I ¥ —

¥,/ MAO-A) IZ LD EENRE WV EHEZR S NP (in vitro,

SMEANT — %), [16.7 &[]

16. 5 HEittt
RIS 4C-H 7 4 F 2 F400 mg & H[EE O # 5 Lz &
&, RIRERED 78% SHEI S JRHIC 76%., IS
1.5%), #5514 48 R LAIN DR PR S D REIK I
BHGEDENTHY Y7 47 FOELIBZR#EZITH 2
EARENTZY GEAT—4),
AANEERERAICY 7 452 K 50 mg, 100 mg & O} 200 mg
Z AR e Uiz & & 5 96 BRI £ Tl REIR
L LT 45~49% 03 RAPICHAM S 4, & RE 05 96 I
M E TORMBRPHHERITT 0 © 4 VIR 31.5~343%,
ZRFERIED 0.22~025% K NI Ny v LV EREIRD 28.4
~32.8% T 7123,
W) AFNOERE 2 1| B HEIEER 50 mg, HiK 100 mg

Tbh5D,

16. 6B ENEREHTHESE

16.6. 1 BEHeEEEEE
rh&E BERHEREIR T (eGFR 30~59 mL/4y) K OVER B R A
JET# (eGFR <30 mL/%y CHLHENT 2 HE & LRV I2H
7 472 K 50mg ZHEREO G U=, Mg SRy mhg
RTA—FIIEEAEIEH#E (eGFR > 90 mL/4y) & [RIFRE T
Hotzl0 GLEAT—4),

16.6.2 FFieEEEEH
R R OV A5 TR RERE 5% (Child-Pugh 4758 A X OV B)
Y7 43 F50mg Z W O# G Uzke, IFHREIER
#F L LT AUC., 132 32% K O 82% 0 L 721

BNEAT—#), [7.2, 9.3.2 ]

16. 71 EYMHEEERA

16.7.1 7 ra+vy—1
R A (14 6) (24 b =F Y —/L (CYP3A4 [HEFH]) 200
mg# 1 H2ME6 HEERSEG L. 7 473 F 100 mg %
BEEG Ui, 7 ¢ 3 FEIR G L Ll U T, Con
KON AUC) 1XZNZEI 6.6% K TN 12.9%H80 L7=® (4L E
ANT—4),

16.7.2 2 8YS5 L
fEEERRA (16 B) Z4ucy 7 4+ I F100mg% 1 A 1
[\l 14 HREXERS L, 247 5 (CYP3A4 HE) 7.5mg
BHERE Lk, I &Y T A EME GRS LT, Coa
K ONAUC) T ZENZ 2% K D 20% i L= (ShEAT —
)

16.7.3h2z4 >
fEEERRA (16 B) Z4ucy~7 4+ I F100mg% 1 A 1
[m] 14 ARKE#EE L. 77 =1 (CYPIA2 FEE) 200 mg
HHEEG U2, 7 oA B G L L U T, Crax
K OAUC FZNEFNT% L T3%IEM L =D G EAT —
)

16. 7.4 ARNREF Y
fEEERRA (24 B) Z4ucY 7 4+ I F100mg% 1 A 1
B 11 BRXERS L, e X2 2F 020 A (BCRP
HE) 20mg ZHERE L, m 2 AREF o HLy
LB 5 & LR LT Cou X OV AUC X ELE I 29%
KO 21%8 L= (GNEAT—4),

16.7.5 LR K/ A IILE KX
N—=F oV UPFERE Q40) IZVR RS hLE K% S
FTH 7 47 F100mg% 1 H 156 BFXERS L7,
VAR R/ e RASEEERE L Il LT, LA KR
Coax LTV AUC 6 1 ZNEH 0.6% K T 7.2%70 L7=19) (44
EAT—4%),

16.7.6 CYP O iEE
v N E AW EERHERRICB T, T IR
11 uM LA EOREET CYP2B6 O mRNA RE &2 =2 b —
NAEED 2 fEUL BIZnE g2 end, 7 0 F 2 NI
CYP2B6 % #5845 alfElE A3 /R S 7219 (in vitro) ,

17. BRERRAE

171 HEHHERUVRLMEICET HHER

17.1.1 ENEE O/ MAEEER
LR RS E B RUAI TR O wearing ot BB 2 H T 5 H A
ANDONR—=F 0y URBEERIR L Lo BEA L HEMRL
ARBRIZ W T BRI IR0 D 1 A F) on R
R=Z T AU NEDOELRICHONT, TR L L
TAHI 50 mg B K OV 100 mg # TEANLEIHEHFRICHE 2R
AR D B2 (p=0.0002 K U p<0.0001) ,

xR 1 RRFEFICET S 1 BFEY on BEADAR—X 51 0h 5
DELE

- 7T R O
- HASREATI -
Tﬂ ?f};{ , | mroar [ERRORRE
GFflif (RS [95% 15X [, p &
FRR, FRR]
7T R
(136 #) 0.17+0.26 — —
AFl 50 mg B 1.39
(131 i) 1.22+0.26 [0.67. 2117 0.0002
AFl 100 mg B 1.66
(128 i) 149+ 0.26 [0.93,2.39] <0.0001

a) e/ TR E R ERA R
b) N—RA T A b OLELRESOSAEE L U, B GRE, G
RO GHE LSRR O R BAFH & EES R, R—2 T
A Ml % 255 & L 72 mixed model for repeated measure
(MMRM)

BIERRTRIT, 50 mg BE T 31.6% (42/133 i), 100 mg
BET303% (40/1326) Thotz, EARBIERIX, 50 mg
BECURAFRTT 8.3% (11/133 ) . K1 3.0% (4/133 ) .
FHIR 2.3% (3/133 1) AR 2.3% (3/133 f5) o OV 2.3%

(3/133 #i]) . 100 mg BET Y ZAF R VT 10.6% (14/132 #) |

LI 4.5% (6/132 1) AFHR 2.3% (3/132 B) L > 2.3% (3/132
B) . IREWD 2.3% (3/13261) K OVEHRIELEE 2.3% (3/132
Bl) THot,

17.1. 2 NS MHKER
LR KGRI TR O wearing off Gt 2 A9 5 HA
ANDR—=% Y RBE G & LT IFE MBI 51 R
WZFRWT, A 50~100 mg/ H 51281 5 1 H I on IR
MOR—=AT A b OELE CEHMEEEERZ) 13,
5 41T 1.05+ 1.74 K (193 1)) .52 15 T 1.42 £2.72
R (142 41) ToHY ., REIE GRS RS EHE L 7219,

BIERRIRIL, 38.9% (79203 %) Th-o7o, T/REIE
X, VAXFRTYT 163% (33/203 $) . #5f8 3.4% (7/203
B), 1854 3.0% (6/203 Bi) . LI 2.5% (5/203 f5) . RHRAE
2.5% (57203 f31) KON 2.5% (5/203 fl) CTdH-o7-19),

17.3 Z D

17.3.1 QT MfRIc g 2 22
TREERRA 2 65 Y 7 X K100 K 8350mg % 1 A 1
[\l 6 HRIIER S LoiE, QTc Mg 5 1 K& i/
L7720, 7T REEE OETIZFNZTN-54 KLT-15.5 msec
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Thotz, ZOEMEY T 4 F I FoMmEEhiReE &
ZaRLIZY GEANT—4),

) AFNOERE 72 1 B EIFER 50 mg, HiK 100 mg
Thd,

18. FEXNEEE

18. 1 {E R
P74 F 2 i, BRSO AR 72 MAO-B [LEMEH %2
H L, NRMEE LR RBF RO R O fRNTRE
EEhbd, ZOMAO-BHEEMALY 7 I FoFE R
TERfF B2 60D, £i2, 37 40 FIFgE RS v
VEEEAER (BALKIEIET b U 7 A F v FABLEMRT 2
T 570V F I EBRIEIER) & R,

18. 2 EEEH

18.2. 1 MAO-BFHE1EH
F7 4 I RO MAO-BIZKIT 5 HEEMITE MK T ICs
=790M, T v MM TICs)=98nM T&H Y, MAO-A fLEE
FAE Y B METR 1000 %, 7 v MIKTHI 6000 {5580 > 7=
20 (invitro) , ¥ 7 47 3 KO MAO-B [LEEHIZ AT T
- 7220 (invitro, invivo) .

18.2. 2 Bk EHEF U D LF ¥ RILEEER
P74 F 2 PIRBLEAENET B U ¥ AF v LA TEEREE
IRAFANCIHE L, & MU Nav 7 %A 7 (Nav1.1~1.8) I
BT, HIRIRRETO ICs fEIE 13~82 uM, RIEME L IRRE
TO ICso flilE 1.6~4.9 uM TH - 722 (invitro), 7 > M
B OM/NEFHRBR I, T U U AF v VB N IENFE R
T2 7N H I U A REAH L7229 (invivo) .

18. 23 MN—F VY UIRETIICETEHE
6-t Fu¥ L F/83 v (6-OHDA) #ME LT-F v ML AR
RRERET Y REFRZET 5 L EEEE N BE I
L0, VAR RARERUET Y ROKERSC XY EIEES)
1FA 9% (wearing off B152) . 7 4 F I FiZ 2 DRI
B ORI & A EICEIE X720,
1-AFNA4-T ==1-123,6-7 Tt Frt ) (MPTP)
NHERT D= A PO A—F 2V AIFET NI T ¢
FIREHRELEZEZ A, LR RRO/S—F 0 ) TR
ZhRFG R DM E R L 7220,

19. ERES CRET S BIE2HMR
— MR FR Y7 ¢ F I KA I LERHE (Safinamide Mesilate)
b4 (S)-2-[({4-[(3-Fluorophenyl)methoxy]phenyl} methyl)
amino]propanamide monomethanesulfonate
éj\%I\‘ : C17H19FN202 M CH403S
5y FHE 39845
PR ARORERIEORER

b PSR
H. CHs
NH,

N

H
o O

©/\ + H3C—SO5H
F

Al R 216~217°C

it Ek (logP) : 2.4 (1-A27 & ) —)v,/K)

RIgME - K, A X )=V ROVAF VAR F Y RICET
LTV, T M AHED TEIFIZS W, =X ) — Lo
Wz v,

20. IRV EDEE
TV e — B E R AR A CIRAE T D 2 &

21, AEBEH

IS ) R 2 G 2 RE O b, EUNCERT D L,

(v

22. A%
100 & [10 & (PTP) X 10 ¥ — b, WMEAIA Y]
500 §E [, /N7, EHEAIAD]

23. FEZ Xk
1) #ENEE  KE RS SRS (2019 @ H @ H &G,
CTD 2.6.6.3, 2.6.6.5)
2) *EPEEL : RS AR R (2019 @ H @ HKER, CTD
2.6.6.6)
3) FEPNEEL : R RR IS BT 2 BN RERAER (2019 @ H @
A&, CTD2.7.6.6)
4) FPNEER - BRI SRR (2019 F@ H @ B &G,
CTD 2.7.6.2)
5) HENEEL - REOREE (2019 FOH @ HAR, CTD
2.7.6.1)
6) FEPNEEL © In vitro M HEE RS G EHE (2019 F@H @ H
7KE8, CTD2.6.4.4.8)
7) L ¢ Invitro FEHTEER (2019 (F@ H @ HKGE, CTD
2.64.5)
8) FENERL : MM E/EARE (X b3ty —) (2019
F@H@HAKF, CTD2.7.6.14)
9) FENEEL  HERERR AT R B~ AT o 23 Bk (2019 @
H@B&F, CTD2.7.6.10)
10) #ENE R : B EERRE 2R 1) 2 e (2019 @
H@BEF, CTD2.7.6.11)
11) #ENE R : R E 12k 1) 2 3K aEh e (2019 @
H@BAF, CTD2.7.6.12)
12) #ENERE : S AEERRR (X4 724) (2019404
@ 0%, CTD2.7.6.15)
13) #ENE R A AEERRE (W7 =41 2) (20194 @A
@ H/kGE. CTD2.7.6.15)
14) #ENE R MM AERRER (mAZZF2) (2019
F@H@HAF, CTD2.7.6.19)
15) #ENERE - SEMMHAEERRR (LR R e RX)
(2019 @ A @ H K58, CTD 2.7.6.16)
16) #:PE R} © In vitro R EHER (2019 7@ H @ H KGR,
CTD 2.6.4.7)
17) #ENE R BN T/ (2019 @ 5 @ H&ZE, CTD
2.7.6.25)
18) #ENE K} - EANE B 5Bk (2019 @ H @ H&7. CTD
2.7.6.35)
19) #ENEEE : QT/QTe FEAtiFAER (2019 @ H @ Hk, CTD
2.7.6.20)
20) fENE B - RN IEERER (2019 4@ H @ HKFE., CTD
2.6.22)

24, XEREERERUVRBLEDHEL
WA RS hhedRy b T A
T 112-8088 HUILARSCH X/ NA )| 4-6-10
7 U —&A Y 0120-419-497

26. BENRFEEESE
26.1 WEIRET
Meiji Seika 7 7IT#RAE1t
HRA D RXFAE 2-4-16
26.2 BR5EIT
I—H X EHt
RS RN 4-6-10
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1.8.2 %08 - R, AL - BE. FRALDOIE () RUZTOHRERN

1.8.2.1 MRERIFFR () RUZDRERL

[ZhaE Tz () ]
LR RSERHRIFI TR O/ —F% 0 IRIZEIT % wearing off BIR O

[Zhae ST R () DOREMRHL]

AL, VAR R AR CIRIER ORI~ D/ 8= 0 ) IR EBRE G L U= ESME R BRIC C
AN V2BV TR S, 2015 TN EZEBE S KA A ZEHETIZT, 2017 F12K[E THR
iz,

WSR3 e S 7= ik & [EIPN 2 Philie U CRIRIIE RIS N SN2 & s | [EINBRFE TiX e e 72 (R
DHESNRERT — X 2RI 5 2 & & Uie, WAMERREE L AHRER (016 3BR) 27U » Vv 7 %tgak
Br & ArEAH T, SETTLE SBROIMF O Z Y MRHAAT 5 7od D7 Y w0 73l e LT, Lk RNl
HITIRE T O wearing off IR 2 H T 5 /35—F 0V UIRABE X5, EWNERKRS 1L/ FHRER
(ME2125-3 5) &, R GROL 2R OFRIMEZ T 5 720 ORHIHEGRER (ME2125-4
RER) & %EhE L7,

ME2125-3 &EROFER., ST — 2 O AESNTZHARANTOBRKHAEICT, 778 RICKT 58
BEDBREES N2 Z & KO AARAN EAE N CHERISBEZRAEL L T\ e Z L n ANEADT —X
ZHARMNIIMET 2 Z L3 Y B2 N0 BNRBRE SO TR T —H Xy r— VL
77

A R OV 0 2 55l L 7= [E N & OVESM i R BR 2 % 1SR LT,

® 1 AR VR 2 Z M L -ERAR B ERREER

[E N FRER FHA #5141 AR ER FHA #5111
CEER _HEM
M]f%;“ —'5 & KA 24 7 016 B | 7T RLHE 24 78
WA THER-] WATHERM]
. HEM
" WA TRER]
“HEHE®R
75 & AR%HR
018 AR A ATEER 78 i
016 REEH D
HE R B

[ PN M QNS G PR B BR T i, JEIR B EEICEE S & 0 1 B ) on R (Ton MR (P AX T T7 72 L) |
& Ton ] (UAXFRUTHY ., AFEAEIRICKERL) | OGFRH) 2 BEFHMEEE, 1 B Y
off IFF[], UPDRS. PDQ-39 % % RIWKFHHIEH & L7,

1)1 B on il (BIZICKEDH D VAR R VT 2720 on i) 4N
ME2125-3 3R CORAEFHMIFIZIBIT 2 X=X T 4 Vb DL ED /N R FE D77 &
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p<0.0001)

016 RBR TS, LEFHEEE TH 2 1 B on DO BAMFHIERHI BT 5 _X—A T A 0 b
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: Domagrozumab (Genetical Recombination)
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Domagrozumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human growth differentiation factor 8 (GDF-8) monoclonal antibody, human framework
regions and human IgG1 constant regions, whose amino acid residues at positions 233, 234, and 236 in H-chains are
substituted by Ala each. Domagrozumab is produced in Chinese hamster ovary cells. Domagrozumab is a glycoprotein
(molecular weight: ca. 146,000) composed of 2 H-chains (y1-chains) consisting of 446 amino acid residues each and
2 L-chains (x-chains) consisting of 214 amino acid residues each.
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Burosumab is a recombinant human IgG1 monoclonal antibody against fibroblast growth factor 23 (FGF23).
Burosumab is produced in Chinese hamster ovary cells. Burosumab is a glycoprotein (molecular weight: ca. 147,000)

composed of 2 H-chains (y1-chains) consisting of 447 amino acid residues each and 2 L-chains (k-chains) consisting
of 213 amino acid residues each.



BEkFE s 29-2-B2
JAN (AA4L) = XH RFRZ v K
JAN (3% %) : Epacadostat

O—N
/ \ H
N\ N Br
HNT SN N “OH F
H
C11H13BrEN704S

@DN-3-7uE-4-7Nr A7 x=/L)N-t RaXxA4-{2-(AVT7 7EANT I /)T N7 I /}1,25-F
XT3 HNVRF A I RT IR

(2)-N-(3-Bromo-4-fluorophenyl)-N'-hydroxy-4-{[2-(sulfamoylamino)ethyl]Jamino}-1,2,5-oxadiazole-
3-carboximidamide



BekFs  29-2-B3
IAN (HAZ) %7453 KA AR
JAN (3 4) : Safinamide Mesilate

H CHs

NH
N/<H/ 2
H
(@]

© e HiC—SO4H

F

C17H19FN20; e CH403S

O)-2[{4[@-7 VAR T ==/ A PF LT 2= PATFI)T I /)T RAT IR = AZ RV

(S)-2-[({4-[(3-Fluorophenyl)methoxy]phenyl}methyl)amino]propanamide monomethanesulfonate
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Isatuximab is a recombinant chimeric monoclonal antibody composed of variable regions derived from mouse anti-
human CD38 antibody and constant regions derived from human IgG1. Isatuximab is produced in Chinese hamster
ovary cells. Isatuximab is a glycoprotein (molecular weight: ca. 148,000) composed of 2 H-chains (yl-chains)
consisting of 450 amino acid residues each and 2 L-chains (k-chains) consisting of 214 amino acid residues each.
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Methyl (4,6-diamino-2-{5-fluoro-1-[(2-fluorophenyl)methyl]-1H-pyrazolo[3,4-b]pyridin-3-yl }pyrimidin-
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Risankizumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human interleukin-23 a subunit (p19) monoclonal antibody, human framework regions and
human IgG1 constant regions, whose amino acid residues at position 237 and 238 in the H-chains are substituted by
Ala each and C-terminus Lys is deleted in the H-chains. Risankizumab is produced in Chinese hamster ovary cells.
Risankizumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y1-chains) consisting of 449

amino acid residues each and 2 L-chains (k-chains) consisting of 214 amino acid residues each.
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names
(Rec. INN): List 46

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion ofaname in the lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-73) and Recommended (1-35) International Nonproprietary Names can be found in Cumulative
List No. 9, 1996.

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES
(DCI Rec): Liste 46

llestnotifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de Dénominations
communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60,
3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisises par 'Organisation
mondiale de la Santé en tant que dénominations communes internationales recommandées. L'inclusion d’'une dénomination
dans les listes de DCI recommandées n’'implique aucune recommandation en vue de l'utilisation de la substance
correspondante en médecine ouenpharmacie.

Ontrouverad’autres listes de Dénominations communes internationales proposées (1-73) et recommandées (1-35)
dans la Liste récapitulative No. 9, 1996.

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales
RECOMENDADAS
(DCI Rec.): Lista 46

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccién de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuacién se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusion de unadenominacién en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
algunaen favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-73) y Recomendadas (1-35) se encuentran
reunidas en Cumulative List No. 9, 1996.
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Latin, English, French, Spanish:
Recommended INN  Chemical name or description;, Molecular formula; Graphic formula

DCIRecommandée  Nom chimique ou description; Formule brute; Formule développée

DCIRecomendada Nombre quimico o descripcion; Formula empirica; Férmula desarrollada

abrineurinum
abrineurin N-L-methionylneurotrophic factor (human brain-derived) cyclic
(13-80),(58 - 109),(68 — 111)-tris(disulfide), dimer

abrineurine dimére du (13- 80),(58 - 109),(68 — 111)-tris(disulfure) cyclique du
L-méthionylfacteur neurotrophique cerébral humain

abrineurina dimero del (13- 80),(58 - 109),(68 - 111)-tris(disulfuro)ciclico del factor
N-L-metionilneurotréfico (derivado de cerebro humano)

C,H,N_O

587" 1947 "177 177S10(m0nomer)

M
HSDPARRGEL ~ SVCDSI SEW ~ TAADKKTAVD ~ MSGGTVTVLE
KVPVSKGQLK QY FYETK?NP MGYTKEGCRG | DKRHV\NS@
RTTQSYVRAL TMDSKKRI GV RFI RI DTSCV EII LTI KRGR

acidum carglumicum

carglumic acid N-carbamoyl-L-glutamic acid
acide carglumique acide (2S)-2-(carbamoylamino)pentanedioique
acido carglumico acido N-carbamoil-L-glutamico
CH,N,O,
NH,
o<(

H NH

HOZC/\)\COZH
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sabiporidum
sabiporide

sabiporide

sabiporida

safinamidum
safinamide

safinamide

safinamida

sibenadetum
sibenadet

sibénadet

sibenadet

N-carbamimidoyl-4-[4-(1H-pyrrol-2-ylcarbonyl)piperazin-1-yl]-
3-(trifluoromethyl)benzamide

N-carbamimidoyl-4-[4-(1H-pyrrol-2-ylcarbonyl)pipérazin-1-yl]-
3-(trifluorométhyl)benzamide

N-carbamimidoil-4-[4-(1H-pirrol-2-ilcarbonil)piperazin-1-il]-
3-(trifluorometil)benzamida

C18H19F3N602
O NH
FoC
8 N NH,
H
NH N
A
S
o

(+)-(S)-2-[[p-[(m-fluorobenzyl)oxy]benzyl]amino]propionamide
(2S)-2-[[4-(3-fluorobenzyloxy)benzyllamino]propanamide
(+)-(S)-2-[[p-[(m-fluorobencil)oxi]bencillamino]propionamida

C HFNO,

H CHs

NH
N/S( 2
H (o]
O

4-hydroxy-7-[2-[[2-[[3-(2-
phenylethoxy)propyl]sulfonyl]lethyllamino]ethyl]lbenzothiazol-2(3H)-one

4-hydroxy-7-[2-[[2-[[3-(2-
phényléthoxy)propyl]sulfonyl]éthyllamino]éthyl]lbenzothiazol-2(3H)-one

4-hidroxi-7-[2-[[2-[[3-(2-feniletoxi)propil]sulfonil]etil]lamino]etil]benzotiazol-

2(3H)-ona
C?2H28N2OSS2
N /\/©
NV\S/\/\O
A\
O O
HO S
HN«
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42LIHE R ceptor Functional Assays Study of MSC21916328B I . ] A SRR
France
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dependent Testosterone Hydroxylation in Mice and Rats

al.

University of Mainz
Germany

1994;46:814-9




Y13 112 FTEH—E Page 8
CTD@%{#%*’J’ Eon %&Eﬁ%f@ =S g2 HEL . ¥H = ng'ﬁlﬂg*’l’ °
%7:7_" o ’]) ~v %‘% ,ﬂ;ﬂaﬁﬁ uﬁﬁﬁ;@ﬁm Jﬁfﬁ i&%ﬁh\ *’%i‘zmu 2%%%*4'
-—TANDD—invivo—-—Ol3: In vivo Assessment of _
the Displacing Effects of Intravenous Safinamide at
4.2.1.1-14 Dopamine and Serotonin Transporters in Non-human . S — 2B G R
P
Primates using Single Photon Emission Computed
Tomography USA
0901003: Effect of NW 1015 on dopamine system in rat o o S
4.2.1.1-15 and monkey: ex vivo studies. - -. Italy 5+ RS
ES0714002: Effects of long-term safinamide treatment on Newron
42.1.1-16 dopamine metabolism in motor and non-motor regions of |Faravelli L T~ ltal ##5%  [(Poster Presentation in 2008) SE G
monkey brain Y
9750003: Receptor binding profile of PNU-151774 in rat 1 g _ e T
- L ; — BEGER
42,1117 brain membranes - cta \ Italy 7% SRR
9750001: Effect of PNU-151774E on Sodium, Potassium _ ot i _
4.2.1.1-18 and Calcium currents in neonatal rat hippocampal al .I _ 4N — ZE G R
Italy

primary culture




HI4F3IRE 1.12 FHEH—E Page 9
CTDIR{T & ¥ - AR S i S e 4 . - APt E R -
- 1% 5 B 3 2] =k " S e e
B HA K =E HARE AR S it 5 AT IR L BEG R}
Pharmacia & Upjohn
University of Milano
Istituti Clinici di
Salvati-1999: Biochemical and Electrophysiological Perfezionamento
4.2.1.1-19 Studies on the Mechanism of Action of PNU-151774E, A |Salvati P et al. — Italy s+ ] Pharmacol Exp Ther. 1999 SEER
C ;288(3):1151-9.
Novel Antiepileptic Compound
University of Utah
T. Jefferson University
USA
4211220 0606005: Effect of safinamide on sodium currents in - _ - . - st o SEEE
o primary rat cortical neurons ’ Italy -
421191 091112TSP: Effects of Seven (7) Test Articles on Cloned _ et - . st L ST
"' Nav1.x Channels Expressed in Mammalian Cells al. ’ _ P
USA
42112 0401001: Inhibition of sodium and high voltage-activated - N - . - st o B
o calcium currents by NW-1015 in rat cortical neurons ' Italy -
--91: Safinamide (batch Procos) on recombinant - ; S
2.1.1- N ; — B E
42.1.1:23 (B B Ttaly st gk
ES0303003: Effect of safinamide on HERG channels, on -
421124 specific subtypes of calcium channels and on _ N -. r st o SR

vulnerability of cerebellar neurons to oxygen and glucose
deprivation followed by reoxygenation in vitro

Italy




HI4F3IRE 1.12 FHEH—E Page 10
CTDRATE B 5 AR S ft S e 4 . - APt E R -
- IV E % e 55 s
%% # A b %%L ﬁ;ﬁF‘aﬁ ui%ﬁ?@ﬁ’!ﬁfﬁfﬁ ;&*ﬁr *EJ%Z ZS%%H
0604009: Effect of safinamide (NW1015) and | i L
4.2.1.1-25 on Ca”" mobilization and neuropeptide release from rat - ~ -. _ iz — ZEE L
primary sensory neurons Ttaly
0203001-E: In vitro study of the effects of - -
4.2.1.1-26 compounds on neurotransmitter release (aminoacids and - ~ -. _ AN — ZEGE
neuropeptides) Ttaly
1210013: A microdialysis study on the effect of
safinamide (NW-1015E) on veratridine-stimulated - ; = e Ve
4.2.1.1-2 : . , tal. |~ ] — Rl
7 glutamate release in dorsal hippocampus of freely moving - cta - . Italy 17} AT
rats
Morari-2018: Safinamide Differentially Modulates In .
. . . fF ; Ph 1 Exp Ther. P
4.2.1.1-28 Vivo Glutamate and GABA Release in the Rat Morari M et al. — University of Ferrara 24N ] Pharmacol Exp Ther SE G
. . Italy 2018;64:198-206.
Hippocampus and Basal Ganglia.
KEY-380: The effects of safinamide or rasagilin on levels _ _
4.2.1.1-29 of extracellular neurotransmitters in the prefrontal cortex et al ~ -. 2N — SE G
and striatum of freely moving rats. Netherlands
ES0610006: NW-1015 (former PNU-151774E), a
combined MAO-B and glutamate release inhibitor, is . Newron ; . e e
_ s \E N =1 gy
4.2.1.1-30 effective in animal models of Parkinson’s disease: MPTP Maj R etal. ks Italy i#§} | (Poster Presentation in 1999) AT

model in mice




HI4F3IRE 1.12 FHEH—E Page 11
CTDRATE B - AR S i S e 4 . - FATE & ) -
= % B 3 PRAEER B3 M
x5 ZA K By HARE AR S it 5 AT AR E22E ) BEG R}
UCL Institute of
S 1 . .
Sadeghian-2011: Neuroprotection by safinamide in the 6- Sadechian M et g;uro o8y Movement Disorder Society
42.1.1-31 hydroxydopamine (6-OHDA) model of Parkinson’s al & — #ESh | Annual Meeting, Toronto, BB Gk
disease Merck Serono Canada, 2011
Switzerland
ES0610005: NW-1015 (former PNU-151774E), a
4.2.1.1-32 combllned. MA.O B and glutamate r.eleas’e 1nh1b1tor, s Maj R et al. A<HH Newron #E5%  [(Poster Presentation in 1999) AL B
effective in animal models of Parkinson’s disease: Italy
“wearing-off” model in denervated levodopa-treated rats
-76A: -1015 on NMDA ; -
iritss | HR76A: Ettect of [ and NW-1015 on . — B —
currents.
TANDD-inViVO---OO9: Study of Antiparkinsonian - ot
4.2.1.1-34 and Antidyskinetic Effect of Safinamide in Parkinsonian 1 2N — PR AR
Primates
Canada
CHUQ-CHUL
Laval University
Canada
Gregoire-2013: Safinamide reduces dyskinesias and . . . .
L ; Park Relat Disord. i
4.2.1.1-35 prolongs L-DOPA antiparkinsonian effect in parkinsonian Sregmre ct — EMD Sereno 24N 28r1 312390.1;105;_11 4e at isor S G R
monkeys. ‘ USA 19 .

Merck Sereno
Switzerland




14T 3RE . RTEH—E age
o4 3K 112 RTEH—E Page 12
CTDK)J%{TJ‘@*H' = %ﬁgﬁgﬂéﬁ@ =5 == = 3 = ng’fﬂﬁ(g*il' *
- v G 5 AR B " s e e
%% ZA b %%L ﬁ;ﬁF‘aﬁ ui%ﬁ?@ﬁ’!ﬁﬁfﬁ ;&*ﬁr *EJ%Z Zj%g*/,'
--_: Study of safinamide
4.2.1.1-36 concentrations in parkinsonian primates of acute al- - -. AN — ZEER
experiments 1 and 2 ’
Canada
TANDD-invivo-JJJ011-work-plan-4: Study of L
antiparkinsonian and antidyskinetic effect of safinamide - et ; =T o v
42.1.1-37  [[PETRTROHAN 7 . : ) . ~-HRR GZAN — R AT
in parkinsonian primates in a semi-chronic experiment  |al.
and associated safinamide assay 2 Canada
TANDD-inViVO---Ol2-w0rk—plan—7: Study of - "
4.2.1.1-38 antiparkinsonian and antidyskinetic effect of safinamide al ~ -. AN — AEAT R
compared to rasagiline in parkinsonian primates '
Canada
I I o \-plan-: Study of I
antiparkinsonian and antidyskinetic effect of lazabemide
4.2.1.1-39 and riluzole alone as well as lazabemide/riluzole and al- e -. WS — A& R
lazabemide/safinamide combinations in parkinsonian '
primates Canada
I I 5 Sy of —
42.1.1-40 antiparkinsonian and antidyskinetic effect of amantadine - et - . sk o S
o compared to safinamide as well as their combination in  |al. ' - e
i . mat
parkinsonian primates Canada
MMSCHI1: Final report on the effects of safinamide and _
4.2.1.1-41 rasagiline in combination with L-DOPA in the MPTP- - ~ -. _ 4N — ZE LR

lesioned macaque model of Parkinson's disease.
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MMSCH2: Final report on the effects of safinamide in _
42.1.1-42  |combination with L-DOPA in the MPTP-lesioned & ~-IHA | — BELER
macaque model of Parkinson's disease
UK
Salamone-2012: Tremorolytic effects of safiniamide in _ et ; S0 o vl
42.1.1-43 ) ) o ~-HRR WSt — AT R
animal models of drug-induced parkinsonian tremor al. USA
University of
Connecticut
49 1.1-44 Po'durgiel-2013: Tremo.rolytic effect§ of sgﬁnamide in Podurgiel S et . USA ok Pharmacol Biochem Behav. B2y
animal models of drug-induced parkinsonian tremor. al. 2013;105:105-11.
Merck Serono
Switzerland
ES0610007: Neuroprotective effect of safinamide in the Newron
4.2.1.2-01 gerbil model of cerebral ischemia and cognitive VaghiFetal [R~H] . . ##4%  [Poster Presentation in 1997 BE R
: . Pharmacia & Upjohn
1mpairment
Italy
UCL Institute of
Neurology
. . - King's College
Morsali-2013: Safinamide and flecainide protect axons University of Glaseow
42.1.2-02 and reduce microglial activation in models of multiple ~ |Morsali D et al. — UK Y & WSk |Brain. 2013;136:1067-82. BB

sclerosis
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9850139: The profile of anticonvulsant activity and - . S
4.2.1.2-03 minimal toxicity of _ in mice and rats - ctal .I _ 17} HEH
USA
9650208: Pre-clinical Pharmacology of PNU-151774
(FCE 26743A): 111. Evaluation of the Different
Responsiveness of Amygdala and Hippocampus to 1 g _ o L g s
4.2.1.2:04 Kindling Development and Examination of PNU-151774 - ctal \ Italy 5 ZHEEH
Anticonvulsant Activity in Hippocampal and Amygdala
Fully-Kindle Rats
9650209: Pre-clinical Pharmacology of PNU-151774 _
42.12-05  [(FCE26743A): IV. Anticonvulsant Activity in the | En .I e WS — BEGE
Amygdala Fully-Kindled Rats ’ Y
9750002: Pre-clinical Pharmacology of PNU-151774E
(FCE 26743A): V. Anticonvulsant Activity and - _ N o S
4.2.1.2-06 Neuroprotection in the Kainic Acid Model of Complex - etal. ) Italy i Cael
Partial Seizures
9650201: FCE 26743A: Evaluation of the EEG effects in ||| <t | | ‘ e
4.2.1.2-07 . L e — SEEE
the conscious monkey (oral administration) al. .
UK
--int—commun—-: In vitro pharmacological
characterization of safinamide metabolites:(S)-(+)-2-[4- -
4.2.1.2-08 (3-fluorobenzyloxy)-benzyl amino]-propanoic acid (NW- - et al. - 2N _ ZEGR

1153) and 4-(3-Fluorobenzyloxy)-benzoic acid (NW-
1689).
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DMPK-156-08: In Vitro Evaluation of NW-1689, NW- _
42.12-09  [1153 and NW-1199 as Inhibitors of Human MAO-A ||l 1 N WSt — R R
Enzymes USA
NWR-16: Investigation into the possible inhibition of L- -
4.2.1.2-10 Dopa decarboxylase by Safinamide, NW-1689 and NW- - .I_ _ AN — ZEGE
1153 ' UK
-66A: In vitro effect of Safinamide and -
42.1.2-11 hon MAO enzymatic activity in al_ |- -. Ital- AN — BEGE
the rat brain mitochondria. ' 4
Strolin Benedetti-1995: Enantioselective recognition of Strolin
two anticonvulsants, FCE 26743 and FCE 28073, by . Pharmacia ; Prog Brain Res. 1995;106:123- S
2.1.2- ’ ’ — 3 ’ BEEE
4.2.12-12 MAO, and relationship between MAO-B inhibition and aBlenedettl Met Italy 17} 34. HEH
FCE 26743 concentrations in rat brain.
N858X(9750104): PNU-151774E: Effects on general
4.2.1.3-01 behavior in the mouse (Irwin’s test) after oral . 2N - ZE G
administration
11.0016: Safety pharmacology study for behavioral
effects of MSC2191632B (S-Safinamide
4.2.1.3-02 methansulfonate) or A* P 4N — FEA & B

using the primary observation (Irwin)
test in the male and female rat (p.o. administration)
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42.13-03 9650206: Pre-clinicla Pharmacology of PNU-151774 _ et |_ - . _ st o BEUE
o (FCR 26743A): 1. General Anticonvulsant Activity al. ’ Italy -
421304 '1205013: Mouse locomotor activity and cocaine - sk o BEE
interaction
USA
9650207: Pre-clinical Pharmacology of PNU-151774 o o S e
4.2.1.3-05 (FCE 26743A): 11. Locomotor and Cognitive Activity. 5 SRR
0907024: Assessment of potential cocaine treatment e -
) N 3 _ BEGP
4.2.1.3-06 medications in monkeys - -. - 5 SEH
USA
091104.NFS: Effect of Safinamide Methansulfonate on i _
42.1.3-07 Cloned hERG Potassium Channels Expressed in Human - .I _ EZ4N — FEAL &
Embryonic Kidney Cells. ’ USA
1205010: Effect of safinamide on recombinant hERG - - e
4.2.1.3-08 I R N — BELE

channels expressed in CHO cells

Italy
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100819.NFS: Effects of MSC2191632B on Cloned ; ,
LoD . . i N _ E/B (g\,:
4.2.1.3-09 Cardiac Ion Channels Expressed in CHO cells. - - . _ s elati
USA
ZNA15799.001: Effect of Merck KGaA Test Substances _
4.2.1.3-10 on hERG Tail Current Recorded from Stably Transfected - ~ -. _ 24N — ZE G KL
HEK293 Cells UK
EGSP MP 091211 MPC: The Effect of
B I | o
_ > - 3 _ 7‘/;% iy
4.2.1.3-11 on Kv11.1 (hERG) ion channel - -. Germany o SEH
activity.
421312 100821.NF'S: Effects qf One Test Article on Ion Channels _ - st L B2
Expressed in Mammalian Cells \ _
USA
1204014: Evaluation of possible inhibition of HCN _ ; i
2.1.3- . ~ i 3 — BEGR
4.2.1.3-13 channel isoforms by NW-compounds - . r s SEH
Italy
EGSP_OP_100910_010: The Effect of MSC2191632B _
42.1.3-14 on Cardiac Action Potentials in Isolated Guinea Pig _ ~ -. 2N — ZE G

Papillary Muscles

Germany




Y13 112 FTEH—E Page 18
CTDK}J%{TJ‘@*H' = %ﬁ%%ﬁ@ =5 == = 3 = ng’fﬂﬁ(g*il' *
2= L B g 3 FE R =k o e
x5 ZA K EH HARE s R 32 it 455 T RFEIH E2E ) BEG R}
20040414PECM: NW-1015 (SAFINAMIDE): Evaluation
4.2.1.3-15 of effect on cardiac action potential in isolated canine _ .I_ AN — FEA & B
Purkinje fibres. '
France
EGSP_OP 100810 008: The Effect of MSC2191632B _
4.2.1.3-16 on Refractory Period and Force of Contraction in Isolated _ ~ -. German AN — ZEER
Guinea Pig Papillary Muscles Y
7243-96-080: Comparative effects of PNU-151774E and I ‘ .
2.1.3- ~ . 1 — SEGE
42.13-17 diphenylhydantoin in isolated rabbit myocardium - - . USA W SEH
7243-97-016: Cardiovascular Effects of PNU-151774E _
4.2.1.3-18 and Standard Anti-epileptic Agents in Conscious and USA AN — BEGE
Anesthetized Rats
R15130(20010479PCC): Evaluation of effects on blood =
4.2.1.3-19 pressure, heart rate and electrocardiogram after single - 4N — FEA A B
oral dosing in conscious dogs r
France
GSPO0018ECG: Heart rate, arterial blood pressure and
4213220 ECG measurements in awake dogs after oral - .I- & st o BEUE

administration of MSC2191632B (S-Safinamide) or
A*
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4.2.1.3-21 --39: Noradrenaline Pressor Effect in the pithed rat _ ~ -. % AN — ZEE L}
--42: Modification of Tyramine Pressor Effect in the - . -
2.1.3- ~ . 1 — ZEHE
4.2.1.3-22 Conscious Rat _ -. Italy 7 SRR
N826X(9750238): PNU-151774E: Effects on
cardiovascular and respiratory parameters in the - _ N o PR
4.2.1.3-23 anesthetized cynomolgus monkey after intraduodenal, - . Italy 15t BEER
intravenous and intracisternal administration.
GSPOO10RF: Respiratory function in conscious rats after - _ . o S
4.2.1.3-24 oral administration of MSC2191632B or A* | - .I Germany 17} AR
8920172: In Vitro Pharmacology: General Safety Profile 1 & N o PArn
4.2.1.3-25 _ Study of_- - . - - 2B Gk
France
421326 |8920174: Organ Safety Profile - Study of NW-1153 - ||l .I - st — BEGF
France
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8920175: In Vitro Pharmacology - Study of EMD - N o s e
421327 11195686 and NW 1689 - i . ] 5 bty
France
8920177: In Vitro Pharmacology: - Study of EMD N o B
42.13-28 11195686, NW1689 and NW-1153 - I L ] % BERH
France
8920196: In Vitro Pharmacology: Human M4 Receptor _
4.2.1.3-29 Binding and Functional Assays -Study of EMD 1195686 - .I - AN — BEGE
B France
8060252: In Vitro Pharmacology: General Safety Profile 1 B - . o P
421330 gy of EMD 1195686- . . - Ll BERM
France
8920254: ADME-Tox: Chemical Stability —Study of one 1 B ; -
) ; _ BEEP
421331 | and I .I - WEsh EE
USA
421332 8920256: In Vitro Pharmacology: Binding and Functional - .I- st o BB

Assays: Study of MSC2191632B

France
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8920286: In Vitro Pharmacology: Merck Large Receptor i _
4.2.1.3-33 Profile: Studi of i in acetonitrile and - .I - 4N — ZE G L
in PBS France
8920316: A* : In vitro 1 g ; S
- ; _ B
421334 | ot profiling [ ] .I . HEsH ikt
France
8920326: In Vitro Pharmacology: Opioid Receptor i _
4.2.1.3-35 Binging and Functional Asssays: Study of - .I - AN — BEGE
ﬁ in acetonitril and in PBS ’ France
8920178: In Vitro Pharmacology: Kinase Assays - Study N o g
421336 P NW-1153, EMD 1195686 and NW1689 - I L ] i DA
France
N856-Q1519(9750236): PNU-151774:Effects on renal B ; B o
4.2.13-37 function in the rat after oral administration - . Italy i#4 AA R
- 274): PNU-151774E: Effect | N \ e e
i 133 |NBS9-QIS20(9750274): PNU-15177 ect on . .I - - g

intestinal transit in the mouse after oral administration

Italy
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FCE-26743A-101i: Determination of FCE26743A _
4.2.2.1-01 concentrations in rat plasma using HPLC with - ~ -. Ttal AN — AATE R
fluorescence detection y
9750061: Validation of an LC-MS-MS method for the I : o
Lld- . . ~ i Y —_ ENA &
4.2.2.1-02 analysis of PNU-151774 in rat plasma - - . Italy 15} A
9750066: Validation of an LC-MS-MS method for the I ‘ g
Z.2.1- ~ i 3 . =7 g\,\
4.2.2.1-03 analysis of PNU-151774 in monkey plasma - - . Italy 151 AR
87-00: Validation of a rapid HPLC method for
determining NW-1015 in rat plasma after - ; o S
4.2.2.1-04 deproteinization with atmospheric pressure chemical - -. Switzerland 151 AA R
ionization tandem mass spectrometry (LC-MS-MS)
88-00: Validation of a rapid HPLC method for
determining NW-1015 in monkey plasma with - N o S
4.2.2.1-05 atmospheric pressure chemical ionization tandem mass - -. Switzerland 4 AA R
spectrometry (LC-MS-MS)
88-00-B: Validation of a rapid HPLC method for
422.1-06 determining NW-1015 in monkey plasma with - _ -. - st o S35

atmospheric pressure chemical ionization tandem mass
spectrometry (LC-MS-MS): Partial revalidation

Switzerland
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96-00: Cross-validation of an HPLC method for
determining low levels of NW-1015 in rat plasma vs -
4.2.2.1-07 human plasma after liquid/liquid extraction with - ~ -. Switzerland HES — AL R
atmospheric pressure chemical ionization tamdem mass
spectrometry (LC-MS-MS)
98-01: Validation of two HPLC methods for determining
NW-1015 in rat bile and urine samples with atmospheric - - o S e Vs
4.2.2.1-08 pressure chemical ionization tandem mass - -. Switzerland A+ A FRE
spectrometry(LC-MS-MS)
R-035-04(P010-04): Analytical transfer of an -
4221-09  [HPLC/MS/MS method to determine safinamide e ~-HRR . st — At R
concentrations in rat plasma samples Ttaly
P013104(R-036-04): Analytical validation of an -
422.1-10 HPLC/MS/MS method to determine safinamide - ~ -. _ s — P AR
concentrations in mouse plasma samples Ttaly
R-027-05(P004-05): Analytical validation of an -
HPLC/MS/MS method to determine Safinamide and o o = Tl
4.2.2.1-11 metabolites (NW-1153 and NW-1689) concentrations in - -. _ 7 FHATETRY
mouse plasma samples Italy
0070-455(DMPK79-08): Partial Validation of an
Analytical Procedure for the Determination of Safinamide _
422 1-12 and its Metabolites (NW-1153 and NW-1689) in Rat - N -. st L ST

Plasma together with an Investigation into the Long-Term
Storage Stability using Automated Protein Precipitation
and LC-MS/MS

ENGLAND
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R-026-05(P003-05): Analytical validation of an ]
HPLC/MS/MS method to determine Safinamide and ; S vl
2.2.1- . . ~ \ i — AHmE R
42.2.1-13 metabolites (NW-1153 and NW-1689) concentrations in - - . _ 1o AFAEE
rat plasma samples Italy
28597(S010034, RE7160): Validation of a liquid _
chromatography — Tandem Mass Spectrometry - N o S
42.2.1-14 (LCMS/MS) method for measurement of Safinamide and - ' r o FHA R
two metabolites (NW-1153 and NW-1689) in rat plasma ENGLAND
SOI0047: Partial validation of a bioanalytical method to
422.1-15 measure safinamide and 2 metabolites (NW-1689 and - .I HFES- — VA R
NW-1153) in rat retina ’
ENGLAND
SOI0051: Partial validation of a bioanalytical method to
422.1-16 measure safinamide and 2 metabolites (NW-1689 and - .I HES- — A R
NW-1153) in rat fat ’
ENGLAND
0070-457(DMPK83-08): Partial Validation of an
Analytical Procedure for the Determination of Safinamide _
4221-17 and its Metabolites (NW-1153 and NW-1689) in Rabbit - .I- st o S G R

Plasma together with an Investigation into the Long-Term
Storage Stability using Automated Protein Precipitation
and LC-MS/MS
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42.2.1-18

0070-456(DMPK82-08): Validation of Analytical
Procedure for the Determination of Safinamide and its
Metabolites (NW-1153 and NW-1689) in Primate Plasma
together with an Investigation into the Long-Term
Storage Stability using Automated Protein Precipitaton
and LC-MS/MS

ENGLAND

A

4.2.2.1-19

8224857(DMPK29-10): Validation of an Analytical
Procedure for the Determination of and
.

before and after determination) in
Acidified Primate Plasma using Protein Precipitation and
UPLC-MS/MS

4.2.2.1-20

1004-071197(SO10043): Partial Validation of an
Automated Method for the Determination of Carbidopa
and Levodopa in Rat Plasma by HPLC with
Electrochemical Detection
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4.2.2.1-21

1004-071198(S0OI10038): Partial Validation of an
Automated Method for the determination of Carbidopa
and Levodopa in Cynomolgus Monkey Plasma by HPLC
with Electrochemical Detection

c
~

4.2.2.1-22

1004-071199(S0OI10039): Validation of an Automated
Method for the Determination of Carbidopa and
Levodopa in Rabbit Plasma by HPLC with
Electrochemical Detection

A

AP
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0070470(DMPK81-08): Partial Validation of an _
Analytical Procedure for the Determination of
4.2.2.1-23 Pramipexole and NW-1199 in Rat Plasma together with - .I_ _ 24N — FEAML R
an Investigation into the Long-Term Storage Stability '
using Automated Protein precipitation and LC-MS/MS ENGLAND
0070-471(DMPKS80-08): Validation of Analytical _
Procedure for the Determination of Pramipexole and i
4.2.2.1-24 NW-1199 in Primate Plasma together with an e .I I 24N — A Al R
Investigation into the Long-Term Storage Stability using '
Automated Protein Precipitation and LC-MS/MS ENGLAND
METPK-110-94(9550278): Preliminary stability study of
4.2.2.1-25 FCE 26743A in rat plasma after storage at -20°C for three - ~ -. Ital- AN — AT )
months y
METPK-190-96: Pharmacokinetics after single _ ; e i
) ; _ HEZGR
4.22.2-01 administration in rat - -. Italy 17} SRR
DMPK-09-08: Pharmacokinetics after Single i.v., p.o. 1 _ ; o S e
4.2.2.2:02 and i.p. Administration of Safinamide to Rats - .I Germany st AFA
422203 METPK-193-96: Pharmacokinetics after single - -. _ Yk o BEEE

administration in monkey

Italy
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NWR-08: The disposition of ['*C]-Safinamide in the 3 ; e
4.2.2.2-04 st — BEGE
Cynomolgus monkey following single oral administration - ! _ @ RN
United Kingdom
DMPK-121-09: Pilot Study on the Formation of NW- | B | ‘ e
222 : — FA ik
4.2.2.2:05 1689 after single oral Administration of NW-1153 to Rats - .I Germany 15t AR
DMPK-123-09: Bioanalysis and Pharmacokinetic
Assessment of EMD 1195686, NW-1153, _
4.2.2.2-06 (NW-1689) and -Glucuronide in Plasma _ N-. German s — ZE R
Samples Collected During Safety Pharmacology Study v
GSP0012CVP in Sprague Dawley Rats
847960: ['*C]-NW-1015: absorption, distribution, I I
4.2.2.2-07 metabolism and excretion after single intravenous or - .I - sk — AEATE R
repeated oral administration to male and female rats ' Switzerland
RF2310: Safinamide: PK Study After Repeated Oral 1 g . o S e s
4.2.2.2-08 Administration in Monkeys - .I - 5 A ERE
Italy
METPK-149-95(9550334): Determination of plasma and -
42.23-01  |brain concentrations of FCE 26743A after a single oral || ~-HRB WSk — REA 2

administration of FCE 26743 A to mice: Final Report

Italy




HI4F3IRE 1.12 FHEH—E Page 28
CTDI Akt n RN | e prae \ SPA R -
= 1% 5 B 3 2] =k o in
x5 ZA K By HARE AR S it 5 AT AR E22E ) BEG R}
METPK-150-95(9550336): Determination of plasma and -
4.2.2.3-02 brain concentrations of FCE26743A after single oral - ~ -. Ttal AN — FEAD & B
administration in male cynomolgus monkey Y
DMPK-126-07: In Vitro Distribution of ['*C]-Safinamide
422303 [and its Major Metabolites [ “CI-NW-1153 and [“C)-NW-| e .I I - _ -
1689 in Whole Blood of Mouse, Rat, Rabbit, Dog, - Germany
Monkey and Human
R09360: [14C]-NW-1015 Pharmacokinetics in the rat N = el
4.2.2.3-04 ~ HTZAN — Rl Al E
after a single oral administration - - . - i
Italy
DMPK-17-08: Elimination from Eyes and Selected _
4.2.2.3-05 Organs and Tissues of Pigmented Rats after Single _ ~ -. Germany M99 — SEAmE R
Administration of [14C]-Saﬁnamide
DMPK-122-08: Pilot Study on the Metabolism in Eyes _
4.2.2.3-06 after Repeated po Administration of ['*C]-Safinamide to - .I Germany IS — FEAE R
Pigmented Rats .
DMPK-146-08: Metabolites in Eyes after Repeated Oral _
4223-07  |Administration of [*C]-EMD 1195686 (Safinamide) to || NN .I TN — AT

Pigmented Rats

Germany
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DMPK-176-08: Metabolite profiling in Plasma, Eyes and _
4223-08  |Brain after Administration of ['*C]-EMD 1195686 e .I re— 7N — RTATE B
(Safinamide) and Metabolite ['*C]-NW-1689 to Rats ' Y
DMPK-48-08: Metabolites in Eyes after po - _ . N
4.2.2.3-09 24 — AR
Administration of [14C]-Saﬂnamide to Rats - .I Germany i PHIFE
DMPK-23-11: Expert Report on Pharmacokinetics and _ ; =T o v
223 -l : — AR
4.22.3-10 Distribution of Safinamide in Mice, Rats and Monkeys - - . Germany 17} APAEOR
METPK-99-93(9550284): Determination of plasma,
urine and brain concentrations of FCE 26743A and - - . =77 o v
L.2.D- ~ i b . =7 g\,\
4.2.2.3-11 after a single oral administration of FCE26743A - - . Italy 151 AR
and in rats
METPK-134-95(9550335): Determination of plasma and -
4.22.3-12 brain concentrations of FCE26743A after single oral - ~ -. ltal 2N — FAT &R
administration to female cynomolgus monkeys Y
DMPK-127-07: In Vitro Identification of Human Plasma _
4223-13  |Proteins Binding [**C]-Safinamide and its Major e .I Gormany WS — AT R

Metabolite NW-1689
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DMPK-162-07: In Vitro Protein Binding of [ "*C]-
422314 Safinamide anq its Maj'or Met.al?olites [14C]-NW-1 153 _ .I' _ sk — S B
and NW-1689 in Rabbit, Minipig, Dog, and Monkey - Germany
Plasma
DMPK-20-11: In Vitro Non-Covalent Protein Binding of i _
4.2.23-15 NW-1689 18-O-Acyl Glucuronide in Human and Monkey - .I German AN — FEA & B
Plasma ' Y
NWR-12: Interspecies comparison of the in vitro plasma i -
4223-16 |protein binding of Safinamide, NW-1689 and NW-1153 || i .I I WSt — A
in mouse, rat and human UK
DMPK-37-09: Metabolism and Mass Balance after Single _
4224-01  |Oral Administration of “C-EMD 1195686 (Safinamide) || | | |l .I Gormany TN — AT
to Female Cynomolgus Monkeys '
DMPK-176-07: Metabolism of Safinamide after Single _
4.2.2.4-02 Oral Administration of [14C]—Saﬁnamide to Male and - .I Germany TS - FEA B R
Female Mice .
NWR-03: In vitro metabolism studies of '*C-Safinamide i - o
4.2.2.4-03 with freshly isolated mouse, rat, Cynomolgus monkey and - .I _ Iz — FFAE R

human hepatocytes
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NWR-05: Identification of the major metabolites -
. . . 14 . .
42.2.4-04 generated during incubations of " C-Safinamide with - Y . SR
freshly isolated mouse, rat, Cynomolgus monkey and - ' _ " R R
human hepatocytes in vitro UK
DMPK-165-07: In vitro Metabolism Study of [*C]- B ; I
4.2.2.4-05 P48 — RIRAES
Safinamide with Freshly Isolated Rabbit Hepatocytes - - Germany % i
DMPK-54-08: In Vitro Metabolism Study of ['*C]-EMD -
4.2.2.4-06 1195686 (Safinamide) with Freshly Isolated Dog - .I Germany sk — FEA & B
Hepatocytes '
DMPK-30-08: Evaluation of Intrinsic Clearance of '*C- ! ¥ _ ; S TR
4.2.2.4-07 HEok — A
Safinamide in Primary Human Hepatocyte Cultures - .I Germany " R R
NWR-04: Identification of the cytochrome P450 enzymes -
4.2.2.4-08 involved in the human hepatic metabolism of ['*C]- - .I_ _ T4 — FEA & B
Safinamide ' UK
NWR-14: Investigations into the roles of cytochrome -
42409 P450 CYP3A4 and monoamine oxidases in the - .I- 44 o S

metabolism of [14C]—Saﬁnamide using freshly isolated
human hepatocytes
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DMPK-123-07: In Vitro Investigation of Safinamide i _
4.2.2.4-10 Metabolism: Phenotyping of the Metabolic Pathway to - .I TS — AEATE R
. Germany
NW-1689
DMPK-125-07: In Vitro Investigation of Safinamide i
4.2.2.4-11 Metabolism: Contribution of ALDH to the Metabolic - .I AN — FEA & B
Pathway to NW-1689 '
USA
DMPK-124-07: In Vitro Investigation of Metabolic i _
4.2.2.4-12 Pathways that Lead to Formation and Decomposition of _ .I German AN — AT R
the Safinamide Metabolite NW 1153 ' v
XT104133(DMPK 145-10): In Vitro Reaction ]
Phenotyping of the UDP-Glucuronosyltransferase (UGT) 1 g N o S e
422413 Isozyme(s) Responsible for O-Glucuronidation of NW- - . - 5 RHIBRS
1689 USA
DMPK-164-07: Reactivity of NW-1689 Acyl i _
4.2.24-14 Glucuronide(s) towards Human Serum Albumin and _ .I German AN - AEAT R
Degradation in Aqueous Solution ’ Y
NWR-09: [14C]-Saﬁnamide: Absorption, metabolism and i - )
4.2.24-15 excretion studies following oral administration to male - .I _ TS — S E R

rats

United Kingdom
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DMPK-175-08: Pharmacokinetics, Metabolism and Mass _
4.2.2.4-16 Balance After Single Oral Administration of “C-EMD - .I_ German AN — P E R
1195686 (Safinamide) to Female Beagle Dogs ' v
IPAS-MET-99-04: Evaluation of the inhibitory potential ; =77 o v
L0 . . ~ i Y J— 1112 g N
4.2.2.6-01 of NW-1015 on different CYP450 isoenzymes - - . - st FHBROS
Switzerland
NWR-17: Investigation of the potential for Safinamide, -
4226-02  [NW-1689 and NW-1153 to inhibit human CYP450- e .I I st — R
mediated metabolism in vitro ' UK
XT075070(DMPK121-07): In Vitro Evaluation of _
4.2.2.6-03 Safinamide, NW-1153 and NW-1689 as Inhibitors of - .I - 4N — FEAM &R
Human Cytochrome P450 Enzymes ’ USA
XT085009(DMPK10-08): In Vitro Evaluation of _
4.2.2.6-04 Safinamide as a Time-Dependent Inhibitor of Human - .I - sk — FATG R
CYP1A2, CYP2B6, CYP2C19, and CYP2D6 ’ USA
XT105058(DMPKS89-10): In Vitro Evaluation of NW- _
4.2.2.6-05 1689 Acyl Glucuronide as an Inhibitor of CYP2CS in - .I - AN — AEAT R

Human Liver Microsomes

G

SA
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9650281: Investigation of the inducing properties of FCE -
422.6-06  [26743A and FCE27023A for selected drug metabolizing ||l N | Tl YA — R A
enzymes in rodent liver Y
FCE26743-801i: Comparative investigation of the _
inducing properties of potentially anticonvulsant drugs N o S
4.2.2.6-07 for the regio- and stereoselective hydroxylation of - .. _ 5 FHBRS
testosterone in male rat liver Germany
METPK-208-96: Determination of the level of different _
4.2.2.6-08 cytochrome P450 isoenzymes in hepatic microsomes of - .I Ttal AN — AT )
rats treated with PNU-151774 ' Y
030242: Determination of CYP3A4 induction potential of -
Safinamide and Ralfinamide, hereinafter called new ; ,
2.2.6- ’ ! ‘ — BEGE
4.2.2.6-09 chemical entities (NCEs) using a transfected human liver - - . _ Ll hats
cell line and a reporter gene assay Canada
DMPK-122-07(MSO1): In vitro Evaluation of Human _
422.6-10  |Cytochrome P450 1A2,2C9 and 3A4/5 Inducibility by ||| | | [ .I . st — AT
Safinamide ' France
DMPK-42-09(MS-042009-01): In vitro Evaluation of _
4.2.2.6-11 Human Cytochrome P450 2B6 Inducibility by EMD - .I _ 2N - FEAM & Bk

1195686

France
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DMPK-31-10(MS-032010-02): In vitro Evaluation of ]
Cytochrome P450 1A2 and 2B6, UDP-Glucuronosyl - N o PR
42:2.6-12 Transferase 1A1 and Sulfotransferase 2A1 Inducibility by - .I _ 5 BEEN
EMD 1195686 France
DIXG1000: To investigate the permeability of - e L S i
4.2.2.6-13 Safinamide across Caco-2 monolayers - ) F 7% FHITETRY
UK
HLS-16-02Apr2014: In vitro Interaction Studies of
Safinamide and NW-1153 with Selected human BCRP
Efflux (ABC) Transporter, and with human OATP1BI, - N L S 1
42.2.6-14 16 ATPIB3, OATP1A2, OAPT2BI, OCTI, OCT2, . . Ll AR
OATI, OAT3, MATE1 and MATE2-K Uptake Hungary
Transporters
DMPK-15-10: Uptake of Safinamide into Human _ . o -
- <H i — A ﬁ% >
4.2.2.6-15 Hepatocytes B Germany s R Al
DMPK-120-07: Safinamide and its major metabolites i
422.6-16  [NW-1153 and NW-1689 — inhibition of P-glycoprotein || | | [ [ } N .I _German Z0 — A
investigated in Caco-2/TC7 cells ' Y
422617  |PMPK-103-10: MSC2191632B- BCRP Inhibition in | ey .I & i _ SR

MDCKII-BCRP Cells
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DMPK-55-09: In vitro Interaction Study of Safinamide _
4.2.2.6-18 and ist Metabolites with Human BSEP (ABCB11/sP-gp) F .I_ _ AN — FEA & B
ABC (efflux) Transporter ' Hungary
DMPK-84-08: Inhibitory Potential of Safinamide and
4.2.2.6-19 Four of its Metabolites as Inhibitors on OATP1B1- - .I_ AN — FEA & B
mediated BSP Uptake i
Germany
DMPK-142-10: Inhibitory Potential of Safinamide and
422.6-20  |Four of its Metabolites on OATP1B3-mediated BSP ||l - WSt — ATA
Uptake
Germany
DMPK-166-07: Safinamide - Inhibition of Human _
4.2.2.6-21 Organic Cation Transporter 2 (hOCT?2) Investigated in - .I German AN — AT )
hOCT2-Transfected HEK Cells ' Y
DMPK-53-10: Inhibitory Potential of Safinamide and
4.2.2.6-22 Four of its Metabolites as Inhibitors on hOAT1, hOAT3 - .I HES- — R & R
and hOAT4 In Transfected HEK-Cells '
Germany
422623 DMPK-145-11: _fP-gp Inhibition in _ .I- _ st o BEUE

Caco-2 cells

Germany
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N833-Q1511(9750086): PNU-151774: Acute oral B T B S
4.2.3.1-01 toxicity study in rats - \ Italy <l R R
N832-Q1510(9750085): PNU-151774: Acute intravenous | N ; - N
4.2.3.1-02 toxicity study in rats - ) Italy 51 AR
N596-Q1354(9550005): FCE 26743 A: Four-Week Oral | ; B R
4.2.3.2-01 Toxicity Study in Rats _ ' Italy o BERR
N814-Q1505(9750253): PNU-151774: 4-week oral _
4.2.3.2-02 toxicity study in rats followed by a 4-week recovery _ .I Ttal AN — AT )
period ’ Y
7552: NW 1015: 13 week oral toxicity study in rats 1 B N o S (s
RF3230: Safinamide : Histopathology re-evaluation of i
4.2.3.2-03-02 |selected organs from study RTC7552: 13-week oral _ .r = 4N — FEAE B

toxicity study in rats followd by a 4-week recovery period

Italy
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IPAS-NW-1015-RTC Prot. No. 626/S Vent: A 13 week ]
oral toxicokinetic study of NW-1015 in the rat: LC-MS- 1 3 ; =T o v
.2.3.2-03- o i — AHmE
4.2:3.2-03-03 MS determination in plasma and pharmacokinetic - .I - 17} AT
analysis of the data Switzerland
8724: SAFINAMIDE(NW1015): 26-week oral toxicity - N o S
4.2.3.2-04-01 study in rats followed by an 8-week recovery period - ' F o FHA R
Italy
RF3240: Safinamide : Histopathology re-evaluation of
423.9-04-02 selt?cFed organs from study RTC8724: 26-week oral 1 g st o 7 (g
toxicity study in rats followd by an 8-week recovery \
period
Italy
423.2-05-01 RE623.0(IMP28452): Safinamide: 26-week oral toxicity 1 3 st o 7 (g
study in rats followed by 6 weeks of recovery. .
Italy
RF3950: Safinamide: Transmission Electron Microscopy
423.9-05-02 (TEM) of selected lung samples from study RE6230: 26- - .I— = st o ST

week oral toxicity study in rats followed by 6 week
recovery period

Italy
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N636-Q1392(9550237): FCE 26743A: 4-weck oral | B ; B R
4.2.3.2-06 toxicity study in the cynomolgus monkey - \ Italy s BERR
N822-Q1509(9750107): PNU-151774: Four-week oral i _
4.2.3.2-07 toxicity study in the cynomolgus monkey followed by a - .I Ital 2N — FEA & B
two-week recovery period ' Y
991180: NW 1015: 13-week oral toxicity study in 1 3 : o o S0 v
4.2.3.2-08-01 monkeys followed by a 6-week recovery period. _ .I 7 AT
Italy
IPAS-NW-1015(RBM Exp No.991180): A 13-week oral ]
toxicokinetic study of NW-1015 in the monkey: LC-MS- 1= e L S0 v s
4.2.3.2-08-02 MS determination in plasma and pharmacokinetic - .I - 7% AR
analysis of the data. Switzerland
21893TCP: 39-week toxicity study by oral route (gavage) i .
4.2.3.2-09 in cynomolgus monkeys followed by an 8-week _ .I AN — FEAE B
treatment-free period. ' -
France
30939TCP: 26/39-week toxicity study by oral route i -
4.2.3.2-10-01 |(gavage) in cynomolgus monkeys followed by an 8-week - .I - s+ — FEATG &
France

treatment-free period.
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833-001: Pathology Working Group Review of the Retina _
of the Eyes from a 26/39-Week Toxicity Study of N o Sk
4.2.3.2-10-02 Safinamide by the Oral Route (Gavage) in Cynomolgus - -I r s i
Mokeys Followed by an 8-Week Treatment-free Period USA
SOI10024: Preliminary toxicity study for safinamide in -
4.2.3.2-11 combination with levodopa/carbidopa by oral gavage - .I_ 4N — 2B G R}
administration to CD rats for 4 weeks ' r
UK
SOI10022: Preliminary toxicity study for safinamide in i -
4.2.3.2-12 combination with levodopa/carbidopa by oral gavage - .I AN - ZE G K}
administration to cynomolgus monkeys for 4 weeks ’ r
UK
SOI10053: Safinamide in Combination with -
Levodopa/Carbidopa: Toxicity Study by Oral Gavage 1 B o o = s
4.2.3.2-13 Administration to CD Rats for 13 Weeks followed by a 4 _ s 7 FHETRY
Week Recovery Period.
UK
SOI0052: Safinamide in Combination with -
423914 Levodopa/Carbidopa: Toxicity Study by Oral Gavage - .I- r st o =715

Administration to Cynomolgus Monkeys for 13 Weeks
Followed by a 4 Week Recovery Period

c

K
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RE8410(IMP28941): Dose range-finding study in - e o S e
4.2.3.2-15 Cynomolgus monkeys treated by oral route - ) 7% ZEEH
Italy
22972: Safinamide: 13-Week Oral Administration
Toxicity Study in the Cynomolgus Monkey in N o = o R
4.2.3.2-16 Combination with Pramipexole with a 13-week treatment- 151 ARt
free recovery period
Germany
RE8520(IMP28963): Preliminary 1-week intravenous o o S ot
4.2.3.2-17 toxicity study in rats - = L SRR
Italy
RE9970(IMP29396): Multi-Site 2-week IV toxicity study . o = e e e
4.2.3.2-18 in rats followed by 2 weeks of recovery - 7% FHITETRY
Italy
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RE8600(IMP28961): MTD study in Cynomolgus 1 g o o P~
4.2.3.2-19 monkeys treated by intravenous route. - \ = 5 SRR
RE8320(IMP29153): Multisite study. 2-week toxicity
4.2.3.2-20 study in Cynomolgus monkeys treated by intravenous - .I sk — FEAh R
route followed by 2 weeks of recovery. '
Italy
N704-Q1448(9550240): FCE 26743A: Gene Mutation | BN . - e
4233101 |- S I .I ltaly st R A
8701: NW 1015 Mutation in L5178Y TK+/- mouse - o o 2 T
4.2.3.3.1-02 lymphoma cells (Fluctuation method) - .I F A AP ERE
Italy
N709-Q1452(9550267): FCE 26743A : DNA Repair Test | . B e
4.2.3.3.1-03 in Rat Hepatocyte Primary Cultures - . Italy 5 AP ERE
423.32:01 [8768: NW 1015 Micronucleus Test [ .I F 7N — A e

Italy
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ONPO0O01: Safinamide: Preliminary toxicity study by oral - N o S
4.2.3.4.1-01 gavage administration to CD-1 mice for 4 weeks - ) r 17} BHEH
UK
4.2.3.4.1-02- [ONP002: Safinamide: Preliminary toxicity study by oral 1 g N o PR
01 gavage administration to CD-1 mice for 13 weeks - . r 17 Cael
UK
R03/05: HPLC/MS/MS determination of safinamide and
423.4.1-02 two metabolites (NW-1153 and NW-1689)
0'2 o concentrations in mouse plasma samples (residual - .I NN — ZEE R
toxicokinetic samples from preliminay toxicity study No. ’ Ttal
ONP/002) Y
ONPO003: Safinamide: Toxicity study by oral gavage 1 g N o s
4.2.3.4.1-03 administration to CD rats for 13 weeks - . 15+ SERH
ONPO004: Safinamide carcinogenicity study by oral 1 & N o S s g
4.2.3.4.1-04 gavage administration to CD-1 mice for 104 weeks - . 5+ AT
423.4.1-05 ONPO0O05: Safinamide carcinogenicity study by oral - .I- sk L ST (g

gavage administration to CD rats for 104 weeks

c
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OVZ0006: Oral (gavage) fertility and early embryonic - N L =
4235101 development study in the rat . - Ll FHERS
UK
9380EXT: Safinamide (NW 1015): Preliminary oral - . o P~
4.2.3.5.2-01 embryo-foetal development study in rats - \ F 151 ekt
Italy
12210EXT: Safinamide (NW 1015): Second preliminary - N o S
4.2.3.5.2-02 oral embryo-foetal development study in rats - s F i#5 ekt
Italy
423.59-03 ?j;lbigiiXT: Safinamide (NW 1015): Screening Study in - .I- F st o )
Italy
9381EXT: Safinamide (NW 1015): Preliminary oral 1 g N o b s
4.2.3.5.2-04 embryo-foetal development study in rabbits - . F 5+ SRR
Italy
4235205 9382: Safinamide (NW 1015) Oral embryo-foetal - .I- F AL o =T

development study in rats with toxicokinetics

Italy
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19030: Safinamide (NW 1015) Oral embryo-foetal - N o S g
4.2.3.5.2-06 development study in rabbits with toxicokinetics - ) F 17} AP AEOR
Italy
S0O10020: Safinamide and levodopa/carbidopa: -
4.2.3.5.2-07 |Preliminary Embryo-fetal toxicity study in CD rats by - .I_ 4N — 2B G R}
oral gavage administration. ' r
UK
SOI10025: Safinamide and levodopa/carbidopa: Pilot 1 & ; S
) ; _ BEZYR
4.2.3.5.2-08 study in the rabbit by oral gavage administration. - .I r 15 HEH
UK
SOI0045: Safinamide and Levodopa/Carbidopa: -
4.2.3.52-09 |Preliminary Embryo-Fetal Toxicity Study by Oral Gavage - .I WS- — ZEE R
Administration to Rabbits. ' r
UK
SOI10057: Safinamide and Levodopa/Carbidopa: Embryo- i -
423.52-10 |Fetal Toxicity Study in the CD Rat by Oral Gavage - .I r AN — FEAM &

Administration.

c
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SOI10046: Safinamide and Levodopa/Carbidopa: Embryo- I -
4.2.3.5.2-11 |Fetal Toxicity Study in the Rabbit by Oral Gavage - .I 24N — FEAL R
Administration. ' r
UK
ONPO007: Safinamide - Preliminary pre- and post- natal i
423.5.3-01 |development study by oral gavage administration to CD - .I AN — ZE G
rats. ’
UK
SOI10021: Safinamide, Preliminary pre- and post-natal -
4.2.3.53-02 |development study by oral gavage administration to CD - .I s — BEE L
UK
SOI0059: Safinamide: Pre- and Post-Natal Development - . o =
4.2.3.5.3-03 Study in the CD Rat by Oral Gavage Administration. - .I r i ARt
UK
423.53.04 SOI0065: Safinamide: Mechanistic Study by Oral Gavage - .I- r ok L S

Administration to CD Rats

c
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RF0820(IMP29559.1): Safinamide: Modified pre- and - e o = e e
4.2.3.5.3-05 postnatal development study in rats, by oral route - ) 7% FHITETRY
Italy
RF1270(IMP29611): Single dose local tolerability study 1 3 . o S e el
4.2.3.6-01 in rabbits by intravenous and perivascular route - \ 5 AHA Rt
Italy
N964-Q1568(9750309): PNU-151774: Acute Dermal B T ; - e
4.2.3.6-02 Irritation study in the rabbit - \ Italy s ARt
N965-Q1569(9850066): PNU-151774: Acute Eye B T B -
4.2.3.6-03 Irritation study in the rabbit - . Italy s i
1209024: Effect of a single oral dose of safinamide on -
4.2.3.7.3-01 |dopamine and dopamine metabolites levels in retina of _ ~ -. Tial AN — BEGE
albino rat: ex vivo study 4
SOI0044: Safinamide: Toxicity study by oral gavage -
4.2.3.7.3-02  |administration to pigmented (Long Evans) rats for 2 - .I r 4N — ZE LR

weeks.
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SOI0055: Safinamide and/or pramipexole: Preliminary i -
4.2.3.7.3-03  |toxicity study by oral gavage administration to CD rats _ .I 24N — ZE R
for 2 weeks. ' r
UK
SOI0066: Safinamide and/or Pramipexole: i
42.3.7.3-04 |Supplementary Toxicity Study by Oral Gavage - .I AN — ZE G
Administration to Female Albino (CD) Rats for 2 Weeks. ’
UK
SOI10064: Safinamide and/or Pramipexole: Preliminary -
Toxicity Study by Oral Gavage Administration to Female 1 g e L SEYR
4.2.3.7.3-05 Albino (CD) Rats and Female Pigmented (Long Evans) - s 7% ZEH
Rats for 2 Weeks.
UK
SOI0056: Safinamide: Toxicity Study by Oral Gavage i -
4.2.3.73-06 |Administration to Female Albino (CD) Rats and Female - .I s+ — FEAM & Bk
Pigmented (Long Evans) Rats for 13 Weeks. ’ r
UK
SOI10054: Safinamide and/or Pramipexole: Toxicity -
inistrati Female Albi - ; .
4237307 Study by Oral Gavage Administration to Female Albino - .I sk o ST A

(CD) Rats and Female Pigmented (Long Evans) Rats for
13 Weeks.
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retinal safety study in pigmented rats.
Germany
T16169: _ (Safinamide)- Investigations on
4.2.3.7.3-10 |the time progress of retina atrophy in female Long-Evans - etal. 5 s — ST R
rats after daily oral administration for up to 4 weeks Y
4.2.3.7.3-11- |RE8900(IMP29082): Safinamide: 4-week oral toxicity . . S e
01 study in rats. 7 E
Italy
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potential of safinamide in male rats \ -
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423.7.4-00 RSl42.5: Evaluationiof t.he dependence and tolerance - sk o BB
potential of safinamide in female rats \ -
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RS1417: Evaluation of the reinforcing potential of -
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procedure in cocaine-maintained rhesus monkeys ’ UK
RS1414: Evaluation of the discriminative properties of -
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T17788: _- Bacterial Mutagenicity Assay,
4.2.3.7.5-03  [Salmonella typhimurium and Escherichia coli with - .I- & AN — AT )
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T17789: _- In vitro micronucleus test in
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4.2.3.7.6:04 Chinese hamster cells. - -. Germany i SRR
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423.7.7-01 1208053: The UV/VIS Spectra of Safinamide and its - -. % st o BEUE

Main Metabolites




HI4F3IREE 112 KT ER—E Page 53
CTD#AST & B - N ES) e I ARG R -
%% XA v %‘%L ﬁ;ﬁF‘aﬁ uigﬁ%ﬁmbﬁfﬁ i&%ﬁ#ﬁ *EJ%ZEA:E %%%ﬁ%ﬂ

Synthesis and anticonvulsant activity of a new class of 2-

Pevarello P et

J. Med. Chem. 1998

4.3-01 . . . — — — —
3 [(arylalky)amino]alkanamide derivatives. al. Feb;41(4):579-90.
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ME2125-5: ME2125 DRERERRA B EA T RELIZBRIR |\ Lo  [Meiji Seika 771+
5.3.1.1-01 SEHREER (F51FH) —ME21258E50 mg (e & HRUA)) oA 777]/1/,\7 () .I (%) EWN |FEER A
FEORBERT— ' Japan
EMR701165 022: Open-label, randomized, three-way
53.1.1-02 crossover trial to investigate absolute bloaV'fulablhty of B |Germany WEsh o BEUE
safinamide and to assess food effects on a single dose .
administration of 50 mg safinamide in healthy volunteers
IPAS-NW/FOOD-257-00: Open, randomized, food
interaction study of NW-1015 following oral - . ; o i
RARE 3 — BEGP
53.1.1-03 administration of 900 pg/kg dose to healthy male .I Switzerland 151 SRR
volunteers
ME2125-2: ME2125 DRERERN T FARIRELIBRR | oo - [Meiji Seika 771+
5.3.1.2-01 PRI (1) —ME21255£50 mgEME2125 7;’7‘%;‘( ;15) .I (%) [EN | ER R Al Ak
D* 50 mgoD A1 ) S 1 Rl — ' Japan
EMR701165 021: A randomized, open-label, two-period
531200 crossover bioequivalence trial of two different oral tablets F .I- Germany st o B2

of 100 mg safinamide, utilizing different
, in healthy volunteers
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70-99: Validation of a rapid HPLC method for -
determining NW-1015 in human plasma with atmospheric ; S
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(LC-MS-MS) Switzerland
78-99: Validation of a rapid HPLC method for -
determining low levels of NW-1015 in human plasma ; S
} - ; _ HEZGR
5:3.1.4-02 with atmospheric pressure chemical ionization tandem - -. _ 17 B
mass spectrometry (LC-MS-MS) Switzerland
844464: Validation Of An Analytical Method For The -
5.3.1.4-03 Determination Of Safinamide Enantiomers In Human - ~ -. - HES- — BEEE
Plasma Switzerland
R-173-04: Full validation of a HPLC/MS/MS method for -
5.3.1.4-04 the quantitative determination of safinamide and its major - ~ -. _ i — BEE R
metabolites P2 and P3 in human plasma Switzerland
Q-27175: Determination of Safinamide and its _
5.3.1.4-05 Metabolites P2 and P3 in Human Plasma with LC _ _ SN — ZEEE
MS/MS Sweden
28875(RE7810): Validation report of the method PBTM-
53.1.4-06  |060 for the quantitation of Safinamide and its two main ||| ||| | | | | | YA — BE Lk

metabolites in human plasma
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8203838: Validation of an analytical procedure for the _
determination of safinamide and its metabolite NW-1153 1 g e -
i 3 _ BEYGE
5:3.1.4-07 in human plasma using protein precipitation and Liquid _ .I F 7% SRR
Chromatography with LC-MS/MS ENGLAND
Q29081: Partial validation of Method AS M-207 (LC- _
5.3.1.4-08 MS/MS determination of safinamide and its metabolites _ ~ -. _ 4N — 2B G R}
P2 and P3 in human plasma with 96-well format) Sweden
RF4370: Partial Validation of the LC-MS/MS Method
5.3.1.4-09 PBTM-060-02 for the Quantitation of Safinamide (as .I 2N - ZE G
Free Base) in Li-Heparinized Human Plasma Samples '
Italy
8244033(DMPK66-11): Validation of an Analytical _
Procedure for the Determination of Safinamide and its
Metabolite NW-1153 in Human Plasma (Low Range) - N o S
53.14-10 using Protein Precipitation and Liquid Chromatography _ \ F Ll SRR
with Tandem Mass Spectrometric Detection (LC-
MS/MS) ENGLAND
8254461(DMPK163-11): Cross Validation of an Analyt _
5314-11 Proced for the Determin of Safinamide in Human Plasma F st o BEGE

Cross Validation Samples using Protein Precipitation
followed by LC-MS/MS
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DMPK36-08: Full Validation of an HPLC-MS/MS _
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1-0O glucuronide in Acidified Human Plasma ' Y
DMPK-89-08: Long-term stability assessment of NW-
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8214594(DMPK84-09): Partial Validation of Analyt _
Proced for Determin of EMD 1231981 (before) and EMD - . o s
Precipitation and UPLC-MS/MS ENGLAND
8244036(DMPK68-11): Validation of an Analytical
Procedure for the Determination of EMD 1231981 _
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ENGLAND

Plasma (Low Range) using Protein Precipitation and
Liquid Chromatography with Tandem Mass
Spectrometric Detection (LC-MS/MS)
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Q-28102b: Determination of free concentration of ; o B
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8244034(DMPK67-11): Validation of an Analytical _
Procedure for the Determination of Safinamide in Treated - e S
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Tandem Mass Spectrometric Detection (LC-MS/MS) ENGLAND
29066(RE8670): Validation report of the method PBTM-
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metabolites in human urine '
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Q-28103: Determination of safinamide and its metabolite e o St
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Sweden
8253226(DMPK158-11): Partial Validation of Analyt _
531423 Procedure for the Determin of Safinamide and its - _ -. F Ak o BEGE

Metabolite NW-1153 in Human Urine using Protein
Precipitation LC-MS/MS
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DMPK110-08: Full Validation of an HPLC-MS/MS _
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Sweden
8253873(DMPK 159-11): Validation of an Analytical ]
Procedure for the Determination of Ropinirole in Human
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Spectrometric Detection (LC-MS/MS) ENGLAND
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0153-2011(RF3960): LEVODOPA: Partial Validation of _
5.3.1.4-30 an Analytical Method for the Determination of Levodopa - ~ -. _ AN — ZEER
in Human Plasma by LC-MS-MS
Italy
0109-2009-R(RE9930): LEVODOPA: Validation of an _
5.3.14-31 Analytical Method for the Determination of Levodopa in - ~ -. _ AN — BEGE
Human Plasma by LC-MS-MS
Italy
0177-2009: CARBIDOPA, DOPAMINE, DOPAC, HVA _
and 3MT: Partial Validation of an Analytical Method for
53.14-32 |the Determination of CARBIDOPA, DOPAMINE, e ~-HRR . WS — BE Lk
DOPAC, HVA and 3MT in Human Plasma by LC-MS-
Italy
MS
0178-2009 (RF1210): Carbidopa, Dopamine, DOPAC, I
HVA and 3MT: Long- Term Stability Assessment of 1 & - . S e
53.1.4-33 Carbidopa, Dopamine, DOPAC, HVA and 3MT in - .I _ A SRR
Human Plasma Samples Stored at -20°C up to 6 Months Italy
0108-2009(RE9931): LEVODOPA: Long-Term Stability I _
53.1.4-34 Assessment of Levodopa in Human Plasma Stored at -20° - .I _ 4N — ZEE L
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Italy
0154-2011(RF3970): LEVODOPA: Long-Term Stability i _
5.3.1.4-35 Assessment of Levodopa in Human Plasma Samples - .I _ s — ZEE L
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0354-2010(RE9931): LEVODOPA: Long-term Stability _
5.3.1.4-36 Assessment of Levodopa in Human Plasma Stored at -20° | [ .I I 24 — L5 Gk
C and -80°C up to 4 Weeks ' Ttaly
0530-2008: Carbidopa and Dopamine: Development of _
an Analytical Method for the Determination of
5.3.1.4-37 Carbidopa, Dopamine and its Three Major Metabolites - -. 4N — S E R
(DOPAC, HVA and 3MT) in Human Plasma by LC-MS-
MS Italy
Q-28095: Determination of Tyramine in Human Plasma . o P
5.3.1.4-38 with LOMS/MS ] I {24 25 Gk
Sweden
RE7820(28876): Validation Report of the Method
5.3.1.4-39 PBTM-061 for the quantitation of Ropinirole in Li- AN — BEGE
heparinized human plasma
Italy
ME2125-1: ME2125 DRERERN T T2 RELIZBRR |\ o o  [Meiji Seika 771~
5.3.3.1-01 SEHIEABR (SE1H) —ME2125 50, 100, 200mg H[al- 5L | TJ/VV HR) .I (¥R) EWN [fE kb P AR
18 A e G-I OFp B R | 22 ENEDRET — ' Japan
IPAS-PNU-194-99: A first-in-human study of PNU-
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single oral doses. Safety, pharmacokinetic and
pharmacodynamic evaluations.
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IPAS-NW/SS-215-99: A parallel design study for
533.1-03 evaluatlo’n of tole.:rablhty and pharmacokmetlcs of single B |switzerland st o BEUE
and multiple dosing of the anticonvulsant and .
antiparkinson agent NW-1015 in healthy male volunteers
IPAS-NW/LD-231-00: Tolerability and pharmacokinetics
of the anticonvulsant and antiparkinsonian agent NW- 1 g . ; P
5.3.3.1-04 . . . . Switzerland i — SEEE
1015 following repeated oral administration at the daily F .I witzerian st SRR
dose of 1.25 mg/kg.
CRO-02-33: Pharmacokinetics and metabolism of "*C- i
5.3.3.1-05 safinamide in healthy male volunteers administered a .I Austria Iz — ZE G
single oral dose '
EMR701165 025: An open-label, parallel-group, single-
center, single oral dose trial to investigate the
5.3.3.3-01 pharmacokinetics (PK) of 50 mg safinamide in subjects F .I Germany AN — BB Gk
with moderate and severe renal impairment compared to '
matched subjects with normal renal function
IMPL28696: An open-label, parallel-group, single centre,
single oral dose study to investigate the pharmacokinetics
5.3.3.3-02 of 50 mg safinamide in subjects with mild and moderate F .I Germany AN — SE G K}
hepatic impairment as compared to matched subjects with ’
normal hepatic function
IPAS-NW/PAR-254-00: Pharmacodynamic and
pharmacokinetic study of the anticonvulsant and
5.3.3.3-03 antiparkinsonian agent NW-1015 after oral administration .I Switzerland 24N — SE G

of 300, 600 pg/kg and placebo in healthy male volunteers
aged 55-65
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28778: A randomized, open label, two-period, two-
sequence, cross-over study to investigate the
5.3.3.4-01 pharmacokinetic interaction of ketoconazole at steady- F .I France sk — 2B G R
state with a single dose of safinamide in healthy '
volunteers
EMR701165-026: A sequential interaction trial to assess
the effect of Safinamide on the pharmacokinetics of e T
- F 3 — BEYGE
5:3.3:4-02 CYP1A2 and CYP3A4 probe substrates in healthy -. France s SEH
volunteers
28780: A randomised, double-blind, placebo-controlled,
533.4-03 two-period, two-sequence-c.rossover interaction study to . e sk o BB
assess the effect of safinamide on levodopa \
pharmacokinetics in subjects with Parkinson’s disease
EMR701165 027: A randomized, double-blind, placebo-
controlled, two-period, two-sequence-crossover 1 g - S
- 3 — BEZYGE
5:3.3.4-04 interaction trial to assess the effect of safinamide on l .I France s SRR
levodopa pharmacokinetics in elderly healthy volunteers
CRO-PK-15-296: Drug interaction study of safinamide
5.3.3.4-05 and a BCRP substrate, diclofenac, concomitantly _ -. Switzerland o — B EE R
administered to healthy volunteers
CRO-PK-17-318: Drug interaction study of safinamide
5.3.3.4-06 and a BCRP substrate, rosuvastatin, concomitantly _ .I Switzerland 4N — BEE R

administered to healthy volunteers
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POP-PK-PD: Population Pharmacokinetic ; -
335 pulation | . F ] = ) = BEEE
5:3.3.5-01 Pharmacodynamic analysis of Safinamide . s skl
IMPL28559: A randomized, double-blind, phase I,
placebo-controlled, multiple-dose parallel groups study
with an open-label, single-dose positive control 1 g . o St s
5:34.1-01 (moxifloxacin 400 mg) to investigate the effect of \ Germany 5 SERR
safinamide (100 mg and 350 mg) on the QT/QTec interval
in healthy subjects
IPAS-NW-1015-TYR-268-00: Evaluation of pressor
5.3.4.1-02 response to tyramine challenge test in healthy subjects .I Switzerland 2N — SE G KL
given NW-1015 and placebo. ’
53.4.1-03 CRO-PK-03'-101: Press_or effect of oral tyramine during B |switzerland st o BEUE
treatment with safinamide .
28558: A randomized, double-blind, phase I, placebo-
controlled, active-controlled (phenelzine), comparator- I
5.3.4.1-04 controlled (selegiline), multiple-dose, parallel-group F .I France AN — ZE G L

study to investigate the pressor effect of oral tyramine
during safinamide treatment in healthy subjects
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SAFINAMIDE/006/1/2000: Dose finding for changes of
the response induced by transcranial magnetic stimulation
(TMS) of the motor cortex in healthy subjects. A double - e —
3.4.1- o . G ] — SEGE
5:3:4.1-03 blind single ascending dose study followed by an open \ ermany s+ SRR
steady state phase of safinamide, an anticonvulsant and
antiparkinson agent.
ME2125-3: ME2125 Dwearing off iG55 H 95/ 3—F Meiii Seika  [Meiji Seika 7 7/L~
5.3.5.1-01 L AFBE LR G TR T E R J/ L= (FF) .I (¥K) [EN | FEE R APAE
B (ZBTI/ITFR) 7 i Japan
NW-1015/016/111/2006: A phase 3, double-blind,
placebo-controlled study to determine the efficacy and
safety of a low (50 mg/day) and high (100 mg/day) dose
of safinamide, as add-on therapy, in patients with - |India, Romania and o o S g g
53.5.1-02 idiopathic Parkinson’s disease with motor fluctuations, \ Italy A A ERE
treated with a stable dose of levodopa and who may be
receiving concomitant treatment with stable doses of a
dopamine agonist, and/or an anticholinergic
India, Malaysia, South
Korea, Taiwan,
27919(SETTLE): A phase III, double-blind, placebo- Thailand, Estonia,
controlled, randomized trial to determine the efficacy and Slovakia, Canada, the
safety of a dose range of 50 to 100 mg/day of safinamide, United States, Australia,
53.5.1-03 as add-on therapy, in subjects with idiopathic Parkinson’s .I- Austria, Belgium, st o =715

disease with motor fluctuations, treated with a stable dose
of levodopa and who may be receiving concomitant
treatment with stable doses of a dopamine agonist, an
anticholinergic and/or amantadine.

France, Germany,
Hungary, Israel, the
Netherlands, New
Zealand, Spain,
Switzerland, and the
United Kingdom.
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NW-1015-004/11/2000: A pilot dose finding study for
5.3.5.1-04 tolerability and the anti-Parkinson effect of NW-1015, a .I_ Germany 24N — BE G R
MAO-B inhibitor. '
NW-1015/009/11/2001: A phase II dose finfding, double- .
blind, placebo-controlled study to investigate the efficacy Belgium, France,
3.5.1- ’ j 1 | i — BEGE
5:3.5.1-05 and safety of safinamide, a MAO-B inhibitor, in patients .I S(f;amn Zny, lialy and 15t SEOR
affected by idiopathic early Parkinson's disease.
NW-1015/015/111/2003: A phase 111, double-blind,
placebo-controlled study to determine the efficacy and Argentina, Chile,
safety of a low (50-100 mg/day) and high (150-200 - |Colombia, India, Italy, o o S
53.5.1-06 mg/day) dose range of safinamide, as add-on therapy, in \ Spain and the United 7 SEH
patients with early idiopathic Parkinson's disease treated Kingdom
with a stable dose of a single dopamine agonist.
NW-1015/017/111/2003: A phase 111, double-blind,
placebo-controlled, 12-month extension study to Argentina, Chile,
investigate the efficacy and safety of a dose range of - |Colombia, India, Italy, N o s
53.5.1-07 safinamide of 50-200 mg/day as add-on therapy in s Spain and the United 15+ >ERR
patients with early idiopathic Parkinson’s disease treated Kingdom

with a stable dose of a single dopamine agonist.
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India, Bulgaria, Croatia,
. h R lic, Pol
27918(MOTION): A phase I11, double-blind, placebo- Czech Republic, Poland,
. . . Slovakia, Finland,
controlled, randomized trial to determine the efficacy and Germany, Italy
fety of'al 0 high (10 - ’ T ; .
5.3.5.1-08 salety ot a fow (50 mg/day) and £ ( .0 mg/c.lay) dose Portugal, South Africa, s — BEE R
of safinamide, as add-on therapy, in subjects with early \ . . .
. . . .. . Spain, Argentina, Brazil,
idiopathic Parkinson’s disease treated with a stable dose . .
f a single dopamine agonist Chile, Colombia,
otasingle dop © agonis Mexico, Peru, Canada
and the United States
India, Bulgaria, Croatia,
27938(MOTION EXT): A phase III, double-blind, Czech Republic, Poland,
. . . . Slovakia, Finland,
placebo-controlled extension trial to investigate the long-
term efficacy and safety of low (50 mg/day) and high | [Germany, lialy,
5.3.5.1-09 . . | Portugal, South Africa, S — ZEEE
(100 mg/day) dose safinamide, as add-on therapy in . . . .
. . . . . y 1 Spain, Argentina, Brazil,
subjects with early idiopathic Parkinson’s disease treated . .
ith a stable dose of a single dopamine agonist Chile, Colombia,
with a stable dose of a single dopamine agonist. Mexico, Peru, Canada
and the United States
NW-1015/018/111/2006: A phase 3, double-blind,
placebo-controlled, 18-month extension study to
determine the efficacy and safety of a low (50 mg/day)
and high (100 mg/day) dose of safinamide, as add-on India. Romania and
5.3.5.1-10 therapy, in patients with idiopathic Parkinson’s disease .I ’ AN — ZE G

with motor fluctuations, treated with a stable dose of
levodopa and who may be receiving concomitant
treatment with stable doses of a dopamine agonist, and/or
an anticholinergic

Italy
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3590 |ME21254: ME2125wearing off B4 4195/ S—% | Meji Seika B 121%1 Seika 77/~ S - ——
o IODZ)-E e B3 E SRt JCANLED) 77 (8K) : Japan n B
53.52-02 28850(OLE): Opf:n-l'abel trlgl to qete'rmme thellong-term B |52 countries st L SEEE
safety of safinamide in Parkinson’s disease patients. \
NW-1015-012/11/2003: An open label, dose titration
study to investigate the safety and clinical tolerability of
safinamide, as add-on therapy in patients affected by 1 o o g e
3:3.3.2:03 idiopathic Parkinson’s disease, already treated with ) Ttaly 7 El
levodopa or single dopamine agonist at stable dose,
followed by 24 months follow-up treatment period
53.53.01 ISS Appendix 21: Sa'fety'Report’ for t},le Phase III Clinical o The United States st o SR
Program for Safinamide in Parkinson’s Disease
53.54.01 IPAS-SAFINALGESIC-?»OZ-OI: Apalgesm activity of B |switzerland sk o S
safinamide in healthy volunteers. Pilot study. \
NW-1015/005/11/2000: A pilot study for tolerability and i
5.3.5.4-02 efficacy of NW-1015 in patients undergoing eligibility .I Italy AN — S2E G R}

assessment for epilepsy surgery
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NW-1015/010/11/2002: A phase II, dose titration, open-
label study to investigate the tolerability and potential
5.3.5.4-03 interactions with anticonvulsant medications of .I Italy and Germany s+ — 2B G R}
safinamide as add-on therapy in Patients with refractory ’
partial and/or generalised epilepsy.
NW-1015-013/11/2003: An open label phase II pilot study
to investigate efficacy and safety of safinamide, a MAO- - o o s
5:3.5.4-04 B inhibitor, in de-novo patients affected by idiopathic \ Ttaly 7% SEH
Restless Legs Syndrome.
28849: Open-label escalating dose study using | B-CIT
ingle photon emission computerized tomograph 1 g . ; -
5.3.5.4-05 SINEC p P graphy The United States HEs+ — SEEE
(SPECT) to evaluate dopamine and serotonin transporter _ ' " SEH
occupancy by safinamide in Parkinson’s disease patients
EMR701165 023: A double-blind, randomized, placebo-
controlled, parallel-group, dose-escalation trial to explore Austria, Canada, France,
5.3.5.4-06 the potential antidyskinetic properties of safinamide in F .I Germany and South 1Sk — 2B Gk
patients with Parkinson's disease suffering from levodopa ' Africa
induced dyskinesias
EMR701165-024: A double-blind, randomized, placebo- The United States,
controlled, parallel-group Phase II study to explore the Canada. Spain. Ital
5.3.5.4-07 potential beneficial effects of safinamide on cognition in .I > Spaill, 1Aty HES- — BEEE)

non-demented patients with idiopathic Parkinson’s
disease (PD) and cognitive impairment.

Peru, Argentina and
South Africa.
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The Priamo Study: A Multicenter Assessment of

Mov Disord. 2009 Aug; 24(11):

5.4-01 Nonmotor Symptoms and Their Impact on Quality of Life|Barone P, et al. — — — —
. . . 1641-9.
in Parkinson's Disease.
. ~ JEATHINE X .
5.4-02 Rl 265 BB TA (R FER) . /S —F Y TR, FEH B HE — — —  [BuUFHEEE. 2014: p4l. —
i
The Prevalence of Parkinson's Disease: A Systematic Pringsheim T, Mov Disord. 2014 Nov; 29(13):
5.4-03 . . — — — —
Review and Meta-analysis. et al. 1583-90.
5.4.04 Parkinson's Disease: Evidence for Environmental Risk  |Kieburtz K, et o o ~ |Mov Disord. 2013 Jan; 28(1): L
' Factors. al. 8-13.
The relevance of the Lewy body to the pathogenesis of . o o _ |J Neurol Neurosurg Psychiatry. o
54-05 idiopathic Parkinson's disease. Gibb WR, et al. 1988 Jun; 51(6): 745-52.
B} JELA AR5 TE % i - AR AR PR
=] i [==8 IR 7R ) 3 AR RS AN _
5.4-06 Eﬁigﬁg;%$qﬂﬁﬂ l\éggl‘%uﬁﬁﬁj‘hﬂ}/\ XV HINR {%?& s . s ,%\‘%%Eﬁ]ﬁﬁ%ﬂ}_ 199545'5};1_,: s
- ' FFIe R . 1996; p22-7
MDS Clinical Diagnostic Criteria for Parkinson's Postuma RB, et Mov Disord. 2015 Oct; 30(12):
5.4-07 . — — — _
Disease. al. 1591-601.
Disease-related and drug-induced changes in dopamine
5.4.08 transporter expression might undermine the reliability of [Winogrodzka o o __|Parkinsonism Relat Disord. o
' imaging studies of disease progression in Parkinson's A, etal. 2005 Dec; 11(8): 475-84.

disease.
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Cardiac sympathetic denervation precedes neuronal loss

Acta Neuropathol. 2005 Jun;

4-0 . . . . i t al. — — — —
54-09 in the sympathetic ganglia in Lewy body disease. Orimo S, et a 109(6): 583-8.
5.4-10 Olfaction in Parkinson's disease and related disorders. Doty RL. — — — IS\I;; r50 ; iol Dis. 2012 Jun; 46(3): —
IIN—=F
- BN AR ‘
5.4-11 N=F I AFEIEITART A2 2018. A2 ERKZE A — — — |EFERL. 2018 —
. BAR
bk e SE e
Adenosine A,, Receptor Antagonist Istradefylline ) Mov Disord. 2013 Jul; 28(8):
5.4-12 . L. . . Mizuno Y, et al. — — — —
Reduces Daily OFF Time in Parkinson's Disease. 1138-41.
Zonisamide Improves Wearing-Off in Parkinson's o o _ |Mov Disord. 2015 Sep; 30(10): o
54-13 Disease: A Randomized, Double-Blind Study. Murata M, et al 1343-50.
5414 Withdrawing amantadine in dyskinetic patients with Ory-Magne F, o o ~ |Neurology. 2014 Jan; 82(4): o
' Parkinson disease: The AMANDYSK trial. et al. 300-7.
Bilateral Deep Brain Stimulation vs Best Medical ) )
5.4-15 Therapy for Patients With Advanced Parkinson Disease: V;/eaver FM, et — — — ;?MA' 2009 Jan; 301(1): 63- —
A Randomized Controlled Trial. al ’
5416 A Randomized Trial of Deep-Brain Stimulation for Deuschl G, et o o ~ N Engl J Med. 2006 Aug; o

Parkinson's Disease.

al.

355(9): 896-908.
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5.4.17 Glutamate NMDA receptor dysregulation in Parkinson's Ahmed I, et al. o o — |Brain. 2011 Apr; 134: 979-86. L

disease with dyskinesias.

International Parkinson and Movement Disorder Society

5.4-18 Evidence-Based Medicine Review: Update on Treatments|Fox SH, et al. — — — |Mov Disord. 2018 Mar; 23. —
for the Motor Symptoms of Parkinson's Disease.
Chnlcall Pharmacology-Tyramlne Challenge Stuc.ly to J Clin Pharmacol. 2010 Dec:
5.4-19 Determine the Selectivity of the Monoamine Oxidase Goren T, et al. — — — |so (12): 1420-8 —
Type B (MAO-B) Inhibitor Rasagiline. ' '
5.4.20 Facts, fancies at}d follies of drug-induced QT/QTc Malik M. o o __|Br J Pharmacol. 2010 Jan; o
interval shortening. 159(1): 70-6.
541 Drug-induced QT interval shortening: potential harbinger Shah RR L o __|BrJ Pharmacol. 2010 Jan; o
' of proarrhythmia and regulatory perspectives. ' 159(1): 58-69.
Visual Hallucinations Associated With Parkinson Sanchez-Ramos Arch Neurol. 1996 Dec; 53(12):
5.4-22 . — — — _
Disease. JR, et al. 1265-8.
s 4.3 IR—=F UV RIZEIT S levodopa £ HITEHRITLED Re ik b - -  |EEsRRRESE. 1997; 37(6), 469- B
' FEMR — S BT A TG — 75
Rasagiline as an adjunct to levodopa in patients with
Parkinson's disease and motor fluctuations (LARGO
. . . . o S L . 2005 Mars; 463):
5.4-24 Lasting effect in Adjunct therapy with Rasagiline Given [Rascol O, et al. — — — ancet. 2005 Mar; 365(9463) —

Once daily, study): a randomised, double-blind, parallel-
group trial.

947-54.
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National NICE guideline 2017,
. - . Institute for o _ |Published: 19 July 2017. o
54-25 Parkinson's disease in adults Health and Care https://www.nice.org.uk/guidan
Excellence. ce/ng71






