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1.5 ERXFFEROZEERUVFREDOERE

151  ERXEIERORZRE

FIVA T 2 0F 1960 HARIKE T v 7 7 = T —RKRETEHR S NWIRIN A © A4 A4 2B IEH
K THL (K 1.5-1) . p FEFTA RZEEKRD S A A FZEMBITH L UIHHEE S LT,
k Aeao FEakicstLazisnessk s Lorm s, AR [T
_ f1:, Contral Pharma Ltd.f1: (¥i Biotie Therapies f1:) &\ o 72O AERX T,
JRRETE, = AKE, £ SRR, BEEY v~ T, MIEMEBEIR R SRk e 2RIk
HIEAKE U TR S ED b TE 72, D%, H. Lundbeck A/S 12X - T, 7 /ba— /HKFIE
BB 2EEDOIREAE B9 &3 534 & L TR HED i, 2013 FIZRMNIC THEGR S
7o TV 3= UARAFIE BB 1235 1T 2 BRIE S ORI 33 2 AFI O AR 2 ERMBEFIE A T 5723,
RIBEIC X DIRAF TR OB & 72 5 NRMEA A4 A ROERZRIT 2 L1k, Mok UEE
LIZWBCRZ IR 5 2 & THRERT L EZLLR TS,

w13 20 45 ] 7 12 H. Lundbeck A/S & JEFIBRRE2K) Ak L, AHIOE N T ORRKBIT 2
BRLE L7z,

s HOH = 2H,0

X 1.5-1 FILA D = VIR DEER

15.2  FILa—IUKRFIE

1521  ZILIA—URFEDERKE & &P

TV — URIFREE, BOEICEE L ERRMER S SIS h b b T, Ml LT A 2 L%
TRTRRAN, ATENN, ABPRIERO AR E TORBMIKEATH S, EAER L LTHREm
AR RGEATEY, TV — ST DD LR, T L3 — AR B U7 B O BB A3
Bh53,

TV T — JUARTERE I B 5 BRI, B 22RO A RN S Eh, R LT
GRH R ORI S OHER 5 5, SRIKEITIRSDH 5 LRI HEEL KT L, ITHEE (5l
fF, BFZe, FFREZS) , WEhads, W LA, wfps (7 b=y 7 BE, $ O rErE e m e,
RS, I A SF—A L) | DERGEER S 2T Y HIC, SRAERES A
LR <, ERLOIRNESE, TAibh, HE, BREE, RLEE, MEEERETHE,
BE & A RE R RE 00 BEhEME OFRAT TIE, S EAE P OB XY, Fig, RS, BRI OER,
RO OEMEY 27 28 ER LSS gl B osNci>CHR, 24, BIE, Mbm, g
BREIER COMBEICEET %< O@EMEO) X7 R ERT 52 EREATVS
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AL Wiz, S BHEE O, METOY 22713, HEREECEARIES I~ TE <
75D ERTHIZ G &2 OIS0 g T o URTEREICEET AMEE S LT, B - &
71, FEENEINIED FEERE, KE) - K0k, BGEIC L 5@ Sl /e E D THRZ e tha M %
FlEE T eBMbNTWS, #AO 8 EROBIRRAE T, AEEROEYSZ Y OLEHIE

BET, WFNBAESREEDO Y 27 B LTWD Z N LN S, BEGEREIZ)H )b 57,
— R RS BEENEEMEO Y X7 EED DS 2 L bR S,

2013 AE|ZJEA S5 B8 3 32 L 7= 158K 4,153 N O2FEFHA TlX, ICD-10 O Wik EAE 7= L
72T 3 — UARIHIE ORRBRE 1L B 1.9%, 2 02%TH Y, BARANDIZET DHEFHLIE 107 1A
Tho122, 70, BAFBEN 3EIC I EERL TV A BREREORRICLD &, REEH GY
B HBUE, MRICERE ST TWAD 7 V3 — UR(FEREE) OHEFHEIX, 2014 412 49 A
THVB, REROBEITT IV a— VRIFEDIRRZZ T TRV EHEE SRS, 2014 EOER
TR - A (BUETTBIOMA) <, AEBERO) A7 @b 582 HE L T\ 58 OF
AIEBME 15.8%, Mt 8.8% T, 2010 4E, 2012 4E, 2014 SEOHER A H 5 &, BIETIIELIZA D
T, LTI L TRV, Sl LA REMEEZ EZ LT A LEREIML T &5
bhd, £72, ENOBIEHE ELENE L T 5 L, Z2<OBRINGEEO L1 KD K3,
KERHFH LNREFE LIV T, TOT OHRERA 2 RO LY L 3D DITEN,

1522 TZILaA—IUKEFEEDABEBRE

ZL OEWNIDO T A T A T, T a— U KFEIREOE BIERIIEEZFRI &S LTnd
202728 R R VR IR IR ~DIEIR DIESE L IRIROBES T 21T 5 AW, 7va—nizk
2% aVE R L OBEBE R ~ D3 21TV, Wil 2 PG 2 RS, BB O EZ1T 9 U Ne ) 7
— 2 a VTR SN TWS 2, SBRIEIT Y e ) T — g U OB S RRE L P T LT
T, PUlEEECHWIBEMBIES WL D,

EN OIRHREAIFIZ B3 2 AR R C, WBRITBRPZ oK & & IR T L, Btk 24 » AL
BEI3H 20%TdH V2, 7 b 3 — URIFIE DIERS OWRERIZLT L b @ R, £z, <07
b — URIHERE T, 73— /UEIFIZT IR Thhi Ty (1521 2) . 2o
HEO—2& LT, WilEME—DBIEE LI25a, BEDENNEZ 2T ANVTITKIBE DRI E D
LOEFERLTLEDY 2 &, ERWBEICELRNCIHREBELTLE Y 22 BbFbnTna,

UTHE, B Z H O Wt &2 BAE &3 51891202 C, harm reduction D& 2 (2S5 &, Wil % B
B LW BT LT, BB & 2 1K & B SRR K OSSR & OHE OBBOUIZ N L D U A
7 LUV ORI E BIg LTIZIRRE X7 281& A6 Cn5, ZoEhE i, BINOZ L DES
F—=ART YT RETRDLNATEYIEES, 234XV X, 75020 K51, TLa—iL
BAFIEDIRIE T A R T A Wl & & b I E OB AR T —/L & L THIEICER S TW
HIEG 5 203,

EANTIE, BOEEOIERIC LV EMECHSMENSET S 2 &3, %< OBBFEEMZE T
oM 7> TS, T a— WPEFEEREIIIEEORRIC L 0 IFEEREE R E oA ERIET
WD SN L OWENBH D, Fin, T3 — UKIEEOBYIZE CI, SIBEHIBR B4Rk
IREARBICHARTHERMELS, BFHRESHEIENEEND RN EAREATNDS ¥,

EIPN T 2011 412 S S A 7o BB & ORI T~ 5 Bk & TlE 7 v a — L EME 166 4 D 5 B,
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65%DHME L [HiEIX, WREEE L THBE~OAENBEENLELNRWGE, WHEICE <
T2 OB/ TR BB L TR ARLRE] EEE LY, ok 5z &2 i
A E O EEBIGRAE TH S & OFRFEN ML, ENTHZORMIAZIT AL
7

JEA G B A LA SE O K 28 AR EERRIRAFSE i E (77 L 2 — L - S R E OB MR T A
RZ7A42) T, ZNETOREBEIZFRAIENE ChH - 720y, BIEEEEE W O BEESH 7212z
SAUT30 WHE ASHE LU FRESOIRAE O T L 3 — JUARTESE O B CIlI B & 2K L, Ak 5 &
WOIRIREE DS N - 722 & C, BEDO=—XZG UT-IREN IR 5 E#HfF S L5,

1.5.23  TFIL3—IURTFEICH T 2 EYEE

EANTIL 2 BT VT b RRKBELEEZLET DALV T 0 7 AR T I ROFLHESK 2 A,
TNH 2 ERVEBIMEARRIER B 2 3095 2 & TT L 3 — VR TEIE B OFGESCR 2 35 T A
vrath— NV AOWHEMBIEE 1 FIDREGE I TWD, T3 — UKFREIT T IR &
LTCYRARNLT 4T LK T F I ROFHEENHAW LN LD, BECRED SO ZRER & LT
R I biE, IFEICEB T B T v a— Lo R E L TR E RTS8, AT ra—
NEER (EERT T v v TRISRE) R THI LT v a— L2 G ERN - £ -
fbpEdh & OPFIIERESUIFRHIEE L oo TV D, 2013 FITAREINLT B o7 ad— ML, IF
BOT N a— LR ERELRNDT, Ta—LeDRITZERTIZRND, WEIcE-7-
BRI DWNEHERF OB O B CHER SN D, 20 X512, ERNTT L a— HKIFEDHEY
FIETHN LN HHANT, FIEACRZDO B DOEERE LTE LT, 7 a—L e offilcEED
WEETR PR, XIIWHEZERRICHEHATE 7 e — DB ThHhoT,

Tova—)L - M HEEOBWIER A RT7 A4 0 TlE, 7hry7at— MIWEE BEE L
ToIRIBIR O —RPIE, DB PR E L MESIT TR Y, A BZ &
L7235 B I A 3 HELE S 2 SEANTAARR ST u,
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1.5.3.1 SERUVIEHRKEBRORAEDREE
(1) REICET 5B

FIVA T = USRI X O WERR R DM B BME L ORI & & b (o B3,
Bk M ORI DN 2B VRIS DU T ORE23 EE & L, 25°C/60% RHIC U T 60 1 %
ThD I LRSI,

AT T A Vb a—T ¢ v Vb a B Uiz, BAIOFTHTER O, i/ E T PTP
AAETORMIRAFAB (25°C/60% RH, 24 i) KOS (40°C/75% RH, 6 ) ORI
5, EERICERRA, AIE 36 A & Lic, RERFRABRITHERET TH 5,

2) EEHER
(a) BHEEMTBHR

FIVA T = OFRBLRER 19. ERPDFEmINT-, FEHRBRTHEONZMAELE LD D L,
in vitro X O in vivo (231 2 2 S ABIFE K OBEREMERRBR DFE RN D, TV A 7 = TR A &
FA RZFERHTHETHY, p KOS A A A FZAEMRITK LTI E LT, « A4 A R
FARIZXT U TR EEREE & L CERT 2 Z &0 rEnic, 7 > M2V in vivo 3 BR T,
FNAT 2 AT N 3= ) URIEEIC T 2R 2 TR 257 Ik T, =& 7 — /W EER
DINREIR LT, Invivo DN exvivo T EA A RFIK SRR LR TIE, TAaAxA7=r
Ny ) — VERERD IR E R THEICBWT, IMNOF A A FREEZ ERETHZ L0R
SN, A RZFEITERICEG T2 ENMLNTEY, p & § T4 FZEEDIE
PHAGIZEREA IR Z 725 L, « A A A FZEREOEMLIZMERZ 5 X 248, U Lok Rz
F LB E, in vivo fTEERHERBRICBIT ATV A T = 0 OFNMEICITA A A RZBENEET
HEEZEZONT, ZNHOIEHREEROMERIL, TARAT =BTV a— URFIEICB T 2 8B &
DIRICAEN TH D Z L 2R LTS,

(b) TEMEEHAR (—REEHRKR)

FRA T = OPREEER, PR ER R OIS RISk 5 BB T 5720, 20 &0 5
W Ecr i cuomEE <H s NG s . 5 >0k EmRE GLP B
& LU CHENi S M7z, {B L, hERG B~ DR A et U 72 3B OB B IR BL /0T 12D T GLP
AEATH -7,

HRARRE R L ORI 28 R X9 A ER %, 7 v MOROEE L TRET L72#55%, 100 mg/kg TH
590 5312 (IR BN TUHE DS 21 5 4, 150 mg/kg TIEAE G- 30 2014 (Al SO TUE, HRIR U K OV 75 73,
180 /3R TR EIETCHEDS, 360 0 12ICH # L7 v —INA BT n, FERERRIZEI LTI, 150 mgkg
O B TR A OV [A RS L CRBNERED De o T, DRk 2 B A
IRVER ZEt LTz invitro RBRTIX, 7R 71 % o = fHEOIEE A% LT, 2000 ng/mL
TR FEBEE CH S 1 Hz (60 $1/47) TIEEVEMIRIEZ DT MK T S, JEEFNRIR
(ZFY T DR CH D 0.25 Hz (15 A/47) CIRBVEN RN 2 E K & 7=, %72, hERG
TEHAC KT L TIE, 200~6000 ng/mL TN 12%~47% DI 23 7 541, 1Cs0 fEIE 6000
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ng/mL %00 kA A ME & HEE Sz, D IIE SRICKTT DER 25T L7z in vivo 3 BR TlIE, 7 L £
R Y —3EERELA X 2B T, 25 V50 mgkg DOF% D5 L0 &5 360 43123 H 7 QRS
MIFRIE R 23 A N = N EBBEFHEHANOZELTH Y, ZOMO.LEXFHMEE, & O MA
BITHBIIRO N oTlz, T E SN LZEMEERHERBRICKIT 5T VA7 = v OIRRE
X, TAAT7 2 20mg & MIKEROES L-BEORERZ 012 EE D&M CE I T
BY, AR K O RICHR L TA LN BCIIARROBERFERICE L TS 25720
LEZHNTE,

(3) EMBREHER

Frx 7 = oy ) £ 0 0] il T, IREERER R O MR ER T
L7 E R Y in vitro BER CREM L7z, T A 7 = IR O #E5%, &5 &I2MF L Tficg
7L, MRERNIREE X2 < OfFkCclF X @voTz, 7V A 7 = EFEIC CYP3A4/S Je OV UGT2B7
LS, & FTRODONTRBEIET X TEMTHLIRO NI &0 h, HERBROFE
MEIT TV A 7 = RORE O R &M MICEHY Th ozt B2 bivke, £, AT7=81
Fovk, FedgEEIE R O BATARS bivie, THRRIKITIAH 2 Lc#Eh~odkitTh 5 &
Ez b, MR L OEY N T AR~ — &0 LTS AER %2 5| & 2 9 mfek
TRV EEZ LT,

(4) HMHEHER

FNRAT 2 OB ERGTT B0, FlemERi e UCRIER GBI, BREE, BSARIE,
TR TR B A B A K L7, SO BIERBROIE L AL, MEfoBrEicky 19
Ens o Ecr i cEES TV a2, 20 0 5 20 FEC T T in vitro BB EMERBR KL O
vxXEAVE FEvaxxs s 2@k Yo EE <H 5 [N s Es
n, sz 200 s 0 Eio T v VRO XEMAW R AT 1 2 ARBED
7 v b E RO AR A MR DN L FIBH 7 Té 5 H. Lundbeck A/S 12 XV FEhi S 417z, 2 b
DOFRERIT T~ T GLP k& L CHE =7,

AEH G- BRI TIE, 7 v b CTREEERUCIE O REOHNEMHIA 2 Hivlz, 52 R
3BT, SR 300 mg/kg/ HREIZ IS 1T B P 52 EFOMRE 136 REEIZ L~ 20% DK T 2 7R
L7231 IR SEHHRGHE 28 U CREIIIMERICH 72, T2 7 2 U 85ICRK L
T RO MRRE D B 1370 <, M0, MRAECH0ME, e EE, HIR&OVEHE
MR EICB W T L BT AN oo 2 2B E 2, ®EMET 300 mgke/ H & #
E ST, A X CIRESEO FHAPRE R~ O FMERELI A H A, 52 B R 0 35 55050 O w5k &
VIHEDS 4 mg/kg/H, MEDS 16 mg/kg/H EHEE S N7=, 7 v b S2 B GRBOESEEICKIT 5T
WA Tz, FARAT =G, JAF AR T2 RO VT AT = A RORERIT
FTRHLT VAT 220 mg b MIXEROES LEBORBERE ERl-> T\ e, 4 X TiET v
A7 =2 ATHIRB SN T V7 o VAR E 720, A X 52 ARG RO EEERICE
FEHFNAT 2 OBREREEY, TAAT7=220mgat MOEROKRE LEZBEOBRERELY L
TESTWzZ &2 b, ERRBR CITHRMRR~OFEFERSR, FHOEBEFBIC OV THEREL
F=H YT ToTER, LOLAERE, TITBRBHTHNTI A 7 = B G HE TIRERH

1.5 RS SO R4S B OVBH 6 O ki
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DHEINT 2 Z &3 <, BRMEH ERIEE 26700 B 2 bz,

Bz, invitro D 3 3B N invivo D 2 i BRIC K VM S, B FARMM Y > 2REkE A
7= in vitro iBR CYLAAR I E OMENN A LT Z L 2 RE, ARERBIEREITRD o7,
Z OYL R OBINE, e EZ R TS TEVWEE (3 mg/mL, 8 mmol/L [ZFHY ; 55%4A
SR EIAE) CTRANEHEROIFFE T TOLETHY, vUARDT v MW= 2 FE D in
vivo RER CIIEGEMETRD SN2 o722 b, FARA T = URERERICE O CEatt
ZoRT BRIV E B 2 BT,

~ A0 HMELOT v b 104 HE OB AJFHRRICIBNT, ~T R, T v h&BITRKRIHED
100 mg/kg/ HIZHBW T, RIRBEICHAEERBEMEOLE(LZ R LT BRI~ LT, A7
= IBARMEE RS v EE 2 BT,

G AR TERRER I, ZAREE, IR - BRVERAENE NS HAERT L O AER T A~ DRI O T
R L7z, 7 > MZET 2ZIAREICB T 2 5-l T, 100 mg/kg/ B F CARFAIZRE T 2 TR
D HNIRNoT, - BRERBAICET 2FHE T, 7Y FIZEBW T 200 mgkg/ H TR OB 7
FBEBIEDRRINTZN, Ty 8, UL QITEGREIIRENR -T2, Ty MBI A H
AT R OV AR TS AR T B9 2 57l Ci, 100 mg/kg/ B LA E TREM) O EHEENR A2 B, Ok
HsEE L U CHVAR R O R E NN R QA=K T 23380 LTz,

1532 BRKRHAROFFEDIERE

PIF, AHHECRHMmER & LR EmEimeiEk (13505A R, 339-102-00003 3&ER) , #5110
77 2R EHERAER (339-14-001 3RER) & OV IAEAKGE R 155 (339-14-002 #RBR) |
DWTCE#H L7,

(1) ERRZFEMENREEAER (13505A iXER, 339-102-00003 FHER)

13505A #BRIX, /N—F A LX— bk B O SN, /S— b A TIEEARANORERRA B HEE
KRELT, TARAT o U 20 mg ZHERE OG- LI EOF VAT = o OIEY)BREIZ X}
TORFOEELRF Lic, /S— F B CIEHARAROHAANORER AR LExtg e LT, T4
7 = U 20 mg X 40mg & 1 H 1[5 HEKEROEE L& 2O TV A7 = OYH)
REERet LTz, TOME, TAAT7 2 BB 20 mg 2R 0&K G- LI EDF LA T = DHY)
BREICRT 2 AF (EHEHR) OFBEERO bRRhotz, KETHIELZT VA7 = OEY)
REIIIAFEOREIIRO ooz, THAT 2 OREEROEAEMNIL, BAANEAAT
FEECTH - 72,

339-102-00003 #&BrIL, HAANDOREEER A BIEIZF L A 7 = R 10 mg Z BB A& G LT
L xRN, BAEMEROEYTREZMG Lz, ZO/E, T/AAT7 = VR 10 mg O HLERE
D508, BARANORERERA B TR >BARMIEF TH -7,

(2) FMBATSERAB_ETHRAE (339-14-001 5XER)

DSM-IV-TR |ZH3& TN a— UKTFIE E W SNT-EBEZXR E LT, FTARXA T = UG
10 mg X% 20 mg OAFENE, etk OHEMOMEE, SZhaxitFE, ®BIEAL, —EHEKR, 77
YRR, WAT 3 BEREIC L O BET Lz, ARBRIZ 2 BB OR 7 U —=0 7, 24 B ORI

1.5 EJFOTZE R o & OBRFE D%
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B, 4 EEOBHIF L D ST,

FEFHIIE H Tdh 2 IrHH 12 8 D% E8E B 4 (HDD 0 (/v A 7 = & 20 mg #£ & UF 10 mg
BT 7 v RBEL D HRHAAEICHED Lz, HDD $iD_—2 7 1 L BIREY 12 H~0 %1k
BT, 20 mgfEE 10 mg BEO T T AR L OEITFABRE CTH 72, iz, EEALFHIKFHEEH
ThHBEER (TAC) LRBEOFERTHY, | HOFEBHHFERICESS Y 27 LYULDEKT G
WO LN, BIZ, SPRERRRE (CGI-S XN CGI-D) , FF#rE (v -GTP K OVALT) , 7V
T— LNEBEDOAEFEDE I KIE LT (AQOLS) [ZBWTH 77 BAREEL bl L C 20 mg £ M
O 10 mg FECUHE DO b7,

AEFZROEEPILICESTEAFEFRZORATNGITT 7 B ARFEICHE L T 20 mg AT
10 mg BETREDN -T2, TV AT = 20 mg BEUE 10 mg BET S%LL EICHIL LI AERELD 9 b,
RGN T 7R 2 5L ECTho 7o AHEFERIL, B, FEEDEV, IR, EH, B8
B, RHRIGE, BABOR, Ef, B Tholc, AFFROLITBEIPHFEE TH 2N, #
kb F U, EIR, WEH, BEREIE 20 mg BECTORBEIG N 10mg BEL Y 5% EEn-7=, T
A7 = UBNEBATEIO U X7 BN Z R DHERITERO b, BIREA, NA 2 Aa L, K
#H, LEMICBWNTHERME EOR&IT o7,

(3) F MMM RIAGER (339-14-002 5ER)

339-14-001 FRBR A 52 T L7oWiBRE 26 & LT, TV A 7 = VIEEEH 20 mg O EHIE 5RO %
EVER OEEZ et Uiz, AT 24 B OB GEE/R, FER) |, 4 EMOBEY (&
HEMR, 77 RARXR) , 4 BEOBRBIE L VRS, BATT 5 339-14-001 Bk & O 72 1R ER
HEE SRR AR TR BB THo T,

339-14-001 FER DTV 2 7 =2 20 mg FEER N0 mg BEZ GO To TV A 7 = U EEHRERIKN D
DREATHIT, SeA73 2 339-14-001 78R Mo OVAGER 2 fFE 7o 1 RE ) 48 ) 408 L T #B &R D %)
REMFI LR, HDD BK& O TAC 13 & b ITTERM 4 @8I U, £ ORNRNER 48 £ T
Fifoe L7=,

AFRBROIEFEH (24 ) IZ2IKRT 5% RICHBL LA EHERIE, B, SR, Fok
DEV, BFE, B, IR, mEr, EEBAAPE, RIRGETH o7, 339-14-001 G K OAEER
ZELT, 2RT, BEHMOERIZHEVEIFGNHLCE S L2 HAEFLRITERD biign
STy FTHAT 2 ANTHT DIRIGFNER DT IV A T 2 A KD B R BEBUER TR B o
72

1533 HRHEALBOBHERVZDHIEG

ENERRBROER D, Ly Py s - Drosotitattd, 00 I rcEx
a2 AR TR 217,
I - o Ciaat kv s aa EHES IR 2
BHE S 1.13.02-1 20« EIRSLH IR TR |

Kz athix, 20| 7 H Lundbeck A/S & RBIR K &GRS Lo, 20+ ]
Al e EcicEmcc I 5 L,
I - | T S HEE L 0 S e (R AE R

1.5 R STFE RO REHE K OVBRFE D #%A:
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B oeEs 113022 21 ERSEIERE T |
1534  SNEIET 2EEKRBROMFEORE

M5 Tid, H. Lundbeck A/S 1T X U AAIDERIKBAFE A HED Hiv, 2008 42 & U 2009 4 & 0 fgst 7
TR EHEMEER (12014A, 12023A) , 577 ARG _HEREGE (12013A) 2
Fhi STz, TS OVFESNERBRITEON O GE B FE & B CA RME O 225 & AL E AT B A,
EMA O7&GRH B CHIMEN T &7z, 2013 4F 2 12TV A 7 = VIR 20 mg 1Z 7 /L2 —)L
(RAFIE D RN B 21T 5 BB & ORI A 2R « 20K & U CRLEIRTEAR 2 s L7z,

154 FILAT7zoDOEHBRUVEARANG

RIPI3 2 < OEEFERIED U 2 7 LEI#T 5 Z LN EE SN TR Y, ZEGE B Bud g, 114,
EERMEODIRER, ROWMZERZR2E0&MD ) 27, MIEEITA%, KA, @miE, BMm, 5
BIEREDY A7 EEET L 2 ERMESN TSI END, ITNHLOREA%FETDHZ LI
BRRRICER D (1.5.2.1) o £72, 1 HOPEHHIEEIZHES U 27 L~y (DRL) OIE T,
R B3 D EFERTE D U A 7 OIKEKL Y QOL O FEICHET S Z LG SN TS Z &,
B OVEAE T BE B PRI IR DAL 28 A EERRFEII A & (7L 2 —)L - SEMfE RS O Z e
ARTAY) THY R LV FABBE RO HZ L S/ Z &5, DRLOIK T H HEE
THD (1521 88])

ENEFRIRABR ORI, T/ A7 = 13 HDD £ O TAC Z i 4, BB ERREI %5 A 4)
PEAMER STz, DRLIZZ T AR L L CTHE L, AHIOHIE RT3 2 2 R ITER A
BENODLEEZEZ DN, F£To, SRR EARRECHERE, 71a—ARNEBEOEFEDOEICK
E LT HEENRD b, BB OFEIE T L AR ORI BRI RSN, — T,
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Selincro 18 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 18.06 mg nalmefene (as hydrochloride dihydrate).

Excipient with known effect

Each film-coated tablet contains 60.68 mg lactose.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet)
White, oval, biconvex, 6.0 x 8.75 mm film-coated tablet engraved with “S” on one side

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Selincro is indicated for the reduction of alcohol consumption in adult patients with alcohol
dependence who have a high drinking risk level (DRL) [see section 5.1], without physical withdrawal
symptoms and who do not require immediate detoxification.

Selincro should only be prescribed in conjunction with continuous psychosocial support focused on
treatment adherence and reducing alcohol consumption.

Selincro should be initiated only in patients who continue to have a high DRL two weeks after initial
assessment.

4.2 Posology and method of administration

Posology

At an initial visit, the patient’s clinical status, alcohol dependence, and level of alcohol consumption
(based on patient reporting) should be evaluated. Thereafter, the patient should be asked to record his
or her alcohol consumption for approximately two weeks.

At the next visit, Selincro may be initiated in patients who continued to have a high DRL (see section
5.1) over this two-week period, in conjunction with psychosocial intervention focused on treatment
adherence and reducing alcohol consumption.

Selincro is to be taken as-needed: On each day the patient perceives a risk of drinking alcohol, one
tablet should be taken, preferably 1-2 hours prior to the anticipated time of drinking. If the patient has
started drinking alcohol without taking Selincro, the patient should take one tablet as soon as possible.

The maximum dose of Selincro is one tablet per day. Selincro can be taken with or without food (see
section 5.2).

During pivotal trials the greatest improvement was observed within the first 4 weeks. The patient’s
response to treatment and the need for continued pharmacotherapy should be evaluated on a regular



(for example, monthly) basis (see section 5.1). The physician should continue to assess the patient’s
progress in reducing alcohol consumption, overall functioning, treatment adherence, and any potential
side effects. Clinical data for the use of Selincro under randomised controlled conditions are available
for a period of 6 to 12 months. Caution is advised if Selincro is prescribed for more than 1 year.

Special populations

Elderly (=65 years of age)
No dose adjustment is recommended for this patient population (see sections 4.4 and 5.2).

Renal impairment
No dose adjustment is recommended for patients with mild or moderate renal impairment (see
sections 4.4 and 5.2).

Hepatic impairment
No dose adjustment is recommended for patients with mild or moderate hepatic impairment (see
sections 4.4 and 5.2).

Paediatric population
The safety and efficacy of Selincro in children and adolescents <18 years of age have not been

established. No data are available (see section 5.1).

Method of administration

Selincro is for oral use.

The film-coated tablet should be swallowed whole.

The film-coated tablet should not be divided or crushed because nalmefene may cause skin
sensitisation when in direct contact with the skin (see section 5.3).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Patients taking opioid agonists (such as opioid analgesics, opioids for substitution therapy with opioid
agonists (e.g. methadone) or partial agonists (e.g. buprenorphine)) (see section 4.4).

Patients with current or recent opioid addiction.

Patients with acute symptoms of opioid withdrawal.

Patients for whom recent use of opioids is suspected.

Patients with severe hepatic impairment (Child-Pugh classification).
Patients with severe renal impairment (eéGFR <30 ml/min per 1.73 m?).

Patients with a recent history of acute alcohol withdrawal syndrome (including hallucinations,
seizures, and delirium tremens).

4.4 Special warnings and precautions for use

Selincro is not for patients for whom the treatment goal is immediate abstinence. Reduction of alcohol
consumption is an intermediate goal on the way to abstinence.



Opioid administration

In an emergency situation when opioids must be administered to a patient taking Selincro, the amount

of opioid required to obtain the desired effect may be greater than usual. The patient should be closely

monitored for symptoms of respiratory depression as a result of the opioid administration and for other
adverse reactions.

If opioids are needed in an emergency, the dose must always be titrated individually. If unusually large
doses are required, close observation is necessary.

Selincro should be temporarily discontinued for 1 week prior to the anticipated use of opioids, for
example, if opioid analgesics might be used during elective surgery.

The prescriber should advise patients that it is important to inform their health care professional of last
Selincro intake if opioid use becomes necessary.

Caution should be exercised when using medicinal products containing opioids (for example, cough
medicines, opioid analgesics (see section 4.5)).

Comorbidity

Psychiatric disorders

Psychiatric effects were reported in clinical studies (see section 4.8). If patients develop psychiatric
symptoms that are not associated with treatment initiation with Selincro, and/or that are not transient,
the prescriber should consider alternative causes of the symptoms and assess the need for continuing
treatment with Selincro.

Selincro has not been investigated in patients with unstable psychiatric disease. Caution should be
exercised if Selincro is prescribed to patients with current psychiatric comorbidity such as major
depressive disorder.

The increased suicidal risk in alcohol and substances abusers, with or without accompanying
depression, is not reduced by the intake of nalmefene.

Seizure disorders

There is limited experience in patients with a history of seizure disorders, including alcohol
withdrawal seizures.

Caution is advised if treatment aimed at reduction of alcohol consumption is started in such patients.

Renal or hepatic impairment

Selincro is extensively metabolised by the liver and excreted predominantly in the urine. Therefore,
caution should be exercised when prescribing Selincro to patients with mild or moderate hepatic or
mild or moderate renal impairment, for example, by more frequent monitoring.

Caution should be exercised when prescribing Selincro to patients with elevated ALAT or
ASAT (>3 times ULN) as these patients were excluded from the clinical development programme.

Elderly patients (>65 years of age)

Limited clinical data are available on the use of Selincro in patients >65 years of age with alcohol
dependence.

Caution should be exercised when prescribing Selincro to patients >65 years of age (see sections
4.2 and 5.2).

Others

Caution is advised if Selincro is co-administered with a potent UGT2B7 inhibitor (see section 4.5).



Lactose

Patients with rare hereditary problems of galactose intolerance, Lapp lactase deficiency, or
glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction
No in vivo drug-drug interaction studies have been conducted.

Based on in vitro studies, no clinically relevant interactions between nalmefene, or its metabolites, and
concomitantly administered medicinal products metabolised by the most common CYP450 and UGT
enzymes or membrane transporters are anticipated. Co-administration with medicinal products that are
potent inhibitors of the UGT2B7 enzyme (for example, diclofenac, fluconazole, medroxyprogesterone
acetate, meclofenamic acid) may significantly increase the exposure to nalmefene. This is unlikely to
present a problem with occasional use, but if long-term concurrent treatment with a potent UGT2B7
inhibitor is initiated, a potential for an increase in nalmefene exposure cannot be excluded (see section
4.4). Conversely, concomitant administration with a UGT inducer (for example, dexamethasone,
phenobarbital, rifampicin, omeprazole) may potentially lead to subtherapeutic nalmefene plasma
concentrations.

If Selincro is taken concomitantly with opioid agonists (for example, certain types of cough and cold
medicinal products, certain antidiarrhoeal medicinal products, and opioid analgesics), the patient may
not benefit from the opioid agonist.

There is no clinically relevant pharmacokinetic drug-drug interaction between nalmefene and alcohol.
There seems to be a small impairment in cognitive and psychomotor performance after administration
of nalmefene. However, the effect of nalmefene and alcohol in combination did not exceed the sum of
the effects of each substance when taken alone.

Simultaneous intake of alcohol and Selincro does not prevent the intoxicating effects of alcohol.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no or limited data (fewer than 300 pregnancy outcomes) from the use of nalmefene in
pregnant women.

Animal studies have shown reproductive toxicity (see section 5.3).
Selincro is not recommended during pregnancy.

Breast-feeding

Available pharmacodynamic/toxicological data in animals have shown excretion of
nalmefene/metabolites in milk (see section 5.3). It is unknown whether nalmefene is excreted in
human milk.

A risk to newborns/infants cannot be excluded.
A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from

Selincro therapy, taking into account the benefit of breast-feeding to the child and the benefit of
therapy to the woman.



Fertility

In fertility studies in rats, no effects were observed for nalmefene on fertility, mating, pregnancy, or
sperm parameters.

4.7 Effects on ability to drive and use machines

Adverse reactions such as disturbance in attention, feeling abnormal, nausea, dizziness, somnolence,
insomnia, and headache may occur following administration of nalmefene (see section 4.8). The
majority of these reactions were mild or moderate, associated with treatment initiation, and of short
duration.

Consequently, Selincro may have minor to moderate influence on the ability to drive and use machines
and patients should exercise caution particular when starting treatment with Selincro.

4.8 Undesirable effects

Summary of the safety profile

The frequencies of the adverse reactions in Table 1 were calculated based on three randomised,
double-blind, placebo-controlled studies in patients with alcohol dependence.

The most common adverse reactions were nausea, dizziness, insomnia, and headache. The majority of
these reactions were mild or moderate, associated with treatment initiation, and of short duration.

Confusional state and, rarely, hallucinations and dissociation were reported in the clinical studies. The
majority of these reactions were mild or moderate, associated with treatment initiation, and of short
duration (a few hours to a few days). Most of these adverse reactions resolved during continued
treatment and did not recur upon repeated administration. While these events were generally short-
lasting, they could represent alcoholic psychosis, alcohol withdrawal syndrome, or comorbid
psychiatric disease.

Tabulated list of adverse reactions

Frequencies are defined as: very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000
to <1/100), rare (>1/10,000 to <1/1,000), very rare (<1/10,000), or not known (cannot be estimated
from the available data).



Table 1 Frequencies of adverse reactions

System Organ Class Frequency Adverse Reaction

Metabolism and nutrition disorders | Common Decreased appetite
Very common Insomnia
Common Sleep disorder

Confusional state

Restlessness

Libido decreased (including loss of

Psychiatric disorders libido)

Not known Hallucination (including
hallucination auditory,
hallucination tactile, hallucination
visual, and somatic hallucination)

Dissociation
Very Common Dizziness
Headache
Common Somnolence
Nervous system disorders Tremor

Disturbance in attention

Paraesthesia
Hypoaesthesia
o Common Tachycardia
Cardiac disorders —
Palpitations
Very Common Nausea
] ] ) Common Vomiting
Gastrointestinal disorders
Dry mouth
Diarrhoea
Skin and subcutaneous tissue Common Hyperhidrosis
disorders
Musculoskeletal and connective Common Muscle spasms
tissue disorders Unknown Myalgia
Common Fatigue
General disorders and Asthenia
administration site conditions Malaise
Feeling abnormal
Investigations Common Weight decreased

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.

4.9 Overdose

In a study in patients diagnosed with pathological gambling, doses of nalmefene up to 90 mg/day for
16 weeks were investigated. In a study in patients with interstitial cystitis, 20 patients received

108 mg/day of nalmefene for more than 2 years. Intake of a single dose of 450 mg nalmefene has been
reported without changes in blood pressure, heart rate, respiration rate, or body temperature.

No unusual pattern of adverse reactions was observed in these settings, but experience is limited.

Management of an overdose should be observational and symptomatic.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other nervous system drugs, drugs used in alcohol dependence;
ATC code: NO7BB05

Mechanism of action

Nalmefene is an opioid system modulator with a distinct p, 6, and « receptor profile.

- In vitro studies have demonstrated that nalmefene is a selective opioid receptor ligand with
antagonist activity at the p and o receptors and partial agonist activity at the k receptor.

- In vivo studies have demonstrated that nalmefene reduces alcohol consumption, possibly by
modulating cortico-mesolimbic functions.

Data from the nonclinical studies, the clinical studies, and the literature do not suggest any form of
dependence or abuse potential with Selincro.

Clinical efficacy and safety

The efficacy of Selincro in reducing alcohol consumption in patients with alcohol dependence (DSM-
IV) was evaluated in two efficacy studies. Patients with a history of delirium tremens, hallucinations,
seizures, significant psychiatric comorbidity, or significant abnormalities of liver function as well as
those with significant physical withdrawal symptoms at screening or randomisation were excluded.
The majority (80%) of the patients included had a high or very high DRL (alcohol consumption >60
g/day for men and >40 g/day for women according to the WHO DRLs of alcohol consumption) at
screening, of these 65% maintained a high or very high DRL between screening and randomisation.

Both studies were randomised, double-blind, parallel-group and placebo-controlled, and after 6
months of treatment, patients who received Selincro were re-randomised to receive either placebo or
Selincro in a 1-month run-out period. The efficacy of Selincro was also evaluated in a randomised,
double-blind, parallel-group, placebo-controlled 1-year study. Overall, the studies included 1,941
patients, 1,144 of whom were treated with Selincro 18 mg as-needed.

At the initial visit, the patients’ clinical status, social situation, and alcohol consumption pattern were
evaluated (based on patient reporting). At the randomisation visit, which occurred 1 to 2 weeks later,
the DRL was re-assessed and treatment with Selincro was initiated together with a psychosocial
intervention (BRENDA) focused on treatment adherence and reduction of alcohol consumption.
Selincro was prescribed as-needed, which resulted in patients taking Selincro, on average,
approximately half of the days.



The efficacy of Selincro was measured using two co-primary endpoints: the change from baseline to
Month 6 in the monthly number of heavy drinking days (HDDs) and the change from baseline to
Month 6 in the daily total alcohol consumption (TAC). An HDD was defined as a day with a
consumption >60 g of pure alcohol for men and >40 g for women.

A significant reduction in the number of HDDs and TAC occurred in some patients in the period
between the initial visit (screening) and randomisation due to non-pharmacological effects.

In Studies 1 (n=579), and 2 (n=655), 18%, and 33%, of the total population, respectively, considerably
reduced their alcohol consumption in the period between screening and randomisation. As concerns
the patients with high or very high DRL at baseline, 35% of patients experienced improvement due to
non-pharmacological effects in the period between the initial visit (screening) and randomisation. At
randomisation, these patients consumed such a small amount of alcohol that there was little room for
further improvement (floor effect). Therefore, the patients who maintained a high or very high DRL at
randomisation were defined post hoc as the target population. In this post hoc population, the
treatment effect was larger than that in the total population.

The clinical efficacy and the clinical relevance of Selincro were analysed in patients with a high or
very high DRL at screening and randomisation. At baseline, the patients had, on average, 23 HDDs
per month (11% of patients had fewer than 14 HDDs per month) and consumed 106 g/day. The
majority of the patients had low (55% had a score of 0-13) or intermediate (36% had a score of 14-21)
alcohol dependence according to the Alcohol Dependence Scale.

Post-hoc efficacy analysis in patients who maintained a high or very high DRL at randomisation

In Study 1, the proportion of patients who withdrew was higher in the Selincro group than in the
placebo group (50% versus 32%, respectively). For HDDs there were 23 days/month at baseline in the
Selincro group (n=171) and 23 days/month at baseline in the placebo group (n=167). For the patients
who continued in the study and provided efficacy data at Month 6, the number of HDDs was 9
days/month in the Selincro group (n=85) and 14 days/month in the placebo group (n=114). The TAC
was 102 g/day at baseline in the Selincro group (n=171) and 99 g/day at baseline in the placebo group
(n=167). For the patients who continued in the study and provided efficacy data at Month 6, the TAC
was 40 g/day in the Selincro-group (n=85) and 57 g/day in the placebo group (n=114).

In Study 2, the proportion of patients who withdrew was higher in the Selincro group than in the
placebo group (30% versus 28%, respectively). For HDDs there were 23 days/month at baseline in the
Selincro group (n=148) and 22 days/month at baseline in the placebo group (n=155). For the patients
who continued in the study and provided efficacy data at Month 6, the number of HDDs was 10
days/month in the Selincro group (n=103) and 12 days/month in the placebo group (n=111). The TAC
was 113 g/day at baseline in the Selincro group (n=148) and 108 g/day at baseline in the placebo
group (n=155). For the patients who continued in the study and provided efficacy data at Month 6, the
TAC was 44 g/day in the Selincro group (n=103) and 52 g/day in the placebo group (n=111).

Responder analyses of the pooled data from the two studies are provided in Table 2.

Table 2 Pooled Responder Analysis Results in Patients with a High or Very High
DRL at screening and Randomisation

Response?® Placebo Nalmefene Odds Ratio (95% CI)  p-value
TAC R70° 19.9% 25.4% 1.44 (0.97; 2.13) 0.067
0-4 HDD® 16.8% 22.3% 1.54 (1.02; 2.35) 0.040

a Analysis treats patients who withdrew as non-responder
b >70% reduction from baseline in TAC at Month 6 (28-day period)
¢ 0 to 4 HDDs/month at Month 6 (28-day period)

Limited data are available for Selincro in the 1-month run-out period.



1 year study
This study comprised a total of 665 patients. 52% of these patients had a high or very high DRL at

baseline; of these, 52% (representing 27% of the total population) continued to have a high or very
high DRL at randomisation. In this post-hoc target population, more patients receiving nalmefene
discontinued (45%) as compared to those receiving placebo (31%). For HDDs there were 19
days/month at baseline in the Selincro-group (n=141) and19 days/month at baseline in the placebo
group (n=42). For the patients who continued in the study and provided efficacy data at 1 year, the
number of HDDs was 5 days/month in the Selincro group (n=78) and 10 days/month in the placebo
group (n=29). The TAC was 100 g/day at baseline in the Selincro group (n=141) and 101 g/day at
baseline in the placebo group (n=42). For the patients who continued in the study and provided
efficacy data at 1 year, the TAC was 24 g/day in the Selincro group (n=78) and 47 g/day in the
placebo group (n=29).

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Selincro in all subsets of the paediatric population for the treatment of alcohol dependence (see section
4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

Nalmefene is rapidly absorbed after a single oral administration of 18.06 mg, with a peak
concentration (Cpmax) of 16.5 ng/ml after approximately 1.5 hours and an exposure (AUC) of

131 ng*h/ml.

The absolute oral bioavailability of nalmefene is 41%. Administration of high-fat food increases the
total exposure (AUC) by 30% and the peak concentration (Cmax) by 50%; the time to peak
concentration (tmax) is delayed by 30 min (tmax is 1.5 hours). This change is considered unlikely to be of
clinical relevance.

Distribution

The average protein-bound fraction of nalmefene in plasma is approximately 30%. The estimated
volume of distribution (V4/F) is approximately 3200 1.

Occupancy data obtained in a PET study after single and repeated daily dosing with 18.06 mg
nalmefene show 94% to 100% receptor occupancy within 3 hours after dosing, which suggests that
nalmefene readily crosses the blood-brain barrier.

Biotransformation

Following oral administration, nalmefene undergoes extensive, rapid metabolism to the major
metabolite nalmefene 3-O-glucuronide, with the UGT2B7 enzyme being primarily responsible for the
conversion, and with the UGT1A3 and UGT1AS8 enzymes as minor contributors. A small proportion
of nalmefene is converted to nalmefene 3-O-sulphate by sulphation and to nornalmefene by
CYP3A4/5. Nornalmefene is further converted to nornalmefene 3-O-glucuronide and nornalmefene 3-
O-sulphate. The metabolites are not considered to contribute with significant pharmacological effect
on the opioid receptors in humans, except for nalmefene 3-O-sulphate, which has a potency
comparable to that of nalmefene. However, nalmefene 3-O-sulphate is present in concentrations less
than 10% of that of nalmefene and thus considered highly unlikely to be a major contributor to the
pharmacological effect of nalmefene.

Elimination
Metabolism by glucuronide conjugation is the primary mechanism of clearance for nalmefene, with

renal excretion being the main route of elimination of nalmefene and its metabolites. 54% of the total
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dose is excreted in the urine as nalmefene 3-O-glucuronide, while nalmefene and its other metabolites
are present in the urine in amounts of less than 3% each.

The oral clearance of nalmefene (CL/F) was estimated as 169 1/h and the terminal half-life was
estimated as 12.5 hours.

From distribution, metabolism, and excretion data, it appears that nalmefene has a high hepatic
extraction ratio.

Linearity/non-linearity

Nalmefene exhibits a dose-independent linear pharmacokinetic profile in the dose interval of 18.06 mg
to 72.24 mg, with a 4.4 times increase in Cmax and a 4.3 times increase in AUC.wy (at or near steady
state).

Nalmefene does not exhibit any substantial pharmacokinetic differences between sexes, between
young and elderly, or between ethnic groups.

However, body size seems to affect the clearance of nalmefene to a minor degree (clearance increases
with increasing body size), but this is considered unlikely to be of clinical relevance.

Renal impairment

Administration of a single oral dose of nalmefene 18.06 mg to patients with mild, moderate or severe
renal impairment, classified using the estimated glomerular filtration rate, resulted in an increased
exposure to nalmefene relative to that in healthy subjects. For patients with mild, moderate or severe
renal impairment the AUC for nalmefene was 1.1 times, 1.4 times and 2.4 times higher, respectively.
Further, the Cpax and elimination half-life for nalmefene was up to 1.6 times higher in patients with
severe renal impairment. No clinically relevant changes were seen in tmax for any of the groups. For
the inactive major metabolite nalmefene 3-O-glucuronide, the AUC and Cpax Were up to 5.1 times and
1.8 times higher in patients with severe renal impairment, respectively (see sections 4.3 and 4.4).

Hepatic impairment

Administration of a single dose of nalmefene 18.06 mg to patients with mild or moderate hepatic
impairment increased exposure relative to that in healthy subjects. In patients with mild hepatic
impairment, exposure increased 1.5 times and oral clearance decreased by approximately 35%. In
patients with moderate hepatic impairment, exposure increased 2.9 times for AUC and 1.7 times for
Crmax, While oral clearance decreased by approximately 60%. No clinically relevant changes were seen
in tmax Or elimination half-life for any of the groups.

Pharmacokinetic data after oral administration of nalmefene to patients with severe hepatic
impairment are not available (see sections 4.3 and 4.4).

Elderly

No specific study with oral dosing has been conducted in patients >65 years of age. A study with [V
administration suggested that there were no relevant changes in the pharmacokinetics in the elderly as
compared to non-elderly adults (see sections 4.2 and 4.4).

5.3  Preclinical safety data

Nalmefene was shown to have skin sensitisation potential in the Local Lymph Node Assay in mice
after topical application.

Studies in animals do not indicate direct harmful effects with respect to fertility, pregnancy,
embryonic/foetal development, parturition, or postnatal development.

In a rabbit embryo-foetal developmental toxicity study, effects on foetuses in terms of reduced foetal
weight and delayed ossification, but no major abnormalities were seen. The AUC at the no observed
adverse effect level (NOAEL) for these effects was below the human exposure at the recommended
clinical dose.
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An increase in still-born pups and decrease in post-natal viability of pups was observed in pre-
postnatal toxicity studies in rats. This effect was considered to be an indirect effect related to toxicity
to the dams.

Studies in rats have shown excretion of nalmefene or its metabolites in milk.

The nonclinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated-dose toxicity, genotoxicity, or carcinogenic potential.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Microcrystalline cellulose

Lactose, anhydrous

Crospovidone, type A
Magnesium stearate

Tablet coating

Hypromellose

Macrogol 400

Titanium dioxide (E171)

6.2 Incompatibilities

Not applicable

6.3  Shelf life

3 years

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Blister: Clear PVC/PVdC-aluminium blisters in cardboard boxes
Pack sizes of 7, 14, 28, 42, 49 and 98 film-coated tablets

Wallet: Clear PVC/PVdC-aluminium blisters in wallet cardboard boxes
Pack sizes of 7 and 14 film-coated tablets

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER

H. Lundbeck A/S
Ottiliavej 9
DK-2500 Valby
Denmark

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/815/001 7 tablets
EU/1/12/815/002 14 tablets
EU/1/12/815/003 28 tablets
EU/1/12/815/004 42 tablets
EU/1/12/815/005 98 tablets
EU/1/12/815/006 49 tablets
EU/1/12/815/007 14 tablets, wallet
EU/1/12/815/008 28 tablets, wallet

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 25 February 2013
Date of latest renewal: 10 November 2017

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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