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ET 4 Z % —)LEE 100mg

1.5 ERXITERDZERUVRAEDERE

BEE-BE—K

WA - W5 Bk, Fn
AASM American Academy of Sleep Medicine KERERE 2
AHI Apnea Hypopnea Index ERER - {RIPEIRFE R
ANCOVA Analysis of Covariance A Ho T
AUC,... élrﬁse Under the blood concentration time S L P — R RS
CHMP Sg?mittee for Medicinal Products for Human O [ 3 L ST B
CGI-C Clinical Global Impression of Change X
CPAP Continuous Positive Airway Pressure Frioe b5 1 R
DA Dopamine AR
DAT Dopamine Transporter KRNIV FTUVAR—F—
EDS Excessive Daytime Sleepiness H HH il FE DR
EMA European Medicines Agency P [25 46 i J T
ESS Epworth Sleepiness Scale T 7T — ARG E
FAS Full Analysis Set B K D AT R G H]
FDA Food and Drug Administration KERMERS R
FOSQ Functional Outcomes of Sleep Questionnaire | FEAR DOFERENYHRIFIC B4 2 B R
GABA Gamma-aminobutyric acid y -7 X BRI
ICSD-2 fne ntermationa lassification Of SICeD | yuepppisos pelicas 415058 2 Wt
IH Idiopathic Hypersomnia RSP ARAE
L Smean Least Squared means o/ AR
MAH Marketing Authorization Holder 2= 3 i T OGRS
MHRA 'Iz\/lggri]zi;es and Healthcare ProductsRegulatory 34 [ [ 4 o
MSLT Multiple Sleep Latency Test AR P ISy S A AR A
MWT Maintenance of Wakefulness Test T REHE R R A
NA Noradrenaline JINVT KLy~
NET Noradrenaline Transporter JNVT FLF VR T UAR—F—
OA Oral Appliance M PEN L E
OSA Obstructive Sleep Apnea P ZE P B R Py JHE I S
OSAHS Obstructive Sleep Apnea/Hypopnea Syndrome | [ ZE: i R Al 0 0% /EG - i fe R
OSAS Obstructive Sleep Apnea Syndrome P 1 e A P JHE P A i o
PhVWP Pharmacovigilance Working Party RO 22 3K i VP EE 2
PSG Polysomnography MERA Y 77 7k
PSQI Pittsburgh Sleep Quality Index By YR — J IR
PVT Psychomotor Vigilance Task FErHIEE) R A
QOL Quality of Life ATEDE
RDI Respiratory Disturbance Index - i 5 FE 4
RERA Respiratory Effort Related Arousal R 55 7 B R
SAG Scientific Advisory Group BrkfEZ e S
SDB Sleep Disordered Breathing A P PR 0% i 5

Medical Outcomes Study 36-Item Short-Form .

SF-36 Health Survey y it HERT I QOL R jE
SN Stevens-Johnson Syndrome AT 4 =T VA -V a ) AElEhE
SmPC Summary of Product Characteristics RPN A
SWSD Shift Work Sleep Disorder AR IR
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1.6 ERXFIEROEBRUMFKORZRE
1.5.1 [FLsIc

PH ZEME MR A SRV E R RE (OSAS) 13Kk D X 9 22 BRI E MRS 2 G+ 2 RETH 5.
1) BRERAI/RAEFREIE

OSAS D IEME L, MEIRH O EREDOEHAZE L 72 o TRl &z sh, THER— FXGEM%E—-
BRI Bk o T NP — KRR MAE, @RI AMAE, 7 ¥ F— R, JFENIEOK T —REE
— FRIE OB ik L RS- T ONEIR ) O E A2 A KT (K 15.1-1). KEEFR MAE, &
REEH AMIE, 7 K= 2R OWIENEOIK FIZ k- T, ARPIERIES & L TR RIEE A
EED, REESVDELD. ZO7d IREIZHEIRO W b & RIEIR O K123 6 72 5 S 40 CHER
ALy, BIRRFOBE, AHOWMEOIRSK (EDS), g/ - £ IO, HI7E e & OlE
Wax232. BEAEETIE BRYREDEETORERLEREDRK LR, afEE D2 L
L 5.

F i, Wrieeh e MEEL I IREIR F O RNEE R AR 2R, TRERIEREICAM D E L, FNEAR, &
JE, DARDEOLIERIRORENTI, S 5ICITZERIEA X OSAS (213~ A MM B S
Tn5.

SRR ZRMER —RHER ZRHMER FEAER

NI
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MmIE e W SR KA £
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SRy
BIEE €| KERARERE [
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2) PWrEsE

e R P 5 [ET B 2 T 23 6 2 iR (ICSD-2, 2005 4F) 12 & % OSAS ORI iEvE 4 3% 1.5.1-1 12”7
KBTI, BEOIRS e EORFIERICNZ, KEERERD 77 7H#E (PSG) (LY
SEIPY, AR > 2 W E R SS D RE R EE (RERA) 72 & OIFL A X R A 1 EERIC 5 [l EdH
0, FERSZEDNBHERINDIEE (A+B+D) &, BRERIIMR I NN, #&E PSGIZL VI
WA N2 RS LRERIC 15 RICL EH D, FERZX AR SN 56 (C+D) @ 2 DO Kk E)N
HRINTEY, Wb MOMEREESE CEIHATERNE SN TN D.

7 1.5.1-1 BEIRFEEERSZWIEE (2005 4F) 12X 5 OSAS Ok ALt
P . A+B+D XX C+D

A D7 EBLUTFO LIEA -

i, WEEROMEIRRE/E, BREOIRS, AREBRW, AR, R

i, MR, HAE, HAWVITEERELE & HICHER

i, Ny RR= =2 XBRERVVE, B0V B ORRAE DR

B. HERARY 77 7MEIZL DL TFORTA -

i1 BEENC 5 RIPA BRI A X (SRR, KRG, 3 B\ iE RERA)

i, IR A X FOTRTHDLWIET—EB TR BRSNS (RERA OEAITEENTEOHEN L E
LVY).

C. HEIRAR Y 77 7B L AL TFTOFTA -

i.1 BN 15 B E DR A N (IR, KRR, 3 5\ X RERA)

i, BIERA N FOTRTHDWVE SR TR BRSNS (RERA DEAITBENEDHIEN L E
LuY).

D. fOMEIRIET, EFRIH DV IMRE AR, TR L BIfR L2 RE TIIs & .

RERA : IFEUF 5% 7 BE 8 7 I

—J7, ENO Tk O REIR R MEMEEGERE 2 SRR OO A A KT 4 (2005 ) T
1%, TEDS & L < IXPHEAMIERICRNT 5 & S ERIEFEDOW L O E L, DB - (X
PR RS (AHD 728 5 LA k) &3 2 KEIERE 2 (AASM, 1999 4F) DfERE4 52 ERM L
TV,

72%5, OSAS %, PHZEMEMENR R EE R MK AEREMRE (OSAHS) |, PAZEVERENRI EEREE (OSA)
EBLIEIND ZENHDHN (F£151-2) , THBIEFE—DERTHS.

6 1.5.1-2  PHZEM:HRAR e L E (6 B O YK FR A
s s & 44
P FE 4 MRS e 2 Do 8 Obstructive Sleep Apnea Syndrome OSAS

P ZE M IR I B R MR PR IE B2 | Obstructive Sleep Apnea/Hypopnea Syndrome OSAHS

P 1 M R e S P S Obstructive Sleep Apnea OSA
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3) B&F

HESLTIE, Young & @ 3513 AD RN ZRBIC LB L D &, AHI A3 5 LL_E oD R IR
% (SDB) 1ZHBMD 24%, D 9%IZRD L, ED 95 H EDS ZfF 9 OSAS IXHMET 4%, %«
PET2% THDZ ERHESNTWD. EANTIE, )16 OHEER 1199 AORRAZ x5 & L
PFEIZ LD &, FIEEOWOE ITRIRC AR 7 & OREIRRE S 2 {9 OSAS /A U A7 D 5.9% (5
PE 11.2%, & 2%) 1IZRD B, ZOREE R D AARAEZAD D 1.7% (B4 3.3%, M 0.5%)
23 OSAS [ZHEE L TV D EHEE S L2, LavL, &ITiZ7e Y, Nakayama-Ashida & o S5t 5 &
322 N\ (20~507%1R) x5 & LTS MEERMERE = % — & W oA DR R, MR R E 5% (RDI)
23 15 LU O HEEE e OVEEAE @D SDB 13 22.3% Toh D Z & B3 Sh, ek B AR ANOHEENM
(1.7%) LV HLEWAREMED H D Z L VRIB S LTz,

4) #=mEIE

2003 45 2 A, HrpoEiz EOEIR Y NSRRI CHIBENSHEMEE L7 W) FHEBABAEL, K&
<HHE S, $7ICE O IXERED OSAS & B SN CTH-ARBE E 7257223, OSAS 1T 9 R
R[PSS COEEDROIRT, Z@EF, HEKERLE, 2B ROERER>TnD.

5) 0SAS DA
(1) £FERE

BT 1% OSAS DfERRINT-Tdh 5 Z &b, MBIz 5> OSAS B (ZxF L TITED 72D
HREOEEN L EMTb S, £, BEIRAEOBEIIIMEREIE 2 ST 5 X O EEN
IThhs. BERNCT Va— Lz 8BIT 2 E8EHO O 5 BEI2X, 743 — VIXHEIRME EE %
AL XD LD, @R A a— VEBEIIEEL 5 LS RERNMTbRS.

(2) ¥HREEMER (CPAP) &

OSAS O EJEEIZ L - TEOIREIEIT R/ 578, BEIEEOKUAEIZIT AHIL 2 vy, AHI 235 LU
115 K2 TS, 15 LA 1 30 Riifiz [HhE8E)E], 30 LA % THEE)] LHESnd. EARTIE
AHI 73 20 LA 100 I 8EE S X EE OO B IR = RFY. (CPAP) TRHE ORI FH 235580 H T
BY, FERELL 0O OSAS OIEMER 2RI HIE L 72> TV AL AHI 20U, | & RE S - R,
He 512 XL % 385 il OSAS BE DO THZMI G, AHI B 20 22 5 R TEPEHEDL LWV D
WEND .

CPAP TR¥EIL, MEHRIFICEIZHEERS LT~ A7 20 L TRIENICHIEDZER 21X VAT Z LI
X0, WKGESZ M) L PR AR T 2 HETH D (X115.1-2). CPAPIRIEIZL Y, 13 A
EDIER THIEL A e L, IRKZR EDIERNBIERT S, 72720, CPAP IRIFITXHERIETH
D12, HRGRRBLE L 72D,
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1.5.1-2 CPAP J&i:

(3) ZnfthmiaEE

OSAS EFE O HZIE, CPAP Ia¥E DL H AL YE (AHI 20 LA ) Zdifi7- 272\, 5&PH% T CPAP
DEHATE R, UTEENARPRE R S XY CPAPIRIFEZIER T 57 EOBHIZL Y, CPAP
MMERTERWEERS LS. ZOFRBEICR LT, @EITOENERE (OA) NEAIND.
OA X HENICER 23575 L, WHMIC FHUTEZAIFICBE S, FRGEZIIRSE5 2
AT X0 FEIRFF O ERE « (KPR 2 SET 25D Th Y, REEHED 5 TWA. 18 A%
GUIE U EESED OSAS & &4, EOHEMEIMHENL L T 5b.

—J7, WHIERCEE D S OSAS ORI TH 5 L WiE SN HHEAICIE, Rk N
Ffi7e & OIVBHIEFE DS CPAP IR OA TRIRIZ et » THEIM S 5.

ZD X DT, HESE K OVEAE D OSAS (X LTIk CPAP {RIEMNHL & 72 508, B DIRREIC
£ o TIL CPAP LIS DTEHRE (OA, MBI DNERINDZ L HEZOND.

723, OSAS OIEMIGH L L CENTIEMRIREFERZ AT 2784 Y 7 I R3E—K&R
nTnag.
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1.5.2 ERXFIHEROFERE

TH T 4 =)L 1976 H(Z 7 T > A Lafon #1: (3 Cephalon France £5) (235U CAIHL X 7= 7o
REERZET A THD. OGS, BEFORBIERNEZAE TS (A2 7283
VIR, ATV T == — MERER) LR L. FRARTOFEMIIH O TRV, X T
A ZE RRI Vb T U AR=F—IZHWEMMEEZ A L TEBY, £, TEMEEFERRESIZITy -
7 2 EEEE (GABA) #if%%R, /L7 KLU (NA) #f%R, tua b=k, 704
FeriitR, BERAZ I VMRV LTS LRI TS, RKFIDOE N TORITIERL)T
HU, (FHFERMAELS, 1B 1EERENARETHL. TX 7 4 =/ME KX (DA) #EHR
DREWER D72 <, ERFRGREA RV RT, BEFEORBERIEN 267 234 X 0 2 raetEns
Hfians.

X T 4 = VEEPNIZEBWT, 200741 A THva L7y —i2tE ) B oBE DR Z2%)
REE L CARIIN, [AFEIANGIITE L TWD, AN TIE, 2011 4 4 HBIfE, KE, #E7Ze L 31
OEXIFIHIL T T a3 L7 =29 EDS T DIaHKEE S L TR I TWD . £72, OSAS
(RIS 22008 « 2hRIE, 2001 FRIZ A XU a TRBINTOEEEIVIZ, [WMHABIEETIZT »
THARBINTWS. B, BRMNEKLT (EMA) (2L DL a L 7o —LISOREREDHIFREN S X
2011 4F 1 A 27 HIZMEES TREINL TS GEMIZ 256 ©D8) S/H).

OSAS IZxt 3 DIAM TlX, AIGHEE (BFRIESERFIEIC XD REOMRME, BEOHIRE)
2%z, KB DIRRAELE S h, TORRNEZNFINCEIERT 5 iR, OA OHEH,
CPAPIEREMN DD . L LR D, CPAP DM IR A 1T o 1%, AHI AHEL TWAH I
L 5P, EDS A S HRENFET D, ZNOLDOERETRD BN EDS 1L, HHHH
AEIEIZB T D AFIEORK & 720, IHREBNETHD.

[EINClE, CPAP % T @ OSAS IZF 5 EDS O#hiEx A3 2 HANX 72\ 23, EDS DI
WS AEEMENH DAL LT, AFALT 2=F — MEBIERO_EY U3H 5. Ll
NHIENTND R8I U RIRIEER 2R <, QIR R 2 Lt S & 5. 207 DEIEA
&L CHARRRAER (ME 5, OBITHES) ORBBEN GG, RER, &L, R8Tk
EEREUFT D2 ENL 0 0SAS B ICITHWG D Z &30 7e <, CPAP D) 2 1aik &% F
T/23B EDS Zif 2 % OSAS &1, AMMENE S ZRIMEM TELFAREENTND. Zhb
D ED, OSAS HFH T CPAP SFHIZ K HIARRIZIEAFT D EDS ICKT 25X 7 4 = /L DLIHE
BINT 22 EI3EENHD LB L, BIZARMG LT,
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1.5.3 FAROER

EXT 4=, BERIRBWT a7y —(2ffE 9 EDS) 23T HipiEdE & LT 2007 4F 1
A 26 RICHRIERR Sz, CPAP HRIESEIC X AR & Ehtith @ OSAS |Zf£5 EDS ¥+ =L
I D EDS & MO FIER Th D 2 &0 6, KA CPAP LS IT K 2 16 2 FE i ¢ OSAS
WZfED EDSIZH L TH AN TH L EEZDILD.

1.5.3.1 JEERPREAER

LT 4 =M, Fa LT —ORRREOIRIREBRAERICBWN T, BTFTOMANRELRTY
5.

Zw b, Y, FAralLTr—FTIVR, MEIRFERE T T VR A 7 SR SRR R
IZBWTC, EEMEEIERA RO b,

Z v b, 33, BTy FEHWV I vivo iRERICEBV T, K TER & Z DU fE o s
MEVE L ST,  GABA OUFHEIMHIEM kO e 2 & I B ER 28D b Tz,

Invitro RERIZEHBWNT, DAZHFEICHMMZRET, I b7 AR —4— (DAT)
ZXPT B BRI, ~ A 7 u XA T U v AEE AW Tl GABA #if% 2 &4 L7z
MR ER & LCTT v MUK S O DA BEEEE A8 bz,

728, ARIOHFEIZE L, Cephalon thX v, FICVEAMEFRRBRICE U= 87 7- 7 JERG AR RBR, 3
2oL, B MHROZEER O b - @BHRO h T AR — 2 —IZBT % invitro Bk, BisT
BWE~ T X% MWz invivo ik, & FOEERFY TH HEHX 7 4 =)L ALK o OFEFEER & OF
FDA OHRICE D RIED~ T ZTKkT 5D A E BRHET 5 720 OBRFHRE~ 7 Az v
TR N AVJFMERBR O K AR A R T 5.

Al B LA BRI N T, X7 ¢ =, ZHETORE L FRIFRIC, DAT 1255
WEBIFIE A5 Z L 2R L=, £72, invitro MG EYE OBUALRBR T h=a2—n 7' F
A =< SK-N-SHMifad /L7 RLF U v b7 AR—4%— (NET) IZFWREFIEMEZ R LD
T, 2FOEE UL~ T 2% O TERAREA~O NA MR NET OB 5 2Bt L-. Zhbd
@ in vivo #BR T NA #2320 NET OB 5% mWe7 5 flGEIEf 417, in vitro 3R TR 5 117255
W NET FREEML, 47 4 =V OERRBMET O —EH2ICmE 20 b o LR ST, R,
fliize Db hHROZHZEE T invitro SR EFEERER T, B4 7 4 = VDN RWBIFIEZ R~ T8

DIFREER NS, ZhDBDZ b, X7 4 = /VOREBIEERIESF (EHST) ICBT

ERERZR T2 72  RLI3AS bR o 7z,

Fe, Ty MZBWT, EX 7 4=Dt MIBITOEERBFM THLEHX 7 4 =)L A)LR
100 mg/kg OIEFERN G- CREMEEERNRO Hiv, X 7 4 =/ A)L7R > 100 mglkg O BEE
TEREEX 7 =L 30 mglkg DIERIZRIRRE & & 2 bz, ENOE T HRBRT, 47 =1
200mg # 1 H 1\, 7 AREIXERG LZKEO®RE 7 B BOMETREAEEX 7 0 =L ALK
> @ Cmax 1%, FNZEH 640, 1.40ugimL T, X 7 4 =L Z LR ATREEDK 1/5 (28 %
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D, F£72, AUCuoiTZFNFH 100.06, 66.68ug - hr/mL T, EX 7 4 =/ AR AIKRELED
% 23 LASHor. MAT, OSAS BEZHB L LEBAOFIHRR HRES
C1538a/303/AP/US-UK/DB) T, X 74 =/L200mg % 1 A 1[0, 2 BERERSG L-BEORS
128E OMEFREMEL EFL T 4 = VALK D T 7REIZENEN 1.26, 0.603 1 g/mL T,
EHT 4 ZNVANVKAIREEDR) 12 L/ EDoTe. TbDZ Lk, BIKRAETRED
ELTHERSNDESY 7 4 =N ANVK U RREEREERCH ST 5 AR L R In .

EHIZ, 7y PRV RORMBARMERR L SEIOBGEFHRE~Y T R % AWZEHB AR
HRBROREN S, TX 7 4 A O AEHEZREME L Hl S hr-.

1.5.3.2 BEREREER

wmacosgoEnERcErs, 20 E 8 P T BOE A E KR ERRER S
A (OUT, ) SIEBR%REZTY, BRRBRHEICSOVWTHE 22T, 20%, BHEL
BXRARE LT 7 AR _EERILERR (JABRES AFT-801-0303) & EMEL, 5l &Fx
F—=F v FANTO 2 BRORMESHB (BHRES AFT-801-0304) % L. 20l & A
B oo, BARBEECNZENTO S t AR _EERLERR (ABRE S AFT-801-0303)
DEER R ERR (BBREE AFT-201-0304) ON% b L ([ AEREIC OV TRERH
BEIToTZ.

Wl R o s o ¢, 7 7R R_EEREERR (AREE
AFT-801-0303) <o NG~ -\ C i L. DR,
AFT-801-0303 B <1, NG
I, <0iE % EE T 5 7 DI EERGERR Y ERT 2 BER D B B O RIS
rvmranrekw, 20 R riceEzRY FTFsicE-72. 227, 20 €15 R e
ICHEHE L BRI Z T o 728, 77 B R B_EEREERER (BRE S AFT-801-0305) % £
L7-.

1.5.3.3 MHELURICLIHA LV ARUBE
I - 5 st - oissiea il ek
20l R) oI oW T T ICER L.

1) 20MeNANE ARiEw
(1) AMEOETEFMEEICOLNT
<HHEOBER>
Ao I, e
. I
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= |
I - 117~ 5 .

L, .
¥ |
I

Bspnl

ENRIERBRICE T 2 FEFFMER ZESSOAH A a7 L L. £, BIRFMEEB L LT

MWT%RE L, EMrIRERER T7e< & b A0 OMWTT — 2 #INET5Z & L L.

(2) ANEORIRFHEREICDONT
<HHOER>

. e —
I, > CRA S L

[xfiis]

QOLDFHili}7#: T d % SF-361% B AREMAMER S, MELINTND Z L2 b, ARMEDR!
wrliE R & LowA L. 22 L, [

L ¥
I D

(3) BEEIZDOT

, I =2 L.
[xfis]

ERRERR T, AF OB EEII200mg/ BOE—HAELT5. REBRERBROEMIZEL
TiX, 200mg/B#FRABAEL T2, DEARTL2GEITIIEEREICHEV 300 mg/B £ TH
BL, TOAPROLREMZRFTE L L L. HEREIX TERERZEINTH L2
AL EARB L, 2 oBRMGAOFMAIKT L, HEDRBERFOESSFHElA 112 LD BEF T,
POIERBEEEM SUIER S BEEMSEEICE L TZE ERER 2V L1l LB A ITIEE
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T35 kL7

(4) HEHMIZONT

<BEOER>

. .
¥
=  [EERGIA

Bsiny

OSASZ &R L L= 128 HR 52 X 215 ERIRAER (J1ABRE 5 C1538a/303/AP/US-UK/DB) &
Bno, ARRFRCTHEDMEEE MWTEHREIRER;, ESSEFA27) 1IE7J b—IZEL
TWBZ L5, SBMREICEVARDO T T BRI 2EEIEL RS Z LIXFTRE L HlT L=,

(5) WHRBEFDRERIZOINT
<HHEOBR>
IllllllllllIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII

L 5

*7z, I
.=
I D - >\ TR A

Bsynyl

WEDCPAPIARIRBRICEI T 2B L LT [CPAPHSR O FABILA O3y AU ERBL, 23>
BRPICBONCHERAZME T RE] , - BEMUABO > S, — KbV 4RI E
CPAPZER L7-BEA 108 (70%) LA ETH D Z L 4%, CPAPHEROFESHR L W R T 2 8%
ERELE.

o, BRAKEL LT IFravyo—, BEENEESREE, o IR R 5 U R A
AT oBE] ERELL.

2) 2001 8 W B aBE
(1) REERICRIFTEZEICOVT
<HHEOER>
< o . T
= ]
.
I~ >\ TR AL ER D B, '
[ it ]
AF|DOREERIC KIS THELZRFTT 5720, PSQUIM%, FHRERR Y &KPSGEEM L,
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REAR - HEEEE K O B E DBEIR /ST A — Z [T OWTHRFT 5.

(2) BrABILEIZDONT

<HEOER>

A% o I 55 5 VER S5 2 %0 s, I
& & S
ey 2 5 N |
. . D
I, 5 ) - B 2D

[fs ]

itz IvEoS5, I - 7 =7 VU EBEOR, —REER XA
BREIR 2@ CTHE - ARZEE LAV Z L 2&a4ctATE & L2 I
. &  w |
5 25FRAZENE LRWARARAIZONT, Hiexg I UK Oma%K,

(MY 7% R BERIAEIE] RO LoiEERIE] DUOMIGFRATI & L.

1.5.3.4 BBERT—2/1Rvosr—o

ABBICBITAEKRT —F RNy r—V %% 1.534-112, BRAOBEERR—ERZLE 1.53.4-2
Y.

EWNTIIE MBS RRRE LT 7 e Nd RO _E5REERR (RBRES AFT-801-0303,
AFT-801-0305) #FEfE L7z. ¥/, AFT-801-0303 RERMKET LT — ¥ 2BEE L72%, RENH/S
NTEF Z 1 2IC 52 BFORMKEERR (BRES AFT-801-0304) ZER L. 2k,
AFT-801-0303 R & I NG - - -5, 25 &k s Lz, KBTI,
19l &1z Cephalon #:i2 &V, % MABLEBIRRABR L LT 7 ¥ RRABO_EERILBAR (4
8% B C15382/402/AP/US/DB) AEM&hiz. wiCKkERUEET, 20[] 4% I it R
BRE LT7 7 ERxRO _EEREEABR JGBRE S C1538a/303/AP/US-UK/DB) 23 EfE S 7z,
Fiz, TOZOOHBXMBARICE EHE, TEN, =7 700 2 BR5ERAR (FRE
& C1538a/402/AP/US/OL), 12 » A RHIHR5REB (JRBE S C15382/303/AP/US-UK/OL) #3FEfE S
hie, Tho0RBREFMER LNMNE ST, BAOLKBESBERR 2 AR (ARES
C1538a/402/AP/US/DB, C1538a/303/AP/US-UK/DB) * EARN O L BEXBAR (ERES
AFT-801-0305) DAMER NZRMITOVWTHER L. £/, =T 71050 12 BEE
AR (BREFE S CI5380/402/AP/US/IOL) KT 12 » ARHMEBRERAR (HRE S
C1538a/303/AP/US-UK/OL) ¢ ENEHRERR (FREFS AFT-801-0304) OFMMERNEZEM
[ZOWTLHER L7z,

F O, BN TIEFA Y, 75 v X, EETT 7 2RO LR (A5 E 5 MOD-02, E-1030,
E-1033, C15382/407/AP/UK) BEMINT=H, WINBEBRELENRDZ2VWEORBNHLSEEE
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L7
£ 15341 BRT—FZ RNy r—v
R ABROEE it F—5FA lali
ABES RHES ABRES FHES
c&ssag)ozm/us/na o
I AFT-801-0305
= A - B2t
7ZEAMR 01538a/303/AP/US-UK/DB () e
m -kl ¢ 100 Wil
= - E-1033 ) N [WFT-801-0303 (RIEtED) | ()
] r—_— ] 1 \‘
g HR C1538a/407/AP/UK BE) |
! 75 xR : &% ;
[ 5§E§ E-1030 (&%) | [ |RERRAL
)3 E 307 S S S bt 1 /I
z HoD-02 &) b
® -
srysy| 1ZEMBS C1538a/402/AP/US/0L Wil AFT-801-0304 -
HER (RR®E)
12 AMEMR5(01538a/303/AP/US-UK/OL | 194
£ 15342 BEAAR—ER
759 1=} ‘
Rl SEE | RBTVAL | FERE | T | meayn| s
R I il e e I e
D01 7 TN X HR y : )
A[FST.;?;);'_(;Z]'O“ RA |A—Tv T 10373%0 mé/ E 114 52 38 20.'2I~
| C1538a/402/AP/US/DB ¥ ZEEKR (QEfT) |400 mg/A M: 77 4 |
7 | [53.5.1-2] 75 Rx®  |1A1[E, &O|P:80 5 20
. _ - 400 mg: 108
B 1C15382/303/AP/US-UK/DB| KE |“EEMK (£f7) 200, 400 mg/B . = s | 20~
B [535.1-3] ®E |F7EARR |1H1E, &R §0.01n(;§.110 12 8W 20}
C[ISSE%.Z;/;-O;]/AP/US/OL I N %0374%0 mgg 125 12 @ 19I.|2~
C1538a/303/AP/US-UK/OL | XE | __, - . = [200~400 mg/P 20~
[53.5.2-3] wm 777 |ieim, &n | 1253 200
— =
C1538a/407/AP/UK —EER (VP2 00 mg/A M—P : 16 e | O
[5.3.5.1-4] ®E A 1B 1E, &0 |poM:16 | P8R
o 75 & A% R ’ ) :
ZEE®R (/r=R
E-1030 . e 300 mg/ B M—P : 18 . e
[5.3.5.1-5] 7IIA iijlzﬂf;iﬂﬁ La2m, &a |pom. s | 480 o
2 |E-1033 = . |ZEEH (EFT) |300mg/H M:22 . .
g [5.3.5.1-6] 77  ovrsm |1R2m, &0 lp:27 3 i | 20ffl s
& “EHE®R (/X
# |mop-02 vty j__ff) 300mg/H  |MoP:I3 > [~
[53.5.1-7] Sswrnm | F2E &R (PoM:3 191
AFT~801-03£|03 B ZEEKR QET) [200mg/A M : 104 4 | 2R
[5.3.5.1-8 75 RRR 1B 1M, #A|P: 111 200
CN-0302" - . 100~300 mg/ B e | 20~
[53.54-1] BAR [(A—TFrF7~n LB L@, &0 64 52 @8 '20!-!

M:EX7 4=/, P: 75ER
a: NBER FraLvry—
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1.5.3.5 ERRZEIEICEEY HELETE

EINT%EHE L 7= OSAS B x5 & Lo RUI#E 5B (185 5 AFT-801-0304) (23T, E
X7 4 =/L100~300 mg & 1 H 1[8] 52 WMKER DG Lz & &, RE(GARNREE O M iR E
FNTHORHICEN TS, DTN REENI AT HOOIRE—EIHRE L, 3w (7 v MK,
AR AR) OIMSEFIREEIZ DWW T S IR 4 18 E—ECHERS L.

—J7, WA CHEM S iz OSAS BF A x5 & L= Bk (JABR#E 5 C1538a/303/AP/US-UK/DB)
T, EX¥ 7 4=/L200 mg & 1 A 1B 12 HFERAKRE Lz & oM RE(IK, 72y MK
KAV ARD N7 ZIREE, 4RI HEART 12 B TR T3 2@ MR8 0 Hivl.

AFT-801-304 3Bk OVEHH] 52 IR IZ 3517 5 MR ZLIR DR LI 1 AR & T FEROE % 7R
L7=Z &, 200mg/ HMERFBIC IS 1T AT 52 A2 B L CHiRF SN TnWA Z &, S LICHsT
Fii & 172 C1538a/303/AP/US-UK/DB iRBRIZH VN TE X 7 ¢ =)L 200mg & 55 THMEIT 4 1HEF
M 12 BERFE THERFS LTV D Z e 8D, Zh b o) $$ﬁm¢@f@ﬁTi%fL%%
EhnirnEEZLND.

1.5.3.6 AMMEOIEFTE

1) ENSE A8 Lt BR AR AR

[ PN C O 5 TUAH B el R RER (JRBRE 5 AFT-801-0305) 13 CPAP A% HF @ OSAS ¥ & %412,
Sl R L 2 7 T e R AR e L “EHERIATRMEBIC LY, AH O 4EERE TOA
WE % FRRES 5 B BTN L 7.

(1) BHEFMEBICDOLT

D ESSHEET R 7 (EEFHME)

EDS 1254 2 A0 EERME A & LT, IRKOEBAFMRE & L CEMNSA TR L A
ENTWD ESS 280 L7z,

QWT D F ) BEER BB (Bl A FEE)

ESSAFI A a7 IIBF DO TBUIE S 120, BEFIEN K Z NI & OIRR 2 i/ N3 2 h
WZhDZ Ly, FHEORANEMINTEY, WM CTIXESSZ: & O FBAFEMIZIN X THEHE
R AR T 5 2 ENEE LW E ENTWD. £ 2T, MWTEHIEIR IR 4 Bl vk ) 274 8

BRI L, ESSARtAa T ZMiseT D2 LI Lz, 72721, MWT% FEHi T 5 R 1T [E
NTIIMRD T w, FEhi rlRe7e — O ERMEIIC IR E L C e L 7.

@ QOLEFff (&IlRA9EEH)

OSAS BFH CTITHWIRZIZ L Y, KiEFH, W COEEDNRORT, K ERE, e
B K E AT ENHON TS, ZOZ &G QOL iMiZ i+ 52 L & L, HEiE
AT O EERIICA S ST\ % SF-36 28 H L7z,

@ HRIERICRI(FT L
AR APOIRKZGET D Z LIk - C, KHER (B £ 72138E) 8BS D e,
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AFNDOFHLEANT L0 ERNTARIRNAFEBR S D TREME RN B A DN D Z & s, KHMERIC M IES

WL RHTT 572010, BEIFEIE L L TR PSG OREIR/ N 2 — &, FHAFEIE L LT PSQI
ZERH LT,

(2) AMEICEY DRUE

AR CITEE AL ST 114 4] (B4 7 4 =/ 200 mg B 52 (5], 75 & REE 62 ) D4

BN R OFENT R SREER (FAS) (28T DT O IMEFEf R S5 & 72 > 7-. ESS &it A= 7T
DEALIZHOWTF 1.5.3.6-1 127~

ESS A#t A2 2 71%, 200 mg # TIEN— R T A > 14.27 555 ki Aty 7.75

)x_txl;&:y

VAN

BETIX 14.60 S0 12.08 EICHAD L7, R—2F A UMEZE LR L U REHMERIC BT 5

R—=A T A U NEOELE (/"7 (LSmean)) 1X, 200 mg #£-6.61 s, 77 & REE-2.44
ST, BERIZEIT-4.17 A (95%15HEIX M : -5.66~-2.69 i) TH Y, ESS AFFA =7 (% 200 mg ##

T 7 AR LAREICHEA L (p<0.001

RBBDLNT.

bl

e )

#153.6-1 ESS&FtA=7 (M) (FAS)

#rHr (ANCOVA)), EDS (Z%F7 % deiEsh

. A R=R T A | A A& ElpBEDE
BERE | Pk - = - = — B ®
SEYSfE +SD | E¥fE £SD |LSmean| SE | 95%154EX[# [LSmean| SE | 95%13#H X [H
200 mg 52 | 14.27 + 2.67 7.75 +452 -6.61 {0.55| -7.71~-5.52
- -4.17 1 0.75| -5.66~-2.69 | p<0.001
7I%AR | 62 | 14.60 +3.12 12.08 + 3.93 -244 1051 | -3.44~-1.44
a: WHEMAERLE L, X—RAT A UfEEILERE L L7z ANCOVA

MWTI, 5061 (&4 7 ¢ =/L200 mght225), 77 BAREE2861) (256 SAv7-. MWT ¥
IRIES R DA AKIT DUV T HR1.5.3.6-212 777,

SRR E R, 200mg BETIE_— A T A > 13.95 437 b i &G 16.92 4y IciER L, 7

Z B RBETIX 14.33 4305 13.85 S0 L1z, RX—R T A UMl A L& L Ul &
FRCBITAR—Z2F A4 b Db E (LSmean) 1, ZNFH 2.83 %y, -0.37 50T, BERIZEIX
3.20 57 (95% (5 HHX[H : 0.84~5.56 57) ThH YV, 200 mg FEN 7 7 BRI LAEIZIEE L (p

=0.009, ANCOVA), REEHERFOIEE NG Hivi-.

% 1.5.3.6-2 MWT EHREIRIERE (4))

. | R=2 T A | B HEEATR A& EABEOZ=E .
PERE |k - — — — — ot ?
SEYE £ SD | SEiE +SD [LSmean! SE |95%{E4#EX[H [LSmean! SE |95%{Z4#H X [#
200 mg 22 | 13.95+5.48 16.92 + 3.22 283 0.88| 1.06~4.59
- 320 1.17| 0.84~556 |p=0.009
7T t%iR | 28 | 14.33 +4.55 13.85 £ 5.13 -0.37 10.78| -1.94~1.19
a: JHEHEHEERNE L, R—2T7 A EE LR L L7z ANCOVA

SF-36 % H\ 7= QOL FEffin 5, 200mg BEE 7T AREEL HITR—A T A DA IT 47~53
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JE EREEMEIGIRIL TR Y, BE5®%IZBNT, HRORA) & DLoOMEE] ClifERIz 2R
OIS, EERAFHEE & RE REIT R o T

HEARPSGIZ I 1T HIEIR/NT A —% (AHIZ&Tr), PSQI@%@\‘\A7\37L:0U\T&1, 200 mg#t &
7T BARBEL ORI KRERIBWVTIA DI T, KIAMEIRIC KT TP RnbD B bk,

2) BNE ML BEHR S OBMELLE

[E PN O 5 AR b igeser B GRBR (TRBRE 5 AFT-801-0305) (2815 ESS ARt A a7 IXE4 7 4 =)L
200 mg BECR—R T 1 > 1427 505 4 7.75 fi & 6.52 s LTRY, 77 vREE (252 44
W) L OMICHEEENZ LI (p<0.001, ANCOVA). —J5, /D el IRakER (5 E 5
C1538a/303/AP/US-UK/DB) (2431} % ESS 522 71% 200 mg #ETN—RA T A > 158 b 4
125 L 32 M LTERY, 7T 2ARE (1.1 SHD) & OMICHEZN B 7 (p =0.0009,
ANCOVA). Z® X 512 200 mg & TIZENRABR O 7 23 g/ ek L 0 ZILBITRE o720, 77
T AREE G RO TH - 7.

[l PN o> 55 TIUAR Fe ool FRARER. (JRBRE 5 AFT-801-0305) (23317 5 MWT X REAR I 1XE 4 7 «
=/L200mg BEC_— 2T A 2139553775 43 16.92 45 & 2.97 it L TRV, 77 B REE(0.48
YRR EoOMICAEENALNT (p=0.009, ANCOVA). —J5, /o bl kbR (55r%
7 C1538a/303/AP/US-UK/DB) (235 1F 5 MWT -2 ENRIERF X 200 mg fETN— 2 T 1 > 131 537
D4 14455 L 1200 ER L TRV, 78 ARRE (191 04ME) oMICEEEZRALNT (p
<0.0001, ANCOVA). Z D L 21z, EARBRTIIBIER Db DD, [ERNIORERICK X 70E
WA DR o Tz,

[l PN O 55 TR b issel FRARER. (JRBR % 7> AFT-801-0305) (23T, SF-36 O [E RAEHEME 25 <
2a7 Vo Ik ABETTIMRER O~ Y —2a7OnWFoEH ThEEH% OB EICK
EREITH DN oTo. —T, SOk REER (155#F 5 C1538a/303/AP/US-UK/DB)

\ZF1F % SF-36 DA a7, 4IZF\T HEEEIFERE (F1K) (p=0.0064, ANCOVA), i&7/1 (p
=0.0027, [FAl) KOV~ VU —22a7 ThdHEAEFE (p=0.0008, [[) TEHX 7 =/L# (400
mg B +200mg ) NTF TR ARBEICH LARICSRE L.

3) RHABEHOEMMN

[N THATO s IRBR (JEBRE = AFT-801-0303) (C5] & & HEii SNizA—7 v T~ D
52 [ O B 558k (J55R%E = AFT-801-0304) T, ESS AFtA a7 IIR—A T A > 1471 5>
5 13T 8.94 ST L, 4T 8.84 4, 12T 8.03 5, 28 1T 7.45 4, 4038 T 7.07 /5, 52
T 6.66 SMEHERE L, HAKEHIFECTIL 7.156 i CTH o712, T, BFEHHOWT ORI
K% 200 mg/H 25 300 mg/ B ~H & U7=EFNE 114 19 41 Bl 0, ESS ARt A a7 E_—2A
T4 14.98 s, HIELRT 13.44 5, BEET% 10.88 AL, HIEEIC 2.56 SO N K B, HIES)
REARBE ST,

WESNCHeAT O Lelse RERBR I 5| & e & i S e A — 70 701 12 5 H B 535 (5%
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5 C1538a/303/AP/US-UK/OL) IZ851F 5 ESS At A a7 II_"—R 7 1 - 1453 /4, %453 » H 8.81
M, 6 % 9.06 4%, 94 H 8975, 12 4 H 9485 THY, 3 4 HUMKER—RT A ZH L 4.80
~5.68 i L, £ORhHRIT 12 » A EF TORMMICOI RS-,

LT 4 =NV EBBR GO OWNT, ESS AR A a7 OE(LZIEE & L TR L7725 E,
EW&@ﬁﬂﬁ%k%ﬂﬁﬂﬁﬁﬁﬁ’kaE$A%%37®ﬁ¢ﬁ%ﬁéhk 7z, H
NEGRBR ORI 5, 200mg/ B %5 TRIERBIAT43 D556 1213 300mg/ B T O R R AR
e X7z,

4) CPAPDaVTSAT7UR
EW@%mmm@ﬁ%ﬁ%(%@é%AW&m%%)@CMP@%%?%(l&%tD4%W

uiﬁﬁbtﬁﬁ@%A)i%&74ﬁﬂ2mmgﬁfl 89.73%, 4 i 91.19%, 77 EAREET
1 93.24%, 4iH 89.30% CTH 1, 4 ﬁkfizoOmgﬁigogo% 77 & AREE90.23% TH -
7z. 1 B&7= 0 o CPAP Xl FIRFEIE, RN 408 U CIXIE 6 e/ B o U225 S 4, AHI

MEINS 5 Z &idlenoTz. ENENRG R (R8RE 5 AFT-801-0304) ¢ CPAP i 138 T3 (X
W5 52 0 F T 77.49~85.17% THRE L, 162K TIZ80.89% ThH 7.

5) AMEMEFTEOE LD

(1) [EWNEEIAE R FRERER (1R5RE =5 AFT-801-0305) 75, B4 7 4 =/L 200mg £ 512 &
7R L g U CEERHMEEE O ESS ARt A =7 (EBIFEHN) OFERB RS b,
EDS (%7 2 ARANOHVERRFE S L7z, £ 7o, BIRBIFHGEE Tdh 5 MWT FEJREIRIERE (&
BUAIRHE) OFBRIERNRD b, FBRFHE Cd 5 ESS it A a7 OfER 137 S L7z
(2) [EWNE IR AR (FRBRE =5 AFT-801-0305) T SF-36 % [V 7= QOL #FAfin~ 5,
EHXT A NRELE T T RREELE BICR—AT A U DOESIL 47~53 8 & E AT LT
BY, BEHHRIZEBNT, [EOA] & TLORREE) CTHREBERICENA DIV, [E R &
REREZ R oT. —JF, WHVH I ik B <1 TR F&BIggee ()1, 571 &
O THRIRERREE | I2B8WT, BX 7 4 =TI 7 8RB LA BEREROUENA D
ni-.

(3) ESS ARt AaTIZOWTHEHN (RBE S AFT-801-0305) & ¥Esh o> 5 AR Fefe et FakER (V5
Bi % 7 C1538a/303/AP/US-UK/DB) D#ERZ k45 L, ~X—RA T4 O ESS At A =2 7 1L
AEBRFC KR Z BT o 7o), HEZROZEIZENRBRO LGN RKE N7, WThoR
BRCHEL 7 A =NVREE T T AL OMICABEZENRD b, EDS #UHET 5 Z L S HER S
ni-. BEWEHECTH D MWT EHREIRER CHLENAORBR E ICEX 7 4= L T T8
WL DRICHBEZEDRD bz,

(4) EWNEOMEN ORI GRBROFERNS, ESS AftA a7 OB BHERE S, EHMIcH
T2DEH T 4 =VDFEEDR RIS NI,

(5) EINEM®RGREROFEEI DS, 200mg/ H A5 300mg/ H ~D B R RIE S -
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(6) [ENE I RRBR (R5RE 5 AFT-801-0305) TO#IK PSG LT PSQI D5,
EXT 4 NS T T ERETREREIIALNRD -T2 L0 6, AH| 200mg O 1 B 5-
&> CHRMIERICKE REEE RIETZ L3RV LRS-,

(7) [EWNOFE I i BB & ORI 5 RBROFE RN D, AFIFEEIZL > TCPAP 27
TAT AR EREITAR L, FUAE Lo FEAER Tldk OSAS D EJEE OFFIE & 15 AHI
LEE Lo Tz,

PbEXv, =47 ¢=/L?1H 1A 200~300 mg I% CPAP {&¥#th? OSAS IZ1£ 9 EDS IZEZ T
BV, FOMBRITRIBHER SN2 2 L0 b, AFNIEWEE N RRER TH L EBEZ 6.

1.5.3.7 REMOBIETE
1) B 7 4 =N FEHIZLVEBEL AONTEAERRITEF CH Y, ENIORRFER Tl
LTWe. ZD1Eh, FEOS MR EOBHGES, RIRGE, K%, R & o RmEds,
FEIWE D 072 EOMIRRIEEN A < DT nY, Ui R K O aRREE 130 220
>77.

2) HEFSOBREL, ENRBRTIZLEAERRETHY, BEOERTIALNR>T-. W
HRRBR CILEE OIER R A B b OOBEEITRL, 1ZEAERRERNHEETH T

3) FECHI ORE 1T oTo. BELRAEFELRO S BN RHIH 55 (5575 C1538a/303/AP/
US-UK/OL) @ 15 (#lk, ) TEX 7 4 = ORERERIT BIERSH S0 E Lt
EHEENTER, ToMITNFRG TEERZV ] T TRHEN 940 SHEsShk. dik
EETHIHERRL, I AONAEEFLLELELELONRE L, W, Bh, RERET
ot

4) BERIRA, SA ZAHA v, REROLERICE L CIZERNAORERR & bR RS 25
LD o Tz,

5) HESO HLERIRERER T 1 H HI R 400 mg & 200 mg DA EF LB CREN K& < ZEb
HZ Lot ERSO R T 1 H A& 200 mg OFEFHL O HMEE & 4
5L, BHHBIGENID 20, WA CREBEN R -7, ERNORMER SRR (55
5 AFT-801-0304) T 1 H & 100~300 mg D&M TRk FRIE L 225 L DIx 72, %
7o, WA OEMBRERBRTH 1 HHE 200~400 mg Ot CTlA LRI E 725 5 D13/ no
7-.

6) AEFLKRORIEROZ IXEGHMICRER L, BHRGICI 0 BBRBEENE < 25 FHRIT
<, FCHLNLEFRTHEL 25 b DT o7
7) OSAS IZ&PFENEWE SNDEMEDOFEIZL > THEFFLLORIWEH ORBBHEIZKE
IREWT e o Tz

8) CPAP inJkf1 > OSAS TOHEFZ K ORIWEMOFREMEILZT L2 L7 v —TOEMEKRK
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BROBPA L VIEIST-.
9) FAaL T —IZBIFAHREAEICIS VTS OSAS TORRKARBRE L FEIC, HRI E

&L AN, By, OB, BIELRERNALNTZN, L - KEZ0HREL 2L, et
R E 2B b Do Tz,

ULXY, B 74 =VOREICE T, BEREOBEANBRENINCH S 2 WEER H
2%, BRERBRE, MEVHAy, RERCLERN 2 ECTREREMEL 22 b013k2l, Z&k
DBRENPGAAL OSAS BEICEWTRHBRENFREREAITHL LELXD.

28, TX T 4 =/VOCPAPIEHRF DOSASIZHE 5 EDSIZxT 5 BIR OFER 2 X1.5.3.7-1127R 7.

REL TERES

E FESROZAKRCE b -
BERRDO N T RAR—F—
W2 B89 Bin vitro R

REHTHEET 7 4=V R
WY DEBRER
BETHETREAWVE
in vivo FRBR
BEFRE~VRAEZAVE
SERIN A RIERER
C15382/402/AP/US/DB

C1538a/402/AP/US/OL
DB

C1538a/303/AP/US-UK/DB

C1538a/303/AP/US-UK/OL
(DBAEREE)
AFT-801-0305

e
e

i
3

=

AFT-801-0304

R
(W) *8| IH

MOD-02

C1538a/407/AP/UK

E-1030

E-1033

AFT-801-0303

SH
(k)

CN-0302 *
*RREB FrarTy—

X1.53.7-1 E& 7 4 =/VOCPAPIEE T DOSASIZHE 9 EDSIZ 1T 2 Ba% DR ER
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1.5.4 RxT4v bEYRY O

OSAS BH OHIZIE, CPAP ZDIRIRIZ L o THEARH O MEREYY - [KIF 232 L TV AHIZ b 2
b9, EDS 2K 2 DBENGFET D, ENTIEZ DX 57 EDS IZxF L TRRBIREEZ AT 53K
BN, BFIITOA T ARVONBRTH 5. EDSICERKT D EEOHESER EO S &%
2p3hE (RmEH, EENEOKT, BIRY NRK L 25 EORFIRERE) #EBETH L,
CPAP ZDIRIFICIN Z EDS DIRIEN ML ZE 2 Hb.

DX RN, KEIOA MR OB 5 ENSORERRBRARE S E, &K
DREXT 4 hE Y ATIZOWNWTUTICELELT-.

1) EX 74 ZJLIE CPAP A OSAS [C4£ 5 EDS 2HET S A, UMD ETEFMKY

EHIEF (N

[EI PN 45 AR b ds o B A BR (JRBA T 5 AFT-801-0305) D&, €4 7 ¢ =/L200mg 1 H# 1 [A4#%
52 XY EDS O EBIHIFIE T 5 ESS it A a7 (FEFMEER) 13— R T A 14.27 55
R 7.75 AU L, ZULBICB W T 72 REEE OMICABEZENEBO 5. Mitler 5
DEMEIZLD L, N=RATA D 1427 JITPHEE (13~16 /) DIRKEEZEZ b, KFEREIC
XV 775 HEEFLUL (0~8 f) IZ L7z LIRlR EESZER O D EEZOND. T,
ESS ARt A 2 72 L 5 FEAFEHI 2 #5295 B B THEM S - BBINIEIE TH 5 MWT FHJHEIR
*P%EE# X, BEX T 4 =G E D RN—R T A 2 13.95 430 b EREFEMRE 16.92 43 & 2.83 SpIER L

WXL, 77 ARBETIL 14.33 35 13.85 43 & 0.37 /0%EfE L, B bEICBW ClBERICA
%%#ﬁ%ﬂt.;@ijﬁ%?74zwﬁ5’i@%ﬁ®%ﬁ%%%¢éMWTﬁﬁﬁﬁ@ﬁ
DIEENHA B, FE%IZ 16.92 77 & Poceta H 03 HE L TWAHIEFH L-UL (15 3L E) 127 - 7=
ZLIXESS BEI A AT OIEFLLFARICERDH DL b D EEZHND.

WS O Leli e FRERER (755 % 7 C1538a/303/AP/US-UK/DB) (2315 % ESS &FtA2=27, MWT
MR R, BAXYGEE (CGI-C) 72 EDOAMEIZET 2 A& B bEHX 7 ¢ =/VITX EDS ik
BT DI ENHERINTEY, CPAP % TR T D OSAS 1215 EDS Z&KGRARE L L CTRER E
DT »ETRIZETZINTND

F 72, AASM @ OSAS IRIRICEET 2 EES (2006 4F) 2LV, X 7 ¢ =/LiX CPAP IRIENA
ZhCTHDITH DI 59 EDS 27T 25 OSAS DIEYEFTEREEE L L THESRE STV 5

ZDEIIT, X T 4 =/ViX CPAP iE#EH D OSAS IZfE D EDS 2 L CAZITH Y, ERNYID
RIFEIZe 95 LE2 NS,

2) BE, E¥4T744=)L200mg % 1 HE 1 B 59 5 & T CPAP J&EF D 0SAS EED EDS (Txt
TEINRINBDOLND.
[ PN o5 A b ige ol IRk BR (JEBR % 5 AFT-801-0305) OfEH, E4 7 4 =/L200mg 1 H&j 1 [a],
4 R AR GIZ LD CPAP IR T D OSAS |21 9 EDS (x4 2 AMENGES LD & & bIT
LEMENHER SN, AHKI200 mg D 1 H 1B O#& 512K 6800 & 2erhig, @%@tb;ﬁfiﬁ
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HEEABR  (JABR%E 5 C1538a/303/AP/US-UK/DB) TH RSN TN 5.

T2, ENORMRGRER (J55% 5 AFT-801-0304) @nﬁ*%ﬁ%, 1 H 200 mg >% 300 mg -~
DOWEEFNT 4L FITHY, ESS HEtAa T (CFHHE) (T ERIC 256 sjid L, HEERICESS &
AT DA LT EFNE 41 il 31 6] (75.6%) Toh - 7-.

DX, EXF T 4 =/1200mg & 1 HF 1 [E# 5925 Z & T, CPAP G H D OSAS IZ1F 9
EDS IZxI 3 23R sz, HG5IX LA L RIOATHY, a0 T I7A4 7 ADm EIZH D
WD EEZD. £, 200 mg 1 H 1 [RIEE TRHENPA+53 72 TIE 1 B 1181 300 mg (28 &
T3, AEFGEOLDEENSLE/RBETIT L H 118 100 mg 2RSS, 7 Kl EEET 5
VEELHDHEEZD.

3) EX T4 ZILILXCPAP B D 0SAS [CE LW TRHABREATRELERTHS.

OSAS T? CPAP I5# 1T FXGEDMZE A UE L, WARIEE) 2 483 2 HEREThH 5 7o O R
MOEHANLETH LS. CPAP B Z M EIZIT> TH EDS BT DBENNDLZ &b, Z0
X ORBETIIARANC L 2E L EHMICESZ ERTPHRINS.

ENOE##&G5:5 (55% 5 AFT-801-0304) (23T, CPAP JG#EH D OSAS BEFIZEX 7
4 =/ 100~300 mg/H % 52 A # 5 L7 #E R, AOMEDORMEtEEE Cdh 5 ESS Gt A 2 7 1~ —
ATA 1471 1D LIAT 8.94 SUZHEA L, UBIFIE—EIHERE L, 52 1 TiX 6.66 &l & IEH
LALE T Lz, £72, eMiconTid 4 BEHR G0 L5 i) MR (BBRE S
AFT-801-0305) THOZr 7 7 ALt KRESEDLDHLOTIFARL, 114 FF 11 ] (9.6%) NHEEH
BOTOFEG TSN, WTFRHREITREIITEETHY, REOER IR o7,

WAL T ORI G5RBR (7R%5%& 5 C1538a/303/AP/US-UK/OL) {28\ T, 4 7 1 =/ 200~400
mg 75 12 » A &5 S - fE R, 23 BRIE 28 U CESS A it A 2 7 Ol iR s vz, 72,
BEEZORMIIIATOLESERBR THAONIZ O LFHETH Y, LM CRICHEE 725
X972 b DI Rro Tz,

EP DR CHEFZOL TR GWINCEBIL, RIRGICXVBBBENE 2D
FHHIe L, EFICHAONTERCTHBEE 2D L DX -7z, F72, OSAS TEHFT5Z
EMBVEIMEIEIZKRT L THES 7 4 VTR EL KITT 2 L1370, IHIEARANC KL DK
RO ATREE B IRV E B X B d.

ZD X I, BL T 4 =)LI% CPAP IGHEH D OSAS IZ1E 5 EDS 12k L CREMIMIC =0 A 20k
EHERFL, DOREMLHETEA 0D, REMOBGNAETHL EEZD.

4) EH T4 Z)LIECPAPAEF DOSASDAL EHET HEEEMENH 5.

] PN 28 AR bk BEGRBR. (TR 5R7% 75 AFT-801-0305) Dk, fEFERIEQOL R E T & 5 SF-3600 A
aATNE, BEX T 4 ZNARELROT TEREEL HICRN—RA T A 2 K ORREGHm R CE RAEYEE (50
10) WZERIL TR Y, KEARBEA LN T.

— 5, MESO Ll R BR (JRBRE 5-C1538a/303/AP/US-UK/DB) D, 4 KF 23\ TSF-36
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DIMRETHL THEEEKE (FF)), NEH) KO~V —2a7 Thd [HRIHEFE )
T, LT A =NAHENT T REICH LAEBICSKELT.

Z DM, HEsh R BR TOFOSQT A7), [EEE ), NEEL-~L) RO T80
AEFEME] ITBWT, EX T4 =ML T TR L ORICHERZEN A DIZ. £T2, PVTORER
WD, EXT 4 =BT T AR USOSKR R O R E O E AR5 &, KRB OAE R
WD R, WE & UET D ATREMEA R S 7.

Z U 5HSF-36, FOSQRUPVTORER NS, AANTHEEDOQOLDE THikEE b 7= b9 alHEMEN
R STz

5) B4 74 LB 1 B EIERHEERICEE ZE RIT T ATEEMSTEL.

[EI PN 25 AR b s et IR BR (TR 5% B- AFT-801-0305) T PSG DR, £ 4 7 4 =/ 200mg
FHIT L0 RN 2SR U, aaREREEL, ARMEIREERE, REIRE R & OMEIR R (WL Eo
NT A= B IFBHHIARIRE CEHTHH D) R EICREREBIITA LN -7, o, BERIC
B9 2 FEE R R E T D PSQI DA A a TITAFIEREIC LV 6.3 Hnd 48 AICEHA L,
Doi L3 L CWAIEIRDO REZHET 20 H v A7 (55 R) % FlElo7z.

7o, ENERRBRICBT2RIER & LTORER GE) 1%, HIHLESRRER (R5RE 5
AFT-801-0305) Tid 52 il 2 i (3.8%), RHHGER (TG5> AFT-801-0304) TILHIHIAIR
iE K OVRLRH R B R IRE 2 28D 114 P 7 451 (6.1%) ICH S0, WP b iE TR b ik %
L AR NI SNy

ZOXIIE, BRI TAHONZAIR GE) [ XEKRICHBEE 225 b0 Tidke <, #4& PSG At
R PSQIBRA A 27 D2 b ARFIAK R EIR |2 528 4 KT T ATRe IRV e ZE 2 b d.

6) EXTAZILIECPAP DOV T4 7 U RICHEE RIFT AREMITEL

[E N o Feifod EER (T8 5 AFT-801-0305) M ONEHI# G3lliR (168 5 AFT-801-0304) |Z
BWCTEXT ¢ =N EHD CPAP D a7 T4 7T o At Lok R, 2Bl 5 1
WdHT-0 4 ReLL B L7z A OEIA D 80% LA ETh o7z, Fiz, bhlgent B CILaER
Z i@ U CIEIE 6 RFRMR O - 2 fERE S 4L, AHI 3895 Z L3727z,

DXL, KFEA%KD CPAP DT T A4 7 L ARHEREE I, [RIREIZ OSAS ORGEZED
WA BT D RHEIRNE B2 6N 5.

7) EF 74 ZIDREHICET IBESE

(1) BN OERKRFER L) X < O gIERIL, 5808, WEED £ e & O RIEE,
Rz, RURSER & OFEHIESE K OED, THIZR EOEBEE Th 7. BN ERR (R
BR¥G 7 AFT-801-0305) T b %< LN TZRWEMIZERE CTHY, EX 7 4 =/VEET 11.5% (52
Bl 6 Bl ICHH LD, WTFRLBRETH-72. TN TOIEFTAAOFIEZET D H DI
2L, WPFROERTHMk G ICHE L TRy, BRLEMEE 2D L0 RhoTn
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(2) ERNO %R (BB E 5 AFT-801-0305) TADHE & L TEIMEN S H-71228, X
T4 =R XV EEROICE L 2D b DR o Tz, Fe, DB T K LR S
25 BEFT RIS o7, LarL, OSAS lB#E Tl —MmvicEm+E, LiEREL &0 52
EMBNZ NG, BHEDOTA CEITITLEE UL OB D & 5 BF K O ML E O 8512
IEEICERG T2 2 EDRREHMINTVDEA, TSIz OSAS BFIE 59 2 54 IS 1T RRER
BEOAOHE (B, OmEREE) ORELZEMNICHERT 52 2ml, EERiEZT s
NP Y

(3) ENTIE, ZHETILA - IRKESHE SHIIERIX 2. B FEER X 0 ARSI K T O
PR SN TS0, EMKGESEOEEOH 5 BFEIIERICERGTILERSDH. 7
¥, K[E Cephalon #E0¥Es T ZFAA (1994 45 10 H 1 H~2009 /=8 A 31 H) TiX, 33flD
SEELH SUTEDRAFOMENRH Y, 5 5 14 B CIRWELAE UIBHIEZ 2 2 L 03 R Sh
TW5.

(4) AAIX OSAS OLGEPAZEIZKI T HIRIRIETITRWZ LD, CPAP %512 L 0 KGEPAZEIC %t
TOWBWEMELEND. 1o T, AHIOMEFITES L Tidfthod MR B E R B & DRI 217 -
7= BT, 3 » ALLE CPAP %512 X 5 XGEPAZEIZ KT D IRIENE TN TON TN DI S b b
T, B OBEDIRGNEFT 2 HREISH L TORMEMAT 2 L 5 WA CEICBMEHR L, &
Makl 45 Z L& L.

PLb, 457 4 = VITKGBEPAZED R 72IEHETH % CPAP i @ OSAS 125 EDS IZH
NTHY, ZEMETHEL 2D bDI1F2<, KAEEHR S CPAP DT T A7V ADRHERI S
7o, Fl2, BEMIBGICE > TOIIRPEHET DL IR THREE D DR T, HE
> T, KGAMZEIZXT D CPAP ZHDIRIFIC L Y, HEIRF O MR - KR 3% L TV A2
2B EDS ik 2 % OSAS A ITAFINEAN S N-#ER, EDS 2 ST CPAP O Rt
T T v ADIA FIZORN B AREMESC, EDS IS BEOHEAE Lo S I E2mE (RiEF
M, TEEDROET, FEIRY NFEK &2 5ME EORFRE2R &) DM S 5 FTRerE s i S h
%.
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1.5.5 ZEE - R () RUAE - AE ()

WS CKIE, #[E) Tk CPAP O HAEHEIX AHI 15 UL ETH D DIzt L, ASFRO LR F K UE
X AHI 20 BL ETH D728, AHI A3 15 L | 20 A O HPEE B E CILRIREH S vevy. 72,
AHI 23 20 L ETH - T, EPA% T CPAP JRIENIT A 72\, LA LI L B¥F )3 CPAP
BRAEST 2HE61H 5.

CPAP JBHE MM T 2 e WBF TR L CIE, @%, OAEM SN 5. OATRRIT NFENIZ R B 23
EL, WEMICT ﬁ%ﬁ%%%ﬁ#é_&f,iﬁk%%kéﬁ,@mﬁ®ﬁ@%-ﬁ@%%&
BTHHL0OTHY, X GUIRIE UL EESED OSAS & SiLd. T OAIMEILHENL L TV 523,
CPAP 752 [AIERIZ OA ZIEIRIFICM A L TV D2 v 53 EDS 2 if 2 5 BE WNFET 5.

F7, RPKIERSEE O AL OSAS DR Th 5 & WiE SN 555121, Rk RN F
Wi7e & OARBIRENEM S, KEZRBFE TIEZOMHEIZ CPAP JAIRSC OA BB N EAH S b
5D,

ZDOXHIT, HEEKOEIED OSAS 2% LTl CPAP JBHEAHLE 22 578, B XL EIEE
IZ & o TIX CPAP IR LIS DR E (OATRIE, AMEIRIIRIK) NBRIRSh2Z2L6bhHD. b

DIERTIEFEFTR R 0D, W b XOEMZEZUE L CTHERTOFFRZRT Z ENENT
& 5. 1> T CPAP IEHE LIS DIRIE DS UNZAT AL, KIEMZENUGE L TV HIZH 0302 57 EDS
DERAFT 2BEICKILTY, AANCXDIREIIARTHL L EXD.

PLEED, KiORRT 4 bV 27 Oz #ZE L, ARSI TWDET 4 A X —/v
§it 100mg DEIRE « ZR, HiL - AEICONT, REEIRGEAGRHE - MMARAGRRGZ1TH 2 & &
L7z, AEOHFEIZEEL TOBM - SGETHS & T CRY.
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WA6E - 2R (R)
FRLRBICHE D B O DIRA

cTFrarry—
- Fifoc b £ (CPAP) MRIESEIC K 2 SUE PHZEI k3 2 1B 4 St 7 0D PF P e AR AR 41 -
WAE AR

<ZhRe - R B ﬁé@%hmﬁa>
1. a7y —BEICES 55
(1) AAOwEHIZHT= - T, *l@ﬁ[ SHREE L 7 AR R E R 2 W FH(1ICSD) 72 &
W I SW T va L Tyt EEZH SN BE 2R LT H 2 L.
(2) AENIAEZ T VL X —%0HFOBEDIRKLUSN DTV 2 L7 — RIS 9 D 2 H T
O HALTURL,
2. PHIEMEREAR IR MR- E R RE O BF IR 53 256
(1) AFNOBEIN &7z o Tik, PATEM:MENR R HE U i & 2216 S 41, CPAPHRIESE KUl PHZE
WX 20EHN 3 AL YT O TV DIZH 20 b 63, HHOWME ORGSR 5 BE
WZxtl, IRKOFER & 22 OB & OERIZW 21T o7- ETCHEEGT252 L. ok, HYEDWED
RSOV TIE, SO MERR I RAER (MSLT) S5O RBIAIM A THesd L 72 b TARAIO 5 2 k-
5Z¢&.
(2) AFNEH T O EEDIRE LIS 0 BAFENE AR FF MR IE (A E O RERIZ k9~ 5 50 I La8 8
A AYANAN

mhE - e (R
W, RAIZES 7 4= LT1H 1A200mg Z8ICiE 0535, 2k, i, ER
TRV EEEEET 53, 1Elﬂij<1f§2€tgi300mgif2:ﬁ“é.
<A - HEICEET M EolE >
WHENENHDHDT, RIRICEEL, YZAUZORAITRAIE LTRITFSELZ L.
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1.6 SEIZHITLHFERRKR

X T 4 =), 1992 EIC T T RTRNT T L a L — RO RMEBIRIEDIRIEK L LT
AR INT-O&FEY) VI, 2011 4F 4 A BIAE 31 OFE TR THRRB I TW5D. #£ 1.6-1 (2 2011
4 AR ROFENCRT B8 AR ZAREH B ORWIEIZE & DT,

A EIHEE U7 BNZNEE C & 2 P ZEME AR Ry e MR (e L2 BEIEE 9 2 20 A8 » 2341, 2001 412 A
XU aTHERBENTZOEREYIIC, 2011444 ABIET »ETEREINTWD.

72¥, BRINESEMST (European Medicines Agency) 12X 5 F /L2 L7 o —LIS DO ZhEEDHIFRED
L2011 4F 1 A 27 HICMNZE S TIRES TN D.

#16-2~5127 T A, KE, EEEORA VBT DHHE - IRLOHE - HEEZ L0,
IR LIC 7 7 v RO SCEORIRR &R E, B 2 \KEORM CEOIR A, B 3 125 E
DI LEDF L%, B4 IZ KA Y OUTCEOFER & R ZRT.

#16-1 X7 4 =LOAENTB T LRI (1/8)
ESEA W 7e4 AGRAEHA B | FIEFEH ZhEE - A
HETLHR—DH D7 LITHH
1992.6.24 19949 | bbARWnWFLalL Fi—,
R I R AR Y
WA TLHR—DH D7 LITHH
bbnwr a7y —,
B FEMEBARAE Y,
R ZFHES LR OELNE G IE
T 570, HEARIFIZEiiny - bk
H 72 i (S E B S T g e & e
ORI LD F T
(CPAP)) 23HffHICIE L < JiE & H
TWAIZHE b BT, FFEFIC
il r—ATH DN, FHEEHEHO
& IE SO b BH 0 28 I AR
TRALE D S AL TV DI D b
59, BHFE M I R B S IR G T
JEfERE (OSAHS) (2R L 7= 5k fF 4
5 HAFOEEDIIRKDBD Hivd
B oI Y.

77U A Modiodal 2004.6.3

WMANCBTFEZIZTLF—0b
2011.1.27 L LIZhhbbintirar s
IS B O E DIRK
HETLFRL—DH D LITHH
bohnwrilralrry—

1) a7 —LSORHE - FFRIE, 201145 1 H 27 BAHT THIER.

NI TG Provigil 1997.7.2 2000.6
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F16-1 X7 4 =)LOAEICE

B DRI (2/8)

4 Hr7e4

IR H

JETEFEH

BIRE « 2R

NI N Modiodal

1997.9.10

2011.1.27

1998.2

HE TR —DH DR LITHH
29Eﬁbvhw:chyw

BMANCBITFTAIZ T X —0Dbh
éﬁbaﬁﬁb%ﬁm%w:v7
T—IZPE D B OB E DIRR

YL F— Provigil

1997.7.16

2000.6

DR TV —DH D7 LITHD)
bopnrirarrF—

ARA Modiodal

1997.9.10

2011.1.27

1998.2

HE TR —0DH D7 LITHH
bhinr a7y —

BANCBTAZDE T LF—Ddh
L7 LIChhbonwirar s
U—IZFE D B OMBE DR

JE[H Provigil

1997.10.14

1998.3

FralLF—I2ED HRomE
DIRE

2002.12.3

2002.12

F v b7 — K ONBH ZE M I R R
e MK EW EEREICE S B o
W DIRS Y

2004.4.1

2004.4

Jva L7 —, PAZEME AR IR IR
W ARG W G i S OV A B s & HE
£ 8 22 AR S S MR AR B 5 & 5 e
&ﬁ?f%ﬁ% EX AT HED
Rt

2006.5.22

2011.1.27

2006.5

LR OARREZ BT 51 DOIRE

s ALy —

o PAZENE B AR PRl 0 IR 0% /A I W S A
Bt (OSAHS) Y

o HRAREE 7)s & BT D18 M AZ AR s
fipE= (SWSD) Y

BANCBITFTAIZ T LR —0Dbh
éﬁbaﬁﬁb%ﬁm%w:v7
—IZPE D B OB E DIRS

A Modiodal

1997.11.13

2011.1.27

2000.8

FrarF—

BRANCBITHLZHEZ T LR —DH
B LIZhhbbnwrkiralr >
—IZfE 9 B o E OIS

Fw—7 Modiodal

1997.11.24

2011.1.27

1999.5

HE TR —DH DR LITHD
bo W Frralr 7y —

BMACBITAEHE T X —DH
B LIZhhhbbnwrkiralr >
—IZfE 9D B o E OIS

1) Frrar 7 o—LIdoshhe

< ZhERIX, 2011 4E 1 A 27 B CTHIBR.
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#£16-1 X7 4 = VOINENTBT AR (3/8)

4

Hr7e4

KR H

JETEFEH

NEE « R

KA

Vigil

1998.2.18

1998.11

HE T VLR —DH 57 LI
bbbV alry—

2003.9.23

2003.10

HET VX —DHD7 LIS
bonwriral r—

W) 72 CPAP {RIRICE 02 b
HH o DIRG & £ 9 REE D
%%E@%%ﬁ@%%ﬁ@%ﬁ@
ﬁl

2005.8.19

2011.1.27

2005.9

HETUHR—Db 57 LIZH)
bbhnwriLalL 7 —

W) 7e CPAP {RIRICHE b b
A RO FE ORRS % £ 5 % B
> BB 0D P FE I Al ARl 0 IR 0% S i
Y

fth o> BEAR A AL AL E |2 K > T4y
RUWEN R LN, TR
Ba4T ) BAAICRBT 5, WEDR
R PE D NS HE DRSS
R IER R D

BRANCBITD AT LR —DH
B LI rbonwihrar >
T—IZFE D BHHOMEE DR

TANT R

Provigil

1998.5.1

1999.1

FoaLFo—IZfED) HAROEE
DIRE,

2003.9.19

2005.7.6

2011.1.27

2003.11

Fva L7y — K OVAZE M AR R
AL [N ARG P E R RE LS D B R
D E DR D

Fa LT y— PAZEVEIEIR R
I I AR IR W0 R A A R OF AR 258 5 70
O L O 18 M AR S AR 55 A
GBI DR IR EE AT 58
FEOIRE Y

RANCBITEZHE T LR —DH
B LIZhnbblanwirar >
—IZPES B O E DIRR

1) Fra v 7 e—LAoshiE

< ZhERIX, 2011 4E 1 A 27 AT CTHIR:.
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#£16-1 X7 4 =)VOINENTBT AR (4/8)

4

HR7e4

KR H

FETEFEH

RIEE « R

FY oy

Modiodal

1998.5.11

2008.6.30

2011.1.27

1999.9

DR TR —DH D7 LITHH
bWV Lalr >y —

HETVLXR—DH D7 LIS
bbb arry—

P ZE 1 e ARG el 0 IR R /K T W S A A
(OSAHS) Dk Y

HAE FE A B B 0D 48 A8 AR ) 75 B
[ (SWSD) s D

BRANCBITEZHA T LR —DdH
Bl LiZhrbblnwhkirarr
=D B omE DIRK

F—=ARFUT

Modasomil

1998.8.5

2004.5.3

2006.3.14

2011.1.27

1998.11

DRV —DH D7 LITHDH
bWV Lalr >y —

HE TR —0DH DR LI
bbnwrhiral Fo—XTA%E
A B AR FRF JHE PR RE (2 9 B FR oDl
JE DIRG DR Y

HETLIR—DPH D LITHo
bopntiLa L7y —, BHEMRE
RS PR 40 IR I 9 S0 H S B 0 > BB
D&M A A S R f 2 (2 5 H
D388 FE DRR D 1 Y

BANICBITAZDZ T LXF—0DHh
A LIZhhbbiwnwlhral >
IS B O E DR

K

Provigil

1998.12.24

1999.2

FalL o —|ZES BRI E
DR

2004.1.23

2004.2

Fa L, BT i R A R IR
WG AR N I S A B R ONAZ AR 28 75 e R
R LE D i\ DIRS

1) T LT =LA DORRE - BRI,

2011 A5 1 A 27 BAfHT CTHIR.
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#16-1 X7 4 =VOINEIZEBT A ERRN (5/8)

4

Hr7e4

IR H

JETEFH

BNEE « R

Fxa

Vigil

1999.2.7

2006.10.18

2011.1.27

2000.3

HET X —DOH D7 L)
bhWnWFLalr >y —

LTFoEEOHRKIREELET D

WD B OIRR

L Te—

« D ZE M AR R 0 IR 0 A I G
(OSAHS) Y

o TR 7N O B R 0D AR DA M AR [

= (SwWsD) Y

BRANCBTAHZ T LR —0H
Bl LiZhhrbownwirar
=S BHHOmE DR

NFE

Alertec

1999.2.26

2005.6.21

2006.2.14

1999.5

FalLF—IZES B o E
DR

T a b7 — K OV ZE M B R
ME PR M EERE (OSAHS) (2
£ 0 WE DIRK

Fova v —, PN IR R A
W MR SEERE (OSAHS) K OVAR
RENGMEIRPEE (SWSD) (ZfE 5 i
FE DR,

15T

Provigil

2000.3.6

2006.7.23

2011.1.27

2000.6.14

Frar =2 B OEE
DIRA,

v a3 b7 — K ONBH ZE 1E T AR R
SN M IER SEERE (OSAHS) D
P S 4 R PR JE I % /K, I W i i e
BEFITBIT U7 C-PAP i &
OHHOAFEHTHD EREINT
W5, EXT 4 =T K DIERDWE
e Y

EHXT 4 =TI NS ONREEIC &
% H B oM EDOIIRSIZ L CHL
ThHD

BMANCB T2 Z2 TR —0H
Bl LI bbbl rar
I D B O E DR

1) a7 =LA OREE - 2hRIE, 2011 4 1 A 27 HAFT THIBR.
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#16-1 X7 4 =VOINEIZEBT A ERRN (6/8)

4

Hx5e4

IR H

JE TN

RIRE - 2R

AA A

Monatomic

2000.6.20

2000.9

HET X —DH D7 LI
bWV Lalr >y —

2004.7.1

2004.7

BETVUF T —DH D57 LITH)n
Do 7w

FrarrL—

)72 CPAP IBHEIZ b Db b H
O EDOIRK 2 ) PEEND
B 0D A FE M i R el 20 0 S B

ERA =178

Modiodal

2000.7.5

2008.9.4

2011.1.27

2000.10

HET X —DH D7 LI
bhiWnWFLalr >y —

HETVUF T —DH D57 LITH)n
bonrial Fy—

P {1 M R I 0 O R /A o W% s A
(OSAHS) Dt Y

oh 45 B s O B 0D 18 M A2 AR 8 S B
IR (SWSD) oi&sE Y

BRANCBTAZHZ T LR —0H
Bl LiZhhrbonwihrar
=D B omE DIRK

AT NNEFT

Vigil

2000.7.21

2005.10.19

2011.1.27

2004.10

HHE TR —DH D LI
bhpnFial Fo—, EEFsME
ffe R

LT oRMEOFRKIREEZGT 5
D H R OIRS
cFraLrFi—

o P A e R 0 o R K IR i A e
(OSAHS) Y

- FREBIEIREE S (SWSD) Y

BANCBITLIHEZ T LEF—Dbh
A Lihhbbnwrrar
IS B O E DR
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LT RITME, RE. BIE. £ O REIE
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20 IS EERMR A R . HEERFEET A D VR T 72—, KOy Z V&2 IV T
VAT 27— BN b,

X LEXREE, (KEEN, RERD

49. BERE

EH T 4 =VHEMIMEE & OOF RO B G o The b FBITHBL L IER I, R
IRIE ; K HEE ORI, KLY, S8l HERBROLR 2 EOHRHRaRiek ; Fl,
THIZR EOEEREE SR, WK, &R O & oL miEREE R S ThoT,

8%
W35 56 UL B B 2 B LR T hud7e 67220, BEOIERDTEIT 5 £ T ABE & O
EBREOER, LIERET=2 ) v 7 UIBEERMER SN D,

5. B
5.1. BHEMEHMY
WENEE  ERIE IR, PR BEERRIK, ATC =— K : NO6BA

LT 4 =ME, DRV OBOEYFETCHE P THYREREFHEZRT, EX T =10
REEEEH OMFIIAHTH 2,

HEERET N TELY 7 4 =/VITHEIR/TEE ) X A OHIENCEE 57 22/ & oMz T
L XITE -T2 AR EZRE 2D 0T BIZIETT /vy, RUVUTEEY, R—
NIV, GABA, ERXZ IV AT b= AT RLTF I FrFRokNEE b=
¥)o IBHIT, BEX T4 =MEIT TEAYA T T —8, AT a3 —N-0-AF VKT U AT x
T—Y, FINVEI VBT HNARF LT —F, MAO-A XiT B, BbEHAKEERE., HAK
PEAT T U~VIHD N FIFuL e Fuxy I —ERa loEtEIE LRV, T4
T 4 VIR EBE =R 3 U2 S REEIEE TIX AW A8 invitro X OV invivo T—Z 13E X T
A =V R332 VERER LSS L R— S VRV AR ZLET S Z L 2R LTV D,
X T 4 =NOFRREFEN L DUD2 AR HRIC L > THES L, ZTEFY 7 1 =
IV EBIE R A 35 2 L AR LT D,

EXT 4= MT T R URREROBEEOFBE CIIhnWEEBEbild, L, 4
T4 = VT RLF Y UlgR R EREA L. ST R U R AR ZRET S,
ZOMAERIE F— R VEgEATRO LN DLV §H, X T ¢ =L OREREENE
MT7 7y vy (a-BEEE) ICXoTRTT 208, 7 RLF U U BIREERERIZ N T
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FEEICR LT, B4 7 0 = VIR EZ R S 720,

FEKETILTIZ, AFNLNT2=F— T 07 =% 30 OREBAEHE T EITMEIRO R
EMEETCET 5, X 7 0 =/Ui%, i PR EER R S 138720 | BB R D, BER,
TR ONEE IR 59 2 IMGEIR I /ER 3 5,

ERTHE, BT 4 =, B OB R B ORI 2 R R KAE A IS I 72U L
HSET 5, BX T 4 SAREICE D SR O BRI ) O BB
R R AT T B,

HLAGE Y 5E 5 (PPC) I & 23 2230 & 9 B A IR A0 BE 2 7 9 P 28 41 e R I 8 I R JE g A
(AOS)D BT RS 2F X 7 4 =V DA WED A 2 (b Fisoof UL R AR SRR TR S h
2o FEATFRNCAHBRUGENMAIR TR O b2, FHIHEEIC L > GHiich7zE4
7 A =N DAIEDOTRE R OANRITELS | BRI NIZBEO/NS RS ERICR 5T
Wiz, ZORERMOEL 7 4 =VDOBEMDOZENET 07 4 VTS E | B LA
LV fEBRIED I D

5.2. EYEIREFEHE
THET 4 =WI T MEAMTH Y . FOXEIRE TERBEBIREZIRIENE 2 D, RAIC
BT 5 R EMAROEIN-WBINIL S BIEIRD 3HETH D,

BRI TE SRR
X T 4 =)L OB REFRE IR TH D . BRI TE LRV, R IRE T 200
~600 mg & A E#FH TITH &I A LT 5,

P
FBHT 4 VT RAFICRIN S v, 50 HK 2~4 BRI hes g RIS T 5,

BMOFELES 7 4 =V ORYEWFIRIRRICEBE B0, UL, B4 7 4=
N & BICHEIRT B & B (tne) D9 L IERTIEAL S ATRENEDS > 5

gagiil
EHXT 4 =)VOMBES T FEERITTEE (60%) THY, EIITALT IV EMET

Do ZHUT, ZUNTREEROEWVEY L O BAERA OERIEPRNZ L 2R LTV D,
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EHT 4 =VIHFIBIC Lo TREf S D, EEMOE X 7 ¢ = VEE (580 40~50%)
WIZERBEME 220,

HEi:
X T 4 =N EEORBDITFICE A LTS AL, — 8 (REEO 10%A0#) 234
2ok e LTt S n 5,

RAEB G DEZ T 4 = O IHINTK 15 K TH 5,

S RE R A

FEEMEEHERS (7 VT F=2 27 U752 % 20mLimin LLF) 13 200mg OF % 7
{ =NV ORYBRELIFE A B B2 52720, X 7 = VEEOIRBRED 9 512
B4 2%, BHEERERE RS LIEBOLZ MR OENECET 57 — 2 12+l
HAGAE A3 220

JERERE N4

JFEZE FBFE IR RS D L I L CTE X 7 4 = VOO 2 U T T 2 AHH) 60%IK T
L. EFIRBIZBITDREDN 251287, HEEEEREOBETITELY 7 4 =LVOH
BITER L 2T LR 50,

N

EEBEICBITAEL 7 4 = UERICOWTIE DR T — 2D EELR Y, 2T T
MEL 2HBFEENE O E WD ERMEZEE L, 65l EOHBE TIZ1 H 100 mg & H &
MOIBREEZBGT 2 Z L HEREN S,
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6~7 & D/ N TITHEE I 7 R Th 0 | Fln D i@ < 72 D IO TR DOE (K9 15
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IR EN D720, IO BEEZRG LI-BOT A7) 7 4 —ZR%TH D, NI
FHAOETIIRA & L TREY (EX 7 4 =L AR Y) OFRBRIEEDEW,

=

oI, MREOEDLFRICBIT 5EHX 7 4 =V ORERGHICREREREO 2T T XA Z
VT K TIARO LIV, 6 HEICTT b—%2rT, EFIREIZET VX, 1FERO
BHTHEHL T 4 = VOB REZHREIZZE L L,
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YT 4 = VREREME THREIEEWE TL RV EE X BN D,

7w RO Y CEE L A EME R CIIRARRICERO H L IREE TERAER (I
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NiphoTz, b b O R SIS 5 2R & TR T 2 B b AP
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6.3. REHAR
34

6.4. REICEAT 5FE
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6.5. NEAEDBERUVAE
30, 60 XIE 90 BEA Y RiEBH 7 U 2% — (PVCIPVDCIT VI =7 1),
TRNTORFIERENIIE SN TN D EIHR S 7auy,

6.6. BERUIMYKZWICET SR
A = 36 5 SO BEFE) X E O BTSN E > TRLEE L 22 il 7Ze 67200,

7. MERARERGE
CEPHALON France

20, rue Charles Martigny
94700 MAISONS-ALFORT
A7V

8. MIRERES (R

- 334 646-6 (3 3400933464660 : 30 $EA Y 7 U 2% — (PVC/IPVDC/7T /LI =T 1)
- 334 647-2 X3 3400933464721 : 60 $EA Y 7 U 2% — (PVC/IPVDC/T /LI =T 1)
- 334 648-9 (3 3400933464899 : 90 $EA Y 7 U 2% — (PVC/IPVDC/T /LI =T 1)

9. ¥IEIKEE B/ ZBEHH
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11. EERIE
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A
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89000 AUXERRE

B.HERZEFRICET 54

B.1. MiREABIGEICEE SN -RAF KR UHEFAD ST HIE
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Pe b5 IR PSRRI AR 2 0B & D R i

A DAERILTT (ZEE M ZE 700 U IR R S ONHEIR & > & — B R AT O
BOBTHIIR 72 L

B2 EXSERLADEMICHEAT HrHDFHRIIHER
BT,

B.3. ftiDFH

LATIZBE9 5 &40 2010 4 11 A 18 HF T ENICHET 52 & -

+2011 45 1 A 27 AfHTEINZ B RRE DRI IV IZE K ST 2 TTIEGRIZBEI 3 5 51
ZFEBL, FRE NN A T EHIRNICHRE T 5

- FRET = OFHlIC R T 5 EERFEEL T X TRHT 2.
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=

D.AMYMOESRUEE
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FEEB T IV T =& ettt 26.00 mg
TBEATIIVATT—=ZFT R U TT I e 10.00 mg
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250.0 mg §EHI & 7= 0
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11. mREBIRGE DR R UFTER

G5

CEPHALON FRANCE
20, rue Charles Martigny
94700 MAISONS-ALFORT
A7V

BAFEAE

CEPHALON France

20, rue Charles Martigny
94700 MAISONS-ALFORT
A7V

LS

ZYET,

12. MiRARES (ER)

AGRIEIR S DOF

13. Oy &S

v MES}

14. 7 - BARIEH

UM

e G- AR S R RIRG AR 2 a6 B2 & 97 5 AR

AN DAEFILTT (TR A2 LIS R: & OEIR & > % — BB EERTAMT 9,
BOBTHIR 72 L,

15. #heke - R

AR,

16. RF TaoEk L 1-17¥K

BUTHIHNICAE D o

NEPEE., HMBAESFELLBEVESRE—REBEICEHEL L TAER S EGE
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1. EXFERDOEW

MODIODAL 100 mg &g
EFT 4=V
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1. EXGROBMRUVESER (HH)

ZUET,

2. BEAE

ZUET,
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Al 1B

BAXE  ERE~NDER

KL DL PR

MODIODAL 100 mg &&
EHT 4 =)b

P 7

AHNZREIN DR Z OFRM XEFEL2EZERES BHAL TZEN,

c COWMLFEFRE L TN TLES, BELHL, BTHATWELES ZEBHDHT
LXo,

- ORI, BERR D DA, BRI STEARIC SR TES Y,

- RANZERAE S OTZDITIS UE LT, MO NTARAZHES TIRY A, EF L
[ CIER DR HHATH, TDONEIABNAEETHIEENH 0 £,

c AFICRHE SN TODENERN O EWGE, SUIARFICRHHM SN TWRWETERIZBR
DX oA, ERSUIIERIRINCH ST 7EE 0,

IAT SR DEAY

AREAT I

1. MODIODAL 100 mg & & 13 a2, EARGAIHERT 20002
2. MODIODAL 100 mg $& 4 k#9321 » T < N & FFHIIAT 7> 2
3. MODIODAL 100 mg &% R332 S5ikix 2

4. ATREMED & 2 BIVERIEART 2> 2

5. MODIODAL 100 mg $E DIRAF ST 1L 2

6. fl 2 MITEH,

1. MODIODAL 100 mg g & [Efah. EAREEIZERT DM ?

St

%R,

ZHAE - 2R

BEANCE ENTWAEIRTITES 7 4 =)L TT,

TLT 4 =ME, TR LT = DR ANREERREEERHEE O o DI TE £, T
L= Lid, BEOBE OIRKRNE Y 20RO TR o 6n (FEIRFREAE) %5
SERIITWRTT, B 7 =TT rarFo—2daETE, BRBEORER AR S
ZENTEET, LEL, BHORRZWETELMOTIELDH Y LISV TIIERA
WA L £,
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2. MODIODAL 100 mg € ZRET HHIIE > TE K REFERITMH ?

ANz AL D RN E R FHRD Y Xk

BB OMEICRT A RMHE TH D Z & EMMPOBEIXICR T2 03B 256, KAIZ IR
A BHNCE DERMICER L TLEEV,

=]
IR

UT D541 MODIODAL 100 mg 8% IRE L Tide h ¥ A -
CARBERNCEENTVWDEX 7 4 =V XIIMOES IR T 57 L AX¥—Th D (6.
MODIODAL 100 mg 8132 & A3 2002 2 TR TZ3 W),

<A (DRO S BAHAITH D,

- BRMEA Y (EfE) SUHE (RifE) ,

) Loy, B

LT D471 MODIODAL 100 mg #8% IRE T HBICEE L T E&W :

DR I/ ME TH 554, ERTIL MODIODAL 12 X 2 B I E WA 21T 9
TL X9,

- BEICBR. BRI, A&, R (BLFEL oBRIEA) UTER GRR B ST
PREERERR) . U IUBMEREE TH 554, MODIODAL 1% Zh & DfF& % Bk S8 % ke
ERH Y FT,

- iR = SIS & 256 (N L OHRAITITMEREZ MO THENH Y 7).,
c AN 7 v a — VEEXIIEMEEN H - 7255,

A7 b=ARMHE, 7y 777 F2—BRZIE. 7 RUMEXIIHT 7 b — APUUR BIER
. (BPEORK) OBEDOHIITAFOER IO S EE A,

18 AT DB FIRIIAAN ZRIE L TIIR Y £EA,

Bl S X FAIBR I 0 & B R E o B

c ARANC L HIEEPICEREEB X UIRATZAND 2 WDITHBRIC R ST ABND Z &R
WS TWET, EFPIBREBICR DNHA, Mo U CBERA IR 72
EBRLIZBRONTESRA. HOWVIEREE XY hoITBHEIcBROZ I bhi
D ENEHAEFTSREMCADETLEEY B 4 HE2R LTS, Mo
UG U DITEVE LRI D D E 9 MICHONWTEF BT 5 L 5 ICHFE IR AN
KT 5 Z 2B TORENRTNIERY £8 A,

c AANTEIE AT 2 SIRPELZ B TEEERH Y 3, BEHEA Ladude s v
A+ MODIODAL M 72 B3k Thd 5 Z & Z [ERA EHINHER L £

L DEZE L & DO AAEH]
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it oD = FE 5 D iR EE

WL EE D ARELIR RIS 2 5 ) T O RIS & SOt S 72356, BERTSUISERIE I3 &
HTLZEV, MODIODAL LD EHEMIIAVIZTFHT L2 ENH 0| ERNIBIEDH
BOEE T T 256060 £, Zhid, TROESM%Z MODIODAL & [FIFFIZAHE A
ENTVWDHEAICHHCEETY

AT A REEEEE L, 477 b, FENSREDIU) ROV Yy F %5 T2).MODIODAL
2 L DIRMEHCIE R 1% 2 7 A IS OBHIEDFE A 25 2 T SV, T OBHE L,
EFXT 4 AP AT aA NEHIEEOFIMNLIR T SEL15TT,
cFARATT = (BB, HEARRXITEEORBICHER SLD).
cHIV RO SN HHL hr v L2 (Fas 7 —PIER, flid( oy
FTEAXIZY R FENL),

V7 RARY v (BlEER R SR O TG & 5 WIS BIFI & U OIRRICHER S d).,
c TADPADIBFRIER SN D EES (BIZIEZINAEBE Y 7= 20 EX — L X(T
Tx= V),

BF BIZIETI NI TSFV o AT T AITINEFETF V) EIARER BlZiE
TTENL) OIEFEITHER S D EE M,

MR E RN T VWEIICT DDA SO ERS BI2IXTAr7r ) y), Efi
TR I BRI 2 B U

- B ST CBEE 2 VR T 5 7o DI S D v o U AEHTEEOE BT (1] 2
E7aa vy, RIAINITRTT ) a—L),

cAVATR—AREL FTFAOIEHEINLAZT U (BFIZIET MARRAZF X
T RREF ),

B K OB & ORI EAE R

A ET,

TEIRIE RSO IR IRIE & OFR A

BLAT,

EREY AN NS SIPRAY F !

FEHR R O3,

RSN TS CUIHRL TV EBXTEBLND) B, MIREFHE LT 5 3Tz
HLENTWDYA, MODIODAL ZMRIEL Tid7Ze b £/ A, AFINBFHRICEREL 5 2
HINE DT BN TWER A,
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MODIODAL (Z L BB (R OYEHER % 2 7 AR ISR L ids & 20kt ik
WCOWTERNEFHAKR LT 7EE, £, Mo ZTOEICO W THHKE LTI EE 0,

AR—VEF

AR—VEF
EE. AFNL, F—Er 7BREBMYE D) XA MCE#HENTWEEL 7 =L EEH/ L
\i‘a—o

HLODJEHARE ) e OB D AR RE Tk 2 S8

&R & UHIR O A

X T 4 =NV EEGATHERMIREESCRMEZS I ERTZENHY 3 (BF 10
Bl 1 51) , AHN 2 BREEHIC 2 DAEIR DMV T2 A UIFEF IRV SR C b hEe, B
DOIERE IR O 234 TlE7e h 8 A,

AERMEMZH T 28D Y 2k

MODIODAL 100 mg #& D5 ER T IZ BT 2 EERIEH :
AENIHNEEEA L ET,

3. MODIODAL 100 mg % RET S A% ?

IEL M 2720 0fER

AR,

BEER O LSRG (85D . eGSR OG-

F i
Em |

ERINLE L& E L T5F-o TS, BENZWEA, EOISRAIRENZFEFE LT
<TZEV,
BEANTFDOEFDORTKE EBITIRFEK L T ZE 0V,

E
—

W AEIX L H 200 mg T, ZAUT 1 H 1E ). L2 BN TAREE (5 100 mg.,
IE4-100mg) TE £,
BAICE-o T, ERiIZ1 BEZ2400mg £ THETHZ ENTEET,

=

N

En i B (65 %L F)

W AEIZL A 100 mg TY, ZAULLH1E G, UL 2 BN TRFE (51 50 mg.
E50 mg) CxFT, MHEEIFRENBENGSICOAR, ERITHETEET FX
1 H 400 mg ¥ C),
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HE B E X IFEEO H D kA

BEHEIX 1 H 100 mg T,

AN, IREENEFITE L TWD Z & 2R 2720, EMMITIERIEOFMI 2TV E
j—o

B G OBE ORER K OFER

MODIODAL 100 mg §8 DRREE N T E 55 ¢

PERIREH 2§ 86, Bl (&R, ., YRS, s UIEE R BN 5 o
REtED B 0 F 9, BEIRIFEE, FH, SR (FEELR2V ORI VB 2720+ 2K5)
fages . Do isetEhiE B O 2R B ARIME L5 2 89 2 alREtE b H 0 3,

7 0 OIRBERCEFHIERS T 2 3 XUT 032 0 DT O EATSUIFEFIENZ I ST 72 S0,
DM ILE LR OFEFZFi> TTo T ES 0,

1 [E 3B ORE LY S -56 OfE R

MODIODAL 100 mg $EDREZ Sz &4 :
AAEIOREEZ B> 7%, RERECTIEFEZHN T EEN, B0 EM D
TeOIZ 2 5 ARE L TTRY £H A,

AFNOMHERICE LTI B EERM A HAUE, ERDUIEAIRNICHE LWMFRZ RO TS IZE
U,

ARBHESR 23 Z 5 fapri:

AR,

4. FIRETE D & S EIVERIX T A ?

Rl 7R O B

FTRTOERSN & [FEEIZ, MODIODAL 100 mg 2 b EMWEHZ5 & 2352 L3 £9°,
UL, GECTHMTHEST DI TIEHY A,

UUTFOBEE, AFIOREZFIELR2TERST, EbCEMCMSERITINIERY X
HA

o BRI EE SIS S ZEIRBIN TG B A VIEE, O UIMERIEILAD 725

B XAI @ HBNBLNT- A (FIC2s), BERRRIBIIEEARE OKE) R IL R
wE GHBET 2808) . 1. IR, SISO OEBEERE T2 e08d 0 £, FBED
B2 enb0 £7, MRS CRELRBERMIGEONDZENDHY 7,

- FEMRER IR T 2 2N BN G 6. FRLOBBERBINL Z L nd 0 £
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ot el BLEE S| JEE B TTAE

O ANEE SLIFARRMR AL,

o P, AREEUTHRZMEK,
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ANNEXE |
RESUME DES CARACTERISTIQUES DU PRODUIT

1. DENOMINATION DU MEDICAMENT
MODIODAL 100 mg, comprimé

2. COMPOSITION QUALITATIVE ET QUANTITATIVE
Chaque comprimé contient 100 mg de modafinil.
Excipients : chaque comprimé contient 71,75 mg de lactose.

Pour la liste compléte des excipients, voir rubrique 6.1.

3. FORME PHARMACEUTIQUE
Comprimé.

Comprimé blanc a blanc cassé, de forme oblongue et gravé « 100 » sur une face.
4. DONNEES CLINIQUES

4.1. Indications thérapeutiques

MODIODAL est indiqué chez I'adulte dans le traitement de la somnolence diurne excessive associée a
une narcolepsie avec ou sans cataplexie.

La somnolence diurne excessive se caractérise par une difficulté a rester éveillé et une augmentation de
la survenue d’endormissement a des moments inappropriés.
4.2. Posologie et mode d'administration

Le traitement devra étre initié par ou sous la supervision d’'un praticien expérimenté dans la prise en
charge de la maladie (voir rubrique 4.1).

Le diagnostic de narcolepsie doit étre établi conformément a la Classification internationale des troubles
du sommeil (ICSD2 — International Classification of Sleep Disorders).

Un suivi du patient ainsi qu’une réévaluation clinique périodique de la nécessité d’un traitement devront
étre effectués.

Posologie

La dose initiale recommandée est de 200 mg par jour. La dose quotidienne totale doit étre administrée en
une seule prise le matin ou en deux prises matin et midi, selon I'avis du médecin et selon la réponse du
patient.

Des doses allant jusqu’a 400 mg en une ou deux prises fractionnées peuvent étre administrées chez les
patients présentant une réponse insuffisante a la dose initiale de 200 mg de modafinil.

Utilisation a long terme

Lorsque le modafinil est prescrit pour une période prolongée, le médecin doit réévaluer périodiquement
I'utilisation a long terme du modafinil chez chaque patient car son efficacité a long terme (au dela de
9 semaines) n'a pas été évaluée.

Insuffisance rénale

Les données sont insuffisantes pour évaluer l'innocuité et |'efficacité du traitement chez les patients
présentant une insuffisance rénale (voir rubrique 5.2).

Insuffisance hépatique

La posologie de modafinil doit étre réduite de moitié chez les patients présentant une insuffisance
hépatique sévere (voir rubrique 5.2).

Personnes agées

Il existe peu de données disponibles sur I'utilisation du modafinil chez les patients agés. Compte tenu
d’'une possible diminution de clairance et d’'une augmentation de l'exposition systémique, il est
recommandé de débuter le traitement a la dose de 100 mg par jour chez les patients agés de plus de
65 ans.
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Population pédiatrigue

Le modafinil ne doit pas étre utilisé chez les enfants 4gés de moins de 18 ans en raison du risque d’effets
indésirables graves et de I'absence de démonstration d’efficacité au cours d’'études contrdlées dans cette
population (voir rubrique 4.4).

Mode d’administration

Voie orale. Les comprimés doivent étre avalés en entier.

4.3. Contre-indications
Hypersensibilité a la substance active ou a I'un des excipients.

Hypertension modérée a sévere non contrblée chez les patients présentant des arythmies cardiaques.

4.4. Mises en garde spéciales et précautions d'emploi

Diagnostic des troubles du sommeil

Le modafinil ne doit étre utilisé qu'aprés une évaluation compléte de la somnolence excessive du patient et
uniquement chez les patients pour lesquels un diagnostic de narcolepsie a été posé conformément aux
criteres diagnostiques ICSD. Cette évaluation consiste généralement, a évaluer les antécédents du patient,
a faire pratiquer une polysomnographie en laboratoire ; de plus les autres causes possibles de
I'hypersomnie observée doivent étre exclues.

Réactions cutanées graves incluant syndrome de Stevens-Johnson, nécrolyse épidermique toxique et
éruption médicamenteuse avec éosinophilie et symptémes systémiques (syndrome DRESS)

Des cas graves d’éruption cutanée nécessitant une hospitalisation et I'interruption du traitement ont été
rapportés avec le modafinil, 1 & 5 semaines aprés l'instauration du traitement. Des cas isolés ont
également été rapportés aprés un traitement prolongé (3 mois par exemple). Au cours des études
cliniques, I'incidence des réactions cutanées incluant des cas graves ayant entrainé I'arrét du traitement a
été d’environ 0,8 % (13 sur 1 585) dans la population pédiatrique (dgés de moins de 17 ans). Aucune
réaction cutanée grave n'a été rapportée avec le modafinil dans les études cliniques chez I'adulte (0 sur

4 264). Le traitement par Modafinil doit étre arrété dés les premiers signes de réaction cutanée et
ne doit pas étre ré-introduit (voir rubrique 4.8).

Des cas de réactions cutanées graves ou engageant le pronostic vital, incluant des cas de syndrome de
Stevens-Johnson (SSJ), de nécrolyse épidermique toxique (NET) et d’éruption médicamenteuse avec
éosinophilie et symptoémes systémiques (syndrome DRESS) ont été rapportés, de facon rare, chez des
adultes et des enfants apres la mise sur le marché.

Population pédiatrigue

La sécurité et I'efficacité du modafinil chez I'enfant n’ont pas été établies au cours d’études cliniques
contrdlées ; compte tenu du risque de réactions cutanées graves d’hypersensibilité et d’effets indésirables
psychiatriques, I'utilisation du modafinil n’est pas recommandée dans cette population.

Réactions multiviscérales d’hypersensibilité

Des réactions multiviscérales d’hypersensibilité incluant au moins un cas fatal rapporté depuis la mise sur
le marché, sont survenues en association temporelle étroite avec l'instauration du traitement par le
modafinil.

Bien que le nombre de cas rapportés soit limité, les réactions multiviscérales d’hypersensibilité peuvent
entrainer une hospitalisation ou engager le pronostic vital. Il n’existe pas de facteurs connus permettant de
prédire le risque de survenue ou la sévérité de ces réactions d’hypersensibilité associées au modafinil. Les
signes et symptémes rapportés ont été variables ; les patients ont présenté, notamment, une fiévre et une
éruption accompagnées d’'une atteinte d’'un autre organe. Les autres manifestations associées incluent :
myocardite, hépatite, anomalies des parameétres hépatiques, anomalies hématologiques (par exemple
eosinophilie, leucopénie, thrombopénie), prurit et asthénie.

Les réactions multiviscérales d’hypersensibilité étant variables dans leur manifestation, des signes et
symptdmes touchant d’autres systémes d’organes, hon mentionnés ici, peuvent survenir.

Si une réaction multiviscérale d’hypersensibilité est suspectée, le modafinil doit étre interrompu.

Affections psychiatrigues

Il convient de surveiller la survenue éventuelle de troubles psychiatriques de novo ou I'exacerbation de
troubles préexistants (voir ci-dessous et rubrique 4.8) lors de chaque adaptation posologique puis
régulierement au cours du traitement. Lorsqu’apparaissent chez un patient des symptdémes psychiatriques
en association avec le traitement par le modafinil, le traitement doit étre arrété définitivement. Il convient
de prendre des précautions lors de I'administration de modafinil chez des patients présentant des
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antécédents de troubles psychiatriques tels que psychose, dépression, manie, anxiété majeure, agitation,
insomnies ou toxicomanie (voir ci-dessous).

Anxiété

L'utilisation de modafinil peut étre associée a I'apparition ou a I'aggravation d’'une anxiété. Les patients
présentant une anxiété majeure doivent étre traités par modafinil uniguement dans un service spécialisé.

Comportement suicidaire

Un comportement suicidaire (incluant tentatives de suicide et idées suicidaires) a été rapporté chez des
patients traités par modafinil. Il convient de surveiller étroitement I'apparition ou I'aggravation d'un
comportement suicidaire chez les patients traités par modafinil. Si des symptomes de comportement
suicidaire associés au modafinil surviennent chez un patient, le traitement doit étre arrété.

Symptdémes psychotiques ou maniaques

L'utilisation du modafinil a été associée a I'apparition ou a I'aggravation de symptémes psychotiques ou
maniaques (incluant hallucinations, délires, agitation ou manie). L'apparition ou I'aggravation de
symptdmes psychotiques ou maniaques doit étre surveillée étroitement chez les patients traités par le
modafinil. La survenue de symptdmes psychotiques ou maniaques peut nécessiter I'arrét du modafinil.

Troubles bipolaires

La prudence s'impose en cas d’administration de modafinil chez des patients présentant un trouble
bipolaire en raison du risque de précipitation possible d’un épisode mixte/maniaque chez ces patients.

Comportement agressif ou hostile

Le modafinil peut provoquer ou aggraver un comportement agressif ou hostile. Il convient de surveiller
étroitement I'apparition ou I'aggravation d’'un tel comportement chez les patients traités par le modafinil. En
cas de survenue de ces symptdmes, I'arrét du modafinil peut s’avérer nécessaire.

Risques cardiovasculaires

Il est recommandé de pratiquer un ECG chez tous les patients avant l'instauration du traitement par
modafinil. Les patients présentant des anomalies de 'ECG doivent étre adressés a un spécialiste pour un
bilan complémentaire et la mise en place d’'un traitement avant d’envisager de débuter le traitement par
modafinil.

La pression artérielle et la fréquence cardiaque doivent étre surveillées régulierement chez les patients
recevant le modafinil. Le traitement doit &tre interrompu en cas de survenue d’arythmies ou d’hypertension
modérée a sévere et ne doit étre repris qu'apres évaluation et traitement de ces troubles.

Le traitement par modafinil est déconseillé chez les patients présentant des antécédents d’hypertrophie
ventriculaire gauche ou de cceur pulmonaire ainsi que chez les patients présentant un prolapsus valvulaire
mitral et qui ont présenté un prolapsus valvulaire mitral au cours d’un traitement antérieur par des
stimulants du SNC. Ce syndrome peut se manifester par des anomalies ischémiques a 'ECG, une douleur
thoracique ou des arythmies.

Insomnie
Le modafinil stimulant I'état de veille, il convient d’'étre attentif aux signes d'insomnie.

Maintien de I'hygiéne du sommeil

Les patients doivent étre informés que le modafinil ne constitue pas un substitut du sommeil, et qu’une
bonne hygiéne du sommeil doit étre maintenue. Les mesures garantissant une bonne hygiéne du sommeil
peuvent inclure une évaluation de la consommation de caféine.

Patientes utilisant des contraceptifs stéroidiens

Chez les femmes sexuellement actives en age de procréer, une contraception doit étre instaurée avant le
traitement par le modafinil. L'efficacité des contraceptifs stéroidiens pouvant étre diminuée en cas
d’'association avec le modafinil, I'utilisation de méthodes contraceptives alternatives ou simultanées est
recommandée, et ce pendant deux mois aprées I'arrét du modafinil (voir également rubrique 4.5 pour les
interactions potentielles avec les contraceptifs stéroidiens).

Abus, mésusage, détournement

Les études ayant montré un risque de dépendance avec le modafinil, la possibilité de dépendance en cas
d'utilisation au long cours ne peut donc pas étre totalement exclue.

La prudence s'impose en cas d'administration du modafinil chez des patients ayant des antécédents
d’'alcoolisme, d’abus médicamenteux ou de toxicomanie.

Intolérance au lactose
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Ce médicament contient du lactose. Son utilisation est déconseillée chez les patients présentant une
intolérance au galactose, un déficit en lactase de lapp ou un syndrome de malabsorption du glucose ou du
galactose (maladies héréditaires rares).

Sportifs

L'attention des sportifs est attirée sur le fait que cette spécialité contient un principe actif pouvant induire
une réaction positive des tests pratiqués lors des contrdles antidopages.

45, Interactions avec d'autres médicaments et autres formes d'interactions

Le modafinil peut augmenter son propre métabolisme par induction de I'activité du CYP3A4/5 mais I'effet
est modeste et il est peu probable qu'il ait des conséquences cliniques significatives.

Antiépileptiques :

Les concentrations plasmatiques du modafinil peuvent étre diminuées en cas de co-administration
d’'inducteurs puissants de I'activité du cytochrome P450, tels que la carbamazépine et le phénobarbital. Du
fait d’'une possible inhibition du CYP2C19 par le modafinil et de I'inhibition du CYP2C9, la clairance de la
phénytoine peut étre diminuée en cas d’administration concomitante avec le modafinil. Les signes de
toxicité de la phénytoine doivent étre surveillés et des mesures répétées de la concentration plasmatique
de phénytoine peuvent étre appropriées lors de l'instauration ou de I'arrét du traitement par le modafinil.

Contraceptifs stéroidiens :

L'efficacité des contraceptifs stéroidiens peut étre diminuée en raison de I'induction du CYP3A4/5 par le
modafinil. Des méthodes contraceptives alternatives ou simultanées sont recommandées chez les
patientes traitées par le modafinil. Pour une contraception efficace, ces méthodes doivent étre poursuivies
pendant deux mois apres I'arrét du modafinil.

Antidépresseurs :

De nombreux antidépresseurs tricycliques et inhibiteurs sélectifs de la recapture de la sérotonine sont
fortement métabolisés par le CYP2D6. Chez les patients présentant un déficit en CYP2D6 (environ 10 %
d’'une population caucasienne), une voie métaboliqgue normalement accessoire impliquant le CYP2C19
devient plus importante. Le modafinil pouvant inhiber le CYP2C19, des doses plus faibles
d’antidépresseurs peuvent étre nécessaires chez ces patients.

Anticoagulants :

Du fait de I'inhibition possible du CYP2C9 par le modafinil, la clairance de la warfarine peut étre diminuée
en cas d’administration concomitante. Le temps de Quick doit étre surveillé régulierement pendant les
deux premiers mois de traitement par le modafinil ainsi que lors des modifications de posologie de
modafinil.

Autres médicaments :

La clairance des substances métabolisés principalement par le CYP2C19, telles que le diazépam, le
propanolol et 'oméprazole, peut étre diminuée en cas de co-administration de modafinil et une réduction
de la dose peut étre nécessaire. De plus, des études in vitro ont montré une induction des CYP1A2,
CYP2B6 et CYP3A4/5 dans des hépatocytes humains qui, si elle se produit in vivo, pourrait diminuer les
concentrations sanguines des médicaments métabolisés par ces enzymes, en diminuant éventuellement
leur efficacité thérapeutique. Les résultats d’études cliniques d’interactions semblent indiquer que les effets
les plus importants peuvent concerner les substrats du CYP3A4/5 qui subissent une élimination
présystémique significative, en particulier par les enzymes CYP3A dans les voies digestives (par exemple
la ciclosporine, les inhibiteurs de la protéase du VIH, la buspirone, le triazolam, le midazolam et la plupart
des inhibiteurs calciques et des statines). Il a été rapporté une réduction de 50 % de la concentration de
ciclosporine chez un patient aprés l'instauration d’un traitement concomitant par le modafinil.

4.6. Grossesse et allaitement

Grossesse

Les données concernant I'utilisation du modafinil chez la femme enceinte sont limitées.
Des études effectuées chez I'animal ont mis en évidence une toxicité sur la reproduction (voir rubrique 5.3).

Le modafinil n’est pas recommandé au cours de la grossesse ainsi que chez les femmes en age de
procréer n'utilisant pas de contraception efficace. Le modafinil pouvant diminuer I'efficacité des
contraceptifs oraux, des méthodes de contraception supplémentaires doivent étre utilisées (voir
rubrique 4.5).

Allaitement

Les données pharmacodynamiques/toxicologiques disponibles chez I'animal ont mis en évidence
I'excrétion du modafinil/de métabolites dans le lait (voir rubrique 5.3).
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Le modafinil ne doit pas étre utilisé au cours de I'allaitement.

Fertilité

Il n’existe pas de données concernant la fertilité.

4.7. Effets sur I'aptitude a conduire des véhicules et a utiliser des machines

Les patients présentant une somnolence anormale recevant du modafinil doivent étre avertis que leur
niveau de veille peut ne pas redevenir normal. Chez les patients présentant une somnolence excessive, y
compris les patients prenant du modafinil, il convient de réévaluer périodiquement le niveau de
somnolence et le cas échéant, de recommander aux patients d'éviter de conduire ou d’effectuer d’autres
activités potentiellement dangereuses. Des effets indésirables tels que vision trouble ou étourdissements
peuvent également avoir une influence sur I'aptitude a conduire des véhicules (voir rubrique 4.8).

4.8. Effets indésirables

Les effets indésirables suivants ont été reportés lors des essais cliniques et / ou aprés la mise sur le
marché de Modiodal. La fréquence des effets indésirables considérés comme ayant au moins une relation
possible avec le traitement dans les essais cliniques conduits chez 1 561 patients prenant le modafinil sont
présentés selon la convention suivante : tres fréquent (=1/10), fréquent (=1/100, <1/10), peu fréquent (=
1/1 000, < 1/100), fréquence indéterminée (ne peut étre estimée sur la base des données disponibles).

L'effet indésirable le plus fréquemment rapporté est la céphalée, qui touche environ 21 % des patients.
Elle est d'intensité Iégére ou modérée, dose-dépendante, et disparait en quelques jours.

Infections et infestations
Peu fréquent : pharyngite, sinusite.

Affections hématologigues et du systéme lymphatique
Peu fréquent : éosinophilie, leucopénie.

Affections du systéme immunitaire

Peu fréquent : réaction allergique mineure (par exemple symptomes de rhinite allergique).

Fréquence indéterminée : angio-cedeme, urticaire.

Réactions d'hypersensibilité (caractérisées notamment par : fievre, éruption cutanée, adénopathies et
signes d’atteinte simultanée d’autres organes).

Troubles du métabolisme et de la nutrition
Fréquent : diminution de I'appétit.
Peu fréquent : hypercholestérolémie, hyperglycémie, diabéte, augmentation de I'appétit.

Affections psychiatrigues

Fréquent : nervosité, insomnie, anxiété, dépression, pensées anormales, confusion.

Peu fréquent : troubles du sommeil, labilité émotionnelle, diminution de la libido, hostilité,
dépersonnalisation, troubles de la personnalité, réves anormaux, agitation, agressivité, idées suicidaires.
Rare : hallucinations, manie, psychose.

Fréquence indéterminée : délires.

Affections du systéme nerveux

Tres fréquent : céphalées.

Fréquent : étourdissements, somnolence, paresthésies.

Peu fréquent : dyskinésies, hypertonie, hyperkinésie, amnésie, migraine, tremblements, vertiges,
stimulation du SNC, hypoesthésie, absence de coordination, perturbation des mouvements, troubles du
langage, dysgueusie.

Affections oculaires
Fréquent : vision trouble.
Peu fréquent : vision anormale, sécheresse oculaire.

Affections cardiaques
Fréquent : tachycardie, palpitations.
Peu fréquent : extrasystoles, arythmies, bradycardie.

Affections vasculaires
Fréquent : vasodilatation.
Peu fréquent : hypertension, hypotension.
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Affections respiratoires, thoraciques et médiastinales
Peu fréquent : dyspnée, augmentation de la toux, asthme, épistaxis, rhinite.

Affections gastro-intestinales
Fréquent : douleurs abdominales, nausées, sécheresse buccale, diarrhée, dyspepsie, constipation.
Peu fréquent : flatulences, reflux, vomissements, dysphagie, glossite, aphtes buccaux.

Affections de la peau et du tissu sous-cutané

Peu fréquent : hypersudation, éruptions cutanées, acné, prurit.

Fréquence indéterminée : réactions cutanées graves, y compris érythéme polymorphe, syndrome de
Stevens-Johnson, nécrolyse épidermique toxique et éruption médicamenteuse avec éosinophilie et
symptémes systémiques (DRESS) (voir rubrique 4.4).

Affections musculo-squelettigues et systémiqgues
Peu fréquent : dorsalgies, cervicalgies, myalgies, myasthénie, crampes dans les jambes, arthralgies,
contractions musculaires.

Affections du rein et des voies urinaires
Peu fréquent : urines anormales, fréquence mictionnelle anormale.

Affections des organes de reproduction et du sein
Peu fréquent : trouble menstruel.

Troubles généraux et anomalies au site d’administration
Fréquent : asthénie, douleur thoracique.
Peu fréquent : cedéme périphérique, soif.

Investigations
Fréquent : anomalies des paramétres hépatiques ; des augmentations dose-dépendantes de la

phosphatase alcaline et de la gamma-glutamyl transférase ont été observées.
Peu fréquent : anomalies de 'ECG, prise de poids, perte de poids.

4.9. Surdosage

Les symptdmes accompagnant le plus souvent un surdosage avec le modafinil, seul ou en association
avec d’autres médicaments, ont été : insomnie, symptdmes neurologiques centraux tels qu’agitation,
désorientation, confusion, excitation et hallucinations ; troubles digestifs tels que nausées et diarrhée ; et
troubles cardiovasculaires tels que tachycardie, bradycardie, hypertension et douleur thoracique.

Conduite a tenir

L'induction de vomissements ou un lavage gastrique doivent étre envisagés. Une hospitalisation et la
surveillance de I'état psychomoteur, un monitorage cardiovasculaire ou une surveillance du patient jusqu'a
résolution des symptémes sont recommandés.

5. PROPRIETES PHARMACOLOGIQUES

5.1. Propriétés pharmacodynamiques

Classe pharmacothérapeutique : Psychoanaleptiques, sympathomimétique d’action centrale, code
ATC : NO6BA

Le modafinil présente un effet éveillant chez un certain nombre d’espéces animales ainsi que chez
'homme. Les mécanismes précis par lesquels le modafinil exerce un effet éveillant sont inconnus.

Dans des modeles non cliniques, le modafinil a peu ou pas d’interaction avec les récepteurs impliqués
dans la régulation des états de sommeil et de veille (par exemple, adénosine, benzodiazépine, dopamine,
GABA, histamine, mélatonine, noradrénaline, orexine et sérotonine). Par ailleurs, le modafinil n'inhibe pas
les activités des enzymes suivantes : adénylyl cyclase, catéchol-O-méthyltransférase, acide glutamique
décarboxylase MAO-A ou B, monoxyde d’azote synthétase, phosphodiestérases II-VI, ou tyrosine
hydroxylase. Le modafinil n’est pas un agoniste direct des récepteurs de la dopamine, mais les données in
vitro et in vivo montrent que le modafinil se lie au transporteur de la dopamine et inhibe la recapture de ce
neurotransmetteur. L’effet éveillant du modafinil est inhibé par les antagonistes des récepteurs D1/D2,
suggérant ainsi I'existence d’une activité agoniste indirecte.

Le modafinil ne semble pas étre un agoniste direct des récepteurs adrénergiques a,. Cependant, le
modafinil se lie au transporteur de la noradrénaline et inhibe sa recapture; cette interaction est plus faible
que celle observée avec le transporteur de la dopamine. L'effet éveillant du modafinil est atténué par la
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prazosine (a-bloquant), en revanche, le modafinil est inactif sur les vas deferens répondant aux agonistes
des récepteurs adrénergiques.

Dans des modéles non cliniques, des doses éveillantes équivalentes de méthylphénidate et
d’amphétamine augmentent I'activation neuronale dans I'ensemble du cerveau ; contrairement aux
stimulants psychomoteurs classiques, le modafinil a un effet principalement dans les zones cérébrales
impliquées dans la régulation de I'éveil, du sommeil, de la veille et de la vigilance.

Chez 'homme, le modafinil restaure et/ou améliore le niveau et la durée de I'état de veille et de la vigilance
diurne de facon dose-dépendante. L'administration de modafinil provoque des changements
électrophysiologiques conduisant & une augmentation de la vigilance et a une amélioration des mesures
objectives de la capacité a maintenir I'état de veille.

L'efficacité du modafinil chez les patients atteints du syndrome d’apnées obstructives du sommeil (AOS)
et qui présentent une somnolence diurne excessive malgré un traitement par pression positive continue
(PPC) a été étudiée au cours d’essais cliniques randomisés contrdlés a court terme. Bien que des
améliorations statistiquement significatives aient été observées sur la somnolence, 'amplitude de I'effet
ainsi que le taux des répondeurs au modafinil, évalués par des mesures objectives, ont été faibles et
limités a une petite sous-population des patients traités. En conséquence et compte tenu du profil de
sécurité connu du modafinil, les risques sont supérieurs au bénéfice démontré.

5.2.  Propriétés pharmacocinétiques

Le modafinil est un composé racémique, dont les énantioméres ont des propriétés pharmacocinétiques
différentes. Chez I'adulte, la demi-vie d’élimination de I'isomére R est le triple de celle de I'isomeére S.

Linéarité/non linéarité

Les propriétés pharmacocinétiques du modafinil sont linéaires et indépendantes du temps.
L’exposition systémique augmente proportionnellement a la dose dans l'intervalle compris entre 200 et
600 mg.

Absorption

Le modafinil est bien absorbé avec une concentration plasmatique maximale atteinte approximativement 2
a 4 heures aprés I'administration.

La présence d'aliments n'a pas d’effet sur la biodisponibilité totale du modafinil ; cependant, I'absorption
(tmax) peut étre retardée d’environ une heure lorsqu’il est administré pendant un repas.

Distribution

Le modafinil est modérément lié aux protéines plasmatiques (environ 60 %), principalement a I'albumine,
ce qui indique qu'il existe un faible risque d'interactions avec des médicaments présentant une forte liaison.

Biotransformation

Le modafinil est métabolisé par le foie. Le principal métabolite (40 a 50 % de la dose), le modafinil acide,
n'a aucune activité pharmacologique.

Elimination

L'excrétion du modafinil et de ses métabolites est principalement rénale, avec une faible proportion
éliminée sous forme inchangée (< 10 % de la dose).

La demi-vie d’élimination efficace du modafinil apres des doses multiples est d’environ 15 heures.

Insuffisance rénale

Une insuffisance rénale chronique sévére (clairance de la créatinine jusqu’a 20 ml/mn) ne modifie pas
significativement les propriétés pharmacocinétiques du modafinil administré a la posologie de 200 mg,
mais I'exposition au modafinil acide a été augmentée d’'un facteur 9. Les données sur la sécurité d’'emploi
et I'efficacité du modafinil chez des patients atteints d’insuffisance rénale ne sont pas informatives.

Insuffisance hépatique

Chez les patients présentant une cirrhose, la clairance orale du modafinil a été réduite d’environ 60 %, et
la concentration a I'état d’équilibre a doublé par rapport aux valeurs chez des sujets sains. La posologie du
modafinil doit étre réduite de moitié chez les patients présentant une insuffisance hépatique sévére.

Sujets a4gés
Les données sont limitées sur I'utilisation du modafinil chez le sujet 4gé. Compte tenu du risque de

diminution de la clairance et de I'augmentation de I'exposition systémique, il est recommandé que les
patients agés de plus de 65 ans commencent le traitement a une dose quotidienne de 100 mg.

Population pédiatrigue
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Pour les patients agés de 6 a 7 ans, la demi-vie estimée est d’'approximativement 7 heures, et augmente
avec I'age jusqu’a des valeurs approchant celles de I'adulte (approximativement 15 heures). La différence
de clairance est partiellement compensée par la taille plus réduite et le poids inférieur des patients plus
jeunes résultant en une exposition comparable aprés I'administration de doses similaires. Des
concentrations supérieures de I'un des métabolites circulants, le modafinil sulfone, sont observées chez
I'enfant et I'adolescent par rapport a I'adulte.

Par ailleurs, aprés des administrations répétées de modafinil chez I'enfant et I'adolescent, une réduction
dépendante du temps de I'exposition systémique est observée, montrant un plateau aprées environ 6
semaines. Lorsque I'état d’équilibre est atteint, les propriétés pharmacocinétiques du modafinil ne sont pas
modifiées en poursuivant le traitement pendant un an.

5.3.  Données de sécurité préclinique

Les études de toxicologie en administration unique et répétée n'ont pas révélé d’action toxique particuliére
chez I'animal.

Le modafinil n'est pas considéré comme mutagene ou carcinogéne.

Les études de toxicité sur la reproduction réalisées chez le rat et le lapin ont montré une incidence accrue
d’anomalies squelettiques (modifications du nombre de cbtes et retard d'ossification), de la mortalité
embryonnaire et foetale (pertes péri-implantations et résorptions) et une certaine augmentation de la
mortalité in utero (chez le rat seulement), en I'absence de toxicité maternelle, a des expositions
cliniquement pertinentes. Il n'a pas été observé d'effet sur la fertilité et ni de signes de potentiel tératogéne
a des expositions systémiques équivalentes a la dose maximale recommandée en clinique.

Les études de toxicité sur la reproduction n’ont pas mis en évidence d’effet sur la fertilité, d’effet
tératogene, ni d'effet sur la viabilité, la croissance ou le développement des petits.

Chez I'animal, les concentrations plasmatiques de modafinil observées dans les études de toxicité
générale, de reprotoxicité et de cancérogenese, sont inférieures ou similaires aux concentrations
plasmatiques attendues chez 'homme. Cela pourrait étre lié au phénoméne d’auto-induction métabolique
Cependant, en se basant sur la dose thérapeutique I'exposition observée dans les études de toxicité
générale, de reprotoxicité et de cancérogenése est supérieure a I'exposition attendue chez 'homme.

Dans I'étude péri-postnatale chez le rat, la concentration de modafinil dans le lait a été environ 11,5 fois
plus élevée que dans le plasma.

6. DONNEES PHARMACEUTIQUES

6.1. Liste des excipients

Lactose monohydraté, amidon prégélatinisé, cellulose microcristalline, croscarmellose sodique, povidone,
stéarate de magnésium

6.2. Incompatibilités

Sans objet.

6.3. Durée de conservation

3 ans.

6.4. Précautions particuliéres de conservation

Pas de précautions particuliéres de conservation.

6.5. Nature et contenu de I'emballage extérieur
30, 60 ou 90 comprimés sous plaquettes opaques thermoformées (PVC/PVDC/Aluminium).

Toutes les présentations peuvent ne pas étre commercialisées.

6.6. Précautions particuliéres d’élimination et de manipulation

Tout produit non utilisé ou déchet doit étre éliminé conformément a la réglementation en vigueur.

7. TITULAIRE DE L’AUTORISATION DE MISE SUR LE MARCHE

CEPHALON France
20, rue Charles Martigny
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94700 MAISONS-ALFORT

FRANCE

8. NUMERO(S) D’AUTORISATION DE MISE SUR LE MARCHE

e 334 646-6 ou 34009 334 646 6 0 : 30 comprimés sous plaquettes thermoformées
(PVC/PVDC/Aluminium).

e 334 647-2 ou 34009 334 647 2 1 : 60 comprimés sous plaquettes thermoformées
(PVC/PVDC/Aluminium).

e 334 648-9 ou 34009 334 648 9 9 : 90 comprimés sous plaquettes thermoformées
(PVC/PVDC/Aluminium).

9. DATE DE PREMIERE AUTORISATION/DE RENOUVELLEMENT DE L’AUTORISATION
24 juin 1992 / 24 juin 2007

10. DATE DE MISE A JOUR DU TEXTE
18 avril 2011

11. DOSIMETRIE
Sans objet.

12. INSTRUCTIONS POUR LA PREPARATION DES RADIOPHARMACEUTIQUES

Sans objet

CONDITIONS DE PRESCRIPTION ET DE DELIVRANCE
Liste I.

Médicament nécessitant une surveillance particuliere pendant le traitement.

Prescription initiale annuelle réservée aux spécialistes et/ou aux services spécialisés en neurologie et aux
médecins exercant dans les centres du sommeil.

Renouvellement non restreint.
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ANNEXE Il

A. FABRICANT(S) DE LA (DES) SUBSTANCE(S) ACTIVE(S) D'ORIGINE BIOLOGIQUE ET
TITULAIRE(S) DE L’AUTORISATION DE FABRICATION RESPONSABLE DE LA
LIBERATION DES LOTS

A.1l. Nom et adresse du (des) fabricant(s) de la (des) substances(s) active(s) d'origine
biologique

Sans objet.

A.2. Nom et adresse du (des) fabricant(s) responsable(s) de la libération des lots

CEPHALON France

20, rue Charles Martigny
94700 MAISONS-ALFORT
FRANCE

ou

LABORATOIRES MACORS
Rue des Caillottes
ZI Plaine des Isles
89000 AUXERRE.

B. CONDITIONS RELATIVES A L’AUTORISATION DE MISE SUR LE MARCHE

B.1. Conditions ou restrictions de délivrance et d’utilisation imposées au titulaire de
I'autorisation de mise sur le marché

Liste I.

Médicament nécessitant une surveillance particuliére pendant le traitement.

Prescription initiale annuelle réservée aux spécialistes et/ou aux services spécialisés en neurologie et aux
médecins exercant dans les centres du sommeil.

Renouvellement non restreint.

B.2. Conditions ou restrictions en vue d’'une utilisation slre et efficace du médicament

Sans objet.

B.3. Autres conditions
Il est pris note que vos engagements en date du 18 novembre 2010 :

e a mettre en ceuvre les conditions relatives a l'autorisation de mise sur le marché telles que
mentionnées en annexe IV de la décision de la Commission européenne en date du 27 janvier 2011 et
a soumettre les évaluations demandées dans les délais établis ;

e a soumettre toute demande de modification résultant de toute évaluation des données mentionnées ci-
dessus, qui serait nécessaire.

C. OBLIGATIONS SPECIFIQUES A REMPLIR PAR LE TITULAIRE DE L’AUTORISATION DE
MISE SUR LE MARCHE

Sans objet.

D. COMPOSITION QUALITATIVE ET QUANTITATIVE EN EXCIPIENTS

= Tox 10 1= 300 T ] o )Y/ [ = L (= 71.75mg
AMION PrEGEIALINISE ... ... it e e e e e e e e e e e e 27,25 mg
Cellulose MICIOCTISTAllINE. ... et e e e e e e e e e e e e e aeeens 26, 00 mg
(O o or= T 0= | (01T TR0 o 1o [ 1T St 10, 00 mg
POV AONE. ..o e e e e e 13,00 mg
StEArate dE MAGNESIUM . .. ..ttt et et ettt e et et e e et e re e ettt e et e ren et eeean e e 2,00 mg

Pour un comprimé de 250,00 mg.
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ANNEXE Il1A

ETIQUETAGE

MENTIONS DEVANT FIGURER SUR L’EMBALLAGE EXTERIEUR ET SUR LE
CONDITIONNEMENT PRIMAIRE

\ NATURE/TYPE Emballage extérieur ou Conditionnement primaire \

Emballage extérieur.

| 1. DENOMINATION DU MEDICAMENT \

MODIODAL 100 mg, comprimé
Modafinil

2. COMPOSITION EN SUBSTANCES ACTIVES
MOATINILL .. . e e e e e e e 100,00 mg

Pour un comprimé.

3. LISTE DES EXCIPIENTS

Excipient a effet notoire : lactose.

Voir la notice pour plus d’information.

4. FORME PHARMACEUTIQUE ET CONTENU

Comprimé.

Boites de 30, 60 et 90 comprimés.

5. MODE ET VOIE(S) D’ADMINISTRATION

Voie orale.

Lire la notice avant utilisation.

6. MISE EN GARDE SPECIALE INDIQUANT QUE LE MEDICAMENT DOIT ETRE
CONSERVE HORS DE LA PORTEE ET DE LA VUE DES ENFANTS

Tenir hors de la portée et de la vue des enfants.

| 7. AUTRE(S) MISE(S) EN GARDE SPECIALE(S), S| NECESSAIRE \

Sportifs attention : ce médicament contient du modafinil qui est inscrit sur la liste des substances
dopantes.

| 8. DATE DE PEREMPTION \
EXP {MM/AAAA}

‘ 9. PRECAUTIONS PARTICULIERES DE CONSERVATION ‘

Sans objet.

10. PRECAUTIONS PARTICULIERES D’ELIMINATION DES MEDICAMENTS NON UTILISES
OU DES DECHETS PROVENANT DE CES MEDICAMENTS S’IL Y A LIEU

Sans objet.
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11. NOM ET ADRESSE DU TITULAIRE DE L’AUTORISATION DE MISE SUR LE MARCHE

Titulaire

CEPHALON FRANCE

20, rue Charles Martigny
94700 MAISONS-ALFORT
FRANCE

Exploitant

CEPHALON France

20, rue Charles Martigny
94700 MAISONS-ALFORT
FRANCE

Fabricant

Sans objet.

‘ 12. NUMERO(S) D’AUTORISATION DE MISE SUR LE MARCHE I

Médicament autorisé N° :

| 13. NUMERO DE LOT |

Lot {numéro}

14. CONDITIONS DE PRESCRIPTION ET DE DELIVRANCE ‘

Liste I.
Médicament nécessitant une surveillance particuliére pendant le traitement.

Prescription initiale annuelle réservée aux spécialistes et/ou aux services spécialisés en neurologie et aux
médecins exercant dans les centres du sommeil.

Renouvellement non restreint.

15. INDICATIONS D'UTILISATION I

Sans objet.

16. INFORMATIONS EN BRAILLE ‘

Conformément a la réglementation en vigueur.

PICTOGRAMME DEVANT FIGURER SUR L’EMBALLAGE EXTERIEUR OU, EN L’ABSENCE
D’EMBALLAGE EXTERIEUR, SUR LE CONDITIONNEMENT PRIMAIRE

Le pictogramme doit étre conforme a I'arrété du 8 aolt 2008 pris pour I'application de I'article R.5121-139
du code de la santé publique et relatif a I'apposition d’'un pictogramme sur le conditionnement extérieur de
certains médicaments et produits.
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MENTIONS MINIMALES DEVANT FIGURER SUR LES PLAQUETTES THERMOFORMEES
OU LES FILMS THERMOSOUDES

| NATURE/TYPE Plaquettes / Films

Plagquettes thermoformées (PVC/PVDC/Aluminium).

‘ 1. DENOMINATION DU MEDICAMENT

MODIODAL, 100 mg comprimé
Modafinil

2. NOM DU TITULAIRE DE L’AUTORISATION DE MISE SUR LE MARCHE

Titulaire
CEPHALON FRANCE

Exploitant
CEPHALON FRANCE

‘ 3. DATE DE PEREMPTION

EXP {MM/AAAA}

| 4. NUMERO DE LOT

Lot {numéro}

| 5. AUTRES

Sans objet.
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MENTIONS MINIMALES DEVANT FIGURER SUR LES PETITS CONDITIONNEMENTS
PRIMAIRES

| NATURE/TYPE Petits conditionnements primaires

Sans objet.

‘ 1. DENOMINATION DU MEDICAMENT ET VOIE(S) D’ADMINISTRATION

Sans objet.

‘ 2. MODE D’ADMINISTRATION

Sans objet.

‘ 3. DATE DE PEREMPTION

Sans objet.

| 4. NUMERO DE LOT

Sans objet.

‘ 5. CONTENU EN POIDS, VOLUME OU UNITE

Sans objet.

| 6. AUTRES

Sans objet.
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ANNEXE I11B

NOTICE : INFORMATION DE L'UTILISATEUR

Dénomination du médicament

MODIODAL 100 mg, comprimé
Modafinil

Encadré

Veuillez lire attentivement l'intégralité de cette notice avant de prendre ce médicament.

e Gardez cette notice, vous pourriez avoir besoin de la relire.

e Sivous avez toute autre question, si vous avez un doute, demandez plus d'informations a votre
médecin ou a votre pharmacien.

e Ce médicament vous a été personnellement prescrit. Ne le donnez jamais a quelqu’un d’autre, méme
en cas de symptdmes identiques, cela pourrait lui étre nocif.

e Sil'un des effets indésirables devient grave ou si vous remarquez un effet indésirable non mentionné
dans cette notice, parlez-en a votre médecin ou a votre pharmacien.

Sommaire notice

Dans cette notice :

Qu'est-ce que MODIODAL 100 mg, comprimé et dans quel cas est-il utilisé ?

Quelles sont les informations a connaitre avant de prendre MODIODAL 100 mg, comprimé ?
Comment prendre MODIODAL 100 mg, comprimé ?

Quels sont les effets indésirables éventuels ?

Comment conserver MODIODAL 100 mg, comprimé ?

Informations supplémentaires.

ogkrwnE

=

QU'EST-CE QUE MODIODAL 100 mg, comprimé ET DANS QUELS CAS EST-IL
UTILISE ?

Classe pharmacothérapeutique ‘

Sans objet.

Indications thérapeutiques ‘

La substance active contenue dans les comprimés est le modafinil.

Le modafinil peut étre pris par les adultes qui souffrent de narcolepsie pour les aider a rester éveillés. La
narcolepsie est une affection qui provoque une somnolence excessive pendant la journée et une tendance
a s’endormir soudainement dans des situations inappropriées (accés de sommeil). Le modafinil peut
améliorer votre narcolepsie et diminuer la fréquence des accés de sommeil ; cependant il existe également
d’autres moyens permettant d’améliorer votre condition et votre médecin vous en parlera.

2. QUELLES SONT LES INFORMATIONS A CONNAITRE AVANT DE PRENDRE
MODIODAL 100 mg, comprimé ?

Liste des informations nécessaires avant la prise du médicament \

Si votre médecin vous a informé(e) d'une intolérance a certains sucres, contactez-le avant de prendre ce
médicament.

Contre-indications ‘

Ne prenez jamais MODIODAL 100 mg, comprimé :

e sivous étes allergique (hypersensible) au modafinil ou a I'un des autres composants contenus dans
ces comprimés (voir rubrique 6 « Que contient MODIODAL 100 mg, comprimeé »),

e sivous avez une fréquence cardiaque (battements de cceur) irréguliere,

e sivous avez une pression artérielle élevée (hypertension) modérée a sévére non contrblée.

Précautions d'emploi ; mises en garde spéciales

Faites attention avec MODIODAL 100 mg, comprimé :

e sivous souffrez de problémes cardiaques ou d’hypertension. Votre médecin devra effectuer des
contrdles réguliers pendant le traitement par MODIODAL.

CIS 6 680 588 3 VIAIN Clla 15



NL 15713 — 24 juin 1992 — Rév. 18 avril 2011

e sivous avez déja souffert de dépression, d’'états dépressifs, d’anxiété, de psychose (perte de
contact avec la réalité) ou de manie (surexcitation ou sentiment de bonheur extréme) ou de trouble
bipolaire, car MODIODAL pourrait aggraver votre affection.

e sivous avez des problémes de rein ou de foie (dans ces cas vous devrez prendre une dose plus
faible).

e sivous avez eu des problemes d’alcool ou de drogue dans le passé.

L'utilisation de ce médicament est déconseillée chez les patients présentant une intolérance au galactose,
un déficit en lactase de Lapp ou un syndrome de malabsorption du glucose ou du galactose (maladies
héréditaires rares).

Les enfants 4gés de moins de 18 ans ne doivent pas prendre ce médicament.

Autres informations a communiquer a votre médecin ou votre pharmacien

e Certaines personnes ont rapporté des pensées ou un comportement suicidaire ou agressif
pendant le traitement par ce médicament. Prévenez immédiatement votre médecin si vous
remarquez que vous devenez déprimé(e), si vous vous ressentez une agressivité ou une hostilité
envers les autres personnes ou si vous avez des idées suicidaires, ou si vous remarquez d'autres
changements dans votre comportement (voir rubrique 4). Vous devez envisager de demander a un
membre de votre famille ou & un ami proche de vous aider a surveiller I'apparition des signes de
dépression ou d’autres changements dans votre comportement.

e Ce médicament peut entrainer une dépendance en cas d'utilisation a long terme. Si vous devez le
prendre de fagon prolongée, votre médecin vérifiera régulierement que dans votre cas MODIODAL
reste le médicament le plus adapté.

Interactions avec d'autres médicaments

Prise d’autres médicaments

Si vous prenez ou avez pris récemment un autre médicament, y compris un médicament obtenu sans
ordonnance, parlez-en a votre médecin ou a votre pharmacien. MODIODAL et certains autres
médicaments peuvent interférer les uns avec les autres et votre médecin pourra étre amené a modifier les
doses que vous prenez. Ceci est particulierement important si vous prenez I'un des médicaments ci-
dessous en méme temps que MODIODAL :

e Contraceptifs hormonaux (y compris pilule, implants, dispositifs intra-utérins (DIU) et patchs). Vous
devrez envisager d'utiliser d’autres méthodes contraceptives pendant le traitement par MODIODAL et
encore pendant deux mois aprées l'arrét du traitement, parce que MODIODAL diminue leur efficacité.

e Oméprazole (utilisé pour traiter le reflux acide, les indigestions ou les ulcéres).

e Médicaments antirétroviraux utilisés pour traiter I'infection par le VIH (inhibiteurs de la protéase, par
exemple indinavir ou ritonavir).

e Ciclosporine (utilisée pour prévenir le rejet d'une greffe d’'organe ou pour traiter I'arthrite ou le
psoriasis).

¢ Médicaments utilisés dans le traitement de I'épilepsie (par exemple carbamazépine, phénobarbital ou
phénytoine).

e Médicaments utilisés pour traiter la dépression (par exemple amitriptyline, citalopram ou fluoxétine)
ou l'anxiété (par exemple diazépam).

e Médicaments utilisés pour fluidifier le sang (par exemple warfarine). Votre médecin surveillera votre
temps de coagulation pendant le traitement.

¢ Inhibiteurs calciques ou béta-bloquants utilisés pour traiter I'hypertension ou les problémes
cardiaques (par exemple amlodipine, vérapamil ou propanolol).

e Statines, utilisées pour diminuer le taux de cholestérol (par exemple atorvastatine ou simvastatine).

Interactions avec les aliments et les boissons

Sans objet.

Interactions avec les produits de phytothérapie ou thérapies alternatives

Sans objet.

Utilisation pendant la grossesse et 'allaitement

Grossesse et allaitement

Si vous étes enceinte (ou si vous pensez I'étre), si vous envisagez une grossesse ou si vous allaitez, vous
ne devez pas prendre MODIODAL . On ne sait pas si ce médicament peut avoir des effets nocifs sur votre
enfant.
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Parlez avec votre médecin des méthodes contraceptives que vous devez utiliser pendant votre traitement
par MODIODAL (et ce pendant encore deux mois aprés l'arrét du traitement) et parlez également de toute
autre préoccupation que vous pourriez avoir.

Sportifs

Sportifs

Attention, ce médicament contient du modafinil qui est inscrit sur la liste des substances dopantes.

Effets sur I'aptitude & conduire des véhicules ou & utiliser des machines

Conduite de véhicules et utilisation de machines

Les médicaments contenant du modafinil peuvent provoquer une vision trouble ou des étourdissements
(affectant jusqu’a 1 patient sur 10). Si vous ressentez ces symptdmes ou Si vous vous sentez encore treés
somnolent(e) en prenant ce médicament, vous ne devez pas essayer de conduire ou d'utiliser des
machines.

Liste des excipients a effet notoire

Informations importantes concernant certains composants de MODIODAL 100 mg, comprimé :

Ce médicament contient du lactose.

3. COMMENT PRENDRE MODIODAL 100 mg, comprimé ?

Instructions pour un bon usage

Sans objet.

Posologie, Mode et/ou voie(s) d'administration, Fréquence d'administration et Durée du traitement

Posologie

Respectez toujours la posologie indiquée par votre médecin. En cas de doute, consultez votre médecin ou
votre pharmacien.

Les comprimés doivent étre avalés entiers avec de I'eau.
Adultes

La posologie habituelle est de 200 mg par jour. Elle peut étre prise une fois par jour (le matin) ou
fractionnée en deux prises par jour (100 mg le matin et 100 mg a midi).

Dans certains cas, votre médecin pourra décider d’augmenter votre dose quotidienne jusqu’a 400 mg.

Patients agés (plus de 65 ans)

La posologie habituelle est de 100 mg par jour. Elle peut étre prise une fois par jour (le matin) ou
fractionnée en deux prises par jour (50 mg le matin et 50 mg a midi). Votre médecin pourra augmenter
votre dose (jusqu’a un maximum de 400 mg par jour) uniguement si vous n'avez pas de problémes de foie
ou de reins.

Adultes ayant des problémes de reins ou de foie graves

La posologie habituelle est de 100 mg par jour.

Votre médecin évaluera régulierement votre traitement pour vérifier qu'il vous convient.

Symptomes et instructions en cas de surdosage

Si vous avez pris plus de MODIODAL 100 mg, comprimé que vous n'auriez dd :

Si vous avez pris trop de comprimés, vous pourrez avoir des nausées (« mal au coeur »), présenter une
agitation, une désorientation, une confusion ou une excitation. Vous pourrez également avoir des
difficultés pour dormir, des diarrhées, des hallucinations (sensations de voir ou entendre des choses qui
n'existent pas), une douleur dans la poitrine, une modification de la vitesse des battements de cceur ou
une augmentation de la tension artérielle.

Vous devez contacter le service d’'urgences de I'hopital le plus proche ou informer immédiatement votre
médecin ou votre pharmacien. Prenez cette notice et les comprimés restants avec vous.

Instructions en cas d'omission d'une ou de plusieurs doses

Si vous avez oublié de prendre MODIODAL 100 mg, comprimeé :
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Si vous avez oublié de prendre votre médicament, prenez la dose suivante au moment habituel. Ne prenez

pas de dose double pour compenser la dose que vous avez oublié de prendre.

Si vous avez d'autres questions sur I'utilisation de ce médicament, demandez plus d’'informations a votre
médecin ou a votre pharmacien.

Risque de syndrome de sevrage

Sans objet.

4. QUELS SONT LES EFFETS INDESIRABLES EVENTUELS ?

Description des effets indésirables

Comme tous les médicaments, MODIODAL 100 mg, comprimé peut provoquer des effets indésirables,
mais ils ne surviennent pas systématiquement chez tout le monde.

Vous devez arréter de prendre ce médicament et informer immédiatement votre médecin si :

Vous avez subitement des difficultés pour respirer ou une respiration sifflante ou si votre visage, votre
bouche ou votre gorge commence a gonfler.

Vous présentez une éruption cutanée ou des démangeaisons (notamment si elles affectent tout votre
corps). Les éruptions graves peuvent provoquer la formation de vésicules (cloques) sur la peau ou une
desquamation de la peau (peau qui péle), des ulceres dans la bouche, au niveau des yeux, du nez ou
des parties génitales. Vous pouvez également avoir de la fievre. Les analyses de sang peuvent
présenter des résultats anormaux.

Si vous ressentez des changements concernant votre santé mentale. Les signes peuvent étre :
sautes d’humeur ou pensées anormales,

agressivité ou hostilité,

pertes de mémoire ou confusion,

sentiment de bonheur extréme,

surexcitation ou hyperactivité,

anxiété ou nervosité,

dépression, idées ou comportement suicidaire,

agitation ou psychose (perte de contact avec la réalité, qui peut se manifester par des délires ou
des hallucinations (voir ou entendre des choses qui n’existent pas), sensation de détachement
ou d’engourdissement ou troubles de la personnalité.

OO0OO0OO0O0O0OO0OO0OO

Les autres effets indésirables sont les suivants :

Effets indésirables trés fréquents (affectant plus de 1 patient sur 10) :

Maux de téte.

Effets indésirables fréquents (affectant moins de 1 patient sur 10)

Etourdissements.

Somnolence, fatigue extréme ou difficultés pour dormir (insomnie).

Impression de sentir les battements de cceur, qui peuvent étre plus rapides que normalement.
Douleur thoracique.

Bouffées de chaleur.

Bouche seche.

Perte d’appétit, nausées, douleur a I'estomac, indigestion, diarrhée ou constipation.
Faiblesse.

Sensation d’engourdissement ou de fourmillements dans les mains ou les pieds.

Vision trouble.

Anomalies des analyses de sang relatives au fonctionnement du foie (augmentation des enzymes
hépatiques).

Effets indésirables peu fréquents (affectant moins de 1 patient sur 100)

Douleurs dans le dos, douleurs dans la nuque, douleurs musculaires, faiblesse musculaire, crampes
dans les jambes, douleurs articulaires, contractions musculaires ou tremblements.

Vertiges (sensations de téte qui tourne).

Difficultés pour bouger les muscles en douceur ou autres problémes de mouvement, tension
musculaire, probléemes de coordination.

Symptémes de rhume des foins incluant démangeaisons du nez/nez qui coule ou larmoiements.
Augmentation de la toux, asthme ou essoufflement.

Eruption cutanée, acné ou démangeaisons sur la peau.

Transpiration excessive.
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e Modifications de la pression artérielle (élevée ou basse), tracé de I'activité électrique du coeur (ECG)
anormal et battements de coeur irréguliers ou anormalement lents.

¢ Difficultés pour avaler, langue gonflée ou aphtes dans la bouche.

Gaz, reflux (remontée des liquides gastriques), augmentation de I'appétit, modifications du poids, soif

excessive ou modifications du go(t.

Vomissements.

Migraine.

Problemes d’élocution (difficultés pour parler).

Diabéte avec élévation du taux de sucre dans le sang.

Taux élevé de cholestérol dans le sang.

Gonflement des mains et des pieds.

Troubles du sommeil ou réves anormaux.

Perte du désir sexuel.

Saignements de nez, mal de gorge ou inflammation des voies nasales (sinusite).

Vision anormale ou sécheresse oculaire.

Urines anormales ou besoin d'uriner plus fréquent.

Reégles anormales.

Résultats d’analyses de sang anormaux (modification du taux de globules blancs)

Si I'un de ces effets indésirables devient génant ou si vous présentez des effets indésirables non
mentionnés dans cette notice, veuillez en informer votre médecin, votre pharmacien ou votre infirmiére.

5. COMMENT CONSERVER MODIODAL 100 mg, comprimeé ?

Tenir hors de la portée et de la vue des enfants.

Date de péremption

Ne pas utiliser ce médicament aprés la date de péremption mentionnée sur la plaquette thermoformée et
I'emballage extérieur aprés EXP. La date d’expiration fait référence au dernier jour du mois.

Conditions de conservation

Sans objet.

Si nécessaire, mises en garde contre certains signes visibles de détérioration

Les médicaments ne doivent pas étre jetés au tout a I'égout ou avec les ordures ménagéres. Demandez a
votre pharmacien ce qu'il faut faire des médicaments inutilisés. Ces mesures permettront de protéger
I'environnement.

6. INFORMATIONS SUPPLEMENTAIRES

Liste compléte des substances actives et des excipients

Que contient MODIODAL 100 mg, comprimé ?

Chaque comprimé contient du modafinil (100 mg) comme substance active. Les comprimés contiennent
également : lactose monohydraté, amidon prégélatinisé, cellulose microcristalline, croscarmellose sodique,
povidone, stéarate de magnésium, comme composants inactifs.

Forme pharmaceutique et contenu

Qu’est ce que MODIODAL 100 mg, comprimé et contenu de I'’emballage extérieur ?

MODIODAL se présente sous forme de comprimé blanc a blanc cassé, de forme oblongue et gravé
« 100 » sur une face.

MODIODAL est présenté en boite de 30, 60 ou 90 comprimés.

Toutes les présentations peuvent ne pas étre commercialisées.

Nom et adresse du titulaire de I'autorisation de mise sur le marché et du titulaire de 'autorisation de
fabrication responsable de la libération des lots, si différent

Titulaire

CEPHALON FRANCE

20, rue Charles Martigny
94700 MAISONS-ALFORT
FRANCE
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Exploitant

CEPHALON France

20, rue Charles Martigny
94700 MAISONS-ALFORT
FRANCE

Fabricant

LABORATOIRES MACORS
Rue des Caillottes

ZI Plaine des Isles

89000 AUXERRE

ou

CEPHALON FRANCE

20, rue Charles Martigny
94700 MAISONS-ALFORT
FRANCE

Noms du médicament dans les Etats membres de I'Espace Economique Européen

Ce médicament est autorisé dans les Etats membres de I'Espace Economique Européen sous les
noms suivants :

Conformément a la réglementation en vigueur.

‘ Date d’approbation de la notice

La derniere date a laquelle cette notice a été approuvée est avril 2011.

\ AMM sous circonstances exceptionnelles

Sans objet.

‘ Informations Internet

Des informations détaillées sur ce médicament sont disponibles sur le site Internet de I'Afssaps (France).

\ Informations réservées aux professionnels de sante

Sans objet.

\ Autres

Sans objet.
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PROVIGIL® (modafinil) Tablets [C-IV] Rx Only

DESCRIPTION

PROVIGIL (modafinil) is a wakefulness-promoting agent for oral administration. Modafinil is a
racemic compound. The chemical name for modafinil is 2-[(diphenylmethyl)sulfinyl]acetamide. The
molecular formula is C15H15sNO,S and the molecular weight is 273.35.

The chemical structure is:

On 1.
O

CH—S—CHy;—C—NH,

Modafinil is a white to off-white, crystalline powder that is practically insoluble in water and
cyclohexane. It is sparingly to slightly soluble in methanol and acetone. PROVIGIL tablets contain
100 mg or 200 mg of modafinil and the following inactive ingredients: lactose monohydrate,
microcrystalline cellulose, pregelatinized starch, croscarmellose sodium, povidone, and magnesium
stearate.

CLINICAL PHARMACOLOGY

Mechanism of Action and Pharmacology

The precise mechanism(s) through which modafinil promotes wakefulness is unknown. Modafinil has
wake-promoting actions similar to sympathomimetic agents like amphetamine and methylphenidate,
although the pharmacologic profile is not identical to that of sympathomimetic amines.

Modafinil has weak to negligible interactions with receptors for norepinephrine, serotonin, dopamine,
GABA, adenosine, histamine-3, melatonin, and benzodiazepines. Modafinil also does not inhibit the
activities of MAO-B or phosphodiesterases I1-V.

Modafinil-induced wakefulness can be attenuated by the o, -adrenergic receptor antagonist prazosin;

however, modafinil is inactive in other in vitro assay systems known to be responsive to a-adrenergic
agonists, such as the rat vas deferens preparation.

Modafinil is not a direct- or indirect-acting dopamine receptor agonist. However, in vitro, modafinil
binds to the dopamine transporter and inhibits dopamine reuptake. This activity has been associated in
vivo with increased extracellular dopamine levels in some brain regions of animals. In genetically
engineered mice lacking the dopamine transporter (DAT), modafinil lacked wake-promoting activity,
suggesting that this activity was DAT-dependent. However, the wake-promoting effects of modafinil,
unlike those of amphetamine, were not antagonized by the dopamine receptor antagonist haloperidol in
rats. In addition, alpha-methyl-p-tyrosine, a dopamine synthesis inhibitor, blocks the action of
amphetamine, but does not block locomotor activity induced by modafinil.

PROVIGIL PROV-013
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In the cat, equal wakefulness-promoting doses of methylphenidate and amphetamine increased
neuronal activation throughout the brain. Modafinil at an equivalent wakefulness-promoting dose
selectively and prominently increased neuronal activation in more discrete regions of the brain. The
relationship of this finding in cats to the effects of modafinil in humans is unknown.

In addition to its wake-promoting effects and ability to increase locomotor activity in animals,
modafinil produces psychoactive and euphoric effects, alterations in mood, perception, thinking, and
feelings typical of other CNS stimulants in humans. Modafinil has reinforcing properties, as evidenced
by its self-administration in monkeys previously trained to self-administer cocaine. Modafinil was also
partially discriminated as stimulant-like.

The optical enantiomers of modafinil have similar pharmacological actions in animals. Two major
metabolites of modafinil, modafinil acid and modafinil sulfone, do not appear to contribute to the
CNS-activating properties of modafinil.

Pharmacokinetics

Modafinil is a racemic compound, whose enantiomers have different pharmacokinetics (e.g., the half-
life of the I-isomer is approximately three times that of the d-isomer in adult humans). The
enantiomers do not interconvert. At steady state, total exposure to the I-isomer is approximately three
times that for the d-isomer. The trough concentration (Cminss) Of circulating modafinil after once daily
dosing consists of 90% of the I-isomer and 10% of the d-isomer. The effective elimination half-life of
modafinil after multiple doses is about 15 hours. The enantiomers of modafinil exhibit linear kinetics
upon multiple dosing of 200-600 mg/day once daily in healthy volunteers. Apparent steady states of
total modafinil and I-(-)-modafinil are reached after 2-4 days of dosing.

Absorption

Absorption of PROVIGIL tablets is rapid, with peak plasma concentrations occurring at 2-4 hours. The
bioavailability of PROVIGIL tablets is approximately equal to that of an aqueous suspension. The
absolute oral bioavailability was not determined due to the aqueous insolubility (<1 mg/mL) of
modafinil, which precluded intravenous administration. Food has no effect on overall PROVIGIL
bioavailability; however, its absorption (tmax) may be delayed by approximately one hour if taken with
food.

Distribution

Modafinil is well distributed in body tissue with an apparent volume of distribution (~0.9 L/kg) larger
than the volume of total body water (0.6 L/kg). In human plasma, in vitro, modafinil is moderately
bound to plasma protein (~60%, mainly to albumin). At serum concentrations obtained at steady state
after doses of 200 mg/day, modafinil exhibits no displacement of protein binding of warfarin,
diazepam or propranolol. Even at much larger concentrations (1000uM; > 25 times the Cpax 0f 40uM
at steady state at 400 mg/day), modafinil has no effect on warfarin binding. Modafinil acid at
concentrations >500uM decreases the extent of warfarin binding, but these concentrations are >35
times those achieved therapeutically.

Metabolism and Elimination
The major route of elimination is metabolism (~90%), primarily by the liver, with subsequent renal
elimination of the metabolites. Urine alkalinization has no effect on the elimination of modafinil.
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Metabolism occurs through hydrolytic deamidation, S-oxidation, aromatic ring hydroxylation, and
glucuronide conjugation. Less than 10% of an administered dose is excreted as the parent compound.
In a clinical study using radiolabeled modafinil, a total of 81% of the administered radioactivity was
recovered in 11 days post-dose, predominantly in the urine (80% vs. 1.0% in the feces). The largest
fraction of the drug in urine was modafinil acid, but at least six other metabolites were present in lower
concentrations. Only two metabolites reach appreciable concentrations in plasma, i.e., modafinil acid
and modafinil sulfone. In preclinical models, modafinil acid, modafinil sulfone, 2-
[(diphenylmethyl)sulfonyl]acetic acid and 4-hydroxy modafinil, were inactive or did not appear to
mediate the arousal effects of modafinil.

In adults, decreases in trough levels of modafinil have sometimes been observed after multiple weeks
of dosing, suggesting auto-induction, but the magnitude of the decreases and the inconsistency of their
occurrence suggest that their clinical significance is minimal. Significant accumulation of modafinil
sulfone has been observed after multiple doses due to its long elimination half-life of 40 hours.
Induction of metabolizing enzymes, most importantly cytochrome P-450 (CYP) 3A4, has also been
observed in vitro after incubation of primary cultures of human hepatocytes with modafinil and in vivo
after extended administration of modafinil at 400 mg/day. (For further discussion of the effects of
modafinil on CYP enzyme activities, see PRECAUTIONS, Drug Interactions.)

Drug-Drug Interactions: Based on in vitro data, modafinil is metabolized partially by the 3A isoform
subfamily of hepatic cytochrome P450 (CYP3A4). In addition, modafinil has the potential to inhibit
CYP2C19, suppress CYP2C9, and induce CYP3A4, CYP2B6, and CYP1A2. Because modafinil and
modafinil sulfone are reversible inhibitors of the drug-metabolizing enzyme CYP2C19, co-
administration of modafinil with drugs such as diazepam, phenytoin and propranolol, which are largely
eliminated via that pathway, may increase the circulating levels of those compounds. In addition, in
individuals deficient in the enzyme CYP2D6 (i.e., 7-10% of the Caucasian population; similar or lower
in other populations), the levels of CYP2D6 substrates such as tricyclic antidepressants and selective
serotonin reuptake inhibitors, which have ancillary routes of elimination through CYP2C19, may be
increased by co-administration of modafinil. Dose adjustments may be necessary for patients being
treated with these and similar medications (See PRECAUTIONS, Drug Interactions). An in vitro
study demonstrated that armodafinil (one of the enantiomers of modafinil) is a substrate of P-
glycoprotein.

Coadministration of modafinil with other CNS active drugs such as methylphenidate and
dextroamphetamine did not significantly alter the pharmacokinetics of either drug.

Chronic administration of modafinil 400 mg was found to decrease the systemic exposure to two
CYP3A4 substrates, ethinyl estradiol and triazolam, after oral administration suggesting that CYP3A4
had been induced. Chronic administration of modafinil can increase the elimination of substrates of
CYP3A4. Dose adjustments may be necessary for patients being treated with these and similar
medications (See PRECAUTIONS, Drug Interactions).

An apparent concentration-related suppression of CYP2C9 activity was observed in human
hepatocytes after exposure to modafinil in vitro suggesting that there is a potential for a metabolic
interaction between modafinil and the substrates of this enzyme (e.g., S-warfarin, phenytoin).
However, in an interaction study in healthy volunteers, chronic modafinil treatment did not show a
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significant effect on the pharmacokinetics of warfarin when compared to placebo. (See
PRECAUTIONS, Drug Interactions, Other Drugs, Warfarin).

Special Populations
Gender Effect: The pharmacokinetics of modafinil are not affected by gender.

Age Effect: A slight decrease (~20%) in the oral clearance (CL/F) of modafinil was observed in a
single dose study at 200 mg in 12 subjects with a mean age of 63 years (range 53 — 72 years), but the
change was considered not likely to be clinically significant. In a multiple dose study (300 mg/day) in
12 patients with a mean age of 82 years (range 67 — 87 years), the mean levels of modafinil in plasma
were approximately two times those historically obtained in matched younger subjects. Due to
potential effects from the multiple concomitant medications with which most of the patients were
being treated, the apparent difference in modafinil pharmacokinetics may not be attributable solely to
the effects of aging. However, the results suggest that the clearance of modafinil may be reduced in the
elderly (See DOSAGE AND ADMINISTRATION).

Race Effect: The influence of race on the pharmacokinetics of modafinil has not been studied.

Renal Impairment: In a single dose 200 mg modafinil study, severe chronic renal failure (creatinine
clearance < 20 mL/min) did not significantly influence the pharmacokinetics of modafinil, but
exposure to modafinil acid (an inactive metabolite) was increased 9-fold (See PRECAUTIONS).

Hepatic Impairment: Pharmacokinetics and metabolism were examined in patients with cirrhosis of
the liver (6 males and 3 females). Three patients had stage B or B+ cirrhosis (per the Child criteria) and
6 patients had stage C or C+ cirrhosis. Clinically 8 of 9 patients were icteric and all had ascites. In
these patients, the oral clearance of modafinil was decreased by about 60% and the steady state
concentration was doubled compared to normal patients. The dose of PROVIGIL should be reduced in
patients with severe hepatic impairment (See PRECAUTIONS and DOSAGE AND
ADMINISTRATION).

CLINICAL TRIALS
The effectiveness of PROVIGIL in reducing excessive sleepiness has been established in the following
sleep disorders: narcolepsy, obstructive sleep apnea (OSA), and shift work disorder (SWD).

Narcolepsy

The effectiveness of PROVIGIL in reducing the excessive sleepiness (ES) associated with narcolepsy
was established in two US 9-week, multicenter, placebo-controlled, two-dose (200 mg per day and 400
mg per day) parallel-group, double-blind studies of outpatients who met the ICD-9 and American
Sleep Disorders Association criteria for narcolepsy (which are also consistent with the American
Psychiatric Association DSM-1V criteria). These criteria include either 1) recurrent daytime naps or
lapses into sleep that occur almost daily for at least three months, plus sudden bilateral loss of postural
muscle tone in association with intense emotion (cataplexy) or 2) a complaint of excessive sleepiness
or sudden muscle weakness with associated features: sleep paralysis, hypnagogic hallucinations,
automatic behaviors, disrupted major sleep episode; and polysomnography demonstrating one of the
following: sleep latency less than 10 minutes or rapid eye movement (REM) sleep latency less than 20
minutes. In addition, for entry into these studies, all patients were required to have objectively
documented excessive daytime sleepiness, a Multiple Sleep Latency Test (MSLT) with two or more
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sleep onset REM periods, and the absence of any other clinically significant active medical or
psychiatric disorder. The MSLT, an objective daytime polysomnographic assessment of the patient’s
ability to fall asleep in an unstimulating environment, measures latency (in minutes) to sleep onset
averaged over 4 test sessions at 2-hour intervals following nocturnal polysomnography. For each test
session, the subject was told to lie quietly and attempt to sleep. Each test session was terminated after
20 minutes if no sleep occurred or 15 minutes after sleep onset.

In both studies, the primary measures of effectiveness were 1) sleep latency, as assessed by the
Maintenance of Wakefulness Test (MWT) and 2) the change in the patient’s overall disease status, as
measured by the Clinical Global Impression of Change (CGI-C). For a successful trial, both measures
had to show significant improvement.

The MWT measures latency (in minutes) to sleep onset averaged over 4 test sessions at 2 hour
intervals following nocturnal polysomnography. For each test session, the subject was asked to
attempt to remain awake without using extraordinary measures. Each test session was terminated after
20 minutes if no sleep occurred or 10 minutes after sleep onset. The CGI-C is a 7-point scale, centered
at No Change, and ranging from Very Much Worse to Very Much Improved. Patients were rated by
evaluators who had no access to any data about the patients other than a measure of their baseline
severity. Evaluators were not given any specific guidance about the criteria they were to apply when
rating patients.

Other assessments of effect included the Multiple Sleep Latency Test (MSLT), Epworth Sleepiness
Scale (ESS; a series of questions designed to assess the degree of sleepiness in everyday situations),
the Steer Clear Performance Test (SCPT; a computer-based evaluation of a patient’s ability to avoid
hitting obstacles in a simulated driving situation), standard nocturnal polysomnography, and patient’s
daily sleep log. Patients were also assessed with the Quality of Life in Narcolepsy (QOLIN) scale,
which contains the validated SF-36 health questionnaire.

Both studies demonstrated improvement in objective and subjective measures of excessive daytime
sleepiness for both the 200 mg and 400 mg doses compared to placebo. Patients treated with either
dose of PROVIGIL showed a statistically significantly enhanced ability to remain awake on the MWT
(all p values <0.001) at weeks 3, 6, 9, and final visit compared to placebo and a statistically
significantly greater global improvement, as rated on the CGI-C scale (all p values <0.05).

The average sleep latencies (in minutes) on the MWT at baseline for the 2 controlled trials are shown
in Table 1 below, along with the average change from baseline on the MWT at final visit.

The percentages of patients who showed any degree of improvement on the CGI-C in the two clinical
trials are shown in Table 2 below.

Similar statistically significant treatment-related improvements were seen on other measures of
impairment in narcolepsy, including a patient assessed level of daytime sleepiness on the ESS
(p<0.001 for each dose in comparison to placebo).

Nighttime sleep measured with polysomnography was not affected by the use of PROVIGIL.

Obstructive Sleep Apnea (OSA)
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The effectiveness of PROVIGIL in reducing the excessive sleepiness associated with OSA was
established in two clinical trials. In both studies, patients were enrolled who met the International
Classification of Sleep Disorders (ICSD) criteria for OSA (which are also consistent with the
American Psychiatric Association DSM-1V criteria). These criteria include either, 1) excessive
sleepiness or insomnia, plus frequent episodes of impaired breathing during sleep, and associated
features such as loud snoring, morning headaches and dry mouth upon awakening; or 2) excessive
sleepiness or insomnia and polysomnography demonstrating one of the following: more than five
obstructive apneas, each greater than 10 seconds in duration, per hour of sleep and one or more of the
following: frequent arousals from sleep associated with the apneas, bradytachycardia, and arterial
oxygen desaturation in association with the apneas. In addition, for entry into these studies, all patients
were required to have excessive sleepiness as demonstrated by a score >10 on the Epworth Sleepiness
Scale, despite treatment with continuous positive airway pressure (CPAP). Evidence that CPAP was
effective in reducing episodes of apnea/hypopnea was required along with documentation of CPAP
use.

In the first study, a 12-week multicenter placebo-controlled trial, a total of 327 patients were
randomized to receive PROVIGIL 200 mg/day, PROVIGIL 400 mg/day, or matching placebo. The
majority of patients (80%) were fully compliant with CPAP, defined as CPAP use > 4 hours/night on >
70% nights. The remainder were partially CPAP compliant, defined as CPAP use < 4 hours/night on
>30% nights. CPAP use continued throughout the study. The primary measures of effectiveness were
1) sleep latency, as assessed by the Maintenance of Wakefulness Test (MWT) and 2) the change in the
patient’s overall disease status, as measured by the Clinical Global Impression of Change (CGI-C) at
week 12 or the final visit. (See CLINICAL TRIALS, Narcolepsy section above for a description of
these tests.)

Patients treated with PROVIGIL showed a statistically significant improvement in the ability to remain
awake compared to placebo-treated patients as measured by the MWT (p<0.001) at endpoint [Table 1].
PROVIGIL-treated patients also showed a statistically significant improvement in clinical condition as
rated by the CGI-C scale (p<0.001) [Table 2]. The two doses of PROVIGIL performed similarly.

In the second study, a 4-week multicenter placebo-controlled trial, 157 patients were randomized to
either PROVIGIL 400 mg/day or placebo. Documentation of regular CPAP use (at least 4 hours/night
on 70% of nights) was required for all patients. The primary outcome measure was the change from
baseline on the ESS at week 4 or final visit. The baseline ESS scores for the PROVIGIL and placebo
groups were 14.2 and 14.4, respectively. At week 4, the ESS was reduced by 4.6 in the PROVIGIL
group and by 2.0 in the placebo group, a difference that was statistically significant (p<0.0001).

Nighttime sleep measured with polysomnography was not affected by the use of PROVIGIL.

Shift Work Disorder (SWD)

The effectiveness of PROVIGIL for the excessive sleepiness associated with SWD was demonstrated
in a 12-week placebo-controlled clinical trial. A total of 209 patients with chronic SWD were
randomized to receive PROVIGIL 200 mg/day or placebo. All patients met the International
Classification of Sleep Disorders (ICSD-10) criteria for chronic SWD (which are consistent with the
American Psychiatric Association DSM-1V criteria for Circadian Rhythm Sleep Disorder: Shift Work
Type). These criteria include 1) either: a) a primary complaint of excessive sleepiness or insomnia
which is temporally associated with a work period (usually night work) that occurs during the habitual
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sleep phase, or b) polysomnography and the MSLT demonstrate loss of a normal sleep-wake pattern
(i.e., disturbed chronobiological rhythmicity); and 2) no other medical or mental disorder accounts for
the symptoms, and 3) the symptoms do not meet criteria for any other sleep disorder producing
insomnia or excessive sleepiness (e.g., time zone change [jet lag] syndrome).

It should be noted that not all patients with a complaint of sleepiness who are also engaged in shift
work meet the criteria for the diagnosis of SWD. In the clinical trial, only patients who were
symptomatic for at least 3 months were enrolled.

Enrolled patients were also required to work a minimum of 5 night shifts per month, have excessive
sleepiness at the time of their night shifts (MSLT score < 6 minutes), and have daytime insomnia
documented by a daytime polysomnogram (PSG).

The primary measures of effectiveness were 1) sleep latency, as assessed by the Multiple Sleep
Latency Test (MSLT) performed during a simulated night shift at week 12 or the final visit and 2) the
change in the patient’s overall disease status, as measured by the Clinical Global Impression of Change
(CGI-C) at week 12 or the final visit. Patients treated with PROVIGIL showed a statistically
significant prolongation in the time to sleep onset compared to placebo-treated patients, as measured
by the nighttime MSLT [Table 1] (p<0.05). Improvement on the CGI-C was also observed to be
statistically significant (p<0.001). (See CLINICAL TRIALS, Narcolepsy section above for a
description of these tests.)

Daytime sleep measured with polysomnography was not affected by the use of PROVIGIL.

Table 1. Average Baseline Sleep Latency and Change from Baseline at Final Visit in Adults
(MWT and MSLT in minutes)

Disorder Measure PROVIGIL PROVIGIL Placebo
200 mg* 400 mg*

Baseline Change Baseline Change Baseline Change
from from from

Baseline Baseline Baseline
Narcolepsy | MWT 5.8 2.3 6.6 2.3 5.8 -0.7
Narcolepsy Il MWT 6.1 2.2 5.9 2.0 6.0 -0.7
OSA MWT 13.1 1.6 13.6 15 13.8 -1.1
SWD MSLT 2.1 1.7 - - 2.0 0.3

*Significantly different than placebo for all trials (p<0.01 for all trials but SWD, which was p<0.05)

Table 2. Clinical Global Impression of Change (CGI-C) (Percent of
Adult Patients Who Improved at Final Visit)

Disorder PROVIGIL | PROVIGIL Placebo
200 mg* 400 mg*

Narcolepsy | 64% 72% 37%

Narcolepsy Il 58% 60% 38%

OSA 61% 68% 37%

SWD 4% | - 36%

PROVIGIL PROV-013
October 2010



*Significantly different than placebo for all trials (p<0.01)

INDICATIONS AND USAGE
PROVIGIL is indicated to improve wakefulness in adult patients with excessive sleepiness associated
with narcolepsy, obstructive sleep apnea, and shift work disorder.

In OSA, PROVIGIL is indicated as an adjunct to standard treatment(s) for the underlying obstruction.
If continuous positive airway pressure (CPAP) is the treatment of choice for a patient, a maximal effort
to treat with CPAP for an adequate period of time should be made prior to initiating PROVIGIL. If
PROVIGIL is used adjunctively with CPAP, the encouragement of and periodic assessment of CPAP
compliance is necessary.

In all cases, careful attention to the diagnosis and treatment of the underlying sleep disorder(s) is of
utmost importance. Prescribers should be aware that some patients may have more than one sleep
disorder contributing to their excessive sleepiness.

The effectiveness of modafinil in long-term use (greater than 9 weeks in Narcolepsy clinical trials and
12 weeks in OSA and SWD clinical trials) has not been systematically evaluated in placebo-controlled
trials. The physician who elects to prescribe PROVIGIL for an extended time in patients with
Narcolepsy, OSA, or SWD should periodically reevaluate long-term usefulness for the individual
patient.

CONTRAINDICATIONS
PROVIGIL is contraindicated in patients with known hypersensitivity to modafinil, armodafinil or its
inactive ingredients.

WARNINGS

Serious Rash, including Stevens-Johnson Syndrome

Serious rash requiring hospitalization and discontinuation of treatment has been reported in
adults and children in association with the use of modafinil.

Modafinil is not approved for use in pediatric patients for any indication.

In clinical trials of modafinil, the incidence of rash resulting in discontinuation was
approximately 0.8% (13 per 1,585) in pediatric patients (age <17 years); these rashes included 1
case of possible Stevens-Johnson Syndrome (SJS) and 1 case of apparent multi-organ
hypersensitivity reaction. Several of the cases were associated with fever and other
abnormalities (e.g., vomiting, leukopenia). The median time to rash that resulted in
discontinuation was 13 days. No such cases were observed among 380 pediatric patients who
received placebo. No serious skin rashes have been reported in adult clinical trials (0 per 4,264)
of modafinil.

Rare cases of serious or life-threatening rash, including SJS, Toxic Epidermal Necrolysis (TEN),
and Drug Rash with Eosinophilia and Systemic Symptoms (DRESS) have been reported in
adults and children in worldwide post-marketing experience. The reporting rate of TEN and
SJS associated with modafinil use, which is generally accepted to be an underestimate due to
underreporting, exceeds the background incidence rate. Estimates of the background incidence
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rate for these serious skin reactions in the general population range between 1 to 2 cases per
million-person years.

There are no factors that are known to predict the risk of occurrence or the severity of rash
associated with modafinil. Nearly all cases of serious rash associated with modafinil occurred
within 1 to 5 weeks after treatment initiation. However, isolated cases have been reported after
prolonged treatment (e.g., 3 months). Accordingly, duration of therapy cannot be relied upon as
a means to predict the potential risk heralded by the first appearance of a rash.

Although benign rashes also occur with modafinil, it is not possible to reliably predict which
rashes will prove to be serious. Accordingly, modafinil should ordinarily be discontinued at the
first sign of rash, unless the rash is clearly not drug-related. Discontinuation of treatment may
not prevent a rash from becoming life-threatening or permanently disabling or disfiguring.

Angioedema and Anaphylactoid Reactions

One serious case of angioedema and one case of hypersensitivity (with rash, dysphagia, and
bronchospasm), were observed among 1,595 patients treated with armodafinil, the R enantiomer of
modafinil (which is the racemic mixture). No such cases were observed in modafinil clinical trials.
However, angioedema has been reported in postmarketing experience with modafinil. Patients should
be advised to discontinue therapy and immediately report to their physician any signs or symptoms
suggesting angioedema or anaphylaxis (e.g., swelling of face, eyes, lips, tongue or larynx; difficulty in
swallowing or breathing; hoarseness).

Multi-organ Hypersensitivity Reactions

Multi-organ hypersensitivity reactions, including at least one fatality in postmarketing experience,
have occurred in close temporal association (median time to detection 13 days: range 4-33) to the
initiation of modafinil.

Although there have been a limited number of reports, multi-organ hypersensitivity reactions may
result in hospitalization or be life-threatening. There are no factors that are known to predict the risk
of occurrence or the severity of multi-organ hypersensitivity reactions associated with modafinil.
Signs and symptoms of this disorder were diverse; however, patients typically, although not
exclusively, presented with fever and rash associated with other organ system involvement. Other
associated manifestations included myocarditis, hepatitis, liver function test abnormalities,
hematological abnormalities (e.g., eosinophilia, leukopenia, thrombocytopenia), pruritus, and asthenia.
Because multi-organ hypersensitivity is variable in its expression, other organ system symptoms and
signs, not noted here, may occur.

If a multi-organ hypersensitivity reaction is suspected, PROVIGIL should be discontinued. Although
there are no case reports to indicate cross-sensitivity with other drugs that produce this syndrome, the
experience with drugs associated with multi-organ hypersensitivity would indicate this to be a
possibility.

Persistent Sleepiness

Patients with abnormal levels of sleepiness who take PROVIGIL should be advised that their level of
wakefulness may not return to normal. Patients with excessive sleepiness, including those taking
PROVIGIL, should be frequently reassessed for their degree of sleepiness and, if appropriate, advised
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to avoid driving or any other potentially dangerous activity. Prescribers should also be aware that
patients may not acknowledge sleepiness or drowsiness until directly questioned about drowsiness or
sleepiness during specific activities.

Psychiatric Symptoms

Psychiatric adverse experiences have been reported in patients treated with modafinil.
Postmarketing adverse events associated with the use of modafinil have included mania, delusions,
hallucinations, suicidal ideation and aggression, some resulting in hospitalization. Many, but not all,
patients had a prior psychiatric history. One healthy male volunteer developed ideas of reference,
paranoid delusions, and auditory hallucinations in association with multiple daily 600 mg doses of
modafinil and sleep deprivation. There was no evidence of psychosis 36 hours after drug
discontinuation.

In the adult modafinil controlled trials database, psychiatric symptoms resulting in treatment
discontinuation (at a frequency >0.3%) and reported more often in patients treated with modafinil
compared to those treated with placebo were anxiety (1%), nervousness (1%), insomnia (<1%),
confusion (<1%), agitation (<1%), and depression (<1%). Caution should be exercised when
PROVIGIL is given to patients with a history of psychosis, depression, or mania. Consideration
should be given to the possible emergence or exacerbation of psychiatric symptoms in patients treated
with PROVIGIL. If psychiatric symptoms develop in association with PROVIGIL administration,
consider discontinuing PROVIGIL.

PRECAUTIONS
Diagnosis of Sleep Disorders

PROVIGIL should be used only in patients who have had a complete evaluation of their excessive
sleepiness, and in whom a diagnosis of either narcolepsy, OSA, and/or SWD has been made in
accordance with ICSD or DSM diagnostic criteria (See CLINICAL TRIALS). Such an evaluation
usually consists of a complete history and physical examination, and it may be supplemented with
testing in a laboratory setting. Some patients may have more than one sleep disorder contributing to
their excessive sleepiness (e.g., OSA and SWD coincident in the same patient).

General

Although modafinil has not been shown to produce functional impairment, any drug affecting the CNS
may alter judgment, thinking or motor skills. Patients should be cautioned about operating an
automobile or other hazardous machinery until they are reasonably certain that PROVIGIL therapy
will not adversely affect their ability to engage in such activities.

CPAP Use in Patients with OSA

In OSA, PROVIGIL is indicated as an adjunct to standard treatment(s) for the underlying obstruction.
If continuous positive airway pressure (CPAP) is the treatment of choice for a patient, a maximal effort
to treat with CPAP for an adequate period of time should be made prior to initiating PROVIGIL. If
PROVIGIL is used adjunctively with CPAP, the encouragement of and periodic assessment of CPAP
compliance is necessary.

Cardiovascular System

PROVIGIL PROV-013
October 2010

10



Modafinil has not been evaluated in patients with a recent history of myocardial infarction or unstable
angina, and such patients should be treated with caution.

In clinical studies of PROVIGIL, signs and symptoms including chest pain, palpitations, dyspnea and
transient ischemic T-wave changes on ECG were observed in three subjects in association with mitral
valve prolapse or left ventricular hypertrophy. It is recommended that PROVIGIL tablets not be used
in patients with a history of left ventricular hypertrophy or in patients with mitral valve prolapse who
have experienced the mitral valve prolapse syndrome when previously receiving CNS stimulants. Such
signs may include but are not limited to ischemic ECG changes, chest pain, or arrhythmia. If new
onset of any of these symptoms occurs, consider cardiac evaluation.

Blood pressure monitoring in short-term (<3 months) controlled trials showed no clinically significant
changes in mean systolic and diastolic blood pressure in patients receiving PROVIGIL as compared to
placebo. However, a retrospective analysis of the use of antihypertensive medication in these studies
showed that a greater proportion of patients on PROVIGIL required new or increased use of
antihypertensive medications (2.4%) compared to patients on placebo (0.7%). The differential use was
slightly larger when only studies in OSA were included, with 3.4% of patients on PROVIGIL and
1.1% of patients on placebo requiring such alterations in the use of antihypertensive medication.
Increased monitoring of blood pressure may be appropriate in patients on PROVIGIL.

Patients Using Steroidal Contraceptives

The effectiveness of steroidal contraceptives may be reduced when used with PROVIGIL tablets and
for one month after discontinuation of therapy (See PRECAUTIONS, Drug Interactions).
Alternative or concomitant methods of contraception are recommended for patients treated with
PROVIGIL tablets, and for one month after discontinuation of PROVIGIL.

Patients Using Cyclosporine

The blood levels of cyclosporine may be reduced when used with PROVIGIL (See
PRECAUTIONS, Drug Interactions). Monitoring of circulating cyclosporine concentrations and
appropriate dosage adjustment for cyclosporine should be considered when these drugs are used
concomitantly.

Patients with Severe Hepatic Impairment

In patients with severe hepatic impairment, with or without cirrhosis (See CLINICAL
PHARMACOLOGY), PROVIGIL should be administered at a reduced dose (See DOSAGE AND
ADMINISTRATION).
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Patients with Severe Renal Impairment
There is inadequate information to determine safety and efficacy of dosing in patients with severe renal
impairment. (For pharmacokinetics in renal impairment, see CLINICAL PHARMACOLOGY.)

Elderly Patients

In elderly patients, elimination of modafinil and its metabolites may be reduced as a consequence of
aging. Therefore, consideration should be given to the use of lower doses in this population. (See
CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

Information for Patients
Physicians are advised to discuss the following issues with patients for whom they prescribe
PROVIGIL.

PROVIGIL is indicated for patients who have abnormal levels of sleepiness. PROVIGIL has been
shown to improve, but not eliminate this abnormal tendency to fall asleep. Therefore, patients should
not alter their previous behavior with regard to potentially dangerous activities (e.g., driving, operating
machinery) or other activities requiring appropriate levels of wakefulness, until and unless treatment
with PROVIGIL has been shown to produce levels of wakefulness that permit such activities. Patients
should be advised that PROVIGIL is not a replacement for sleep.

Patients should be informed that it may be critical that they continue to take their previously prescribed
treatments (e.g., patients with OSA receiving CPAP should continue to do so).

Patients should be informed of the availability of a Medication Guide, and they should be instructed to
read it prior to taking PROVIGIL. The complete text of the Medication Guide is provided at the end of
this labeling.

Patients should be advised to contact their physician if they experience chest pain, rash, depression,
anxiety, or signs of psychosis or mania.

Pregnancy

Patients should be advised to notify their physician if they become pregnant or intend to become
pregnant during therapy. Patients should be cautioned regarding the potential increased risk of
pregnancy when using steroidal contraceptives (including depot or implantable contraceptives) with
PROVIGIL and for one month after discontinuation of therapy (See Carcinogenesis,
Mutagenesis, Impairment of Fertility and Pregnancy).

Nursing
Patients should be advised to notify their physician if they are breast feeding an infant.

Concomitant Medication

Patients should be advised to inform their physician if they are taking, or plan to take, any prescription
or over-the-counter drugs, because of the potential for interactions between PROVIGIL and other
drugs.

Alcohol
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Patients should be advised that the use of PROVIGIL in combination with alcohol has not been
studied. Patients should be advised that it is prudent to avoid alcohol while taking PROVIGIL.

Allergic Reactions

Patients should be advised to stop taking PROVIGIL and to notify their physician if they develop a
rash, hives, mouth sores, blisters, peeling skin, trouble swallowing or breathing or a related allergic
phenomenon.

Drug Interactions

CNS Active Drugs

Methylphenidate - In a single-dose study in healthy volunteers, simultaneous administration of
modafinil (200 mg) with methylphenidate (40 mg) did not cause any significant alterations in the
pharmacokinetics of either drug. However, the absorption of PROVIGIL may be delayed by
approximately one hour when coadministered with methylphenidate.

In a multiple-dose, steady-state study in healthy volunteers, modafinil was administered once daily at
200 mg/day for 7 days followed by 400 mg/day for 21 days. Administration of methylphenidate (20
mg/day) during days 22-28 of modafinil treatment 8 hours after the daily dose of modafinil did not
cause any significant alterations in the pharmacokinetics of modafinil.

Dextroamphetamine - In a single dose study in healthy volunteers, simultaneous administration of
modafinil (200 mg) with dextroamphetamine (10 mg) did not cause any significant alterations in the
pharmacokinetics of either drug. However, the absorption of PROVIGIL may be delayed by
approximately one hour when coadministered with dextroamphetamine.

In a multiple-dose, steady-state study in healthy volunteers, modafinil was administered once daily at
200 mg/day for 7 days followed by 400 mg/day for 21 days. Administration of dextroamphetamine (20
mg/day) during days 22-28 of modafinil treatment 7 hours after the daily dose of modafinil did not
cause any significant alterations in the pharmacokinetics of modafinil.

Clomipramine - The coadministration of a single dose of clomipramine (50 mg) on the first of three
days of treatment with modafinil (200 mg/day) in healthy volunteers did not show an effect on the
pharmacokinetics of either drug. However, one incident of increased levels of clomipramine and its
active metabolite desmethylclomipramine has been reported in a patient with narcolepsy during
treatment with modafinil.

Triazolam — In the drug interaction study between PROVIGIL and ethinyl estradiol (EE>), on the same
days as those for the plasma sampling for EE, pharmacokinetics, a single dose of triazolam (0.125 mg)
was also administered. Mean Cpax and AUC,.,, of triazolam were decreased by 42% and 59%,
respectively, and its elimination half-life was decreased by approximately an hour after the modafinil
treatment.

Monoamine Oxidase (MAQ) Inhibitors - Interaction studies with monoamine oxidase inhibitors have
not been performed. Therefore, caution should be used when concomitantly administering MAO
inhibitors and modafinil.

Other Drugs
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Warfarin - There were no significant changes in the pharmacokinetic profiles of R- and S- warfarin in
healthy subjects given a single dose of racemic warfarin (5 mg) following chronic administration of
modafinil (200 mg/day for 7 days followed by 400 mg/day for 27 days) relative to the profiles in
subjects given placebo. However, more frequent monitoring of prothrombin times/INR is advisable
whenever PROVIGIL is coadministered with warfarin (See CLINICAL PHARMACOLOGY,
Pharmacokinetics, Drug-Drug Interactions).

Ethinyl Estradiol - Administration of modafinil to female volunteers once daily at 200 mg/day for 7
days followed by 400 mg/day for 21 days resulted in a mean 11% decrease in Crax and 18% decrease
in AUC.4 of ethinyl estradiol (EE;; 0.035 mg; administered orally with norgestimate). There was no
apparent change in the elimination rate of ethinyl estradiol.

Cyclosporine - One case of an interaction between modafinil and cyclosporine, a substrate of CYP3A4,
has been reported in a 41 year old woman who had undergone an organ transplant. After one month of
administration of 200 mg/day of modafinil, cyclosporine blood levels were decreased by 50%. The
interaction was postulated to be due to the increased metabolism of cyclosporine, since no other factor
expected to affect the disposition of the drug had changed. Dosage adjustment for cyclosporine may
be needed.

Potential Interactions with Drugs That Inhibit, Induce, or are Metabolized by Cytochrome P-450
Isoenzymes and Other Hepatic Enzymes

In in vitro studies using primary human hepatocyte cultures, modafinil was shown to slightly induce
CYP1A2, CYP2B6 and CYP3A4 in a concentration-dependent manner. Although induction results
based on in vitro experiments are not necessarily predictive of response in vivo, caution needs to be
exercised when PROVIGIL is coadministered with drugs that depend on these three enzymes for their
clearance. Specifically, lower blood levels of such drugs could result (See Other Drugs, Cyclosporine
above).

The exposure of human hepatocytes to modafinil in vitro produced an apparent concentration-related
suppression of expression of CYP2C9 activity suggesting that there is a potential for a metabolic
interaction between modafinil and the substrates of this enzyme (e.g., S-warfarin and phenytoin). In a
subsequent clinical study in healthy volunteers, chronic modafinil treatment did not show a significant
effect on the single-dose pharmacokinetics of warfarin when compared to placebo (See Other Drugs,
Warfarin above).

In vitro studies using human liver microsomes showed that modafinil reversibly inhibited CYP2C19 at
pharmacologically relevant concentrations of modafinil. CYP2C19 is also reversibly inhibited, with
similar potency, by a circulating metabolite, modafinil sulfone. Although the maximum plasma
concentrations of modafinil sulfone are much lower than those of parent modafinil, the combined
effect of both compounds could produce sustained partial inhibition of the enzyme. Drugs that are
largely eliminated via CYP2C19 metabolism, such as diazepam, propranolol, phenytoin (also via
CYP2C9) or S-mephenytoin may have prolonged elimination upon coadministration with PROVIGIL
and may require dosage reduction and monitoring for toxicity.

Tricyclic antidepressants - CYP2C19 also provides an ancillary pathway for the metabolism of certain
tricyclic antidepressants (e.g., clomipramine and desipramine) that are primarily metabolized by
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CYP2D6. In tricyclic-treated patients deficient in CYP2D6 (i.e., those who are poor metabolizers of
debrisoquine; 7-10% of the Caucasian population; similar or lower in other populations), the amount of
metabolism by CYP2C19 may be substantially increased.

PROVIGIL may cause elevation of the levels of the tricyclics in this subset of patients. Physicians
should be aware that a reduction in the dose of tricyclic agents might be needed in these patients.

In addition, due to the partial involvement of CYP3A4 in the metabolic elimination of modafinil,
coadministration of potent inducers of CYP3A4 (e.g., carbamazepine, phenobarbital, rifampin) or
inhibitors of CYP3A4 (e.g., ketoconazole, itraconazole) could alter the plasma levels of modafinil.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Carcinogenicity studies were conducted in which modafinil was administered in the diet to mice for 78
weeks and to rats for 104 weeks at doses of 6, 30, and 60 mg/kg/day. The highest dose studied is 1.5
(mouse) or 3 (rat) times greater than the recommended adult human daily dose of modafinil (200 mg)
on a mg/m? basis. There was no evidence of tumorigenesis associated with modafinil administration in
these studies. However, since the mouse study used an inadequate high dose that was not
representative of a maximum tolerated dose, a subsequent carcinogenicity study was conducted in the
Tg.AC transgenic mouse. Doses evaluated in the Tg.AC assay were 125, 250, and 500 mg/kg/day,
administered dermally. There was no evidence of tumorigenicity associated with modafinil
administration; however, this dermal model may not adequately assess the carcinogenic potential of an
orally administered drug.

Mutagenesis

Modafinil demonstrated no evidence of mutagenic or clastogenic potential in a series of in vitro (i.e.,
bacterial reverse mutation assay, mouse lymphoma tk assay, chromosomal aberration assay in human
lymphocytes, cell transformation assay in BALB/3T3 mouse embryo cells) assays in the absence or
presence of metabolic activation, or in vivo (mouse bone marrow micronucleus) assays. Modafinil
was also negative in the unscheduled DNA synthesis assay in rat hepatocytes.

Impairment of Fertility

Oral administration of modafinil (doses of up to 480 mg/kg/day) to male and female rats prior to and
throughout mating, and continuing in females through day 7 of gestation produced an increase in the
time to mate at the highest dose; no effects were observed on other fertility or reproductive parameters.
The no-effect dose of 240 mg/kg/day was associated with a plasma modafinil exposure (AUC)
approximately equal to that in humans at the recommended dose of 200 mg.

Pregnancy
Pregnancy Category C: In studies conducted in rats and rabbits, developmental toxicity was observed
at clinically relevant exposures.

Modafinil (50, 100, or 200 mg/kg/day) administered orally to pregnant rats throughout the period of
organogenesis caused, in the absence of maternal toxicity, an increase in resorptions and an increased
incidence of visceral and skeletal variations in the offspring at the highest dose. The higher no-effect
dose for rat embryofetal developmental toxicity was associated with a plasma modafinil exposure
approximately 0.5 times the AUC in humans at the recommended daily dose (RHD) of 200 mg.
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However, in a subsequent study of up to 480 mg/kg/day (plasma modafinil exposure approximately 2
times the AUC in humans at the RHD) no adverse effects on embryofetal development were observed.

Modafinil administered orally to pregnant rabbits throughout the period of organogenesis at doses of
45, 90, and 180 mg/kg/day increased the incidences of fetal structural alterations and embryofetal
death at the highest dose. The highest no-effect dose for developmental toxicity was associated with a
plasma modafinil AUC approximately equal to the AUC in humans at the RHD.

Oral administration of armodafinil (the R-enantiomer of modafinil; 60, 200, or 600 mg/kg/day) to
pregnant rats throughout the period of organogenesis resulted in increased incidences of fetal visceral
and skeletal variations at the intermediate dose or greater and decreased fetal body weights at the
highest dose. The no-effect dose for rat embryofetal developmental toxicity was associated with a
plasma armodafinil exposure (AUC) approximately one-tenth times the AUC for armodafinil in
humans treated with modafinil at the RHD.

Modafinil administration to rats throughout gestation and lactation at oral doses of up to 200
mg/kg/day resulted in decreased viability in the offspring at doses greater than 20 mg/kg/day (plasma
modafinil AUC approximately 0.1 times the AUC in humans at the RHD). No effects on postnatal
developmental and neurobehavioral parameters were observed in surviving offspring.

There are no adequate and well-controlled studies in pregnant women. Two cases of intrauterine
growth retardation and one case of spontaneous abortion have been reported in association with
armodafinil and modafinil. Although the pharmacology of modafinil and armodafinil is not identical
to that of the sympathomimetic amines, they do share some pharmacologic properties with this class.
Certain of these drugs have been associated with intrauterine growth retardation and spontaneous
abortions. Whether the cases reported are drug-related is unknown.

Modafinil should be used during pregnancy only if the potential benefit justifies the potential risk to
the fetus.

Pregnancy Registry: A pregnancy registry has been established to collect information on the
pregnancy outcomes of women exposed to PROVIGIL. Healthcare providers are encouraged to
register pregnant patients, or pregnant women may enroll themselves in the registry by calling 1-866-
404-4106 (toll free).

Labor and Delivery
The effect of modafinil on labor and delivery in humans has not been systematically investigated.

Nursing Mothers

It is not known whether modafinil or its metabolites are excreted in human milk. Because many drugs
are excreted in human milk, caution should be exercised when PROVIGIL tablets are administered to a
nursing woman.

Pediatric Use
Safety and effectiveness in pediatric patients, below age 17, have not been established. Serious skin
rashes, including erythema multiforme major (EMM) and Stevens-Johnson Syndrome (SJS) have been
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associated with modafinil use in pediatric patients (see WARNINGS, Serious Rash, including
Stevens-Johnson Syndrome).

In a controlled 6-week study, 165 pediatric patients (aged 5-17 years) with narcolepsy were treated
with modafinil (n=123), or placebo (n=42). There were no statistically significant differences favoring
modafinil over placebo in prolonging sleep latency as measured by MSLT, or in perceptions of
sleepiness as determined by the clinical global impression-clinician scale (CGI-C).

In the controlled and open-label clinical studies, treatment emergent adverse events of the psychiatric
and nervous system included Tourette’s syndrome, insomnia, hostility, increased cataplexy, increased
hypnagogic hallucinations and suicidal ideation. Transient leukopenia, which resolved without
medical intervention, was also observed. In the controlled clinical study, 3 of 38 girls, ages 12 or
older, treated with modafinil experienced dysmenorrhea compared to 0 of 10 girls who received
placebo.

There were three 7 to 9 week, double-blind, placebo-controlled, parallel group studies in children and
adolescents (aged 6-17 years) with Attention-Deficit Hyperactivity Disorder (ADHD, DSM-1V). Two
of the studies were flexible-dose studies (up to 425 mg/day), and the third was a fixed-dose study (340
mg/day for patients <30 kg and 425 mg/day for patients >30 kg). Although these studies showed
statistically significant differences favoring modafinil over placebo in reducing ADHD symptoms as
measured by the ADHD-RS (school version), there were 3 cases of serious rash including one case of
possible SJS among 933 patients exposed to modafinil in this program.

Modafinil is not approved for use in pediatric patients for any indication, including ADHD (see
WARNINGS, Serious Rash, including Stevens-Johnson Syndrome).

Geriatric Use

Experience in a limited number of patients who were greater than 65 years of age in clinical trials
showed an incidence of adverse experiences similar to other age groups. In elderly patients,
elimination of modafinil and its metabolites may be reduced as a consequence of aging. Therefore,
consideration should be given to the use of lower doses in this population (See CLINICAL
PHARMACOLOGY and PRECAUTIONS).

ADVERSE REACTIONS

Modafinil has been evaluated for safety in over 3500 patients, of whom more than 2000 patients with
excessive sleepiness associated with primary disorders of sleep and wakefulness were given at least
one dose of modafinil. In clinical trials, modafinil has been found to be generally well tolerated and
most adverse experiences were mild to moderate.

The most commonly observed adverse events (>5%) associated with the use of PROVIGIL more
frequently than placebo-treated patients in the placebo-controlled clinical studies in primary disorders
of sleep and wakefulness were headache, nausea, nervousness, rhinitis, diarrhea, back pain, anxiety,
insomnia, dizziness, and dyspepsia. The adverse event profile was similar across these studies.

In the placebo-controlled clinical trials, 74 of the 934 patients (8%) who received PROVIGIL
discontinued due to an adverse experience compared to 3% of patients that received placebo.
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The most frequent reasons for discontinuation that occurred at a higher rate for PROVIGIL than
placebo patients were headache (2%), nausea, anxiety, dizziness, insomnia, chest pain and nervousness
(each <1%). In a Canadian clinical trial, a 35 year old obese narcoleptic male with a prior history of
syncopal episodes experienced a 9-second episode of asystole after 27 days of modafinil treatment
(300 mg/day in divided doses).

Incidence in Controlled Trials

The following table (Table 3) presents the adverse experiences that occurred at a rate of 1% or more
and were more frequent in adult patients treated with PROVIGIL than in placebo-treated patients in the
principal, placebo-controlled clinical trials.

The prescriber should be aware that the figures provided below cannot be used to predict the frequency
of adverse experiences in the course of usual medical practice, where patient characteristics and other
factors may differ from those occurring during clinical studies. Similarly, the cited frequencies cannot
be directly compared with figures obtained from other clinical investigations involving different
treatments, uses, or investigators. Review of these frequencies, however, provides prescribers with a
basis to estimate the relative contribution of drug and non-drug factors to the incidence of adverse
events in the population studied.
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Table 3. Incidence Of Treatment-Emergent Adverse Experiences In Parallel-Group, Placebo-
Controlled Clinical Trials* With PROVIGIL In Adults With Narcolepsy, OSA, and SWD
(200mg, 300mg and 400mg)*

Body System Preferred Term Modafinil Placebo
(n=934) (n=567)
Body as a Whole Headache 34% 23%
Back Pain 6% 5%
Flu Syndrome 4% 3%
Chest Pain 3% 1%
Chills 1% 0%
Neck Rigidity 1% 0%
Cardiovascular Hypertension 3% 1%
Tachycardia 2% 1%
Palpitation 2% 1%
Vasodilatation 2% 0%
Digestive Nausea 11% 3%
Diarrhea 6% 5%
Dyspepsia 5% 4%
Dry Mouth 4% 2%
Anorexia 4% 1%
Constipation 2% 1%
Abnormal Liver Function? 2% 1%
Flatulence 1% 0%
Mouth Ulceration 1% 0%
Thirst 1% 0%
Hemic/Lymphatic Eosinophilia 1% 0%
Metabolic/Nutritional Edema 1% 0%
Nervous Nervousness 7% 3%
Insomnia 5% 1%
Anxiety 5% 1%
Dizziness 5% 4%
Depression 2% 1%
Paresthesia 2% 0%
Somnolence 2% 1%
Hypertonia 1% 0%
Dyskinesia® 1% 0%
Hyperkinesia 1% 0%
Agitation 1% 0%
Confusion 1% 0%
Tremor 1% 0%
Emotional Lability 1% 0%
Vertigo 1% 0%
Respiratory Rhinitis 7% 6%
Pharyngitis 4% 2%
Lung Disorder 2% 1%
Epistaxis 1% 0%
Asthma 1% 0%
Skin/Appendages Sweating 1% 0%
Herpes Simplex 1% 0%
Special Senses Amblyopia 1% 0%
Abnormal Vision 1% 0%
Taste Perversion 1% 0%
Eye Pain 1% 0%
Urogenital Urine Abnormality 1% 0%
Hematuria 1% 0%
Pyuria 1% 0%
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* Six double-blind, placebo-controlled clinical studies in narcolepsy, OSA, and SWD.

' Events reported by at least 1% of patients treated with PROVIGIL that were more frequent than in the placebo group are included;
incidence is rounded to the nearest 1%. The adverse experience terminology is coded using a standard modified COSTART
Dictionary.

Events for which the PROVIGIL incidence was at least 1%, but equal to or less than placebo are not listed in the table. These
events included the following: infection, pain, accidental injury, abdominal pain, hypothermia, allergic reaction, asthenia, fever,
viral infection, neck pain, migraine, abnormal electrocardiogram, hypotension, tooth disorder, vomiting, periodontal abscess,
increased appetite, ecchymosis, hyperglycemia, peripheral edema, weight loss, weight gain, myalgia, leg cramps, arthritis,
cataplexy, thinking abnormality, sleep disorder, increased cough, sinusitis, dyspnea, bronchitis, rash, conjunctivitis, ear pain,
dysmenorrhea®, urinary tract infection.

2 Elevated liver enzymes.
® Oro-facial dyskinesias.
* Incidence adjusted for gender.

Dose Dependency of Adverse Events

In the adult placebo-controlled clinical trials which compared doses of 200, 300, and 400 mg/day of
PROVIGIL and placebo, the only adverse events that were clearly dose related were headache and
anxiety.

Vital Sign Changes

While there was no consistent change in mean values of heart rate or systolic and diastolic blood
pressure, the requirement for antihypertensive medication was slightly greater in patients on
PROVIGIL compared to placebo (See PRECAUTIONS).

Weight Changes
There were no clinically significant differences in body weight change in patients treated with
PROVIGIL compared to placebo-treated patients in the placebo-controlled clinical trials.

Laboratory Changes

Clinical chemistry, hematology, and urinalysis parameters were monitored in Phase 1, 2, and 3 studies.
In these studies, mean plasma levels of gamma glutamyltransferase (GGT) and alkaline phosphatase
(AP) were found to be higher following administration of PROVIGIL, but not placebo. Few subjects,
however, had GGT or AP elevations outside of the normal range. Shifts to higher, but not clinically
significantly abnormal, GGT and AP values appeared to increase with time in the population treated
with PROVIGIL in the Phase 3 clinical trials. No differences were apparent in alanine
aminotransferase, aspartate aminotransferase, total protein, albumin, or total bilirubin.

ECG Changes
No treatment-emergent pattern of ECG abnormalities was found in placebo-controlled clinical
trials following administration of PROVIGIL.

Postmarketing Reports

The following adverse reactions have been identified during post-approval use of PROVIGIL.
Because these reactions are reported voluntarily from a population of uncertain size, it is not possible
to reliably estimate their frequency or establish a causal relationship to drug exposure. Decisions to
include these reactions in labeling are typically based on one or more of the following factors: (1)
seriousness of the reaction, (2) frequency of the reporting, or (3) strength of causal connection to
PROVIGIL.
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Hematologic: agranulocytosis

DRUG ABUSE AND DEPENDENCE
Controlled Substance Class
Modafinil (PROVIGIL) is listed in Schedule IV of the Controlled Substances Act.

Abuse Potential and Dependence

In addition to its wakefulness-promoting effect and increased locomotor activity in animals, in
humans, PROVIGIL produces psychoactive and euphoric effects, alterations in mood, perception,
thinking and feelings typical of other CNS stimulants. In in vitro binding studies, modafinil binds to
the dopamine reuptake site and causes an increase in extracellular dopamine, but no increase in
dopamine release. Modafinil is reinforcing, as evidenced by its self-administration in monkeys
previously trained to self-administer cocaine. In some studies, modafinil was also partially
discriminated as stimulant-like. Physicians should follow patients closely, especially those with a
history of drug and/or stimulant (e.g., methylphenidate, amphetamine, or cocaine) abuse. Patients
should be observed for signs of misuse or abuse (e.g., incrementation of doses or drug-seeking
behavior).

The abuse potential of modafinil (200, 400, and 800 mg) was assessed relative to methylphenidate (45
and 90 mg) in an inpatient study in individuals experienced with drugs of abuse. Results from this
clinical study demonstrated that modafinil produced psychoactive and euphoric effects and feelings
consistent with other scheduled CNS stimulants (methylphenidate).

Withdrawal

The effects of modafinil withdrawal were monitored following 9 weeks of modafinil use in one US
Phase 3 controlled clinical trial. No specific symptoms of withdrawal were observed during 14 days of
observation, although sleepiness returned in narcoleptic patients.

OVERDOSAGE

Human Experience

In clinical trials, a total of 151 protocol-specified doses ranging from 1000 to 1600 mg/day (5 to 8
times the recommended daily dose of 200 mg) have been administered to 32 subjects, including 13
subjects who received doses of 1000 or 1200 mg/day for 7 to 21 consecutive days. In addition, several
intentional acute overdoses occurred; the two largest being 4500 mg and 4000 mg taken by two
subjects participating in foreign depression studies. None of these study subjects experienced any
unexpected or life-threatening effects. Adverse experiences that were reported at these doses included
excitation or agitation, insomnia, and slight or moderate elevations in hemodynamic parameters. Other
observed high-dose effects in clinical studies have included anxiety, irritability, aggressiveness,
confusion, nervousness, tremor, palpitations, sleep disturbances, nausea, diarrhea and decreased
prothrombin time.

From post-marketing experience, there have been no reports of fatal overdoses involving modafinil
alone (doses up to 12 grams). Overdoses involving multiple drugs, including modafinil, have resulted
in fatal outcomes. Symptoms most often accompanying modafinil overdose, alone or in combination
with other drugs have included: insomnia; central nervous system symptoms such as restlessness,
disorientation, confusion, excitation and hallucination; digestive changes such as nausea and diarrhea;
and cardiovascular changes such as tachycardia, bradycardia, hypertension and chest pain.
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Cases of accidental ingestion/overdose have been reported in children as young as 11 months of age.
The highest reported accidental ingestion on a mg/kg basis occurred in a three-year-old boy who
ingested 800-1000 mg (50-63 mg/kg) of modafinil. The child remained stable. The symptoms
associated with overdose in children were similar to those observed in adults.

Overdose Management

No specific antidote to the toxic effects of modafinil overdose has been identified to date. Such
overdoses should be managed with primarily supportive care, including cardiovascular monitoring. If
there are no contraindications, induced emesis or gastric lavage should be considered. There are no
data to suggest the utility of dialysis or urinary acidification or alkalinization in enhancing drug
elimination. The physician should consider contacting a poison-control center on the treatment of any
overdose.

DOSAGE AND ADMINISTRATION
The recommended dose of PROVIGIL is 200 mg given once a day.

For patients with narcolepsy and OSA, PROVIGIL should be taken as a single dose in the morning.

For patients with SWD, PROVIGIL should be taken approximately 1 hour prior to the start of their
work shift.

Doses up to 400 mg/day, given as a single dose, have been well tolerated, but there is no consistent
evidence that this dose confers additional benefit beyond that of the 200 mg dose (See CLINICAL
PHARMACOLOGY and CLINICAL TRIALS).

General Considerations
Dosage adjustment should be considered for concomitant medications that are substrates for CYP3A4,
such as triazolam and cyclosporine (See PRECAUTIONS, Drug Interactions).

Drugs that are largely eliminated via CYP2C19 metabolism, such as diazepam, propranolol, phenytoin
(also via CYP2C9) or S-mephenytoin may have prolonged elimination upon coadministration with
PROVIGIL and may require dosage reduction and monitoring for toxicity.

In patients with severe hepatic impairment, the dose of PROVIGIL should be reduced to one-half of
that recommended for patients with normal hepatic function (See CLINICAL PHARMACOLOGY
and PRECAUTIONS).

There is inadequate information to determine safety and efficacy of dosing in patients with severe renal
impairment (See CLINICAL PHARMACOLOGY and PRECAUTIONS).

In elderly patients, elimination of PROVIGIL and its metabolites may be reduced as a consequence of
aging. Therefore, consideration should be given to the use of lower doses in this population (See
CLINICAL PHARMACOLOGY and PRECAUTIONS).

HOW SUPPLIED:
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PROVIGIL® (modafinil) Tablets

100 mg Each capsule-shaped, white, uncoated tablet is
debossed with "PROVIGIL" on one side and "100 MG"
on the other.
NDC 63459-101-30 - Bottles of 30

200 mg Each capsule-shaped, white, scored, uncoated tablet
is debossed with "PROVIGIL" on one side and
"200 MG" on the other.
NDC 63459-201-30 - Bottles of 30

Store at 20° - 25° C (68° - 77° F).

Distributed by:
Cephalon, Inc.

Frazer, PA 19355

U.S. Patent Nos. RE37,516; 7,297,346
PROVIGIL® is a trademark of Cephalon, Inc. or its affiliates.
© 1998-2010 Cephalon, Inc., or its affiliates. All rights reserved.
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MEDICATION GUIDE
PROVIGIL (pro-vij-el) C-IV
(modafinil)

Tablets

Read the Medication Guide that comes with PROVIGIL before you start taking it and each
time you get a refill. There may be new information. This Medication Guide does not take the
place of talking with your doctor about your condition or treatment.

What is the most important information | should know about PROVIGIL?

PROVIGIL may cause serious side effects including a serious rash or a serious allergic

reaction that may affect parts of your body such as your liver or blood cells. Any of

these may need to be treated in a hospital and may be life-threatening.

Stop taking PROVIGIL and call your doctor right away or get emergency help if you

have any of these symptoms:

e skin rash, hives, sores in your mouth, or your skin blisters and peels

e swelling of your face, eyes, lips, tongue, or throat

e trouble swallowing or breathing

e fever, shortness of breath, swelling of the legs, yellowing of the skin or whites of the eyes,
or dark urine.

If you have a severe rash with PROVIGIL, stopping the medicine may not keep the rash from
becoming life-threatening or causing you to be permanently disabled or disfigured.

PROVIGIL is not approved for use in children for any medical condition.
It is not known if PROVIGIL is safe or if it works in children under the age of 17.

What is PROVIGIL?

PROVIGIL is a prescription medicine used to improve wakefulness in adults who are very

sleepy due to one of the following diagnosed sleep disorders:

e narcolepsy

e obstructive sleep apnea (OSA). PROVIGIL is used with other medical treatments for this
sleep disorder. PROVIGIL does not take the place of using your CPAP machine or other
treatments that your doctor has prescribed for this condition. It is important that you
continue to use these treatments as prescribed by your doctor.

e shift work disorder (SWD)

PROVIGIL will not cure these sleep disorders. PROVIGIL may help the sleepiness caused by
these conditions, but it may not stop all your sleepiness. PROVIGIL does not take the place
of getting enough sleep. Follow your doctor’s advice about good sleep habits and using other
treatments.

PROVIGIL is a federally controlled substance (C-1V) because it can be abused or
lead to dependence. Keep PROVIGIL in a safe place to prevent misuse and abuse.
Selling or giving away PROVIGIL may harm others, and is against the law. Tell your
doctor if you have ever abused or been dependent on alcohol, prescription medicines
or street drugs.
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Who should not take PROVIGIL?

Do not take PROVIGIL if you:

e are allergic to any of its ingredients. See the end of this Medication Guide for a complete
list of ingredients in PROVIGIL.

e have had a rash or allergic reaction to either modafinil (PROVIGIL) or armodafinil
(NUVIGIL®). These medicines are very similar.

What should I tell my doctor before taking PROVIGIL?

Tell your doctor about all of your medical conditions including, if you:

¢ have a history of mental health problems, including psychosis

e have heart problems or had a heart attack

e have high blood pressure. Your blood pressure may need to be checked more often while
taking PROVIGIL.

e have liver or kidney problems

e have a history of drug or alcohol abuse or addiction

e are pregnant or planning to become pregnant. It is not known if PROVIGIL will harm your
unborn baby.
Pregnancy Registry: There is a registry for women who become pregnant during
treatment with PROVIGIL. The purpose of this registry is to collect information about the
safety of PROVIGIL during pregnancy. Contact the registry as soon as you learn that you
are pregnant, or ask your doctor to contact the registry for you. You or your doctor can get
information and enroll you in the registry by calling 1-866-404-4106.

e are breastfeeding. Itis not known if PROVIGIL passes into your milk. Talk to your doctor
about the best way to feed your baby if you take PROVIGIL.

Tell your doctor about all the medicines you take, including prescription and non-
prescription medicines, vitamins, and herbal supplements. PROVIGIL and many other
medicines can interact with each other, sometimes causing side effects. PROVIGIL may
affect the way other medicines work, and other medicines may affect how PROVIGIL works.
Your dose of PROVIGIL or certain other medicines may need to be changed.

Especially, tell your doctor if you use or take:

e a hormonal birth control method, such as birth control pills, shots, implants, patches,
vaginal rings, and intrauterine devices (IUDs). Hormonal birth control methods may not
work while you take PROVIGIL. Women who use one of these methods of birth control
may have a higher chance for getting pregnant while taking PROVIGIL, and for one month
after stopping PROVIGIL. Talk to your doctor about birth control choices that are right for
you while taking PROVIGIL.

Know the medicines you take. Keep a list of them and show it to your doctor and pharmacist
when you get a new medicine. Your doctor or pharmacist will tell you if it is safe to take
PROVIGIL and other medicines together. Do not start any new medicines with PROVIGIL
unless your doctor has told you it is okay.

How should | take PROVIGIL?
e Take PROVIGIL exactly as prescribed by your doctor. Your doctor will prescribe the
dose of PROVIGIL that is right for you. Do not change your dose of PROVIGIL without
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talking to your doctor.

Your doctor will tell you the right time of day to take PROVIGIL.

o0 People with narcolepsy or OSA usually take PROVIGIL one time each day in the
morning.

o People with SWD usually take PROVIGIL about 1 hour before their work shift.

Do not change the time of day you take PROVIGIL unless you have talked to your doctor.

If you take PROVIGIL too close to your bedtime, you may find it harder to go to sleep.

You can take PROVIGIL with or without food.

If you take more than your prescribed dose or if you take an overdose of PROVIGIL, call

your doctor or poison control center right away.

Symptoms of an overdose of PROVIGIL may include:

Trouble sleeping

Restlessness

Confusion

Feeling disoriented

Feeling excited

Hearing, seeing, feeling, or sensing things that are not really there (hallucinations)
Nausea and diarrhea

A fast or slow heartbeat

Chest pain

Increased blood pressure

What should I avoid while taking PROVIGIL?

Do not drive a car or do other dangerous activities until you know how PROVIGIL affects
you. People with sleep disorders should always be careful about doing things that could
be dangerous. Do not change your daily habits until your doctor tells you it is okay.

You should avoid drinking alcohol. It is not known how drinking alcohol will affect you
when taking PROVIGIL.

What are possible side effects of PROVIGIL?

PROVIGIL may cause serious side effects. Stop taking PROVIGIL and call your doctor
right away or get emergency help if you get any of the following:

a serious rash or serious allergic reaction. (See “What is the most important
information | should know about PROVIGIL?")

mental (psychiatric) symptoms, including:

depression

feeling anxious

hearing, seeing, feeling, or sensing things that are not really there (hallucinations)
an extreme increase in activity and talking (mania)

thoughts of suicide

aggressive behavior

e other mental problems

symptoms of a heart problem, including chest pain, abnormal heart beats, and trouble
breathing.
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Common side effects that can happen in anyone who takes PROVIGIL include:

e back pain e diarrhea

e headache o feeling anxious
e nausea e dizziness

e feeling nervous e upset stomach
e stuffy nose e trouble sleeping

PROVIGIL is not approved for use in children for any medical condition. In studies of
PROVIGIL in children with narcolepsy, side effects included:

e Tourette’s syndrome

hostile behavior

increase in sudden loss of muscle tone and severe muscle weakness

increase in seeing and hearing things when falling asleep

increase in suicidal thoughts

low white blood count

painful menstrual periods

Tell your doctor if you get any side effect that bothers you or that does not go away while
taking PROVIGIL.

These are not all the side effects of PROVIGIL. For more information, ask your doctor or
pharmacist.

Some effects of PROVIGIL on the brain are the same as other medicines called “stimulants”.
These effects may lead to abuse or dependence on PROVIGIL.

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

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

General information about PROVIGIL

Medicines are sometimes prescribed for purposes other than those listed in a Medication
Guide. Do not use PROVIGIL for a condition for which it was not prescribed. Do not give
PROVIGIL to other people, even if they have the same symptoms you have. It may harm
them and it is against the law.

This Medication Guide summarizes the most important information about PROVIGIL. If you
would like more information, talk with your doctor. You can ask your doctor or pharmacist for
information about PROVIGIL that is written for health professionals. For more information,
call 1-800-896-5855, or go to www.PROVIGIL.com.
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What are the ingredients in PROVIGIL?

Active Ingredient: modafinil

Inactive Ingredients: lactose monohydrate, microcrystalline cellulose, pregelatinized starch,
croscarmellose sodium, povidone, and magnesium stearate.

Distributed by:
Cephalon, Inc.
Frazer, PA 19355

PROVMG-001
Revised October 2010

This Medication Guide has been approved by the U.S. Food and Drug Administration.
© 2004-2010 Cephalon, Inc., or its affiliates. All rights reserved.
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1. NAME OF THE MEDICINAL PRODUCT

PROVIGIL 100 mg tablets

PROVIGIL 200 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains 100 mg of modafinil.
Each tablet contains 200 mg of modafinil.

Excipient(s):
Each tablet contains 71.75 mg lactose.
Each tablet contains 143.5 mg of lactose.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Tablets.

The tablets are white to off-white, capsule-shaped and debossed ‘100’ on one side.
The tablets are white to off-white, capsule-shaped and debossed ‘200’ on one side.
4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Provigil is indicated in adults for the treatment of excessive sleepiness associated with narcolepsy with
or without cataplexy.

Excessive sleepiness is defined as difficulty maintaining wakefulness and an increased likelihood of
falling asleep in inappropriate situations.

4.2  Posology and method of administration

Treatment should be initiated by or under the supervision of a physician with appropriate knowledge
of indicated disorders (see section 4.1).

A diagnosis of narcolepsy should be made according to the International Classification of Sleep
Disorders (ICSD2) guideline.

Patient monitoring and clinical assessment of the need for treatment should be performed on a periodic
basis.

Posology
The recommended starting daily dose is 200 mg. The total daily dose may be taken as a single dose in

the morning or as two doses in the morning and at noon, according to physician assessment of the
patient and the patient's response.

Doses of up to 400mg in one or two divided doses can be used in patients with insufficient response to
the initial 200mg modafinil dose.

Long-term use
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Physicians prescribing modafinil for an extended time should periodically re-evaluate the long-term
use for the individual patients as the long-term efficacy of modafinil has not been evaluated (> 9
weeks).

Patients with renal impairment
There is inadequate information to determine safety and efficacy of dosing in patients with renal
impairment (see section 5.2).

Patients with hepatic impairment
The dose of modafinil should be reduced by half in patients with severe hepatic impairment (see
section 5.2).

Elderly
There are limited data available on the use of modafinil in elderly patients. In view of the potential for

lower clearance and increased systemic exposure, it is recommended that patients over 65 years of age
commence therapy at 100 mg daily.

Paediatric population
Modafinil should not be used in children aged less than 18 years old because of safety and efficacy
concerns (see section 4.4).

Method of administration
For oral use. Tablets should be swallowed whole.

4.3  Contraindications

Hypersensitivity to the active substance or to any of the excipients.

Uncontrolled moderate to severe hypertension and in patients with cardiac arrhythmias.

4.4 Special warnings and precautions for use

Diagnosis of sleep disorders

Modafinil should be used only in patients who have had a complete evaluation of their excessive
sleepiness, and in whom a diagnosis of narcolepsy, has been made in accordance with ICSD diagnostic

criteria. Such an evaluation usually consists, in addition to the patient’s history, sleep measurements
testing in a laboratory setting and exclusion of other possible causes of the observed hypersomnia.

Serious rash, including Stevens-Johnson Syndrome, Toxic Epidermal Necrolysis and Drug Rash with
Eosinophilia and Systemic Symptoms

Serious rash requiring hospitalisation and discontinuation of treatment has been reported with the use
of modafinil occurring within 1 to 5 weeks after treatment initiation. Isolated cases have also been
reported after prolonged treatment (e.g., 3 months). In clinical trials of modafinil, the incidence of rash
resulting in discontinuation was approximately 0.8% (13 per 1,585) in paediatric patients (age <17
years); this includes serious rash. No serious skin rashes have been reported in adult clinical trials (O
per 4,264) of modafinil. Modafinil should be discontinued at the first sign of rash and not re-
started (see section 4.8).

Rare cases of serious or life-threatening rash, including Stevens-Johnson Syndrome (SJS), Toxic
Epidermal Necrolysis (TEN), and Drug Rash with Eosinophilia and Systemic Symptoms (DRESS)
have been reported in adults and children in worldwide post-marketing experience.

Paediatric use

Because safety and effectiveness in controlled studies in children have not been established and
because of the risk of serious cutaneous hypersensitivity and psychiatric adverse reactions, the use of
modafinil is not recommended
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Multi-organ hypersensitivity reaction
Multi-organ hypersensitivity reactions, including at least one fatality in post-marketing experience,
have occurred in close temporal association to the initiation of modafinil.

Although there have been a limited number of reports, multi-organ hypersensitivity reactions may
result in hospitalization or be life-threatening. There are no factors that are known to predict the risk of
occurrence or the severity of multi-organ hypersensitivity reactions associated with modafinil. Signs
and symptoms of this disorder were diverse; however, patients typically, although not exclusively,
presented with fever and rash associated with other organ system involvement. Other associated
manifestations included myocarditis, hepatitis, liver function test abnormalities, haematological
abnormalities (e.g., eosinophilia, leukopenia, thrombocytopenia), pruritus, and asthenia.

Because multi-organ hypersensitivity is variable in its expression, other organ system symptoms and
signs, not noted here, may occur.

If a multi-organ hypersensitivity reaction is suspected, modafinil should be discontinued.

Psychiatric disorders

Patients should be monitored for the development of de novo or exacerbation of pre-existing
psychiatric disorders (see below and Section 4.8) at every adjustment of dose and then regularly
during treatment. If psychiatric symptoms develop in association with modafinil treatment, modafinil
should be discontinued and not restarted. Caution should be exercised in giving modafinil to patients
with a history of psychiatric disorders including psychosis, depression , mania, major anxiety,
agitation, insomnia or substance abuse (see below).

Anxiety
Modafinil is associated with the onset or worsening of anxiety. Patients with major anxiety should

only receive treatment with modafinil in a specialist unit.

Suicide-related behaviour

Suicide-related behaviour (including suicide attempts and suicidal ideation) has been reported in
patients treated with modafinil. Patients treated with modafinil should be carefully monitored for the
appearance or worsening of suicide-related behaviour. If suicide-related symptoms develop in
association with modafinil, treatment should be discontinued.

Psychotic or manic symptoms

Modafinil is associated with the onset or worsening of psychotic symptoms or manic symptoms
(including hallucinations, delusions, agitation or mania). Patients treated with modafinil should be
carefully monitored for the appearance or worsening of psychotic or manic symptoms. If psychotic or
manic symptoms occur, discontinuation of modafinil may be required.

Bipolar disorders
Care should be taken in using modafinil in patients with co-morbid bipolar disorder because of
concern for possible precipitation of a mixed/manic episode in such patients.

Aggressive or hostile behaviour

The onset or worsening of aggressive or hostile behaviour can be caused by treatment with modafinil.
Patients treated with modafinil should be carefully monitored for the appearance or worsening of
aggressive or hostile behaviour. If symptoms occur, discontinuation of modafinil may be required.

Cardiovascular risks

An ECG is recommended in all patients before Modafinil treatment is initiated. Patients with abnormal
findings should receive further specialist evaluation and treatment before Modafinil treatment is
considered.

Blood pressure and heart rate should be regularly monitored in patients receiving modafinil. Modafinil
should be discontinued in patients who develop arrhythmia or moderate to severe hypertension and not
restarted until the condition has been adequately evaluated and treated.
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Modafinil tablets are not recommended in patients with a history of left ventricular hypertrophy or cor
pulmonale and in patients with mitral valve prolapse who have experienced the mitral valve prolapse
syndrome when previously receiving CNS stimulants. This syndrome may present with ischaemic
ECG changes, chest pain or arrhythmia.

Insomnia
Because modafinil promotes wakefulness, caution should be paid to signs of insomnia.

Maintenance of sleep hygiene
Patients should be advised that modafinil is not a replacement for sleep and good sleep hygiene should
be maintained. Steps to ensure good sleep hygiene may include a review of caffeine intake.

Patients using steroidal contraceptives

Sexually active women of child-bearing potential should be established on a contraceptive programme
before taking modafinil. Since the effectiveness of steroidal contraceptives may be reduced when used
with modafinil, alternative or concomitant methods of contraception are recommended, and for two
months after discontinuation of modafinil (also see 4.5 with respect to potential interaction with
steroidal contraceptives).

Abuse, misuse, diversion

Whilst studies with modafinil have demonstrated a low potential for dependence, the possibility of
dependence with long-term use cannot be entirely excluded.

Caution should be exercised in administering modafinil to patients with history of alcohol, drug or
illicit substance abuse.

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

4.5 Interaction with other medicinal products and other forms of interaction

Modafinil may increase its own metabolism via induction of CYP3A4/5 activity but the effect is
modest and unlikely to have significant clinical consequences.

Anticonvulsants: Co-administration of potent inducers of CYP activity, such as carbamazepine and
phenobarbital, could reduce the plasma levels of modafinil. Due to a possible inhibition of CYP2C19
by modafinil and suppression of CYP2C9 the clearance of phenytoin may be decreased when
modafinil is administered concomitantly. Patients should be monitored for signs of phenytoin toxicity,
and repeated measurements of phenytoin plasma levels may be appropriate upon initiation or
discontinuation of treatment with modafinil.

Steroidal contraceptives: The effectiveness of steroidal contraceptives may be impaired due to
induction of CYP3A4/5 by modafinil. Alternative or concomitant methods of contraception are
recommended for patients treated with modafinil. Adequate contraception will require continuation of
these methods for two months after stopping modafinil.

Antidepressants: A number of tricyclic antidepressants and selective serotonin reuptake inhibitors are
largely metabolised by CYP2D6. In patients deficient in CYP2D6 (approximately 10% of a Caucasian
population) a normally ancillary metabolic pathway involving CYP2C19 becomes more important. As
modafinil may inhibit CYP2C19, lower doses of antidepressants may be required in such patients.

Anticoagulants: Due to possible suppression of CYP2C9 by modafinil the clearance of warfarin may
be decreased when modafinil is administered concomitantly. Prothrombin times should be monitored
regularly during the first 2 months of modafinil use and after changes in modafinil dosage.

Other medicinal products: Substances that are largely eliminated via CYP2C19 metabolism, such as
diazepam, propranolol and omeprazole may have reduced clearance upon co-administration of
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modafinil and may thus require dosage reduction. In addition, in vitro induction of CYP1A2, CYP2B6
and CYP3A4/5 activities has been observed in human hepatocytes, which were it to occur in vivo,
could decrease the blood levels of drugs metabolised by these enzymes, thereby possibly decreasing
their therapeutic effectiveness. Results from clinical interaction studies suggest that the largest effects
may be on substrates of CYP3A4/5 that undergo significant presystemic elimination, particularly via
CYP3A enzymes in the gastrointestinal tract. Examples include ciclosporin, HIV-protease inhibitors,
buspirone, triazolam, midazolam and most of the calcium channel blockers and statins. In a case report,
a 50% reduction in ciclosporin concentration was observed in a patient receiving ciclosporin in whom
concurrent treatment with modafinil was initiated.

4.6  Fertility, pregnancy and lactation

Pregnancy
There is limited data on the use of modafinil in pregnant women.

Studies in animals have shown reproductive toxicity (see section 5.3).

Modafinil is not recommended for use during pregnancy or in women of childbearing potential unless
they are using effective contraception. As modafinil may reduce the effectiveness of oral contraception
alternative additional methods of contraception are required (see section 4.5).

Breastfeeding

Available pharmacodynamic/toxicological data in animals have shown excretion of
Modafinil/metabolites in milk (for details see 5.3).

Modafinil should not be used during breast feeding.

Fertility
No data on fertility are available.

4.7  Effects on ability to drive and use machines

Patients with abnormal levels of sleepiness who take modafinil should be advised that their level of
wakefulness may not return to normal. Patients with excessive sleepiness, including those taking
modafinil should be frequently reassessed for their degree of sleepiness and, if appropriate, advised to
avoid driving or any other potentially dangerous activity. Undesirable effects such as blurred vision or
dizziness might also affect ability to drive (see section 4.8).

4.8 Undesirable effects

The following adverse reactions have been reported in clinical trials and/or post-marketing experience.
The frequency of adverse reactions considered at least possibly related to treatment, in clinical trials
involving 1561 patients taking modafinil were as follows: very common (>1/10), common (>1/100 to
<1/10), uncommon (>1/1000 to <1/100), unknown (cannot be estimated from the available data).

The most commonly reported adverse drug reaction is headache, affecting approximately 21% of
patients. This is usually mild or moderate, dose-dependent and disappears within a few days.

Infections and infestations
Uncommon: pharynagitis, sinusitis

Blood and lymphatic system disorders
Uncommon: eosinophilia, leucopenia

Immune system disorders
Uncommon: minor allergic reaction (e.g., hayfever symptoms)
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Unknown: Angioedema, urticaria (hives).Hypersensitivity reactions (characterised by features such as
fever, rash, lymphadenopathy and evidence of other concurrent organ involvement)

Metabolism and nutrition disorders
Common: decreased appetite
Uncommon: hypercholesterolaemia, hyperglycaemia, diabetes mellitus, increased appetite,

Psychiatric disorders

Common: nervousness, insomnia, anxiety, depression, abnormal thinking, confusion.
Uncommon: sleep disorder, emotional lability, decreased libido, hostility, depersonalisation,
personality disorder, abnormal dreams, agitation, aggression, suicidal ideation.

Rare: hallucinations, mania, psychosis

Unknown: delusions

Nervous system disorders

Very common: headache

Common: dizziness, somnolence, paraesthesia

Uncommon: dyskinesia, hypertonia, hyperkinesia, amnesia, migraine, tremor, vertigo, CNS
stimulation, hypoaesthesia, incoordination, movement disorder, speech disorder, taste perversion

Eye disorders
Common: blurred vision

Uncommon: abnormal vision, dry eye

Cardiac disorders
Common: tachycardia, palpitation
Uncommon: extrasystoles, arrhythmia, bradycardia

Vascular disorders
Common: vasodilatation
Uncommon: hypertension, hypotension

Respiratory, thoracic and mediastinal disorders
Uncommon: dyspnoea, increased cough, asthma, epistaxis, rhinitis

Gastrointestinal disorders
Common: abdominal pain, nausea, dry mouth, diarrhoea, dyspepsia, constipation
Uncommon: flatulence, reflux, vomiting, dysphagia, glossitis, mouth ulcers

Skin and subcutaneous tissue disorders

Uncommon: sweating, rash, acne, pruritis

Unknown: serious skin reactions, including erythema multiforme, Stevens-Johnson Syndrome, Toxic
Epidermal Necrolysis, and Drug Rash with Eosinophilia and Systemic Symptoms (DRESS).

Musculoskeletal and connective tissue disorders
Uncommon: back pain, neck pain, myalgia, myasthenia, leg cramps, arthralgia, twitch

Renal and urinary disorders
Uncommon: abnormal urine, urinary frequency

Reproductive system and breast disorders
Uncommon: menstrual disorder

General disorders and administration site conditions
Common: asthenia, chest pain
Uncommon: peripheral oedema, thirst
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Investigations
Common: abnormal liver function tests, dose related increases in alkaline phosphatase and gamma

glutamyl transferase have been observed.
Uncommon: abnormal ECG, weight increase, weight decrease

4.9 Overdose

Symptoms most often accompanying modafinil overdose, alone or in combination with other drugs
have included: insomnia; central nervous system symptoms such as restlessness, disorientation,
confusion, excitation and hallucination; digestive changes such as nausea and diarrhoea; and
cardiovascular changes such as tachycardia, bradycardia, hypertension and chest pain.

Management
Induced emesis or gastric lavage should be considered. Hospitalisation and surveillance of

psychomotor status; cardiovascular monitoring or surveillance until the patient's symptoms have
resolved are recommended.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Psychoanaleptic, centrally acting sympathomimetic, ATC code: NO6BA

Modafinil promotes wakefulness in a variety of species, including man. The precise mechanism(s)
through which modafinil promotes wakefulness is unknown.

In non-clinical models, modafinil has weak to negligible interactions with receptors involved in the
regulation of sleep/wake states (e.g., adenosine, benzodiazepine, dopamine, GABA, histamine,
melatonin, norepinephrine, orexin, and serotonin). Modafinil also does not inhibit the activities of
adenylyl cyclase, catechol-O-methyltransferase, glutamic acid decarboxylase MAO-A or B, nitric
oxide synthetase, phosphodiesterases I1-V1, or tyrosine hydroxylase. While modafinil is not a direct-
acting dopamine receptor agonist, in vitro and in vivo data indicate that modafinil binds to the
dopamine transporter and inhibits dopamine reuptake. The wake-promoting effects of modafinil are
antagonised by D1/D2 receptor antagonists suggesting that it has indirect agonist activity.

Modafinil does not appear to be a direct a;-adrenoceptor agonist. However, modafinil binds to the
norepinephrine transporter and inhibits norepinephrine uptake, but these interactions are weaker than
those observed with the dopamine transporter. Although modafinil-induced wakefulness can be
attenuated by the al-adrenoceptor antagonist, prazosin, in other assay systems (e.g. vas deferens)
responsive to a-adrenoceptor agonists, modafinil is inactive.

In non-clinical models, equal wakefulness-promoting doses of methylphenidate and amphetamine
increase neuronal activation throughout the brain, whereas modafinil unlike classical psychomotor
stimulants, predominantly affects brain regions implicated in regulating arousal, sleep, wake and
vigilance.

In humans, modafinil restores and/or improves the level and duration of wakefulness and daytime
alertness in a dose-related manner. Administration of modafinil results in electrophysiological changes
indicative of increased alertness and improvements in objective measures of ability to sustain
wakefulness.

The efficacy of modafinil in patients with obstructive sleep apnoea (OSA) exhibiting excessive day
time sleepiness despite treatment with continuous positive airways pressure (CPAP) has been studied
in short term randomised controlled clinical trials. Although statistically significant improvements in
sleepiness were noted, the magnitude of effect and response rate to modafinil was small when assessed
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by objective measurements and limited to a small sub-population of the treated patients. In light of this,
and because of its known safety profile, the demonstrated benefit is outweighed by the risks.

5.2  Pharmacokinetic properties

Modafinil is a racemic compound, and the enantiomers have different pharmacokinetics where the
elimination t1/2 of the R-isomer is three times that of the S-isomer in adult humans.

Linearity/non-linearity
The pharmacokinetic properties of modafinil are linear and time-independent. Systemic exposure
increases in a dose proportional manner over the range of 200-600 mg.

Absorption
Modafinil is well-absorbed with peak plasma concentration reached approximately two to four hours

after administration.
Food has no effect on overall modafinil bioavailability; however, absorption (tmax) may be delayed
by approximately one hour if taken with food.

Distribution
Modafinil is moderately bound to plasma protein (approximately 60%), primarily to albumin, which
indicates that there is a low risk of interaction with strongly bound drugs.

Biotransformation
Modafinil is metabolized by the liver. The chief metabolite (40 — 50% of the dose), modafinil acid, has
no pharmacological activity.

Elimination

The excretion of modafinil and its metabolites is chiefly renal, with a small proportion being
eliminated unchanged (< 10% of the dose).

The effective elimination half-life of modafinil after multiple doses is about 15 hours.

Renal impairment

Severe chronic renal failure (creatinine clearance up to 20 mL/min) did not significantly affect the
pharmacokinetics of modafinil administered at 200 mg, but exposure to modafinil acid was increased
9-fold. There is inadequate information to determine safety and efficacy of dosing in patients with
renal impairment.

Hepatic impairment

In patients with cirrhosis, the oral clearance of modafinil was decreased by approximately 60%, and
the steady-state concentration doubled, compared with values in healthy subjects. The dosage of
modafinil should be reduced by half in patients with severe hepatic impairment.

Elderly population

There are limited data available on the use of modafinil in elderly patients. In view of the potential for
lower clearance and increased systemic exposure, it is recommended that patients over 65 years of age
commence therapy at 100 mg daily.

Paediatric Population

For patients 6 to 7 years of age, the estimated half-life is approximately 7 hours and increases with
increase in age until half-life values approach those in adults (approximately 15 hours). This
difference in clearance is partially offset by the younger patients’ smaller size and lower weight which
results in comparable exposure following administration of comparable doses. Higher concentrations
of one of the circulating metabolites, modafinil sulfone, are present in children and adolescents as
compared to adults.

In addition, following repeat-dose administration of modafinil to children and adolescents, a
time-dependent reduction in systemic exposure, which plateaus by approximately week 6 is observed.
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Once steady-state is reached, the pharmacokinetic properties of modafinil do not appear to change
with continued administration for up to 1 year.

5.3  Preclinical safety data
Toxicology studies by single and repeated dosing have revealed no particular toxic action in animals.
Modafinil is not considered to be mutagenic or carcinogenic.

Reproductive toxicity studies conducted in rats and rabbits showed an increased incidence in skeletal
variations (changes in the numbers of ribs and delayed ossification), embryo-fetal lethality (peri-
implantation loss and resorptions) and some evidence of an increase in stillbirths (rats only), in the
absence of maternal toxicity, at clinically relevant exposures. There was no effect on fertility and no
evidence of teratogenic potential at systemic exposures equivalent to the maximum recommended
human dose.

Reproduction toxicity studies revealed no effect on fertility, nor any teratogenic effect, nor any effect
on viability, growth or development of the offspring.

Animal exposure to modafinil, based on actual plasma levels in the general toxicology, reproductive
and carcinogenicity studies, was less than or similar to that expected in humans. This circumstance is
the result of metabolic auto-induction noted in the pre-clinical studies. However, animal exposure on a

mg/kg dose basis to modafinil in the general toxicology, reproductive and carcinogenicity studies was
greater than the expected exposure, calculated on a similar basis, in humans.

In the rat peri-post-natal study, modafinil concentration in milk was about 11.5 times higher than in
plasma.

6. PHARMACEUTICAL PARTICULARS
6.1  List of excipients

Lactose monohydrate

Pregelatinised starch (maize)

Microcrystalline cellulose

Croscarmellose sodium

Povidone

Magnesium stearate

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4  Special precautions for storage

No special requirements.

6.5 Nature and contents of container
Opaque PVC/PVDC/aluminium blisters.

Packs of 10, 20, 30, 50, 60, 90, 100 or 120 tablets.
Not all pack sizes may be marketed.
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6.6  Special precautions for disposal

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
Cephalon UK Limited

1 Albany Place

Hyde Way

Welwyn Garden City

Hertfordshire AL7 3BT

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
Provigil 100 mg tablets - PL 16260/0001

Provigil 200 mg tablets - PL 16260/0002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
PL 16260/0001 - 14 October 1997 / 14 October 2002

PL 16260/0002 — 2 December 2002 / 23 January 2009

10. DATE OF REVISION OF THE TEXT

June 2011

Provigil and Cephalon are registered trademarks.
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FACHINFORMATION

1. BEZEICHNUNG DES ARZNEIMITTELS

Vigil 100 mg Tabletten

Vigil 200 mg Tabletten

2. QUALITATIVE UND QUANTITATIVE ZUSAMMENSETZUNG

Vigil 100 mg Tabletten: 1 Tablette enthalt 200 Milligramm Modafinil.
Vigil 200 mg Tabletten: 1 Tablette enthalt 200 Milligramm Modafinil.

Sonstige Bestandteile:
Vigil 100 mg Tabletten: 1 Tablette enthalt 71,75 mg Lactose-Monohydrat.
Vigil 200 mg Tabletten: 1 Tablette enth&lt 143,5 mg Lactose-Monohydrat.

Die vollistandige Auflistung der sonstigen Bestandteile siehe Abschnitt 6.1.

3. DARREICHUNGSFORM

Tabletten

Vi_gil 100 mg Tabletten: Weil3e bis cremefarbige Oblongtabletten mit der Pragung ,,100 auf einer
f/ei:gt?llzoo mg Tabletten: Weile bis cremefarbige Oblongtabletten mit der Pragung ,,200* auf einer
Seite.

4, KLINISCHE ANGABEN

4.1 Anwendungsgebiete

Vigil Tabletten sind angezeigt zur Behandlung von Erwachsenen mit exzessiver Schléfrigkeit, die
mit Narkolepsie mit oder ohne Kataplexie einhergeht.

Exzessive Schlafrigkeit wird definiert als Schwierigkeit, wach zu bleiben sowie als eine erhéhte
Einschlafneigung in unangemessenen Situationen.

4.2 Dosierung, Art und Dauer der Anwendung

Die Behandlung sollte von einem Arzt oder unter Aufsicht eines Arztes mit entsprechender
Fachkenntnis fir die angezeigte Erkrankung (siehe Abschnitt 4.1) eingeleitet werden.

Narkolepsie sollte gemaR der Richtlinie ,,Internationale Klassifikation der
Schlafstérungen® (ICSD2) diagnostiziert werden.

Das Patientenmonitoring und die klinische Einschétzung fur die Behandlungsnotwendigkeit sollten
regelmafiig uberpriift werden.

Dosierung
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Die empfohlene Tagesdosis betragt zu Beginn 200 mg. Die Tages-Gesamtdosis kann entweder als
Einzeldosis am Morgen oder auf zwei Dosen verteilt (eine morgens und eine mittags)
eingenommen werden, entsprechend der &rztlichen Beurteilung des Patienten bzw. des
Ansprechens des Patienten.

Bei Patienten mit unzureichendem Ansprechen auf eine Initialdosis von 200 mg Modafinil kénnen
Tagesdosierungen von bis zu 400 mg als Einzeldosis oder auf zwei Dosen verteilt verabreicht
werden.

Langzeittherapie

Die Langzeitwirkung von Modafinil (> 9 Wochen) wurde nicht untersucht. Daher sollten Arzte, die
Modafinil fir einen langeren Zeitraum verordnen, die Langzeittherapie bei jedem Patienten
regelmaRig uberpriifen.

Patienten mit eingeschrankter Nierenfunktion
Es liegen keine ausreichenden Informationen tber Unbedenklichkeit und Wirksamkeit der
Dosierung bei Patienten mit eingeschrankter Nierenfunktion vor (siehe Abschnitt 5.2).

Patienten mit eingeschrankter Leberfunktion
Bei Patienten mit schwerer Einschrankung der Leberfunktion sollte die Dosis halbiert werden
(siehe Abschnitt 5.2).

Altere Patienten

Es liegen keine ausreichenden Daten zur Anwendung von Modafinil bei &lteren Patienten vor. Im
Hinblick auf eine potenziell geringere Clearance und eine erhdhte systemische Verfiigbarkeit wird
empfohlen, dass Patienten Uber 65 Jahre die Therapie mit einer Dosierung von 100 mg téglich
beginnen.

Kinder und Jugendliche
Modafinil sollte bei Kindern unter 18 Jahren nicht angewendet werden, da Bedenken zur
Unbedenklichkeit und Wirksamkeit vorliegen (siehe Abschnitt 4.4).

Art der Anwendung
Zum Einnehmen. Die Tabletten sollten als Ganzes geschluckt werden.

4.3 Gegenanzeigen
Uberempfindlichkeit gegen den Wirkstoff oder einen der sonstigen Bestandteile.

Nicht kontrollierte mittelschwere bis schwere Hypertonie und bei Patienten mit
Herzrhythmusstorungen.

4.4 Besondere Warnhinweise und Vorsichtsmalinahmen fur die Anwendung

Diagnose von Schlafstérungen

Modafinil sollte nur bei Patienten angewandt werden, die eine vollstdndige Untersuchung ihrer
exzessiven Schléfrigkeit durchlaufen haben und bei denen Narkolepsie gemaR der ICSD-Kriterien
diagnostiziert wurde. Diese Untersuchung besteht fur gewdéhnlich, zusatzlich zur
Patientenanamnese, aus einer Untersuchung des Schlafes unter Laborbedingungen und dem
Ausschluss anderweitiger Ursachen der beobachteten Hypersomnie.

Schwere Hautreaktionen, inklusive Stevens-Johnson-Syndrom, toxische epidermale Nekrolyse und
Hypersensitivitdtssyndrom DRESS (Drug Rash with Eosinophilia and Systemic Symptoms)
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Nach Einnahme von Modafinil wurde tber schweren Hautausschlag berichtet, der eine
Hospitalisierung und die Beendigung der Therapie erforderte. Der Hautausschlag trat innerhalb von
1 bis 5 Wochen nach Therapiebeginn auf. Vereinzelt wurden auch Félle nach einer langeren
Behandlungsdauer (z. B. 3 Monate) berichtet. In klinischen Studien mit Modafinil lag die
Héufigkeit von Hautausschlagen (inkl. schwerer Hautreaktionen), die bei padiatrischen Patienten (<
17 Jahre) zum Therapieabbruch fiihrten, bei 0,8 % (13 von 1.585). In klinischen Studien mit
erwachsenen Patienten wurde nicht Gber schwere Hautausschlége berichtet (0 von 4.264).
Modafinil muss beim ersten Anzeichen eines Hautausschlags abgesetzt werden, und die
Behandlung darf nicht wieder aufgenommen werden (siehe Abschnitt 4.8).

Seit der Markteinfiihrung wurde weltweit selten tber schwere oder lebensbedrohliche Ausschlége,
inklusive Stevens-Johnson-Syndrom (SJS), toxische epidermale Nekrolyse (TEN) und
Hypersensitivitatssyndrom DRESS (Drug Rash with Eosinophilia and Systemic Symptoms) bei
Erwachsenen und Kindern berichtet.

Anwendung bei Kindern

Die Anwendung von Modafinil wird nicht empfohlen, da die Unbedenklichkeit und Wirksamkeit
bei Kindern in kontrollierten Studien nicht nachgewiesen wurde sowie aufgrund des Risikos
schwerer dermatologischer Uberempfindlichkeitsreaktionen und psychiatrischer Nebenwirkungen.

Uberempfindlichkeitsreaktionen mit Multi-Organ-Beteiligung

Uberempfindlichkeitsreaktionen mit Multi-Organ-Beteiligung sind in engem zeitlichen
Zusammenhang mit dem Beginn einer Modafinil-Therapie aufgetreten — inkl. mindestens einem
todlichen verlaufenden Fall seit der Markteinfiihrung.

Obwohl es nur eine begrenzte Anzahl von Berichten gibt, kénnen Uberempfindlichkeitsreaktionen
mit Multi-Organ-Beteiligung einen Krankenhausaufenthalt notwendig machen oder
lebenshbedrohlich sein. Es sind keine Faktoren bekannt, die das Risiko oder die Schwere der
Uberempfindlichkeitsreaktionen mit Multi-Organ-Beteiligung im Zusammenhang mit Modafinil
vorhersagbar machen kénnen. Die Anzeichen und Symptome fur diese Erkrankung waren
mannigfaltig. Allerdings stellen sich die Patienten typischerweise, wenngleich nicht ausschlieBlich,
mit Fieber und Hautausschlag sowie Anzeichen gleichzeitiger anderweitiger Organ-Beteiligung vor.
Andere assoziierte Manifestationen beinhalten Myokarditis, Hepatitis, pathologische
Leberfunktionstests, hdmatologische Verdnderungen (z. B. Eosinophilie, Leukopenie,
Thrombozytopenie), Juckreiz und Asthenie.

Da eine Uberempfindlichkeitsreaktion mit Multi-Organ-Beteiligung in ihrem Erscheinungsbild
variabel ist, kdnnen Symptome und Anzeichen anderer Organ-Beteiligungen als die hier genannten
auftreten.

Bei Verdacht auf eine Uberempfindlichkeitsreaktion mit Multi-Organ-Beteiligung muss Modafinil
abgesetzt werden.

Psychiatrische Erkrankungen

Die Patienten mussen bezuglich des moglichen erstmaligen Auftretens oder der Verschlechterung
vorbestehender psychiatrischer Erkrankungen (siehe unten und Abschnitt 4.8) bei jeder
Dosisanpassung und im Behandlungsverlauf regelméRig tberwacht werden. Falls in
Zusammenhang mit der Modafinil-Therapie psychiatrische Symptome auftreten, muss Modafinil
abgesetzt werden, und die Therapie darf nicht wieder aufgenommen werden. Modafinil darf bei
Patienten mit psychiatrischen Erkrankungen einschliefflich Psychosen, Depressionen, Manien,
Angststorungen, gesteigerter Erregbarkeit, Insomnie oder Substanzmissbrauch in der
Vorgeschichte nur mit besonderer Vorsicht angewendet werden (siehe unten).

Angststérungen
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Modafinil wird mit dem Entstehen oder der Verschlechterung von Angststérungen in
Zusammenhang gebracht. Patienten mit bedeutsamen Angststérungen sollten nur in
Facheinrichtungen mit Modafinil behandelt werden.

Suizidales Verhalten

Bei Patienten unter Modafinil-Therapie wurde Uber suizidales Verhalten (inkl. Suizidversuche und
-gedanken) berichtet. Patienten unter Modafinil-Therapie sollten daher sorgféltig bezliglich des
Entstehens oder der Verschlimmerung suizidalen Verhaltens Gberwacht werden. Wenn solche
Symptome im Zusammenhang mit Modafinil auftreten, muss die Therapie abgesetzt werden.

Psychotische oder manische Symptome

Modafinil wird mit dem Entstehen oder der Verschlechterung von psychotischen oder manischen
Symptomen (einschlieBlich Halluzinationen, Wahnvorstellungen, Erregungszustdnden und Manien)
in Verbindung gebracht. Patienten, die mit Modafinil behandelt werden, sollten sorgfaltig auf das
Entstehen oder die Verschlechterung psychotischer oder manischer Symptome tiberwacht werden.
Wenn psychotische oder manische Symptome auftreten, kann ein Abbruch der Modafinil-Therapie
erforderlich sein.

Bipolare Stérungen

Bei der Anwendung von Modafinil bei Patienten mit bipolarer Stérung ist Vorsicht geboten, da bei
diesen Patienten das Risiko einer moglichen Manifestierung gemischter/manischer Episoden
gegeben ist.

Adqggressives oder feindseliges Verhalten

Durch die Behandlung mit Modafinil kann das Auftreten oder eine Verschlimmerung aggressiven
oder feindseligen Verhaltens hervorgerufen werden. Patienten unter Modafinil-Therapie sollten
sorgfaltig auf das Auftreten oder die Verschlimmerung aggressiven oder feindseligen Verhaltens
tiberwacht werden. Wenn Symptome auftreten, kann ein Abbruch der Modafinil-Therapie
erforderlich sein.

Kardiovaskulére Risiken

Es wird empfohlen, vor Therapiebeginn bei allen Patienten ein EKG durchzufuhren. Bei Patienten
mit auffélligen Befunden sollte eine weitere Untersuchung und Behandlung durch einen
Spezialisten erfolgen, bevor eine Modafinil-Therapie in Betracht gezogen wird.

Blutdruck und Herzfrequenz sollten bei Patienten unter Modafinil-Therapie regelmaRig Gberwacht
werden. Bei Patienten, die Arrhythmien oder eine mittelschwere bis schwere Hypertonie
entwickeln, muss die Modafinil-Therapie abgebrochen werden und darf erst wieder aufgenommen
werden, wenn diese Erkrankungen entsprechend untersucht und behandelt wurden.

Die Anwendung von Modafinil bei Patienten mit anamnestisch bekannter linksventrikularer
Hypertrophie oder Cor pulmonale wird nicht empfohlen. Modafinil sollte bei Patienten mit
Mitralklappenprolaps, bei denen bei einer frilheren Anwendung von ZNS-Stimulanzien ein
Mitralklappenprolapssyndrom aufgetreten ist, nicht angewendet werden. Dieses Syndrom kann sich
durch ischamische EKG-Veranderungen, Brustschmerzen oder Arrhythmien duBern.

Insomnie
Da Modafinil die Wachheit fordert, sollte auf Anzeichen von Insomnie geachtet werden.

Beibehaltung der Schlafhygiene

Die Patienten sollten darauf hingewiesen werden, dass die Behandlung mit Modafinil kein Ersatz
flr Schlaf ist, und dass eine gute Schlafhygiene beibehalten werden sollte. Eine mégliche
MaRnahme zur Sicherstellung einer guten Schlafhygiene kann die Uberpriifung des
Koffeinkonsums sein.

Anwendung hormoneller Kontrazeptiva
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Sexuell aktive Frauen im gebdrfahigen Alter sollten auf ein geeignetes Empféngnisverhutungs-

Regime eingestellt sein, bevor sie mit der Einnahme von Modafinil beginnen. Die Wirksamkeit
hormoneller Kontrazeptiva kann durch die gleichzeitige Einnahme von Modafinil beeintréchtigt
sein. Daher werden alternative bzw. begleitende empféangnisverhiitende Methoden wéhrend der

Therapie und fiir mindestens zwei Monate nach Absetzen von Modafinil empfohlen (siehe auch
Abschnitt 4.5 zu potenziellen Interaktionen mit hormonellen Kontrazeptiva).

Missbrauch, Fehlgebrauch, nicht bestimmungsgemé&Rer Gebrauch

In Studien mit Modafinil wurde ein Abh&ngigkeitspotenzial gezeigt. Daher kann die Mdglichkeit
einer Abhangigkeit bei Langzeitanwendung nicht vollstdndig ausgeschlossen werden.

Modafinil sollte mit besonderer Vorsicht bei Patienten mit Alkohol-, Arzneimittel- oder
Drogenmissbrauch in der VVorgeschichte angewendet werden.

Hinweis fiir Leistungssportler
Die Anwendung des Arzneimittels Vigil kann bei Dopingkontrollen zu positiven Ergebnissen
fuhren.

Lactose-Unvertraglichkeit
Patienten mit der seltenen hereditdren Galactose-Intoleranz, Lapp-Lactase-Mangel oder Glucose-
Galactose-Malabsorption sollten dieses Arzneimittel nicht einnehmen.

45 Wechselwirkungen mit anderen Arzneimitteln und sonstige Wechselwirkungen

Uber die Induktion der CYP3A4/5-Aktivitit kann Modafinil seinen eigenen Metabolismus erhohen.
Der Effekt ist jedoch gering ausgepréagt und klinische Konsequenzen sind unwahrscheinlich.

Antikonvulsiva

Die gleichzeitige Gabe starker CYP-Induktoren wie z. B. Carbamazepin oder Phenobarbital konnte
den Plasmaspiegel von Modafinil herabsetzen. Aufgrund einer méglichen CYP2C19-Inhibition
durch Modafinil und einer Suppression von CYP2C9, kann die Phenytoin-Clearance bei
gleichzeitiger Modafinil-Gabe herabgesetzt sein. Die Patienten sollten auf Anzeichen einer
Phenytoin-Toxizitat untersucht werden. Wiederholte Messungen der Phenytoin-Plasmaspiegel
kdnnen bei Beginn oder Abbruch der Behandlung mit Modafinil angezeigt sein.

Hormonelle Kontrazeptiva

Die Wirksamkeit hormoneller Kontrazeptiva kann durch die Enzyminduktion von CYP3A4/5
durch Modafinil beeintréchtigt sein. Alternative/begleitende empfangnisverhiitende Methoden
werden fr Patienten unter Modafinil-Therapie empfohlen. Um eine sichere Verhiitung zu
gewahrleisten, ist die Anwendung dieser Methoden Uber einen Zeitraum von zwei weiteren
Monaten nach dem Absetzen von Modafinil erforderlich.

Antidepressiva
Eine Anzahl von trizyklischen Antidepressiva und selektiven Serotonin-Wiederaufnahmehemmern

werden hauptsachlich tGiber CYP2D6 metabolisiert. Bei Patienten mit einem Mangel an CYP2D6
(ca. 10 % der kaukasischen Bevélkerung) kann der normalerweise untergeordnete Stoffwechselweg
tiber CYP2C19 eine groRere Bedeutung erlangen. Da Modafinil CYP2C19 hemmen kann,
benotigen diese Patienten mdglicherweise eine niedrigere Dosierung von Antidepressiva.

Antikoagulantien

Aufgrund einer moglichen Suppression der CYP2C9-Aktivitat durch Modafinil kann bei
gleichzeitiger Gabe die Warfarin-Clearance herabgesetzt sein. Die Prothrombinzeit sollte wahrend
der ersten beiden Einnahmemonate von Modafinil und nach einer Dosisanpassung regelméafig
Uberwacht werden.
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Andere Arzneimittel

Substanzen, die hauptsachlich tber den CYP2C19-Metabolismus verstoffwechselt werden (wie z.
B. Diazepam, Propranolol und Omeprazol) kdnnten bei gleichzeitiger Modafinil-Gabe eine
herabgesetzte Clearance haben und daher eine Dosisreduktion erfordern. Zusatzlich wurde in vitro
eine Induktion der CYP1A2-, CYP2B6- und CYP3A4/5-Aktivitat in humanen Hepatozyten
beobachtet. Wiirde dies auch in vivo auftreten, kdnnten die Plasmaspiegel der Substanzen, die iber
diese Enzyme verstoffwechselt werden, herabgesetzt werden. Dadurch wirde auch die
therapeutische Wirksamkeit dieser Substanzen vermindert. Die Ergebnisse klinischer Interaktions-
Studien weisen darauf hin, dass CYP3A4/5-Substrate davon am starksten betroffen sein kdnnten.
Diese Substrate sind insbesondere durch CYP3A4-Enzyme im Magen-Darm-Trakt einem
signifikanten prasystemischen Abbau ausgesetzt. Beispiele hierfir sind Ciclosporin, HIV-Protease-
Inhibitoren, Buspiron, Triazolam, Midazolam sowie die meisten Calciumkanalblocker und Statine.
In einem Fallbericht wurde bei einem Patienten, der Ciclosporin erhielt und gleichzeitig eine
Behandlung mit Modafinil begann, eine 50 %-ige Reduktion des Ciclosporinspiegels beobachtet.

4.6  Fertilitat, Schwangerschaft und Stillzeit

Schwangerschaft
Es liegen nur begrenzte Erfahrungen mit der Anwendung von Modafinil bei Schwangeren vor.

Tierexperimentelle Studien haben eine Reproduktionstoxizitat gezeigt (siehe Abschnitt 5.3).

Die Anwendung von Modafinil wahrend der Schwangerschaft und bei Frauen im gebarfahigen
Alter, die keine wirksame Form der Verhiitung anwenden, wird nicht empfohlen. Da Modafinil die
Wirksamkeit hormoneller Kontrazeptiva herabsetzen kann, sind zusatzliche empféangnisverhiitende
Methoden erforderlich (siehe Abschnitt 4.5).

Stillzeit
Die zur Verfligung stehenden pharmakodynamischen/toxikologischen Daten von Tieren zeigten,
dass Modafinil/Metabolite in die Milch Gibergehen (fur Details siehe Abschnitt 5.3).

Modafinil sollte wéhrend der Stillzeit nicht angewendet werden.

Fertilitat
Es sind keine Daten zu Auswirkungen auf die Fertilitat verfligbar.

4.7  Auswirkungen auf die Verkehrstuchtigkeit und die Fahigkeit zum Bedienen von
Maschinen

Patienten mit anormal ausgepragter Schléfrigkeit, die Modafinil einnehmen, sollten darauf
hingewiesen werden, dass ihr Wachheitsstatus sich méglicherweise nicht wieder vollstdndig
normalisiert. Das Ausmal der Schlafrigkeit sollte bei Patienten mit exzessiver Schlafrigkeit
(einschlieBlich der Patienten, die Modafinil einnehmen) regelméRig untersucht werden.
Gegebenenfalls sollten die Patienten angewiesen werden, das Fihren von Fahrzeugen oder andere
potenziell gefahrliche Aktivitaten zu unterlassen. Nebenwirkungen wie verschwommenes Sehen
oder Schwindelgefiihle kdnnten ebenfalls die Fahigkeit beeintrachtigen, ein Fahrzeug zu fiihren
(siehe Abschnitt 4.8).

4.8 Nebenwirkungen
Die folgenden Nebenwirkungen traten in klinischen Studien und/oder nach der Markteinfihrung auf.

Bei der Bewertung der zumindest méglicherweise mit der Behandlung zusammenhangenden
Nebenwirkungen in klinischen Studien mit 1.561 mit Modafinil behandelten Patienten wurden
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folgende Haufigkeiten zugrunde gelegt: Sehr haufig (>1/10), h&ufig (>1/100, <1/10), gelegentlich
(>1/1.000, <1/100), nicht bekannt (Haufigkeit auf Grundlage der verfiigharen Daten nicht abschétzbar).
Die am h&ufigsten berichtete Nebenwirkung ist Kopfschmerz, davon sind ca. 21 % der Patienten
betroffen. Die Kopfschmerzen sind in der Regel leicht bis mittelschwer, dosisabhangig und
verschwinden nach wenigen Tagen.

Infektionen und parasitdre Erkrankungen
Gelegentlich:  Pharyngitis, Sinusitis

Erkrankungen des Blutes und des Lymphsystems
Gelegentlich:  Eosinophilie, Leukopenie

Erkrankungen des Immunsystems

Gelegentlich:  Leichte allergische Reaktionen (z. B. Heuschnupfen-Symptomatik)

Nicht bekannt: Angioddem, Urtikaria (Nesselsucht), Uberempfindlichkeitsreaktionen (charakterisiert
durch Symptome wie Fieber, Hautausschlag, Lymphadenopathie und Anzeichen
gleichzeitiger Beteiligung anderer Organe)

Stoffwechsel- und Erndhrungsstérungen
Héufig: Verminderter Appetit
Gelegentlich:  Hypercholesterindmie, Hyperglykémie, Diabetes mellitus, gesteigerter Appetit

Psychiatrische Erkrankungen

Héufig: Nervositat, Insomnie, Angst, Depression, Denkstérungen, Verwirrtheit

Gelegentlich:  Schlafstérungen, emotionale Labilitat, verminderte Libido, Feindseligkeit,
Depersonalisation, Personlichkeitsstorung, anormale Trdume, Agitiertheit, Aggression,
Suizidgedanken

Selten: Halluzinationen, Manien, Psychosen

Nicht bekannt: Wahnvorstellungen

Erkrankungen des Nervensystems

Sehr hdufig:  Kopfschmerzen

Héufig: Schwindelgefiihl, Somnolenz, Pardsthesien

Gelegentlich:  Dyskinesien, Hypertonus (Muskelverspannung), Hyperkinesie, Amnesie, Migréne,
Tremor, Vertigo, ZNS-Stimulation, Hypodsthesie, Koordinationsstérungen,
Bewegungsstorungen, Sprachstérungen, Geschmacksstorungen

Augenerkrankungen
Haufig: Verschwommenes Sehen
Gelegentlich:  Sehstdrungen, trockenes Auge

Herzerkrankungen
Héaufig: Tachykardie, Palpitationen
Gelegentlich:  Extrasystolen, Arrhythmie, Bradykardie

GefaRerkrankungen
Haufig: Vasodilatation
Gelegentlich:  Hypertonie, Hypotonie

Erkrankungen der Atemwege, des Brustraums und Mediastinums
Gelegentlich:  Dyspnoe, vermehrtes Husten, Asthma, Epistaxis, Rhinitis

Erkrankungen des Gastrointestinaltrakts
Héufig: Bauchschmerzen, Ubelkeit, Mundtrockenheit, Diarrhoe, Dyspepsie, Verstopfung
Gelegentlich:  Flatulenz, Reflux, Erbrechen, Dysphagie, Glossitis, Mundulzera
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Erkrankungen der Haut und des Unterhautzellgewebes

Gelegentlich:  Schwitzen, Hautausschlag, Akne, Pruritus

Nicht bekannt: Schwere Hautreaktionen, inklusive Erythema multiforme, Stevens-Johnson-Syndrom,
toxische epidermale Nekrolyse und Hypersensitivitatssyndrom DRESS (Drug Rash
with Eosinophilia and Systemic Symptoms)

Skelettmuskulatur-, Bindegewebs- und Knochenerkrankungen
Gelegentlich: Ruckenschmerzen, Nackenschmerzen, Myalgie, Myasthenie, Beinkrampfe, Arthralgie,
Zuckungen

Erkrankungen der Nieren und Harnwege
Gelegentlich: ~ Anormaler Urin, veranderte Haufigkeit der Urinabgabe

Erkrankungen der Geschlechtsorgane und der Brustdriise
Gelegentlich:  Menstruationsstdrungen

Allgemeine Erkrankungen und Beschwerden am Verabreichungsort
Héaufig: Asthenie, Brustschmerzen
Gelegentlich:  Periphere Odeme, Durst

Untersuchungen

Héufig: Pathologische Leberfunktionstests, dosisabhéngige Erhéhung der alkalischen
Phosphatase und Gamma-Glutamyl-Transferase wurden beobachtet.

Gelegentlich: EKG-Verénderungen, Gewichtszunahme, Gewichtsabnahme

4.9  Uberdosierung

Die Symptome, die am haufigsten unter Uberdosierung mit Modafinil allein oder in Kombination
mit anderen Arzneimitteln aufgetreten sind beinhalteten Insomnie; zentralnervése Symptome wie
Ruhelosigkeit, Desorientiertheit, Verwirrtheit, Erregungszustande und Halluzinationen;
Gastrointestinale Storungen wie Ubelkeit, Diarrhoe; und kardiovaskulare Stérungen wie
Tachykardie, Bradykardie, Hypertonie und Brustschmerzen.

Behandlung
Induziertes Erbrechen oder Magenspulung sollten in Erwégung gezogen werden. Hospitalisierung

und Uberwachung des psychomotorischen Status; kardiovaskulires Monitoring oder Beobachtung
werden empfohlen, bis die Symptome des Patienten abgeklungen sind.

5. PHARMAKOLOGISCHE EIGENSCHAFTEN

5.1 Pharmakodynamische Eigenschaften

Pharmakotherapeutische Gruppe: Psychoanaleptikum, zentral wirkendes Sympathomimetikum,
ATC Code: NO6BA

Modafinil verbessert die Wachheit bei einer Vielzahl von Spezies, den Menschen eingeschlossen.
Der exakte Wirkmechanismus, durch den Modafinil die Wachheit fordert, ist unbekannt.

In préklinischen Modellen zeigt Modafinil schwache bis vernachldssigbare Interaktionen mit den
Rezeptoren, die an der Regulation des Schlaf-/Wachrhythmus beteiligt sind (z. B. Adenosin,
Benzodiazepin, Dopamin, GABA, Histamin, Melatonin, Noradrenalin, Orexin und Serotonin).
Modafinil hemmt auch nicht die Aktivitaten der Adenylatcyclase, Catechol-O-Methyltransferase,
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Glutaminsauredecarboxylase, MAO-A oder B, Stickoxidsynthase, Phosphodiestereasen 11-VI oder
Tyrosinhydroxylase. Modafinil ist zwar kein direkter Dopaminrezeptoragonist, jedoch weisen in
vitro und in vivo Daten darauf hin, dass Modafinil an den Dopamin-Transporter bindet und die
Dopamin-Wiederaufnahme hemmt. Die wachheitsfordernden Wirkungen von Modafinil werden
durch D1/D2-Rezeptorantagonisten antagonisiert, was darauf hinweist, dass Modafinil eine
indirekte agonistische Aktivitat besitzt.

Modafinil scheint kein direkter o;-Adrenorezeptoragonist zu sein. Modafinil bindet jedoch an den
Noradrenalin-Transporter und hemmt die Noradrenalin-Wiederaufnahme, aber diese Interaktionen
sind schwacher als jene, die am Dopamin-Transporter beobachtet wurden. Obwohl die Modafinil-
induzierte Wachheit durch den o;-Adrenorezeptorantagonist Prazosin abgeschwécht werden kann,
ist Modafinil in anderen Testsystemen (z. B. Vas deferens), die auf a-Adrenorezeptorantagonisten
ansprechen, inaktiv.

In préklinischen Modellen erhdhen gleichwertige wachheitsfordernde Dosen von Methylphenidat
und Amphetamin die neuronale Aktivitat im gesamten Gehirn. Dagegen wirkt Modafinil, anders als
klassische psychomotorische Stimulanzien, berwiegend auf Hirnregionen, die fur die Steuerung
von Aufwachen, Schlaf, Wachheit und Vigilanz verantwortlich sind.

Beim Menschen verbessert und/oder stellt Modafinil dosisabhéngig Ausmal? und Dauer der
Wachheit und der Vigilanz wéhrend des Tages wieder her. Die Verabreichung von Modafinil fuhrt
zu elektrophysiologischen Verénderungen, die auf eine erhdhte Aufmerksamkeit und objektive
Verbesserung der Fahigkeit, wach zu bleiben, hinweisen.

Die Wirksamkeit von Modafinil bei Patienten mit obstruktiver Schlafapnoe (OSA), die trotz
Behandlung mit kontinuierlichem Atemwegsiberdruck (Continuous Positive Airway Pressure,
CPAP) mit exzessiver Tagesschlafrigkeit einhergeht, wurde in randomisierten, kontrollierten
klinischen Kurzzeit-Studien untersucht. Obwohl statistisch signifikante Verbesserungen der
Schlafrigkeit festgestellt wurden, war das AusmaR der Wirkung und der Ansprechrate auf
Modafinil unter objektiven Messmethoden gering und auf eine kleine Sub-Population der
behandelten Patienten beschrankt. Basierend auf diesen Ergebnissen und dem bekannten
Sicherheitsprofil von Modafinil Gberwiegen die Risiken den nachgewiesenen Nutzen.

5.2 Pharmakokinetische Eigenschaften

Modafinil ist ein Racemat. Die Enantiomere besitzen unterschiedliche pharmakokinetische
Eigenschaften, wobei die Eliminationshalbwertzeit des R-Isomers bei erwachsenen Menschen
dreimal so hoch ist wie die des S-Isomers.

Linearitat/Nicht-Linearitat
Die pharmakokinetischen Eigenschaften von Modafinil sind linear und zeitunabhéngig. Die
systemische Exposition nimmt ber einen Bereich von 200-600 mg proportional zur Dosis zu.

Resorption
Modafinil wird gut resorbiert. Die maximale Plasmakonzentration wird ca. zwei bis vier Stunden

nach der Verabreichung erreicht.

Die Nahrungsaufnahme hat keinen Effekt auf die Gesamt-Bioverfiigbarkeit von Modafinil. Die
Resorption (tmax) kann jedoch um ca. eine Stunde verzdgert sein, wenn Modafinil zusammen mit
einer Mahlzeit eingenommen wird.

Verteilung
Modafinil wird zu einem maRigen Anteil (ca. 60 %) an Plasmaproteine gebunden. Die Bindung

erfolgt hauptsachlich an Albumin, was auf ein geringes Risiko fiir Wechselwirkungen mit stark
gebundenen Arzneimitteln hinweist.
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Biotransformation
Modafinil wird in der Leber metabolisiert. Der Hauptmetabolit Modafinilsaure (40 %-50 % der
Dosis) ist pharmakologisch unwirksam.

Elimination

Die Ausscheidung von Modafinil und seinen Metaboliten erfolgt vorwiegend tber die Nieren, ein
geringer Anteil hiervon (<10 % der Dosis) wird unveréndert ausgeschieden.

Die effektive Eliminationshalbwertzeit von Modafinil nach Mehrfachdosierung betragt ca. 15
Stunden.

Eingeschrankte Nierenfunktion

Schweres chronisches Nierenversagen (Kreatinin-Clearance bis 20 ml/min) hat die
Pharmakokinetik von Modafinil bei einer Dosierung von 200 mg nicht signifikant beeintréachtigt,
jedoch stieg die Exposition von Modafinilsdure um das neunfache. Es liegen keine ausreichenden
Informationen (iber Unbedenklichkeit und Wirksamkeit der Dosierung bei Patienten mit
eingeschréankter Nierenfunktion vor.

Eingeschrankte Leberfunktion

Bei Patienten mit Zirrhose wurde die orale Clearance von Modafinil um ca. 60 % herabgesetzt, und
die Steady-State-Konzentration im Vergleich zu den Werten bei Gesunden verdoppelt. Die
Dosierung von Modafinil sollte bei Patienten mit schweren Leberfunktionsstérungen halbiert
werden.

Altere Patienten

Es liegen keine ausreichenden Daten zur Anwendung von Modafinil bei &lteren Patienten vor. Im
Hinblick auf eine potenziell geringere Clearance und erhohte systemische Exposition wird
empfohlen, dass Patienten Uber 65 Jahren die Therapie mit einer Dosierung von 100 mg taglich
beginnen.

Kinder und Jugendliche

Bei Kindern im Alter von 6 bis 7 Jahren betrégt die geschétzte Halbwertzeit ca. 7 Stunden und
erhdht sich mit zunehmendem Alter auf die bei Erwachsenen (blichen Halbwertzeiten (ca. 15
Stunden). Dieser Unterschied in der Clearance wird teilweise durch die kleinere KorpergréRe und
das geringere Gewicht der jlingeren Patienten ausgeglichen, was wiederum zu einer vergleichbaren
Verflgbarkeit nach Verabreichung vergleichbarer Dosen fiihrt. Bei Kindern und Jugendlichen
liegen im Vergleich zu Erwachsenen hohere Konzentrationen eines der Metaboliten im Kreislauf
(Modafinil-Sulfon) vor.

Weiterhin wird nach wiederholter Verabreichung von Modafinil bei Kindern und Jugendlichen eine
zeitabhéngige Reduktion der systemischen Verfiigbarkeit beobachtet, die ungefahr in Woche 6
stagniert.

Nach Erreichung des Steady-State scheinen sich die pharmakokinetischen Eigenschaften von
Modafinil bei einer weiterfiihrenden Verabreichung von bis zu 1 Jahr nicht zu andern.

5.3  Praklinische Daten zur Sicherheit

Toxikologische Untersuchungen nach einmaliger und wiederholter Gabe zeigten keine besondere
toxische Wirkung in Tieren.

Modafinil wird nicht als mutagen oder karzinogen erachtet.
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Studien zur Reproduktionstoxizitat in Ratten und Kaninchen zeigten keine mitterliche Toxizitét,
allerdings bei klinisch relevanter Exposition ein erhdhtes Auftreten von Skelett-Verédnderungen
(verdnderte Anzahl an Rippen und verzdgerte Ossifikation), embryo-fetale Letalitat (Verlust des
Embryos wahrend der Nidation oder durch Resorption) und Hinweise auf eine erhohte
Fehlgeburtenrate (nur in Ratten). Bei einer systemischen Exposition, die der maximal empfohlenen
Dosis fur den Menschen entsprach, wurden keine Auswirkungen auf die Fertilitdt und kein
teratogenes Potential nachgewiesen.

In Reproduktionsstudien wurden weder Auswirkungen auf die Fertilitat noch teratogene
Wirkungen oder Auswirkungen auf Uberleben, Wachstum oder Entwicklung der Nachkommen
nachgewiesen.

Basierend auf den tatséchlichen Plasmaspiegeln in Studien zur allgemeinen Toxikologie,
Reproduktion und Karzinogenitat, war die Exposition der Tiere mit Modafinil jedoch geringer oder
ahnlich der Exposition, die beim Menschen erwartet werden wirde. Dieser Umstand ist auf eine
metabolische Autoinduktion zuriickzufiihren, die in den praklinischen Studien gezeigt wurde.
Trotzdem war die Exposition der Tiere mit Modafinil, berechnet auf Basis einer mg/kg Dosis, in
den Studien zur allgemeinen Toxikologie, Reproduktion und Karzinogenitét grofer als die zu
erwartende Exposition, die auf der gleichen Basis fiir den Menschen berechnet wurde.

In der peri-post-natalen Studie in Ratten war die Konzentration von Modafinil in der Muttermilch
ca. 11,5-mal hoher als im Blutplasma.

6. PHARMAZEUTISCHE ANGABEN

6.1 Liste der sonstigen Bestandteile

Lactose-Monohydrat

Vorverkleisterte Starke (Mais)

Mikrokristalline Cellulose

Croscarmellose-Natrium

Povidon

Magnesiumstearat (Ph.Eur.)

6.2 Inkompatibilitaten

Nicht zutreffend.

6.3 Dauer der Haltbarkeit

3 Jahre

6.4 Besondere Vorsichtsmalinahmen fur die Aufbewahrung

Fur dieses Arzneimittel sind keine besonderen Lagerungsbedingungen erforderlich.
6.5 Artund Inhalt des Behaltnisses

Undurchsichtige PVC/PVDC/Aluminiumblister.

Packungen zu 10, 20, 30, 50, 60, 90, 100 oder 120 Tabletten.
Es werden maoglicherweise nicht alle PackungsgrofRen in den Verkehr gebracht.
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6.6  Besondere Vorsichtsmalinahmen fur die Beseitigung

Nicht verwendetes Arzneimittel oder Abfallmaterial ist entsprechend den nationalen

Anforderungen zu entsorgen.

7. INHABER DER ZULASSUNG

Cephalon GmbH

Landsberger Stralle 94

80339 Miinchen

Deutschland

Tel.: +49 89 895570-0

Fax: +49 89 895570-15

E-Mail: info@cephalon.de

8. ZULASSUNGSNUMMER

Vigil 100 mg Tabletten: 34134.00.00

Vigil 200 mg Tabletten: 77082.00.00

9. DATUM DER ERTEILUNG DER ZULASSUNG/VERLANGERUNG DER
ZULASSUNG

Vigil 100 mg Tabletten: 18.02.1998/28.02.2003

Vigil 200 mg Tabletten: 20.01.2011

10. STAND DER INFORMATION

01/2011

VERSCHREIBUNGSSTATUS / APOTHEKENPFLICHT

Verschreibungspflichtig.
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FLIE (EL21—IL 1) HFEEFTREREVCRAXE
2RI 515k

1.8 R XE ()

AR RFORMIXEZZRI S &,

FILDLyY J7—HkAEtt



ET 4 A% —)LEE 100mg 1.8

HEAXE (F)

B&EE - BE = P s

AASM American Academy of Sleep Medicine K EREAR [ 7

AHI Apnea Hypopnea Index SR - PR %L

Al-P Alkaline Phosphatase TN T AT 782 —E

ALT Alanine Aminotransferase TI=0TI) NI UAT =T —8

ANCOVA Analysis of Covariance L o BT

AST Aspartate Aminotransferase i; NIXBT I/ LTIRAT T

AUC /-_\rea under the plasma concentration- LA g — i A TR
time curve

CCDS Company Core Data Sheet ¥ a7 eV #RY— b

Cl Confidence interval R X H

Cmax Maximum plasma concentration ot e IS R

CPAP Continuous Positive Airway Pressure Frio 55 £ P

CYP Cytochrome P450 F 7 v — L P450

EDS Excessive Daytime Sleepiness A HR o DR

ESS Epworth Sleepiness Scale T — AR R E

GOT Glutamate Oxaloacetate Transaminase Z;lfi ; CAR T SR T AT

GPT Glutamate Pyruvate Transaminase j‘f’i SYMEMESRE T ST S

ICSD Iljnitse(;p:;ir(;nal Classification of Sleep A =5 [ 2 4

LDH Lactate Dehydrogenase FLIE i K SR P R

LSmean Least Square mean FREEF M, B R

MAO Monoamine Oxidase T /T2 R bR

MedDRA/] Medical Dictionary for Regulatory H ﬂ%@(@%uﬁ%%ﬁﬁ%ﬂ/\f%ﬂ‘% J?%“/ 3
Activities / J > [EI B i [ e 1= SRR A I ASRE

MSLT Multiple Sleep Latency Test S A REERR 7 Per e

MWT Maintenance of Wakefulness Test HEEME R R A

OA Oral Appliance M e AL E

OSAS Obstructive Sleep Apnea Syndrome P ZE M MEHR R 28 0 A e

PT Preferred Term FEAGE

PTP Press Through Package PTP &

QoL Qualty of Life AFOE

vy -GTP v -Glutamyl Transpeptidase y - TNEIN KT AT T —E




20 A AERCEEO/R) ( #h) ; — . = H AR HE R b 0
2011 4 8 HEET ( #) EY T4 = LRIXER g

s RraagEAan
Eﬁﬁ%lﬁ%&‘um i 7—: 4 T 9\‘ —_— }l/® ﬁ ‘IOOmg KGR 5| 21900AMZ00005000

Hrik ERRE (BEF 74 ZILEE) JREBA 2007 4£3 A
PR e MODIODAL® Tablets 100mg R

871179

SEAMUL AR 2007 4£ 3 /

BReiin 20004E0H

1) EE—EMEOLTEAMCL VNI Z L

[(REROBBICERELEWNIE)]
OEERNEIRO S 2 88 DEREZ LS EL 8L D ]
QAFN DRI LIBBEHEOBAERE D & 5 BH

(4R A% - 1K)
ET 4 745 —)LEE 100mg
koY - G 1§EHE S 7 1 =/ 100 mg
KT, BT LT 7 —bTF o7y, b
whn trm—2, RERY, ZazxAhria—RS)
FY DL, ATT VU~ T I T A
LN 0D 5 7Y D FEbE EIRT %)
B # L]
s
el | (D | =2
K& X Ef£:126mm £ :55mm | X :3.7mm
B 0.25g
el — R NF152
[#h8E - $HER]
TERERICHESBHDBEDNRS
~FLarFi—

- BRIBEMR (CPAP) BEZICLSTERAEICHT HEKE
SE 16 Hh 0D BAZE 14 B B 5 SR MR R S (R B

D <%fE - MRICEES ZHEALOEE>
E W ) = 0 7/ S5 I e 5 MY e g
D ABIOERIC BT o T, KEREIRE SRR L E
D IRREEERZEME (ICSD) 72 £ OBK RISV TT
DAL T U LiREBH SN EE ARG LT H L.
DQAANEH T L xR —EO AP OBEDIRKUSN DT L
P AL UERICHT 2 RITED SR TR, :
D2, PHZEVEMENREFIEIP I ERE O BT ST DG i
() AFIOWAIC &7z > Tid, BAZEPERBIRIGEITORfEGRE &
I s, CPAP JRIESOSIEPAEIC T HIRMAY 3 & ¢
HUEBYNATOR NI bbb, BHOMBE :
DI 5 BEIKE L, IRROIIRE & 72 2 ok |
B OEHDWE T ol ETRETHZ L. b, AW
DA EDMRTUZ DT, SABMEIREIFEARR (MSLT)
HEORBHIRAE CHEB Lc ECAKIORE 2 HWT 2 |
: L. :
L (QUAHIE A T O OIS 0 PSP MBS HERPL A
| BOERBOGHIEICHT 2 HRERD LA TR,

(A% - A&]

BE, BAICIXESFZ70=/)LELTT B 1E200mg #SHICROFET
5. 4H, i ERICEYBEERT SH, 1 BRAKREE(E 300mg
FTET B,

! <R - ARICEET 3EALOEE> g
PHBIRDHHOT, RRICEEL, & ZLAEORAILFAI |
LTSS L. :

(ERLEDEE]
| EERS (ROBEICEHEECHETH L)
O LEEE L Z OYEEREO b 5 BE DERE BLSE 2 BT0H
%.]
@EMEDOEE [MEE LR SEDBZNND 5. ]
(3)5 O, BN, T OfORERIE UL Z OYEED & B B DR

Page 1

EELSEDIBENNH S (T2, BEREANTE] OHEBM). ]

D TADAXIZEDOBERED S 2 B DERERMEZ K TIE58%
nndHs. ]

G)EERNTHRERE D& 5 BF [V ML iR R LRITER 235
BI28ZnN03H 50T, (IKAENOGEG AT 55 HEEICHE
5922 & ( [EpEkg 0ESK).]

B)EE R BRER T D H 5 BE [N BET DR dH 5 (T3
WEe) OESH). ]

(MEdmE (15.miE ~D% 5] OEZMR)

2 EELERMEE

VIRFOFREIZ X > TIARFORAIZ L > THREEE L LB IEFRIZ
HEIRWFREMER & D DT, A ORGSO EEARFERIZ DV THEL
L h+3TAT, BEITIS U C B B O EIRSE IR & 1 5 Hik o
BEICIIRRES TRV S ICEET S 2 L.

QERIC XV EMKTENECDBENNHDHOT, BEE DT
W, AEROERBMICER L, FHOEWIKE, 7va—ukF
LOPERED S 5 BHEIITEEICES T 22 L (@HER (1)
0, KK O R RS X 7z).

(3)2 29, B, ZOMOREMREEITZ OO R VEEICE
WTh, DR, ZH, BRESEZEORKMERPBRESNLTND.
INHDFERN S bbb GA AR ORI E2EBET 5 L.

(4) BF A R FRS FRF 0 IRP-  i { E D FRR IS AR 2 B -3 D 5 A1, LA
TORICEETLHZ L.

DAKI O FITMEIR DD b O Tldzr <, WY 2R 2 fEfk 4
ZMENHDH L BEICHHTL L.

QAFN G2 & 7= > T, CPAP FRIESE O XGHEAZEIZ M3 D IR &
Mkge L, BEICK L CAEEBEOSEAIEE T L b, &
GAkGEDBEIFIZOWCEMICIRET L, AAIZEBRE S L
WESHEEFTSHZ L

3) PAZEVE REENR I SE PP E (e B O R T il e, Dl R R A B OF
LTWDZ EBRZVDT, KRABGRIAROES L, LERBR
ExrFET 5728, AOHEOIRESZ EHICHRT L Z L.

3. HHEEHA
AFNE, —EEWICHIRESE CYP3A4 CREtEND. £/, AAIX
CYP2C9, CYP2C19 #BH5E L, CYP1A2, CYP2B6, CYP3A4 % #5iE 4"
HEEZHLNTVD.
[GHREE] BERISEE TS L)
ERLE BREREW - BBEHE WE - GRET
08 L BERTSE SIS OIEH| O MR | ARFID 2 S O TARHEER
ITF =N R|EMEFTHEBENN | ThHDCYPIAL ZFET S
N UA—N | BB ([TRERE] O |7dEEZLND.
vraARY v | HBHR)
N7 YT A
SEFA SR O 1E 2 B8R 3 | A 00 2 IR R A A LT
LBEENDHDL. LAHbDEBZzHND.
MAO PR MAO PEE I 0 15 & | AF 0 2 AR A 1
WET28ETNNH|LHbDEBZILN5.
5.
N7yl INT 7 U OERE | KRR TLT 7 ) o DOER
W 2B 20N & | #EEETHD CYP2CI % [H
5. ETHEDEZZ LN




EREE BRERAEIK - HEHE B - EREF
Tz )NV EY | KFOMHFREMET |7 = 7 N E X — L pn
- THEBEZNRDS. CYP3A4 %7K+ 52 L1
£, RAIORHA RS
LHicHrBEZbID.
CYP2C19IZ LY | 2 & D3EAFN D i 1 | AFIAS CYP2C19 % [HES
R ENDHEHR | ER ERTHBZENN | 272DEEZLNS.

Ta bRV | BD.

7 PRI
4. 8ItEA

EWN A - ARRE CICENICBW CHEESN-F /v L 7 —

F U T PAZENE BERRINF JEREIR RE (R FR T 2 f 2 & L 7 BRIR
BT, 274 P 162 B (59.1%) T 424 tRogIfEM (i
RIRAEEORE &) DRO L. ERRIEME,
J8 59 B (21.5%), 1178 32 f5] (11.7%), iR 25 1] (9.1%),
i 16 #] (5.8%) Th-o7z.

SMERGE - SAETERE SN 3 L — B T PSRRI
I RE ERERE A it G & U BRI (e ki G- B e &
7 4 =/ 400mg/H) T 983 {5+ 738 il (75.1%) (T 2587
HOEIWER (BRRBREMORE L ET) AR L. &
7RENWEIE, 2 342 151 (34.8%), L 114 f51] (11.6%),
7z 87 1] (8.9%) AN 80 il (8.1%) > v~ 80 Hi] (8.1%)
F¥8 71451 (7.2%) , T 31 62 4 (6.3%)  #ihi it f 59 41l (6.0%)
BRI 49 6] (5.0%) THoi

(DEXLEER

RIEHIERAEIREE (Stevens—JohnsonfEIEEE) , LMAIBE (SERE
TH) IR ELDLND I ERHDLOT, BEE AT

WV, BEBPRD SN R S A IR L, B ALE 2T
Sz L.

DHBA, S DICHPRRERE, U 2o SEilllk, FLIERSN, 4F
BERRHN S, LY o/ SER B A 5 IR I8 O B 20 W BUER
BbbbNDZLBDHDHOT, BEETMTY, ZOL57%k
SERDY D BN BT B G Pk L, 8B AT 2
L. b, B, B, NTHEREREE S ORERASFAD D\ ITE

*3)vavy, TH724 5% —8BERK GEETH) vav7,
T 74 TF—KRIERBHOOND I ERHDHDT, BEE
ATV, RS, O FERS, METENE, FEURREE, e
T, F7/7—PESnb bbb a5 2 ik L, @s

P10
Q)F DDA
WD XD REWERRRD bNIGAIZIE, LESET, HE, &5
WSO R LB ETH Z &

5%LL k= 5% At B
BEEEY — P, F O 1fn 75 N
FFF Bk AST (GOT), ALT

— (GPT), y-GTP, —
Al-P, LDH @ L5
s | KR | W, A | OFW, BIR, WO | SERUE, D%,
ER R WHIR, B 7R | T, o,
—OEE, L | HE, BER
AU, MRRE I, R, | R
UAXFFU—, R

2, 5 OIREE, BRIk

o

g

# =k

BIR hiE FE L5, R,

BHRAIE, BEA0R | EMIERE
B, B - MEMe, T
I, R, H2%, 18
i, AN, BEIL

1, mk, 8

k| HiERR M8

Page 2

5%LL I 5% A SR
* Z Dt RHEEZ, HIV, | MERE Y

MU Z VR NE| W, RKEEE
HF,avAxra—L | &

&, A Bk
D, B, (RERD,
g, (KEHN, ¥
T, Sk, Tk
BB LGS 2RIk 5Z L.

5 BfEADERS
I UVT T ADE TR Coae AUC 23MEINT 20T, KAEND
Be G thT H CEEICERGT L. (TRYEIE] OEBMR)
6. 1Ti%, EiR, RIRE~OES
(WIEST SUTIENR L T B ATREMED B B0 N3 G- L2 & e
F LWV, UHETORGICET 2LEMEEMNL L TRy, v
X O A G 3 A B PERRER O 5 =4 (180mg/kg/ B) IZB W TR RIS
MRAGBAZY, & - BBEONMER, fRomANHESLTND. ]
Q)BEALT O NIIAR B G P IILER T S5 2 L. [EiER
(T v MIZBWT, EX 7 4 S ANITHHPICBITT 5 2 LR
LT3, ]
1. INRE~ADEE
CHAEREN, FiAal, LR, SR XTIk 2 Zatid T
LTV, [ ARERA 720 ]
*8 BERkE

FEK R GIC R0, RIRGE, PHRARRERIER (EbEEORE,
SR, BEEL, BB, A7, BUE, L), ELSRRER CE
Ly, FHD, LA SRR IR, WK, @iE, K@) 23
ZHZENDD.
SMEOHIRBICE W TR BRI L 2 EHIAHE ST
W5,

WE : AANTKT D RERO M RANTIF S TRV, BEkE L
oA, M, H NS S OWIINERR Z 1TV, R EEE
ROBE, DIEROE=X Y VT EITWIRN G, MBS
U CxHEFRIEZAT 5 . EIRSENT XU i BT ChrE Sh s
EIMEFAHTHS.

9. BREDIEE

BRI {0 :

PTP @IEDIANL PTP v — b2 LHY L CRAT 5 X 5 $EE4

HZ L. [PTP ¥ — bOREMIT LY, BV LB R~k A

L, BIZIFZAL 2B 2 L CHtRRIAR EDRERGINEL IR T 5 2

ERHEERL TN, ]

[EEhRE])
1. meERE
(L) H a5 2
fRERE N B+ 24 Bl E X 7 4 =/L 50 mg, 100 mg, 200 mg & X
400 mg % ZEFRFHA[ENRE O e 5 L7358, MR R (LR B 13 4%
5% 1.9~30 i e — 712 L, LAtk 9.9~14.8 [ 0 F 55l ©
WUz, 72, REMED AUCqo i T Cra (BB SIS ZR
H BT,

—O— 400 mg# 5 (n=6)
—— 200 mg#45-E£ (n=6)
—— 100 mg# 58 (n=6)
—— 50 mg 5B (n=6)

P Z (ug/ml)

. 1 T T 4 f
04 812 24 36 48 72
% 3t FREFE] (hr)

REACAR (T & ) O i h i
CPEfE = AR e (R )



2.

3.

B[l B - OARZALR (T & R DM EE ST A — X (n=6

PG Conax Trax T AUC,..,
(mg) (u g/mL) (hn) (hn) (u gehr/mL)
50 1.49+028 | 22+14 | 99o+324 16.95+5.28
100 3204056 | 1.9+14 | 11774222 40.34+9.58
200 6.19+0.87 | 25+08 | 1339+312 | 83.75+1159
400 | 1053+2.30 | 3.0+09 | 1478+276 | 191.39+61.93
LA fE A YRR

() AAORR SR 1 H R 5 300mg ThH 5.

QIE G
fEEE R A B+ 18 2 ¥ 7 4 =1 100 mg, 200 mg K& O} 300mg %
1H 17 PMEEROKE LSE, M3 AR LA e 3%
5.4 B BICERIRIBICE L. F72, £RZIKD AUCh2 K T8 Cra
ﬂq Egﬁriﬁ‘nru 5} %ﬂf\_

SAEI G- DRZEAGIE (T & E) OIEWEIRE/ N T A — Z (n=6)

e b BER Crnax Trax T AUCo.p4

(mg) (wgmy) | () ) | (ug-heimi)

100 1HH| 230+0.17 1.9+0.7 — 23.70+2.84

7HH| 3.06%0.11 2.0£0.9 | 12.08+3.05 34.45+3.84

200 1HH| 512+033 | 25+0.8 — 52.32+4.81

7THH| 6.40+042 | 2.6+0.9 | 12.83+1.58 74.79+6.50

300 1HH| 715+061 | 3.0£0.9 — 81.62+10.98

7HH| 1030*145 | 23£1.0 | 13.51+1.85 | 113.99:£19.89
— RS, T R 2

B ERFOEEY

AT T 12 i, X7 ¢ =/L200mg & 7 7 A A — —ik

TRAGITZEMERFICHER O8R5 L2 hGa, MR R (MR DI

%@www% BN HNIRNo T2 LD, RFIDORIL
WX 2RBRFOEBIRNVEDEEZ BN

B T ZEIERFC B 1 B 5 L 72RO RELIR (T & 1K) 03
MENRE X T A — X (n=12)

C T, T AUC,.
- A2 'max max 12 0-co
BRI (gmy | () (4 gehr/mL)
ZEMERE | 5.16+1.42 | 2.4%+09 14.27+3.07 69.78-20.05
B 5.10+0.82 29+1.1 14.86+2.43 75.00+17.16
S+ AR
S (ABREER)Y

v M A BREAEIIN 60% TH Y, FIIT AT IV EREET
5. LT 4 =) 200mgl B F 512 & 0 EFARIEICE L% O Mk
Z = ex vivo BRERICIBWT, EX T 4= UAL Ty, Y
TERAFRT 0T T ) a— LDl ARSI B L RIEE )
STz,
R - HEie
EH T 4 VIR SIRIZ E D7 2 Rk, SEk, KEB{EERO
NraUERAEELTR#EINS. REKEE LTt s &
L ED 10% K TH 5.
fEEERA BT 6 6 UHE ) 12, MC-E X 7 4 =)L 200mg & Hi[al#t O
BehLizEE, EEREDOK80% NS 11 HE TORFIZHEIN S

BHEEERE 10 l(EH 7 LT F=0 2 VT TR
16.6mL/min) IZE 4 7 ¢ =)L 200mg % HEIRE A5 Lz & &,
MAB I L, iERREROIYEE /ST 2 —Z B 72
Mo T2, RIEHEREM CTHDLEL 7 4 =T v KO Cha, AUC,.

~OBMABRDENTZ. GHEANTOT—%)

6. FT#&al Il‘ﬁn,m%‘l B pEMEE

frrgRerEEBE 9 FllcE X 7 4 =)L 200mg % 8 AR AO#KE L=
L, @%‘ﬁj‘z}\%%c:tt L, REMED Craw AUCo3H EICHE
MUL7z. EEH2REMTHDIELY 7 =T vy R, fEERAEB
FIZHL, &5 1 HBIZ Chwe AUCoy DA FERIET, Th DA R
RIEENBED LN, &5 8 HH CIIETRD LN oT-.
UrEANTOT—#)

1. EMBEEER
CAFLTz=T— MEEEE

EHERAR 2GR E LIZTX 7 4 =/1(200mg) & AF LT ==
7 — MEERE (40mg) O BRI N2 512 & 2 OF RO R, €4
T A 2D T 39 L RERIER L7z LN, WA OB AR
BRIACITRRD B 7= 10,

GEATOT—4)

A=Ak RS

TEEER A B T2 X RICE X 7 0 =L (200mg/ A) & 3 ARI#ES L,
ZTO1HABIZZrI7Z7 I 60mg) ZHEIFHLZEZ A, WAl
O ENREIC A E 72 LIEER D H e - 7278, CYP2D6 73 K4H
LizFnal7o—EBE1pIcrnI 7T I v ROREmT A A
FnraI 7T IVnPRED EARRED NI ORERDH D.
L, 7u 7T O HNERKEIL CYP2D6 T, FIRAY
7o fRHHR K 1L CYP2C19 (2 X% N-fiL A F/L{LTH Y, CYP2D6 D
KIEFHTIL CYP2C19 Ik b7 uI 7T I v oR#oOFLSHRE
7D, BXT7 4 =VOAEEIZLY CYP2CL9 ARHE S,
ZTORER L LTEFR 7 1 277 2 U RO OTFEMERB D L5
LizéEzbh05 M2, GrEATOT—4)

CIFZIIRMSOA = JUWTFRFA—FEBEIRV YT

2N
ITF=NVTRARNT ISV s JAVTFAF A= FEH KRN T
T L E R ORISR & X 5IZE 4 7 4 =/ 200mg/H % 7 H
[, O 400mg/H % 21 AW OEE LIcfER, =F= 1T
kT DA =IO Crax D3] 11%, AUCo04 25 18% 380 LT-. E 7=,
NUT YT AD Chaxs AUCoITZILZEI 42%, 59%IKTF L, RV
T T BD T 13K 1R 22 o 72 19,
GHEATOF—4%)

- BRRY D

etz 1), > 7 v AR Y VRAFR O 41 O LEIZE S T 4

=/ 200mg/H % 1 » HER& &G LI2fER, CYP3A4 ORETH

L7 uARY A RERER S0%ET Lz .
GrEANTOT—4)

8. kiR
- b MFSEEWIEEEMR A AV in vitro

REBCTEX 7 4 =11T
CYP1A2, CYP2B6 } (X CYP3A4 % EIKFRICHEE TS Z L R
LoRSY g Wil

- b MTFEE M A V72 invito 3B CTE X 7 ¢ =113 CYP2C9 %

PEERERFIICET 5 2 L 8RO L.

MF 7 v Y —2% AWz invitro RER TE X 7 ¢ =)L L OMCH
Wy Cdo D ANV ARITRIHEENIZ CYP2CI9 2 THET 5 Z L AFRH 5
ni-.

7.

FPT 1% ThHo T,
=Ty RTholz.

4 ERWEBIZHITHEDENRE D
RSB 7 6 fllc, EX 7 4 =/ 200mg ZHERO#KE L= L
=, FEEmBTICHL, 7V T 7 RADK r‘&o“ Craxs AUCq.0, D
imjjuﬁ\wh b)) P)nf_ﬁ‘ ﬂﬁ@}?e%i}]

o7z

MAER ORI DT 2 REMITES 7 4

ENT A—H|T

\——/1:

GrEATOT—%)

B[l e G- 0 MR RZAGIR (T & ) OSEWEIRE AT A — 4

P-4 n Conax Tnax Tie AUC,.., CLIF Vd/F
HE il (ng/mL) | (hr) (hr) (ug-hr/mL)| (mL/min) L)
Bl 29 |12 421+ | 20=* |12.7=% 57.0+ 595+ [64.1+
By 0.44 1.0 3.2 76 9.3 11.9
e it 68 |g |490E | L7+ |146% 69.7+ 49.0+  [60.0+
%t 0.84* 0.8 3.8 11.1* 8.7* 8.8
I = R E(R 2
t-test, FE@IHH 1 & DR, *: p<0.05
b BHEEEEREICHITIEMEREY

TR0 AL
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[ERER X #E]

1. FLaLre—

EPN 13 gk THv 2 L7 — A 95 fil & b RIS I L 7= G EE
MR O R, T& 7 4 = VITAMEO ETEFMER TH 5 HEE
HEFFRA(MWT)IZ & 2 FHIEIRIERE, BIRAZ2FEE TH2 BP0
WEOIRK(EDS)DEEL, RIFH K =7 U — R RTREE(ESS)D & it
A2 a7 ERERNCH LABICSREL, £, ZOUEOREIINRT
HDHTITERICABEICE ST,



MWT (T & 5 I IEIR R %9~ 5 %) 5

A& 72D
Bl mit | B5E | gt | Mo
EHXH ]
7 ARE | 466+3.76 | 4.00+4.01 'O'Zr?i;%
(i) (n=50) (n=48) [-1.60,011] | 3.28+3.66
| amras | ooreom z.s?ni ;155 7| [1.73,4583 ]
(%50 (n=45) (n=41) [1.16,3.91]

FEME AR A (4))
a) p<0.001 vs #5AT (KRE : paired t-test)
b) p<0.001 vs FIEREE (WE : ANCOVA)

F72, BN 6 fligk THLa LS —HBE 63 il 2RI FE M LI-E RS
BEROFER, X7 4 =/LIT A FOBEOIRK (EDS) ORI MR K O
U — ZIRG R (ESS) DA 2 a7 2 SR LA EICHKEL, Z
DR FIT 52 AT D=V M SN2 1.

2. FAZEMIRIRFEEITIREIRES
CPAP Ji&1E% 3 » AL ESEM L TWBICE b b FIREDEET D
(=77 —2RGRE (ESS) AitA a7 11 LA L) BAZENE:RRAR Iy
M R 2 s BRI E N 7 T & AR st I VE b — SR TR
LR R A S L 7o R, FERFETEA CTH LT Y — RRGNE
(ESS) DA AT OREHINLOBIEITITRD LBV THY, 7

TEARBELHW L TEX 7 4 = VB THE PIICHBE RS RO &
9.
ESS it 2 a7 oZE4k
= TTRRED
INZL a) L L eyl
ESS Rz ® L R
RN=ATA S
57 ) =
et SR | g | ELRD Los%
A - B XM ]
p fi
75 AR 14.60+3.12 | 12.08+3.93 | -2.44+051
(%0 (n=62) (n=62) (n=62) 417
[-5.66, -2.69]
EX T 4 =UBE | 14274267 | 7754452 | -6.61+055 <0.001
(%0 (n=52) (n=52) (n=52)

a) PN AR
b) e/ TRV A R
o) BEBFRT, N—ATA Ul & L7230 HO

15

72,  CPAP Jik % Fhith oD B ZEVE MR R SE NP E e e R A ) 5
Ehti L ENEHZRGRBOMEE, =7V —2RENE (ESS) A G
AT DHBIZTEDELEBY THo7 19,

:nm

ESS &t A a7 DHER
- N ESS .
A LIPS Lzt a7y EArE
S 114 14.71+2.75 =
13 114 8.94+4.67 -5.77+5.12
43 112 8.84+4.23 -5.88+4.71
1238 106 8.03+4.27 -6.77+4.51
24 103 7.11+4.07 -7.67+4.38
52 i 97 6.663.86 -7.96+4.21
S R RF 114 7.15+4.06 -7.56+4.45
S fE R
[ZEh3EE]
1. {EA#F

EH T 4 =V OFEMIRER I RARED, UTOHANELNT

W5,

L7 v b, FAKROENLEY MZBWT, K P EOZE DI
BT 2 oFEME L 2, GABA OBEHEHmEIVEH 2P K e
A A WEBEER 2 P RRO BT,

(2) Invitro RBRICE W T RS U ZFIKICEFIMEZ RS2, R
v R T U RR—F TR BB (Ki=2.05 0 M) 5575 72,
Lblbfcﬁff% Ty MZBWTHIAEED B D R3S iR 2

RHHNTEY, GABAMIRRZN L-MENREATHL Z
k PR S 7.

2. B R R

VBIRFEET L THDH TN LT —RIZEHL T 4 =)L 5mglkg, 10
mg/kg ZElRE S L2 & &, HEOBIMIEWRERF S ER L
722,

QMEZ v MZEH 7 ¢ =/ 30 mg/kg, 100 mg/kg, 300mg/kg % JEIER
BhH L E, AEOMINCE- T%@EH?F'%‘LE L7z, ¥£7-,
VEFIE ST RAEMED /o L ABEIRIZER D S pino 7= 2.

(3)EARMEIEIL 5555 £ 5L RIZE H 7 ¢ =)L 10mglkg % HlkIN 5 L
7o &, KRMEARFRMEIIEGN L, WEERFRISER Lz, 72, HEIR
BN TR L7 2,

(BRES ICBE Y SEEFMMER]
—4 . =X 7 4 =L (Modafinil)
{b74 @ (RS)-2-(Diphenylmethylsulfinyl)acetamide
I

B OB SR

éf%it : C15H15NOZS

& 273.35

PR BEORRIEORIRT, A X ) —IRREITIC L, Tk
F=RUN, =& —1(995) XIE7 & b Tz <,
RITHRD TEEFIZ < W

Ml R 158°C (i)

SRS 1543 (pH1.2, 1-A4 7 % ) —)v /KHR)

15.16 (pH6.8, 1-4 7 & / —/v / K%)

[a%]
100 &€, 500 &€ (PTP), 100 §& (/37)

[EEX#]
*1) JBAETBA - EERERERIXLY =2 7V SERIMERBUESE
BERE
2) TAT7 Lyl Ty —<@ ENE 1 HBRERG RO E)E)E
(BT 2%k (RENERE)
3) TATZLy¥ Tr—<M: ENE L FHEEGROIEYTREIC
B4 288 (FENEED
) TATLyY Ty —<: ENE I HAEICK
T HER FENERL
5) Cephalon, Inc.: K& #R P 5 5-Ike D KW EhREIZ B~ 2 BORF (REPNEEL
6) Cephalon, Inc. : & NI iT 2K OYEM ORRFHI B3 5 &k
(F&E R
7) Wong, YN. etal.: J. Clin. Pharmacol. 39, 281 (1999)

DB ORFHIHE

8) Cephalon, Inc. : EHEREMRERE T T 2 EYBREIZBE S 5 &k
(tENEED
9) Moachon, G. et al.: Can. J. Physiol. Pharmacol. 72, Abst P12.2.36
(1994)

10) Wong, YN. et al.: J. Clin. Pharmacol. 38, 276 (1998)

11) Cephalon, Inc.: 7 1 2 77 I U RO IR EHREL
&R

12) Groezinger, M. et al.: Clin. Neuropharmacol. 21, 127 (1998)

13) Robertson, JrP. et al.: Clin. Pharmacol. Ther. 71, 46 (2002)

14) Le Cacheux, P. et al.: Presse Med. 26, 466 (1997)

15) Robertson, P. et al.: Drug Metab. Dispos. 28, 664 (2000)

16) JE  ME—fh : BENREESE 1, 85 (2007)

*17) H b HE—fib - BRARRERSEEE 14, 479 (2011)

18) 77 Ly 77— PAIEVEREIRISF AP SE R & e & L
7-[ENS I D.BAABRIC B 58k GENEED

YTV TV yY 77—~ : PHIEVEMENR I BN R E G At e & L
7 EN B AR R 3% 5 B 9 2 Bk (R EED

20) Lin, JS.etal.: Proc. Natl.Acad. Sci. USA 93, 14128 (1996)

21) Tanganelli, S. et al.: Naunyn Schmiedebergs Arch. Pharmacol. 345, 461
(1992)

22) Ferraro, L. et al.: Neurosci. Lett. 220, 5 (1996)

23) Ferraro, L. etal.: Eur. J. Pharmacol. 306, 33 (1996)

24) Ishizuka, T. et al.: Neurosci. Lett. 339, 143 (2003)

BT D ERE (1
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25) Ishizuka, T. et al.: Eur. J. Pharmacol. 578, 209 (2008)

26) Cephalon, Inc. : # R IEW B AR TR T 2 Bt OBtz B+
DERE (HEEED

27) Cephalon, Inc.: b 7 > AR —% — x4 2 B ORFHCET 5 &
B R ED

28) Shelton, J. etal.: Sleep 18, 817 (1995)

29) Edgar, DM. et al.: J. Pharmacol. Exp. Ther. 283, 757 (1997)

30) Panckeri, KA. et al.: Sleep 19, 626 (1996)

[XmEERE]
FEELRRICTEMOANBRHCOE ELTH FRICTHR TS0,

TNATLyY Ty <Rt EREEE
T540-8575 Kk kXAHI T H 2% 9 %
TEL 06-6941-0306 FAX 06-6943-8212

(RRAIFEGIRERRICEY 51548]
AANZEAET WA SR 76 5 (PR 22 43 J1 5 Af) ICESE, &3
F1E30 BREREL SN THET.

T
et
%

Page 5

FILILyY J7—IHA=H
KRB X AT =T H 2% 9 %
Cephalon, Inc.

@FR GRS
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1.8 FEAXE ()
1) MEE-IRRUVEDERERRL
(1) 2hee-HR

FECRAEITHE S Ao OIRK

S TaL T —

- FrigeBBIE P (CPAP) JERRIESEIT K 2 SUEPAZEIC X 2 16 % S 11 oD PHIEPEIE
HEFF 0 PP i {2

(TR - ZSHET)

(2) FRERN
@ HFREEFFR (CPAP) HEEAIC K A REAEICKT 8B 7 E i OFE SRR EITIREIRS

[CH#ESBHDOBENRS

PFIZE M RERR A MR SE R (OSAS) O FEFE (TAEAR 1 R 72 0 O MERENY & AR A FtE]
BCh DI - ARPER RS (AHD 2SHW B, AHL 25 5 DLk 15 Rz T80 ], 15 DLk 30
Aoz [HREESE], 30 LA E& [EHAE] SHEINSD. EWNTIE, AHI 23 20 BLE O HREESE XX EE
DBE X U TR ERE  (CPAP) TR ORI F 2338 H LTI Y, CPAP IAHE 1T H % E DL
=D OSAS DIFHERIZRIRIEIE T H (3R 1.8-1).

#1.8-1 RpRZHE o> CPAP i A KL

(1) AHms

(2) MBRLRDBEL, UTOTRTOREEHYTHEE LTS, 12720, BRI
BN A0 LLETHDBFIZONWTIE, A OEMEZM - TITHREE LD

T MR R (1 RS 72 0 O SRR AL K OV R S A\ D) 23 20 ALk

A BHROBEIR, ERFFOIERZR & OB RERAE, B ARICSFREE R LTV D ES

v BEIRARY 7T 7 0 — b, BRI OMEIRRFEER 23 F K T, BEIROS b, TRIEIR S E L < 38
DIATRINT, Frfeho MR REIC KV BEIRAR Y 77 7 ¢ — &, MR yWrdsiH ke, TRiE
RSB L, AR BERE A E b3 2 5E R

(3) &M

(4) &M

L2vL, CPAPIBIRICE > T AHI BME T L TWAIZH00b 69, HHo@EDIRS (EDS)
ERADRBEDGFEL, TOLRITMGIN T CPAP IRIRBE DK 5% L Wbl TW\d. Zhbd
B TIZ QOL [f] L=, CPAPIGIEIZINIZ EDS DIGRAMLE L EZ HND.

AANL, WEHTIEL OSAS I D EDS IZXIT 2 20HE « ZVRAVCKEZR E 7 » ETERRBENTEY,
KEREIRE 2 (AASM) @ OSAS InfRICEET 5 Z B4 (2006 42) (280, CPAPIRIENAZNT
H DI LD 5T EDS 23EFT 5 OSAS OFEHERIARIE L L CHEE ST 5.

ZZ T, [ENTSH CPAP BT D OSAS 12119 EDS T4 2 KK DA M & MGl 2 720,
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CPAP 18¥% 3 » HULEE L TWAIZH b 59, EDS RNEFT S (=7 U —RIRGERE
(ESS) HAitA=7 11 LA E) OSAS FRE AT, I v RExtE LI EIEAEIN —EERIT
ITREM el K 2 BB AR BR & FE it L 7-.

a) AR

FHEFMEE Tdh 5 kiR IC 31T 5 ESS OAEF A a7 ONYHEIL, X7 4 = AT T.75
R, 7T7EBARHET 1208 K Tholo. BEGHMELZ AR S LERGRIZBIT 2EGH26 021k
& (LSmean) 1%, X 7 1 =/LEt -6.61 i, 77 BAREE -244 5T, BERIZEIT -4.17 & (95%(F
FEIXE : -5.66~-2.69) TH Y, EX 7 4 = NEETIET 7 B REECH L ESS ARt A 2 7 OF E 7208
4> (p<0.001, ANCOVA) 2D b, AHDOFEMENHFES Tz (K 1.8-2).

#1.8-2 ESS AFtA=a 74k [EEE S : 5.3.5.1-1]

P 5 @ 5% &P HE 2
e 5t N Y fiE N SR fiE HEE HEEE D
(P 22) (FE Y (R 22) (FE#ERA ) [95%ClI]
LT 4=V 52 14.27 52 7.75 52 -6.61 -4.17
(2.67) (4.52) (0.55)
- 62 14.60 62 12.08 62 -2.44 ['F‘Lffo%éi'fg]
Jen (3.12) (3.93) (0.51) '

a) Bl

b) FH¥EFE EYME (LSmean)
c) BbRIZHOWT, BEREZERLE L, HERIMEEILE &L L7 ANCOVA

F 77, BIRHIEHEIEE & U CRER A (MWT) % i rThe /s B Ic B W CRE OS5
Ni-BE B04) TITol-l A, BX 7 4 =BT T T BAREECH L MWT LR REIRE RO

BEpftR (p=0.009, ANCOVA) M b= (3 1.8-3).

# 1.8-3 MWT ‘FEHREIRE RO Z L [EEEE S 5.3.5.1-1]

AR 5% B &Y e
1 51 N NN EE EHEEED
(F e i 2) (F Y i 2) (e E) [95%Cl]
X T 4= )VEE 22 13.95 22 16.92 22 2.83 3.20
(5.48) (3.22) (0.88)
SR 28 14.33 28 13.85 28 -0.37 [gfgbgfgj
7 (4.55) (5.13) (0.78) '

a) BigE

b) FHIEFH FEHE (LSmean)
c) BLBEIz-oW\WT, ¥ERAZERLE L, BErfEE L EL L7z ANCOVA
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b) Zeatk

LT 4 =G XD 52 i 23 B (44.2%) 12 39 DA FRHRRNFHO bTAY, REITHP
SO LFILAMIETRETHY, SERLOIT ol Fi2, AEFERICELDZPIEFISCEE
BIHRRDO LN otz TUHOHEEFEFERD S H 19 5l (36.5%) 24 HEREX 7 ¢ =)L & OREHE
PERTESNT, BWERE S, —J, I8 RN&EE &7 62 4t 20 4] (32.3%) (2 31 4
DEEFEZPROLN, D55 14 4] (22.6%) 20 fEREWEH & Sz (R 1.8-4). AEFZRK
VCRIEAORBZTIVTR Y, X7 4 =B EE T TR ORICABEITA LN R -T2 (F
EHEG . p=0.245, FIfEM : p=0.146, Fisher DEEHE).

#18-4 HAEFZKORIER OB

B 58 EXT 4 =)L 75 wR
LENERRAT R R 52 62
FEBGIE (%) 23 (44.2) 20 (32.3)
AEER
R 39 31
B FEBGIE (%) 19 (36.5) 14 (22.6)
AIEH
R 24 20

c) £&

ZOXHIT, ENTEMLEZ T 7R Ex R E Uz BIEAEA — EERI TR R B Ok
R, EX 7 4 =/LIL CPAP I D OSAS 1T H EDS ITKF L C, FHEFHARHEHE &5 E L 7= E8IHY
FHIfEAE T D ESSIZBWTC, I RICH LABREENRO b, AOMSHREEES Nz, &
BHRLMIEAE CTH D MWT OGRS ZNEMTET DD Th o7z, £z, BRI L THHEE
ITEELRFERELZORBALRO LN -T2, 2O ORI RIL, WA CIME S 7= 4 AR g
KRR DGR L L L Tz,

@ CPAP FEE LIS D SERAEIC KT 2 A E R 0SAS [Zf£ 5 EDS

KETix CPAP {RIE O I ZEMEIT AHI 28 16 LL ETH 2 DIkt L, ARHEO LR AT AHI
W20 L ETH DI, AHI 28 15 LU E 20 A O HAEE B TIERBRE ] S fvZev. E72, AHI
M2 LU ETH-TH, ST CPAP IRIRIMT 272\, XIT AP/ 812 X 0 B3 )Y CPAP 5%
HHEGT 560D 5.

CPAP IRIEPMT A 72 W B ISR L CiE, @%, OFERNZEE (OA) MM Ihsd. OAIREIXD
FeNIcgr B A2 45 L, MBI THEHE 2B IET 52 & T, FREAIERSE, MEIRK O
W - AR A YGET 5B O TH Y, AR GUIEBIE X EIED OSAS & s . ORI
St L CU 528, CPAP JE9 & [AIFRIC OA ZIEARFFIZEEH L TV DIz b b 59 EDS ik 2 5
BEDFET D.

Fiz, RHERSCEE O &P OSAS DRI TH 5 & BiE SN HELAIIE, Mk anF
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Wi7n & OAFHIEH M T S, MBE7R BE TIEE O IC CPAP JAHE° OA AN A S D
ZERBD.

ZDXHIT, SR OVEAED OSAS (Zxf L Cid CPAP JEHEN L 2 508, BFE T EiEE
IZ & o TiX CPAP IER LIS DIBITE (OATRIE, SMEHIRR) MNBRSh5ZLbdHD. ZiLh
OIEFETIEFIETE R L 00, WL bXUEMEA SE L CHERP OMRAEd 2 L2 HT
& 5. > T CPAP IGE LIS DIRIE DN UNZAT DL, KUBPAZENLE L TV HICH 230 57 EDS
DEGATHBEICHLTYH, AFNCLDBRIFATHLEEZD.

Lb&v, €274 =10 20%% [Fifbs el (CPAP) FRIEFIC X 2 KB FZEIC X4
% TR & SEHE 1 O PAZEMEIENR S SERFIE AR I A © R PO OIRR) EBEL, FiLoLBh
KT orZLb L.

TREZE RIS D H O FE DIRA
cFrarF—
- Fifoc b R (CPAP) JRIESRIC K 5 0B PAZEIZ 33 2 1598 2 S0 H oD B ZE M- R R Ap 2 o
JEAERE

2) Rk -AERUVZOHRERNL
(1) R&E-RA=E

WE, RAIZIZES 7 4=/ LC1H1E200mg Z58ICRRO&RE59 5. 7ok, HFHn, RIS
X VEEHERT 5, 1 BxAHKEGEX300mg ETLET 5.

(2) FERN
O BAOERZAE -FAE (16 1BSHR)
KETOARHE - HEIZ1H#1E200mg & STV 5.

Q@ EWEREFR (FLaLTo—RERZHRERICERER)

SEYEhREIC OV CIE, [ENTHEM L 72 200 mg/H OKE (7 B # 5 TH - RpEiie 7
A—2% (Cmax,» AUC) & K[ETIHhE S 725 T AHERD 200 mg/ H 18 (7 HRE]) &5 CH LT
HMENAEXT A —4 (Cpax» AUC) ZHER L7224, BAANESMNE A O IRYELE OFELIME A HE
B2z,

F7o, ENTEMLIZEX 7 0=/ 200 mg ZZEMEREITEBZRICR OG- L, EYEREIZRIET
BEORBLRF LR, X7 4 = VORIIZEFOZEITRNbDLEEZ LN,
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@ ERNTO 0SAS xR & L -ERRERER AR
a) bt IREABR

CPAP 1RJ 1 OSAS |21 9 EDS & *f4 & L7zl kBRI, = OM®E%, OSAS %15
KEOAGBHE - HENA1H200mgl 1ETHDHZ &, FimAXOEYEENITELTND L
HEBEL, 1H200mg ] 1AL FRE L CEM L. ZORKE, T4 7 ¢ =EED ESS At A2
7 O(FEFEEE) X7 7 AR LA RIS U (3 1.8-2), AFIOBEIENMGEE S L.
FEIEECH S MWT (BIRASRHIEE) B\ Th, AERWENRD bR (F 1.8-3).
Fio, BEMTHEE 2D DT ol

b) KGR

CPAP ¥ H D OSAS B 114 il x5 & U CHEM L7- 52 MO B GRkIX, 1 EHE%
200mg S BAMA L, #5 4 #LIFEIZIE 100~300 mg O FE#H Tl EHE T 5 2 & & LCHEmL
To. ZDRER, BEX 7 4 =NV OFGIZL Y ESS B Ft A 2 713 G-A1 14.71 55006 11T 8.94 i (114
B) (2D L, LR 52 D 6.66 s (97 i) FTR—R T A % L TURE —E DR 23588
b, ERKEEMEE (114 1) 13 7.15 S TH -7z, 1 HAEZ 200 mg 7> 5 300 mg ~HE & L 7= S
1% 114 Bk 41 Bild W, ESS ARt A3 TIE_R—R T A > 1498 /5, HEERFT 13.44 55, HEET% 10.88
ML, HEEIZ 256 SO NA L. £, HERIZ ESS AFtAaT A LTERIT 41
B 3L I TH o7z, DL HIZ, 200mg DFERENREND & & HIZ, 200 mg TIEFELR A
T D76 300 mg ~HEE LTIESICB W T AN RS (3% 1.8-5).

#18-5 ESSAitAa 7o [EEE S : 5.3.3.2-1]

- " I E Al ik
MRS P g ssp | T =50 | %R
R—=25 4 | 114 14.71 +2.75 - -
13 114 8.94 + 4,67 5.77 +5.12 -6.72 ~ -4.82
478 112 8.84 +4.23 5.88 +4.71 -6.76 ~ -4.99
12 8 106 8.03 +4.27 -6.77 + 451 -7.64 ~ -5.91
24 38 103 7.11 + 4.07 -7.67 +4.38 -8.53 ~ -6.82
52 j# 97 6.66 + 3.86 -7.96 + 4.21 -8.81 ~ -7.11
o A R 114 7.15 + 4.06 -7.56 + 4.45 -8.39 ~ -6.73

F72, BRMICHONWTL, X7 0 =515 114 FlF 109 61 (95.6%) (2 441 D HE
FEENBOONTZN, WINOBEEZIITEFEETHY, MERLDOITIBO LN T2. Th
SOREFEZD I L, 60 il (52.6%) 132 HENEX 7 1 =L L OREEMENGE ST, BIVER &
Shic. EEDAFFRILIAN (26%) IZ3HRDLNTZN, WTNHLEX T 0 =L & DK
RIFEEINT. FIICESTZHEFLN 114 (9.6%) 212 5O bR, 2D 5 Ho 8 4
BTSN 7 4 = VO R IEZICEE F 72 3R Uiz, 20 LIS o 361 4 tRI3REIE TH 5 73,
WTILHIERNLZE L TV D LTS, IBREZKET LTS, E7o, AFFZHBIE 109 6t
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95 il (87.2%) 235 16 WL D BNRFHICHRBL L Th Y, REIFKEGIC XV BBRBENT 5
EANTERD B o7, B, 1 B 200 mg & 300 mg THEFESOFIMEEIC KX 2EN
XA BN 5T,

¥, ORI, Fralr e —IctE) EDS x4 L LZEN TOEBEGRBRORE & [
BTholz.

ZDEHIZ, CPAP I D OSAS IZ£EH EDS IZKkT 2 AKI O HE - HEIE, H@%, 1 B 200
mg LRI G] &&EZX NS, LLRd s, 1 H 200 mg “ijJ%?ﬁT#* FTHY, HENLE
ERDBENND EEESNDSZ L, £72, 1 H200mg 25 300 mg (ZEIET S Z LIC kDR
NBDBHIDZE, £7-1 H 300mg DS 542413 1 B 200 mg Tﬁffﬁ#klﬂ%f‘&)é z
ED, FRAZ1H300mMg & 52 LIFHETHLEEXD. TO—FHT, AFFREDTD
WENSMLERBFHETITLH 100mg IZHET HZ2MNEEREHDHEHB 2D,

PLEX Y, RFoOMHE- HEE HEE, RAZEEX 7 =& L T1H 1\ 200mg %52
O8E59 5. 7ok, HFn, MERICE D EEHET 52, 1 B A5 813 300 mg ?:ET}:T%G.J
EERE LT
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3) FRALDEE () RUZOFHRERM

AFN O EORE (52) ODVERIZHT- - T, AR OIEERFBRAE, AR SRGE, Cephalon
#1:723ER% L 7= Company Core Data Sheet (CCDS) [&#lF 5 : 5.3.6-13 (ZE &R ] K UYEOE
BT 4 =V SCEE S LI, ERR 94 4 A 25 B AFEEFE S 606 Sl kn (R A R SR AL A ScE o
FLEUEEIC OV T Y, FEFEES 607 Hamkn [ ESE S O Lo E B RLEEEEIC DUV T I
LCRELE. AFNT 200741 H 26 AIC TFHLa L 7o —2rES BHPoBEDIRK] %G &
LTERINTNWD 0, RERILITHRITORMSCE (2011 4 8 HKET) 2 bGET sy DA% 7
WL,

(THRER : 2R EFT)
A EOEE (R) B TEARPL

R (ROBHICERELAENIL)]

D EELAEIROS 288 DEREZE(LSELIBTADR D
%.]

(2) AFN D E AR LISBUE DBEEE D & % B4

<%het - HRICEET HERALDEE>

1. Frav 7y —RBFICEET 5855

(D AFNOBERIZ BTz > TIE, KERMERE S0 mEs U 7 1k
IR 2B [E 2 W 2028 (ICSD) 72 & D2l L HEIZ ST
FThalLFo— L EESHSNTBEENRET DT
L.

Q) AFNTH & F L F I —%D HPOBEDIRK LS DT L
I L —ERIZKRTT B RITRE D H AL TR0,

2. PAZEVEMEIR R MEMEORE R O BB TG T D55

(1) AFN OIS 7= > Tid, PAZEVEREIR FE MM E et & | (1) @A OBLR D 6 A HF1X

2 s, CPAPIERIESEOSUEPAZEIZ XTI 16D 3 » H LA OSAS L 2 = 41, CPAP HRiL%%

FETNIATONTWDICH 20053, HHOEEDOIRS DB PHFEIZ R 2 iR 5 i 8
IR T D BEITK L, IRRDIFR & 72 D OFRE & D ATHONTHDIZH 0D 5

B AT o7 ECRGTH 2 L. 7eds, HYOMBEONR P, B OMEDRK ST
RUZHOWTIE, RIEMEIREREER (MSLT) Zo%#8HmE HEBEITH L, MSLT %0 %8l
THEgR L7z ECAKIOEG 2T 52 L. IR IZ K D IR O R % 5 JE
L, MEIRFEESCIRGAORN L 72
L OBEENRI SN BE &

XRETAI-DORTE L.
(2) AANX A B o FEDOIRK LIS O FAZEVEMEIRBFMEMEIRGE | (2) AANL, OSASIZff 5 EDS LIS
FEREDFER M OVFUEPAZEIC T 2 R RITER O S5 TR0, IR A RI NI EnD
PRIELT=.

C<Hi%k - AEICEET AERLDEE> :
R EDHH DT, FRUCER L, &2 ORAILEH]
L LT sSES D L. :
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A EOER () A EARPL

(ERALDEE]
1LEERE (ROBHICIFEEICEET DI L)

(D) DEEXIIZOBERDO S 5 8% UERZ B LIS E ok
TR 5. ]

@) miEDHEE MEZ EFISELBEANDS. ]

(3) 2o, B, TOMOKHHRKESIZOBEDOH 5
BEUERZE(LSEL2 BTN H D ( [2.EER KR
EE] DEZMR). ]

(4) TAPAXITZEDBIERD & 5 85 FRREBIEZ KT S
EoOBENDRHD. ]

(5) S 7R ITHERERRE D & 5 B [\ i P i BE A3 Rrfoe LAl
TERRRBT 28N RHLDT, BHENGKRE %5
WY LFEBEICKRET 52 L ( [FEYEE] OESR). ]

(6) HEE R BHKREIRE D H 5 BHE [P BIE T ST hn
b5 ( HYEE OEEMR). ]

() g (I5.mimE ~0kE ] OISR
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EH EOER (R) A EARAL

2. EERERMIE

OIRFOBEIZ L > THEAFORAIZ L > THREE L~V
WIEFITE S WAREMEN H 5 O T, HHFOIRKE D
RAERICOWTHIZR 2+ 21TV, SHEIDG U CHBE
DRI ESEIR 2 1 O B OB Tt FE SR L ) (1
HETHZ L.

QRUEIC L W EPEENE L BTN NHHDT, BlE%
F532ATV, AHEL O HBBICER L, FRCEMIKE,
TV a3 — ) RFEDBEERDO & 5 BEIITEEICER ST
Ll (@WER (L) L0, BEEREORI R
7).

()2 o, BRI, F DLOIEIRRIE R XITZE OB ED 220
BEICBNTYH, %, 28, AZEESORBHERN
WEIN TS, ZNUHOIERNE S &b i a8 1T AA

OREHIEEZEERETDH L.

(4) BAZEE HEAR R PR E AL O BT IS AR 2 B 53 556

21, UTORICEETDHZ L. (4)

1) ARKI OB EIEIEIRIC D 2 6 0 TldZe <, mbER | DAAITEROMAM Tide <, #y)
AW DMERSH D Z LA BEICHPT LI L. TREIR Z R DM E RS D

EIZOWTHRERLETHD Z
CEFEMET H-ORE L.
) ARHNE G 87 > Tik, CPAPHRIEZEDOSGEPAZEICKT | 2) AFIE G-+ b KGEPAZEICXT T2
HibE ki L, BEICK L CAFREIEOWES FES TRIR DOfkTee B OVEIREE oo
% eI, BHGEOERIZOWTEMAIIHRETT L, DIENMLETHDZ L, £2AK
AANZEREBE L RWIHIEETHI L. Rl @R e &G Lk s&h
HEGE DA DWW T EHAR 22 M
MRMETH D Z L A EE
TAH-DOFREL.

3) PAZEVEMEIR AR BN E fERE O BB 1T S E, O R | 3) OSAS HE I BRI ARMER 12 L v
BEAELCVND Z LRV DT, RAE SRR O S EE, DARIEEE, RS DL
Hx, DEMBEZIET S0 Y, AIHEDREZ EY MERBE LT L2EBENELL,
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AR 80 1] (8.1%) O FEV80 % (8.1%) ,H¥E71
B (7.2%) , TH#I6261 (6.3%) ,fhkiEm59%] (6.0%)
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1.9 —RREBTZFZRINE

1) —f&BIEFE (JAN)
ARIED—EHIAFRIT TR 1346 H 6 H OEIRMAHFAES TLLTF O L 2 ITRE 4, Rk 13

9 H 3 HEFEFERE 1335 5 [EHEHO AL R ONT (EED) ) ITX VB,
JAN :
(AAR%) X7 4 =1
(I 4) : Modafinil
b4
(AAL) RS)2-(P7 ==/ AFNANLT 4 =/WVNTEZIFR
(F  4) (RS)-2-(Diphenylmethylsulfinyl)acetamide

2) ER—MREAF (INN)
AFE D [E B — 4 #Ri% Prop.INN 3 WHO Chronicle Vol.40, No.5, 1986 Proposed International

Nonproprietary Names (Prop.INN) : List 56 {Z, Rec.INN %% WHO Drug Information Vol.1, No.4, 1987
Recommended International Nonproprietary Names (Rec.INN) : List 27 (24U S 4172

Prop.INN : modafinil
{574 2-[(diphenylmethyl)sulfinyl]acetamide

Rec.INN : modafinil
{574 2-[(diphenylmethyl)sulfinyl]acetamide
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E3IH (EV21—)3): SBEICEHTIXE

L

F48 (EPa—)4) : EEEKSRBREESE
41 4% (FPa—N4) B
4.2 HERHEE

4.2.1 ZEEHER

4.2.1.1 $HHhEBEFTHER
4.2.1.1.1 ENEEHR
BT #2882 L

4.2.1.1.2 In vitro {FFB¥FFRER

BHES EEL /R (REEES] /ABRPEGRER) /H
Displacement of *H-WIN 35428 binding to the dopamine transporter by CEP-1538,
s2r12-0 | [ -
(20l 051
(20' s H A)
421122 Lack of effect of modafinil on ligand binding to G-protein-coupled receptors
o [l-20} 001-Us]
coliiE=1n)
report: Evaluation of the antagonist activity of modafinil, R-modafinil and
42.1.1.2-3 S-modafinil against the human orexin 1 (OX1) receptor
(-0l -045-Us]
(20. F I A)
report: Evaluation of the activity of modafinil against muscarinic receptor
42.1.1.2-4 subtypes
(20l 051-Us]
el E3 LD
Effect of CEP-1538 (modafinil) on functional uptake of norepinephrine via the
42.1.1.2-5 norepinephrine transporter

(20 054-Us]

ol 1)
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4.2.1.1.3 In vivotE B RER

EEES EEL /B (BEEES] (ARYBERER) it
Effect of norepinephrine transporter (NET) inactivation on modafinil-induced
42.1.1.3-1 locomotion
(20l 001-Us)
e E3 B
Examination of modafinil-induced locomotor activity and wake in dopamine
42.1.1.3-2 B-hydroxylase knockout mice
[l20002-Us]
el K B

4.2.1.1.4 KEYOEEHER

TEES EEL /KRB (BEEES] /ABRYHEEER) H
Evaluation of - (modafinil sulfone) for wake promoting activity in the
42.1.1.4-1 laboratory rat

(20l -003-Us]

coll=1m

4.2.1.2 BIRMIEEHR
BN DR iR 2 L

4.2.1.3 REHEERR
BN 3H 2882 L

4.2.1.4 RHFHEYHEEER
BN 2H B2 L
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4.2.2 EYBESR
BT 5H BRI L

4.2.3 BHHR
4.2.3.1 HEREHHHER
BT 2T ERR L

4.2.3.2 RERSSHEHR
BT 22 ERR L

4.2.3.3 BizEHUHRER
BN 3F=gs 2 L

4.2.3.4 AHRARMERER
4.2.3.4.1 EHNARMERER
BT AH-2ER 2L

4.2.3.4.2 FEHXEPHLSARERER

ErES AL/ KRB/ (RBRES] ABRHH BER) (HM

4.2.3.4.2-1

26-week dermal carcinogenicity study in Tg.AC mice

-2 s

20IE—IH~20.£E|H

(ZEZRH)

20.§lﬁ~20lﬂilﬁ

4.23.4.2-2 28-day repeated dose dermal toxicity study of CEP-1538 in FVB/N mice

|2 B AR |

4.2.3.4.3 ZDHDHER
BT 5HER 2 L

4.2.3.5 HEEHEEMHRER
BINT 2H7-2ER 2 L

4.2.3.6 BRI MERER
BINT 3-8k L
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4.2.3.7 ZothnEHHER
BN 2T 2R e L

4.3 BEXM

HEE S Ehh&E AR S] RBRIIE GREH) H

KL E
4.3-1 HEEHIR 5 2 D VR I
HEPRZE. 2007;129:422-6.

R
4.3-2 FUXTUHRGE NAOBREICS U ClEtl 2 lER « REEA T — 2 2RO

EED A, 2007;220(4):285-90.

Hunsley MS, Palmiter RD.
Norepinephrine-deficient mice exhibit normal sleep-wake states but have shorter sleep

4.3-3 latency after mild stress and low doses of amphetamine.
Sleep. 2003;26:521-6.
Madras BK, Xie Z, Lin Z, Jassen A, Panas H, Lynch L, et al.
43-4 Modafinil occupies dopamine and norepinephrine transporters in vivo and modulates
' the transporters and trace amine activity in vitro.
J Pharmacol Exp Ther. 2006;319:561-9.
Ouyang M, Hellman K, Abel T, Thomas SA.
435 Adrenergic signaling plays a critical role in the maintenance of waking and in the
' regulation of REM sleep.
J Neurophysiol. 2004;92:2071-82.
Nishino S, Mao J, Sampathkumaran R, Shelton J, Mignot E.
436 Increased dopaminergic transmission mediates the wake-promoting effects of CNS

stimulants.
Sleep Res Online. 1998;1:49-61.
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51 5% (E¥a1—)5 BRX
5.2 2BKRER—EX

5.3 EREREEBREMEE
5.3.1 £PEFFRBRBESE
BN 228k 2L

5.3.2 E MEGKBEHERV-EYMEERENRRBRES
5.3.2.1 mMBECHSHRBRESE
BT 2H-2&8 2L

5.3.2.2 HARBRUEDHEFEREBRERESE
BNt 3F 288 L

5.3.2.3 fho b FEGKEHZRAV-HBREREE

BEES EEL/RB (BEEES] /AR EER) it

I
53.23-1

coll =l

v MUERE S 7 0 =V ROREDREREEQLC-MS/MS) DAY F— 3 v

SHI

5.3.3 EREREMBE (PK) HEREBESE
5.3.3.1 BEMRBREBICETSPKRUNMESHEREESE
BT 2 ER 2L
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5.3.3.2 BEIIETSPKRUNUERTHRBREESE

BEEES EEL/FE/ IEREE] ARYEGER) Hi
.
AFT-801 O N FEERRABR (RHER 5RABR)

—CPAP A% O BAZE M REIR i PRI EBEREIZ £ 5 B P OBEOIRKUZH T2
5.3.3.2-1 o e =
=TT VAR —

) Ed Bl Ed K
I

AFT-801 D FEMAHERKRER (R ERER)

CPAPIRE H 7 PAZEM FEAR FF M MEIRGE BEREIZAE S B P OBEDIRKICKTT 54
53.3.2-2 =7 TVEBR (IBBREBIE S : AFT-801-0304)

—AFT-801 D M P A E(LIE K O HEE ORI E—

200l
|

A phase 3, multicenter, randomized, double-blind, placebo-controlled parallel-group
study to evaluate the safety and efficacy of 12 weeks of 2 oral doses (200 mg and 400
mg once daily) of PROVIGIL® (modafinil) as treatment for adults with excessive

[AFT-801-0304]

E |

53323 daytime sleepiness associated with obstructive sleep apnea/hypopnea syndrome
followed by a 12-month open-label extension (Double-blind treamtment period)
[C1538a/303/AP/US-UK/DB]
) B3 RN B
5.3.3.3 NANMERZREL-PKERBESE
BT 2 H gk e L

5.3.3.4 HSNEMERZHRE L PKERESE
BT 287 RER2 L

5.3.3.5 HREaL—IarPKEBERESE
BNt 552882 L

5.3.4 BBEREANE (PD) HERBEE
5.3.4.1 BESEREICHEIT2PDREBRRUPK/PD REBRREE
BT 2H 2882 L

5.3.4.2 BEIZH1TSPDEBRRU PK/PD RERBEE
BT 2 2ER R L
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5.3.5 AMMRURLUEREESE
5.3.5.1 BT HEREICETIHEGBABRREE

BEES B84 /KB BRES] AABRHE @ER) /i
.
AFT-801 OF NI HHERARFRER (IREERIFAER 0305)
53.5.1-1 —CPAP ?‘aﬁqﬂ O%g'fémﬂﬁﬁﬁﬁ%ﬁﬁﬁtﬁf 5 B OBEDIRKIIKT 5
o 77 RERBL Lz ZEHERILERR—
[AFT-801-0305]
20'&1 Bl Ed B
A double-blind, placebo-controlled multicenter, randomized, parallel-group study of
the effect of 4 weeks of PROVIGIL® (modafinil) treatment on excessive daytime
53510 sleepiness in obstructive sleep apnea patients treated with nasal continuous positive
o airway pressure, followed by a 12-week open-label treatment extension (Double-blind
treatment phase)
[C1538a/402/AP/US/DB]
19= ea Rl Ed B
A phase 3, multicenter, randomized, double-blind, placebo-controlled parallel-group
53513 study to evaluate the safety and efficacy of 12 weeks of 2 oral doses (200 mg and 400
(53323 & mg once daily) of PROVIGIL® (modafinil) as treatment for adults with excessive
AL daytime sleepiness associated with obstructive sleep apnea/hypopnea syndrome
followed by a 12-month open-label extension (Double-blind treatment period)
[C1538a/303/AP/US-UK/DB]
2o=ﬁziﬂ ~20=)A
A single centre double blind study of the efficacy and safety of PROVIGIL®
53.5.1-4 (modafinil) in the treatment of excessive daytime sleepiness in patients suffering from
(B3E%EH¥E) | obstructive sleep apnea
[C1538a/407/AP/UK]
ofll=lA ~ ol lA |
53515 Stucclly of the efficacy and assessment of the tolerance of modafinil in sleep apnea
" syndromes
(BEEH) (E-1030]
o=l
535.1-6 Study of the efficacy and assessment of the tolerance of modafinil on residual
(BEER) excessive daytime sleepiness in properly treated sleep apnea syndrome

[E-1033]

el E3 B
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5.3.5.1 BHEYHERNEICET HILBENBERBRER (KE)
EEES EEA/FE/ BRES] /ABRUYM GRER) /H#
53517 Effect of modafinil 100 mg (2-1-0) on impaired daytime vigilance, blood pressure and
(BEEE) heart rate in patients with sleep-derived upper airway obstruction
[MOD-02]
ol = 1A~ 19ilE 1A
I
AFT-801 D% I AHERIRFABR  (BRAERIFAER)
53.5.1-8 | —CPAP {A%& D PAZEMEMERR BT SEPFIRAEBRRE 120 5 B P OBE DIRKUCXHT %
(BEER) | T EREXRE Lz —HERERR—
[AFT-801-0303]
20l =l A ~2olk= W A
5.3.5.2 EMBERBEE
BEEE EEL/FE/ IBBRES] /RABRYEGER) /H#i
. .
5350 | AFTS01 OF NIAEERRAR (R GRAE) ‘
(5332.1 & —CMFﬁET@%gﬁEEﬁ%W&EﬁﬁKﬁDB¢®@§®Eﬁﬂﬁ?é
AL I =T TXNVRABR—
[AFT-801-0304]
20.55|E I A ~20. F . A
I
A double-blind, placebo-controlled, multicenter, randomized, parallel-group study of
the effect of 4 weeks of PROVIGIL® (modafinil) treatment on excessive daytime
53520 sleepiness in obstructive sleep apnea patients treated with nasal continuous positive
o airway pressure, followed by a 12-week open-label treatment extension (Open-label
treatment extension)
[C1538a/402/AP/US/OL]
C o RN &k
A Phase 3, multicenter, randomized, double-blind, placebo-controlled, parallel-group
study to evaluate the safety and efficacy of 12 weeks of 2 oral doses (200 mg and 400
mg once daily) of PROVIGIL® (modafinil) as treatment for adults with excessive
53.5.2-3

daytime sleepiness associated with obstructive sleep apnea/hypopnea syndrome

followed by a 12-month open-label extension (Open-label extension period — final
report)

20l ~2oll=ls

[C1538a/303/AP/US-UK/OL]
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5.3.5.3 ABOBEBRAMAEZHE TRTLL-BESE
BT 52k L

5.3.5.4 ZO0RBRRES

BEER EEL /KRB ERES] /ABRYEGRER) /Hs
[

CN-801 D% 111 ARG PR ABR

33541 g oL Ty a kB LEESRERB - BRREREE

(BEBEE
o) 5 GESN ES [

[CN-0302]
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5.3.6 WREOERARRICEYTIHREE

B EEA/FE/ IBRES] /ABRYE EER) /H#
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