ET 4 A F—)LEE 100 mg
BT & #

AEHICRERHSIN-BERICEDIENRUVARIZODVWVTOEEEF7ZILIL Y
T77—IBRAESHIZHY FTI. FLAEHZAREFNOBEEFERLUNAOEF BH
[ZRIBAT B EIETEEEA.

FILILvyY J7—IHhKEHt
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1.6 ERXEFRROZBRUMRDER
1.5.1 ERXIRROZE

EH T 4 =VIE 1976 F-T 7 7 > A Lafon £t (Bl Teva Pharmaceuticals Europe BV) 235\ THI#Y
ENTEREMEEERZ AT 2E8TH D (X 1.5.1-1). ENICEBWNT, 200741 Al THrar
T\ B OBEDIRK) ORE « ZhETET 4 A X —/LEE 100 mg & L TR S, 2011
11 HIT THEERE (CPAP) FRIESEIZ K 2 KOEPAZEIT )T 5 1R % & FEki 1 o> PAZEME MEAR IR
HEPEIRE BERELC A 5 B R OMREOIRE ) DORIRE « ZhROBEMBAGR S i,

WA T, AN 2018 4F 10 A BUE, KE, KEZ L 36 OEXIIHE T /L a L7 o —ITfd
A OIEBEDIRS (EDS) ([ZAT H1FEEKE L TUEKREINTEY, £0 55 6 » [FHIZHE VT,
CPAP JEi£ TR 00 PAZEVE R I BEREE B RE (T 5 EDS OEJS THAGR STV D. £z,
AEHFEORFREMRIRIEIZE D EDS IR T 2 EA TG L TV O DIEA XL anhThD. 12k,
KM =340 T  (European Medicines Agency) (2 K 2 K| O IGAE D FE L M T O 725 H, 2011
1 AT va LT =D ORI OV THIBRENIE S i S h, FoNES (EU) MEREICB T
LEREIL a7y —2fEH EDS) ORt 7z o7z,

EWNIZIRBWTIE, FRMERIRIEICHE 9 EDS ORREE A3 2 HAL 72 <, AR OARZREBINITE
LCHMENS OBEENDH 7. £z, ARFNTENOFFIFIITRFPEBIRAE (233 2 55— IR
WL LTSN TEY, KEERESS (AASM) OB#EH A KT A4 2 ClIfsrbm iRz o fE
9 EDS OIRFEIEE L CTHER SN T\ D 2 &, BN C Y REHEIGIE 23 M bR S A0 7= B R 08 ) 72 B AR
BRISFERE S AL TVWRNWZ LR EEBED [, % OREIZEF L

AF 2 B Lo ARILOFEIE, [2.5.1] (ZFT.

NH,
s/\“/
I
(0]

® RUEHERIER

1.51-1 FX 7 4 =)L DOEER

1.5.2 BROREE

AHN O BHFE OFREREX A (%] 1.5.2-1 1TR-7F.

ARHFEICEEL, WEICET 258, 3P, HMRBR L OSBRI LI L TR,
AFNTFFEMERARSE (21 9 EDS % TE SAVDZNRESUIER & LT, 2013 4F 12 A IZA D5 H
EIRGLFEE (FRESHT 253) H3275) 2% TW\ab.
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CN-801-0307

“HEHEW®
MOD-024 "
—HEHE®R
Mayer G b, 2015
(AF3CHR)
=TI T
MOD-026 "

A= gl
MOD-027
=TT
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(AFE ) 2

(W) ZIH

“HEM

*3
CN-0301

F =TT
CN-0302 7
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1521 REIHT SRR
BHTHWR L.

1.5.2.2 JEER PR ELBR

A el O REIR AR EE A AGR 1T TR MERARSE IZfE 5 EDS) OzhagEmA HAY &
TLHHLDOTHD. FTalbF i —kU0SAS DG & RIS, ReRPEBIRAEIZE S EDS (25 LT
b, X7 4 =/VFHERFEETRIEN LT, REBREFERICIVEDIMELZRETLLEIDN
5. 2Ok, KHFEDNEICT DEL 7 4 =V DEIINZHONTIE, BEAGRREICKT 2 3Bk
BCHAFMRELEZ, FEARBRIIEL L o7, £, SEEETLHE - AR, BAGE
PEEICBIT O - AELFUCTHD Z b, EYEERERL OHEERRICOWTY, 4EO
%% (2R3 2 B ERBR O E R I LI E W L, Hic BRI ER Lo 7.

Ok

Y

1.5.2.3  EREREIER

wexrimmcormoEnpzc s, 20 IR s E s Eems
OB & OWBAIR ATV, BRI EICOWCTHELZZ TR 251 04) H].
SNEEEE 2, TGRS Lz ENERRR QRB) OEEHMHEL TR, 2, WK
T—=F Ry r—YOFMIL [251 ©5) H] OLBY THS.

1.5.2.3.1 & 111 s8R

R MR EIRE B 2 58 & L C _EHERIEGERER (CN-801-0306 35k ; A% 200 mg X (X7 7+
Rz 1A 1E3EEEs) & 20 ~2olf = w5

F72, CN-801-0306 RERZ M T LT —F ZEE L1k, FENGONTEEZZNRE L TAH—
7 T LT OEWE 5B (CN-801-0307 35k ; A% 100 mg~300 mg % 1 H 1 [=] 52 H[H#5)

z 20| i 2ol I s L

I OREFE R OMMIL [2.7.6.1, 27.64] LBV THS.
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1.5.3 HEFEME - DRRUVRE - BE

FEFEPEIRIRE B 26k 5 & LTIl L - [ENERRARBR OB R B £ 2, UTONETET
A A —/LEE 100 mg ORGEIRTEAGBF I AR AGB 21T 5 2 & & L (TRkl - ZZH
A .

Bhae - 2R ()
TRCERIZME D B O E DIRS
cFrarFL—
- BRI AR SE
- FHGE M ERER  (CPAP) JRIESEIZ K 2 5GHEPAZEIT R 2 1018 & F2 i o 0D PHZE M AR IRF 2 0
JiEfBERE

ik - HE (%)
WE, RAIITEXY 74 =1L LT H1MH200mg #2805, ok, Film, JE
RICE 0 EEHRT 52, 1 B RBEGEIX300mg ETET 5.
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1.6 SEICHITLHERRKER

X T 4 =W, 1992 2T T 2 AIZBW T a L o— K OB IRAE OTRIFEIR L LT
KR SN D& IV 1T, 2018 4 10 A BLEWESN Tl 36 OFE X ITHUE TRAB I N TN D, £ 1.6-1
(22018 = 10 A RERDORCKEE 6 » [EIZIH T AR Z £ & iz

728, BRI, BRMESES)T (European Medicines Agency) (ZX B F/va L7y —LISAD%)
AE  (PHZEMERENR IR BEREIL, AN HS MR IR H X ORr R MR ARYE) O HIBRENIE 25 2011 4F 1 H 27 A
IZERINZ B S TRES LTV 5.

AIEHEE U 72 BINRNRE T b 2 K B IRAE (B 2 e « WRDVEKR S TWH DI, 2018
10 ABIEA XV aDHTH 5.

#1621 E, KENZRIT D6 - ZIREONE - HEEZ L O

* 1.6-1 EX T 4 =/LORCKSE 6 » [EHITH T AR
EH 4 W5t 4 AREAR | FIEEA WHE - ZhIR
ANCBT DB E T LI —0HbR 1L
7Z A | Modiodal 1992. 6.24 1994.9 | Db bRNF A3 LT —IZE D il
JE DIRA
FRANICBITDEHE LI —DbH5HR L
o ED Provigil 1997.10.14 1998.3 | IZhhb bl a L Fy—2E i
JE DR,
ANCBT D E T LI —0HbHR L
KA >0 Vigil 1998.2.18 1998.11 | IZ23hb bl a L 7o — (29 il
JE DIRR
Fa LT —, PAZEVE AR R R KON
AAREHS IR I D 3 EE DR
Foavro—, PAZEM:RMEIR RF R,
B H Alertec 1999. 2.26 1999.5 | [ERFEMLAEAERE K OV AR 75 MR b 5 L 2 1
9 iBE DIRK
Faa v —, PAZENERENR I MR
Modavigil 2002.7.2 2002.11 | AECRREURIE M AE Mo OVAZ AR5 B AR P 75 L 2
i DR
1) Fa 7=l oghEe - 2hRI%, 2011 4 1 A 27 B THIBR.

* Provigil 1998.12.24 1999. 2

A=Ak
707
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& 1.6-2 ZEE, KEICHIT 2088 - ARLOHE - HE (12)
HE[H K
Provigil (XA IZEIT DIEEN I RIELE | PROVIGILIZ S v = L7 o —, PHZEMENE

o

e

IMXUF DLW L a LU —I(C
FEDIRSKUT KT DIEH IS S 415,
O IR KT R IR B R O N S KT
RG24k O ANRBEE O ME LTE
#IND.

(SR !

IREF IR (0SA) , RO REBRE
(SWD) 12 9 a8 fE DR % AT 2 B
FIZBIT 2 REREOUCEITEIS SN,
i _E IR

OSA CIXPROVIGILIEif D IR D 1R
WG SNDHLDOTHY, AEEOD
IR HPAZEOIEHE E LTI L. Rt
BEIERER,  (CPAP) 23MEE XT3 215D
B E 72 DAL, W OIRSICHR LT
PROVIGILIZ £ % ‘/Aﬁéﬁﬁﬁﬁnﬁﬁ&w@éﬁﬁ;ﬁ [l
HIZ 53 72 BIIC 7= - TCPAPIZ L 5k
WD KROE 15479 Z &

Hiaml
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# 1.6-2

g, KENZRT D -

R OV - HE (2/2)

e [H]

KEH

fEn e - 3

TR V08 bR BB k9 D B A ik = A
T HERNC L > TXIXFOEE T TR
HZE (41 HEHBMR).

Fov 3 L7 — D F2 W i AR P ] B Sy
¥6 (ICSD2) OHA RTA NS TITH Z
L.

BEOE=F) T REDOVEMEIZE
92 B R EEAM 2 EWIRIC 3535 2 &
HE

HELE XN DB EIZ T H200mg TH 5.
1 B O EIXER O BE TN & OEE O
SORMZFESWT, Himl & USRI 2 20>
SOTFA L EUE L[R2 [BZ 55 1 TR 32 2
ENREFE L.

BAtEHE THDHEHX 7 4 =/ 200 mg Tk}
T 5 BUGH A +53 72 83126 LTI 400 mg
FCOHELX 12BN TEHATE
5.

EHIMEA

EXT 4 =VOEW (9EME) [2bizb
HRNEIZEME S T W RN, BEX T 4 =
N EEBRILS L TWAERIZEA. o BE
[ZOW TR %2 EWMICHRAMET 2 =
L.

BEE

BEEDHDHBEICBITAIESDOREME
EOHIEEZRET DERIIA T+ THD
(5.2 THBH).

HrEE

HEOHEZEDH 5 EFICTEWNTITES
T4 = VOHEEEEIOEOTIE (5211
Z ).

) i

B OBREFICBITLEL 7 0 = LOFEH
WZBI LTIk, AFRARERT — X IR 40TV
5, 7 VT T UAMET L, &HBGENEM
LCWDAEEENRH D Z D, 65 MLl L
DOERFITIT 1 HEZ 100mg & L THKE 2B
W5 2 LA HERT S,

/NRER

AN R IR T A ANH 5T
W, BH T 4 =)UE 18 AR O/ NIk L
TERALRWZ & 44 THSMR).

BE5HE
BROBE., BEANIATEWET 552 &,

F v a b P — K ONA 2 1 B AR P e R 0

(0SA) Iz HHE

Fal 7y — XIXOSARE ICHESLE X
LA PROVIGILD H #1%1 H200 mg T, #& M
HalgE & L Cilicikb4 5.

HEBe 5 & L T400mg/HETOHET
HIVTHEARMIZEWY. LHrLZOHEIC
200 mg/ H % L[5 2 A 72 45 FAYER B 5
ZEERRT B LT ET A TR [
JRFERE (12.3) J OViRatlk (14.114, 14.2
;) =20 .
RREBEEE (SWD) 12T 5 HE

SWD B H I HELE X 41 5 PROVIGIL ® H
HIZ1H200 mg T, fEHOHEREG- L& L TR
REDEBIAE DK R RTIC R G5-3 5.
BEEOHEEZEDH 2BEHIIR T LHER
i

BEEONEEOH 5 B E TIT,
PROVIGIL® f EIINTHERE DS IEH 72 B D
HERH ED2 DNTHET D 2 & [#57%
BELEMN TORH (8.67H) R N HPE
(12.35H) &=/ .
EEEREICB T AFEA

i EE TR BRBOMAEEZE L, #
BB T EBETDH L [FER
BEET TOMREH 8.55H) #20] .
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AANDFEE Je OKE DA SCEOFIFR & JF 3, WP E L 2MEE @ (CCSD Z LT IZR
4 %.



B
1. EER4
PROVIGIL 100 mg #E
2. #ARL - K
1 5212 100 mg DEX 7 4 =V EERT D,
BEnOEM 203 20N

1 39T 68% DI KILKEL T HT 5,
TRTORMIO—EIL 6.1 HESH,

3. A
FEA
AEIIIKEABTIZ X 6mm,. A2 1100 SHIEISN- 5 7B ATEOEEHR,

4. FRIREIE

41 ZheE - R

Provigil (X ANIZ3 T DIEEBSIFAEE ML O D UE b v a L7 o —IgfE S lE o
IRAUT X3 2 IR S S D,

1 DR TR REAERF O IR #E S O RIE D) 2R TOANIRBEE O E L TEE S h
60

42 R*-BAE

TR LIS BRIk D) e ik 2 AT A EMIC L o CUIZ OB T TRt 2 &
(4.1 THBMR),

Fvar 7 —oRWniiEREEEE SR (ICSD2) OHFA K74 - TITH 2 &,

BEOT=LY 7 LGOI L B 2 EHRNICERT 5 2 &,

HE

HEEEI N DB EIL 1 B 200mg TH 5, 1 B ORFH EIXERT O BE T & OVBE O K
\ZEDWT, HEE U CHICIRAT 223038 1 BV 1 Bl 2 BN TRAT 2 Z &M
LELV,

BIGHE CTHDEHX 7 4 =/ 200 mg (2T 5 RSB AR+-43 70 BEITR L TIL 400 mg £ C
OHEZL 1 EIL 2 BN THEHTE 5,

pre ket
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EXT 4 =)VOEH (9 BEEE) IZHh 3 BIMEITFHMES LTV WD, EX T 4 =1
ZFREHIMAST L CWAERMIIE Y OBRZIZHO W TESMFER 2 ENICHEET 52 &,

FEOHDEEIIBT 2R GOREMEROAIELRET HHEHRIIA T THD (5.2
i

ERORBFICBITHEX 7 4 = VOERICEAL TE, AFHRERT —XIZRonL TN 5D,
VT FGUAMET L, 2FBEENEIMNL CTWAAREMNRH S Z D, 655l FoB#E
IZIX 1 HEZ 100mg & L CHRG AT 52 & 2R 5,

/N

LERME R O T AR EN AT X 7 4 =T 18 Al D /NRIZ %t LT
L7pWZ & (44 TESH),

&5 J514
BOkE, BEANIIT LHET 35 2 &,

43 EE

6.1 TEIZFRH S NI A RISy AT IR 54 2 8 8UE D & 5 B,
I ha— /L ZRTWR WSS EE OGS MTED H 5 BE,

REENRD 3 5 B,

44 EERUVERLEOEE

HEEAR f 25 D 22 Kt

EHX T 4 =VTBREOIRK DO TERRFHG 23 T4, ICSD OBZMEAREILE>THra L
LB SN BEICOMER TS 2 &, BE IO XD RFHEICIE, BE OBEEREITM
2 TSR T 2 MEIR A X OB S UBIRIES O RRIZ L > TAEL TS A
REPEZBRINT D Z LN EEND,

AT A =T VA T ayy e, PR R IERARE i O R BRI I & 4 B ik &
o KB 2GR EE RIS

TH T 4 =DM L > THRRBAE 1~5 BB ORI AR L F5 ik 2 pnE e+
HEEREEPHREIN TN D, RIEE (& 21X3 2 H) 12X 2IRER b s
SNTND, EX 7 4 =/VORKRRER T, NREE 17 Mok IZBWTHIRICEST

Page 7



295 DI AERITHK 0.8% (1,585 Bl 13 #1]) Th o7z, : ZTOFIITEERLZ L EEN 5,
EH T 4 =V DRR NI DR RER TIXEE R IIHRE SN2 o7= (4,264 Bl 0
#), RBORIIDEERRONZEE, T 7 4= MTIFEL, BELRVWZ E (481H
S,

AR 7 i B i BRI L AuE, AR OVNRIZRBWT, AT 4 —T VAR« TUar v
JEWERE (SIS) . FREEMESR FZ APl E (TEN) | AFBREREEIN & 25 EIR 2 1 © 3925 (DRESS)
EteEE X IEMEENT BN EICHEI TV D,

NI KRET 2 A
/NRIZI T 2 SRR TIX L MR OEMERML STl b3, EE e K EREUE &K O
72 GWEHDO U A7 35 Z &b, X 7 4 =00/ (18 ieAdm) (2xt3 5144 H
FHESE S L7200,

% g g B UG
TR O AR ICIB N TR &Y 1 FIOFTH 2 & e ZIRemB s SN E X 7 4 =)L
B & B BRI RIR TREL L 7=,

WEDEITR O TV DA, ZIESEBSOSIARE T EMm 2 & FE L R 5B Z N
o, BT 4 =/VIEET D BB IS OFEE ) 2 7 UTHIEE 2 T34 5 B o
RT3\, 2 OEEOME SIERIZZIGICDT5 - L LR S, BFEIXEE IR S
IRWVHSEARIRGIZ I, FEEN & Dl R B % BB DR 2R, ZAUCEE L7 o
e & L CiDiizk, B9, ITRERERRAS A, MRS (72 & 2, AFRREREEIVE .
BRI E L MRIEAME) . 2 D FEIE R OMETED 8 5.

ZIEABESOSITFIRN LR TH D 2 Linb, T ZITRHE L2 LS Ol 5 O RER
PRENDHELH 5,

LB BOS N REDN D HE, X 7 4 =/W3hiEd 5 Z &,

M &EZRET 28 R OF 0% 5P IXE I, BRSO 7= 223 B U IEF O
FEHEEDOE(MNICONWTRELZE=F—T52 & (FTRAWI8HSM), EX 7 1 =/LIC
K DRI L OFERDB R o G681, £4 7 0 =V OfRIEHRIE L, BT~
TRV FERIR. 9O, BN, RREE, M, RIRGE., UIEEWELE 2 5 Tkt
BEEOBERENS 5BHICEY 7 4 =V EREGTHLEXITEET L2 L (TR,

S
X T 4 ZNVEARLORB NI L BEN B 5, NSO BEITITHAREH DT
PRONDGECDHREL T 4 =N a5 52 L,
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[ 2% B T B

BH T 4 2NV ERESNTBEFICBN T, AAMETE (ARACMEVARESEL ST
PEINTND, X T 4 =V EEE S BE LA RBE TE O RBE SUTEIC o
WTHEEBRSE=4—3252 L, ARBEAEIERNESY 7 4 =L EBE L TA UIEEIE.
e A e ol | s A TN

ik DS SR 4

BH T 4 VIR OB (L5, 4, WMESUTEREEE B T) ORBLX
T EBER D D, X 7 4 =BG ST B ITITRERE X T ERRE OE OB
BRI OWTHERS E=4—75 2 &, MR XUTEIR OIS R o2 e 1ide s~
A =V LRI L T2 2 RTREMED B D

BB ERRE E
PRRMEFETE 2 5 L CW D BEICEX 7 4 = 2T 5%, BE /MRy —Ro
BT R 5720, HEEEZHLI 2 L,

KM FHED & 5178

FH T 4 =T K BIBIRIC & o THERMESUTHE O & H1TEAFB b L <13 5 ThE
WRD D, L7 4 =NV Z2RE ST BEITITEEEIIHEE O H 21TEIORR L 5
WITE(LIZ OV T, BEERESE=4—T528, ZOXSRERNMELEL, £¥ 7 4=
NDOPIEPREE L IR D ATREVED & 5,

DIMERY A

X T 4 =ML DIREE BT DN T R COBEIZECG 2 FE T 25 2 & #HE5E4 5,
REFROGLEFIL, TF 7 =NV EEEZEET LRI, & HICHEMFICE > Tl
b5k,

X T 4 SN ERG ST D BEEICIT0E S MaEEMNICE=2—F52 L, 5
ARSI AR s & TS O R I E 2 FIE LI BB TIEE X 7 0 = &Ik L, ZORW+
TRHI S, IRIRESNDETHEALZRZWI &,

X T 4 =VEER, ARSI L OB ERED & 2 B3 K OLIRTZ AR
BEGINT LEIEBERRDIEFERE 2R L2 2 L 0ob A EERRIEE IZITHER S
R0, ZOFERITE MED ECG 21k, Mafm UIAREARZ LS 560 5 5,

AIRAE
TL T A =NVEREBEZEET D720, FRIEOHEN H 2 BE TITETEH O 2 L,

TR A D#ERF

BEIITETSY 7 0 = VITERORFECIIR2W &, BEOMERSAZ MRS 5 L 5128
ET56Z L, BEHOMEREAEZMIRT D HIELE LTI 7 =24 VEERORE LR ED
aEnDd,
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AT 0 A PR A

PEROD FIREVEDS 8 2 ME T, F 4 7 4 =/VIRMBIARETCREE D 7' 11 7T BT DU THENL
LTHLSZE, BT A=V ERHTLLERT oA FREBHEREOZRIET 3 % rTREMED
bHTD, FXT 4 =AAERATIER S 2 5 H 27 o TRERREEE SUTAMA] & OPFFIC X
DWHEIENHER SN D (AT 1A TS & O EAER O ATREMEIZEI L Tl 4.5 HZ M),

SUH - FAH - i

BH T 4 ZVORBRCTIXEMIRTF O FATREM 2R LTV 28, B I L S iR fF o Al
REMEZSERICEET D 2 LT TE RN,

T a—)v Y SULEERYE OELH OO & 5 BEIITEX 7 4 = VO H
TcoTHEETLHZ L,

FBEA it

77 M—=ARME, Lapp 7 7 ¥ —EBRZIEXNIZ NV T—R « T 7 b —ZARIAR BIED
Fhi7e IR EN & D BT IIAKIZHEH L2 &,

45 thOEEREOEVEFEARVZOMOMAEER
EHX T 4 =)LX CYP3A4L/S IEMEDFEZ N L CHE OH A2 Ul S8 2 AlREMEN H 5 23,
ZTOMFITOTNTHY . BERICEWRO S HEEEZ HT-5T LIXEZL LR,

PSR ARE « CYP [EMEZ SR ANCEHE T 25, 7oL XA EBE L R T = /3L
B —NEEX T 4=V EHT DL, X T 0 =L OMBERIRENMET 5 ATeetEn H
Do BX T 4 =/MZIL CYP2CI9 ZFHET D AREMEA & 0 | CYP2CY Z i3 2 "lRetE & &
LHTENB, BEX T4 =N T 2= M AR LSS == DI VT T A
PE T2 RN S 5, BEIITT == M VOFEENEREE =4 —FT & TH
V., BXT 4 =ABEGOBRMG TP IEOBRICIE Y = = b O M % K18 L CRIE
THZENEE LY,

AT aA RBEHEHE : FX 7 4 =/ LD CYP3A4/S DFEIZL YD, AT v A NEHEIEO%)
HESHAR SN D ATREMEN B D, BX 7 4 =B HRE SN D BB ISR A ) &
OO L DBHTIENHERE SN D, +oRBHERNR A D T2 DIITE X 7 0 =BG IE
%2 AMITZ O XD RBEEEZMGET 2 2 LM E L IND,

PLo) o ZLOZBRBH ) OEL VBN h= IV AARER I T L LT
CYP2D6 2k » TR &SN 5, CYP2D6 ZK4B L7-HEE (HADK 10%) TiX, #EHFIX
CYP2C19 #/3 DEIRREHRE N L EHEIZ /2D, EHX 7 4 =/LiE CYP2C19 ZfHET

HT ML, ZOXIREE TP DEDOWENLEIZ R LG50 H D5,

PUBEEA] : €4 7 4 =/L1X CYP2CY 23T B A REMERNH D Z LD, FEX 7 4= & T
W77V EBRTAEOLT ) D7 VT T ANMET T AAREMER D D, X 7 4
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=N GHRBERRAD 2 » ABSUIMBEELRIITT 0 b oo v B2 EHRIcE =
4—=95HZ ¢,

L DERES © FIT CYP2C19 R AT L CIHRT 2WE., 7oL XV TEARL 7T
Ju—)b, FRAT TSN RS T 4=V EDOHHICE ST VT T ARNETT 5
AREMERH Y . LB o THEMREALE L 25550365, S5, b MMz v
7= in vitro D FEERTIL CYP1A2, CYP2B6 &N CYP3A4/S DIEHEDOFHFEN A LN TEY, =
AU in vivo THEEZ D A[HEME S H D, T DHE 2 OFEE TR S 105 Hi o i H R B )3
KT L., IREREDMRT T 2 ARt 5 5, ERRIZH T 2 WM AERRBR CIX, ko
%@m &V DIFHEE D CYP3A Bt % 1 L CEE )l Tﬁ%#écw&uﬁﬁ
BIZK L TR OBNTWS, ZOHFlE LTiZv 7 rARY > HIV 7'v7 7 —EHEHA.
2vay, NITYTh, IHZSTA Z;EJ:/wE@ﬁ/lxvﬁla%ﬁﬁ&()\%&%/iéﬁﬁé
FToNd, HOEGAREICELE, 2 7uxR) v EHREISNTWABETEL 7 1 =L
DU G2 2 A, 7 a AR OREEN 50% K FLZE W,

4.6 ZRaEE. MIRER UIREL
SRS
SEMRLHEIC B 28X 7 4 = ERICET 57 — 2 BIFR LA T D,

B R CIIAESE B VRSN TV D (53 HBH),

FH T 4 = JTIEEIEY O &M AT A B 7k TR DN G STV 2R W R 5 "[REMED & 5
MR T A ITHERE S N2, B X T ¢ = VISR DB SR O B A 59 S 5 AT RE
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THEMEI, BX 7 4 =/VORROINE Y A7 BEHi S, 34056 1 fFoRRT, €
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LT A =N EXTOREWITTLE LTRSS L, DR (REGED 10%AR0) SARE
LR TRt SN D,
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KB PVC/PVDC/T IV =7 LT Y A X —aldE
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1. EER4
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2. #ARL - K
1 5212 200mg DEX 7 4 =V EERT D,
BEnOEM 203 20N
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TRTORMYO—EIL 6.1 HEZH,
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FEA
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IRWVHSEARIRGIZ I, FEEN & Dl R B % BB DR 2R, ZAUCEE L7 o
e & L CiDiizk, B9, ITRERERRAS A, MRS (72 & 2, AFRREREEIVE .
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TRHI S, IRIRESNDETHEALZRZWI &,

X T 4 =VEER, ARSI L OB ERED & 2 B3 K OLIRTZ AR
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R0, ZOFERITE MED ECG 21k, Mafm UIAREARZ LS 560 5 5,

AIRAE
TL T A =NVEREBEZEET D720, FRIEOHEN H 2 BE TITETEH O 2 L,

TR A D#ERF
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HT ML, ZOXIREE TP DEDOWENLEIZ R LG50 H D5,
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BIZK L TR OBNTWS, ZOHFlE LTiZv 7 rARY > HIV 7'v7 7 —EHEHA.
2vay, NITYTh, IHZSTA Z;EJ:/wE@ﬁ/lxvﬁla%ﬁﬁ&()\%&%/iéﬁﬁé
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

PROVIGIL 100 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 100 mg of modafinil.

Excipient(s) with known effect:
Each tablet contains 68mg of anhydrous lactose.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Tablet.

The tablets are white to off-white, 13 x 6 mm, capsule-shaped and debossed with ‘100’ 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, one in the morning and one at noon, according to physician assessment
of the patient and the patient's response.

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

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

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 listed in section 6.1.
Uncontrolled moderate to severe hypertension.

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 (0
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.
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Paediatric population

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 in the paediatric population (below 18 years).

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
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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.

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 section 4.5 with respect to potential interaction
with steroidal contraceptives).

Abuse, misuse, diversion

Whilst studies with modafinil have demonstrated a 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.
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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
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 amount of data from 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 and in women of childbearing potential not
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 section 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), rare (=1/10,000 to <1/1,000), not known (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: pharyngitis, sinusitis
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Blood and lymphatic system disorders
Uncommon: eosinophilia, leucopenia

Immune system disorders

Uncommon: minor allergic reaction (e.g., hayfever symptoms)

Not known: Angioedema, urticaria (hives). Hypersensitivity reactions (characterised by features such
as fever, rash, lymphadenopathy and evidence of other concurrent organ involvement), anaphylaxis

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

Psychiatric disorders

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

Rare: hallucinations, mania, psychosis

Not known: 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, pruritus

Not known: 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
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Uncommon: menstrual disorder

General disorders and administration site conditions
Common: asthenia, chest pain
Uncommon: peripheral oedema, thirst

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

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Yellow Card Scheme at:
www.mhra.gov.uk/yellowcard.

4.9 Overdose

Symptoms
Death has occurred with modafinil overdose alone or in combination with other drugs. 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,
agitation, anxiety, 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: Psychoanaleptics, centrally acting sympathomimetics, ATC code:
NO6BA07

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

Pharmacodynamic effects

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 II-VI, 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
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attenuated by the o -adrenoceptor antagonist, prazosin, in other assay systems (e.g. vas deferens)
responsive to o -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.

Clinical efficacy and safety

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
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.

Three epidemiological studies all utilizing a long-term observational inception cohort design were
conducted in administrative databases assessing the cardiovascular and cerebrovascular risk of
modafinil. One of the three studies suggested an increase in the incidence rate of stroke in modafinil
treated patients compared to patients not treated with modafinil, however, results across the three
studies were not consistent.

5.2 Pharmacokinetic properties

Modafinil is a racemic compound, and the enantiomers have different pharmacokinetics where the
elimination t% of the R-isomer is three times that of the S-isomer in adult humans.

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 metabolised 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.

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.

Renal impairment
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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.
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
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Lactose monohydrate

Pregelatinised starch (maize)

Microcrystalline cellulose

Croscarmellose sodium

Povidone K29/32

Magnesium stearate

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

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

Opaque PVC/PVDC/aluminium blisters.

Packs of 10, 20, 30, 50, 60, 90, 100 or 120 tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

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

7. MARKETING AUTHORISATION HOLDER
Teva Pharma B.V.

Swensweg 5

2031 GA Haarlem

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

PL 14776/0098

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 14 October 1997
Date of latest renewal: 24 June 2017

10. DATE OF REVISION OF THE TEXT

24/06/2017
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

PROVIGIL 200 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 200 mg of modafinil.

Excipient(s) with known effect:

Each tablet contains 136mg of anhydrous lactose.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Tablet.

The tablets are white to off-white, 16 x 7 mm, capsule-shaped and debossed with ‘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, one in the morning and one at noon, according to physician assessment
of the patient and the patient's response.

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

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

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 listed in section 6.1.

Uncontrolled moderate to severe hypertension.
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 (0
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 population
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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 in the paediatric population (below 18 years).

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
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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.

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 section 4.5 with respect to potential interaction
with steroidal contraceptives).

Abuse, misuse, diversion

Whilst studies with modafinil have demonstrated a 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.
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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
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 amount of data from 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 and in women of childbearing potential not
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 section 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 1,561 patients taking modafinil were as follows: very common (=1/10), common (=1/100 to
<1/10), uncommon (>1/1000 to <1/100), rare (=1/10,000 to <1/1,000), not known (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: pharyngitis, sinusitis
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Blood and lymphatic system disorders
Uncommon: eosinophilia, leucopenia

Immune system disorders

Uncommon: minor allergic reaction (e.g., hayfever symptoms)

Not known: Angioedema, urticaria (hives). Hypersensitivity reactions (characterised by features such
as fever, rash, lymphadenopathy and evidence of other concurrent organ involvement), anaphylaxis

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

Psychiatric disorders

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

Rare: hallucinations, mania, psychosis

Not known: 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, pruritus

Not known: 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
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Uncommon: menstrual disorder

General disorders and administration site conditions
Common: asthenia, chest pain
Uncommon: peripheral oedema, thirst

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

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Yellow Card Scheme at:
www.mhra.gov.uk/yellowcard.

4.9 Overdose

Symptoms
Death has occurred with modafinil overdose alone or in combination with other drugs. 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,
agitation, anxiety, 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: Psychoanaleptics, centrally acting sympathomimetics, ATC code:
NO6BA07

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

Pharmacodynamic effects

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 II-VI, 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
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attenuated by the a-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.

Clinical efficacy and safety

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
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.

Three epidemiological studies all utilizing a long-term observational inception cohort design were
conducted in administrative databases assessing the cardiovascular and cerebrovascular risk of
modafinil. One of the three studies suggested an increase in the incidence rate of stroke in modafinil
treated patients compared to patients not treated with modafinil, however, results across the three
studies were not consistent.

5.2 Pharmacokinetic properties

Modafinil is a racemic compound, and the enantiomers have different pharmacokinetics where the
elimination t' of the R-isomer is three times that of the S-isomer in adult humans.

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 metabolised 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.

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.

Renal impairment
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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.
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
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Lactose monohydrate

Pregelatinised starch (maize)

Microcrystalline cellulose

Croscarmellose sodium

Povidone K29/32

Magnesium stearate

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

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

Opaque PVC/PVDC/aluminium blisters.

Packs of 10, 20, 30, 50, 60, 90, 100 or 120 tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

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

7.  MARKETING AUTHORISATION HOLDER

Teva Pharma B.V.

Swensweg 5

2031 GA Haarlem

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

PL 14776/0099

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 14 October 1997
Date of latest renewal: 24 June 2017

10. DATE OF REVISION OF THE TEXT

24/06/2017
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BARIICITERR 2B b, 7T7=T /) 7V A7 27— (ALT), 7 A%
TXUMRT I P TR T =T —8 (AST), #EH, T/AT7 IV, #HRE UL E U ITIEEN
STEIE R o T,

6.2 THREE TORERRER

7% PROVIGIL it  OESIC LA OREWEH2NG80 b ivTe, Z D & 5 7 gfERIE YA AR
DD S BREIICHE SNTZb D TH D DT, [EHEMED B 2 3B OHEE I THEY%
& & ORREBIROMENLA T L H FIHE LTRSS 720,

IR RS« SR ERE
FERIRET A ehiE B i

7 EWMHEEER

CYP3A4/5 O FEIZxt7 %5 PROVIGIL D%

CYP3A4/5 OFE (AT A NRBHEHK, I/ aARY > IXYTLAERRN) TV T A
%) 2 V7 7 A, PROVIGIL (2 K > TREETEER OFFE LI L CHINT 5 rTaetEDN &
0. EHBRBEORTICORNLHREENH L, it DY % PROVIGIL & AT 254
WCITHEBORE BB T D & [BkERE (12.3 H) #2204,

AT aA RRBHEIEOAHPEIX PROVIGIL & JFFHREL OVEHFE T L% 1 » AUNTIK T 5
AREMEDR B D, AT rA RREBHEHE (BI2IX, =F =Lz R NF U4 =) ZHEHLTH
2 B IZIE. PROVIGIL & fF AR L ONTIRHE T 1E#% 1 H LINITIIAROE 2080 E & 72 13 0F
FBEHTIERHESRE S N D,

v uARY OIMFYREIL PROVIGIL & AT 2 EIKTT 2856 03% 5, PROVIGIL &
DT 2EAIIIERILT > 7 e AR Y VREOE=X ) T RO 7 a AR > Al
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CYP2C19 O FEIZ%xt4 % PROVIGIL D%

CYP2C19 OIE (BIziE, 7==hA>, VTERL, TurJ/a— FAXATF7/—
o, BV e 7T ) OWKIZ PROVIGIL (2 L » TREEEROFEE I L CGRIET S
AREME BV | REIREEO LA AR ATREMED B 5, CYP2D6 KIEMEHE T, CYP2C19 %
I LT BRI IR IS L > T D CYP2D6 DILE ., 72 & 21X =B RH 5 D O@IRA &
0 k=R ARLEROBEEN PROVIGIL & OfFHIZL > T ERTIHARH D,
PROVIGIL &4 2 & Zi2iX, 2o 0FEY KR OZE DM CYP2C19 HE D M &M
VEIZRDGEN DD [HRFERE (12.3 1H) 25,

g7y
U7 7 U % PROVIGIL &FHT 5 & X123 7 e b B UEFF/INR OB/ =X
Vo 7 hBETDHI L [HKAHERE (12.3 1H) 2207,

E)TIVERUE—F (MAO) BHEHI
MAO BHEEHI & PROVIGIL =32 & 2 ZIZEETH I &,

8 HAlGEERATHEH

8.1 45

717 Y —C Ohfhi

hmz xtge & Lz o K< EE IR BRIT 22, T4 7 4=/ R-EXT7 4=/ L

S-EX T 4 = NDIREY) ROTVEL T =) (FEXT7 4 =LDRAK) LEEST L T7H

R RFRIE K OB SRTEE NS ST\ D, X 7 =)L ORI AR E@IE T I
CIXRARDN, 2D T ADHEY) LN OO ALE L TS, ZD7 TR

DFFE DD LT B N EIEIE L OV E AR & B35 & ST\ 5, IESIEFI D SEMIC

BRTLNEIPARTEHDL, EX T4 =AROTNVEL T =V ERNET v b (EX

T 4=, TIVEXT =) KU HX (BXT7 4 =)L) ORBRTIE, BRRMICEKRD

& B I PR TR A FNEN TR B L7z, PROVIGIL [ ZHREHFIZITBEAENSFK 7 ¢ > RS
FRIBICKT DIEN ) 27 & LRIZHAORERTDH 2 L,

EX7 4=/ (50, 100, Xﬁmm@@m)@ﬁ%?y%m® s HIERNZ #6@m&
B CIERMAFEMEITR O bR o 1oy, EmEk G & TRINEAEM L, WAERICBIT LN
ﬁ%i&@@%ﬁ£®%ﬁ¢wﬁﬁbto7yk% i VR A= TR L %ﬁéﬂiﬁg(mo
mgkg/H) kv @EHETCOMmMIENELX 7 ¢ =/LdD AUC |Z PROVIGIL ®t 4R S (RHD)
(200 mg/H) TD AUC LV HIRfETH -7, LorL, TDHDEHK 7 ¢ =)L 480 mg/kg/
H &£ CORBRTIIMIER LK T 2HFERITRO oo, 7 VEX 7 4 =1 (60,
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200, X% 600 mg/kg/H) DIENET >~ M~ EAMICEIT 2O 5Tk, NELOVE
AEROFBLEN EH L, kA& GETRIVEESI D Lic, 7 v ME - JRIRFEREEC
B9 % MEEt & (200 mg/kg/ H) IZ X D 1EH 7 V€4 7 4 =/L®D AUC I, #3524 & (RHD)
® PROVIGIL 8% 5- &=t MIBITH AUC L0 HIRETH - 7=,

FBH T 4 ZVOIRT X ~OE RSN 1T 5 100 mg/kg/H £ TORAOE G TIIMBIKL
DFRAENTBITRBD LN o7 L LEERL, 22 TELbNZHEITESY 7 0 =10
B AT T DB A+ ICFHE T D ICITRRE 5 b DO Th o7, £D% 45, 90, ik
180 mg/kg/H Z 3FAli L 72 3 A BB Cld. Eem 5 & CTHRIEHEZ LR O - JrIEET
DOFBIEN EH Uie, HAEFMEICET 2 EEME (100 mgkg/H) TiE, miEfE4 7 4
=/ AUC |Tt MERHETO AUC LIZIFHE LT,

X T 4 =D Ty bSO FEH R ORI T 5 200 mg/kg/ H LU T O A5 Tl
20 mg/kg/ A L0 @OWABETHAROAEGFEEMET Lz, ZoRETIRERES 7 =1
AUC i3t MEEHETO AUC LV bIKETH 7=, AFHAERICB O THAR O K
OHRATEN N T A — 2 THRT D8BTSO b o T,

AT Rk

PROVIGIL (2B S 72 K MEDIEARERIFZ BT D I M A IR 2 T2 AR AR B Gk SR L S

TV D, ERIBMEE RS 28T 5 Z E N E LU, &5V I3 1-866-404-4106
(4R ([CEFETH2ZLICL > THATHLRETE D,

8.3 =ILiF
EHT 4 =V TFONREW N FIHHICBITT 20 E ) AR TH S, < YN
t MELIFICBAT T A 72, PROVIGIL IG5 25813 ETH 2 &,

8.4 /NE~DFEH
INREBE BT B M K O RIS S 7L TUW 722V, PROVIGIL (V320272 D RIHEIC R
WTH/NRITSR U TIIAGR STV 2R 0,

FIEMZIEAEE (EMM) RONAT 4 —T 2 R« Va2 ) UEBRE (SIS) ZEirEER K
B NEEEICRB T 2R 7 A= MEHEEEDH Y & ESNTWD [BELEROEEDHE (5.1
IH) M),

6 W bl e BEBR C/NE v o U7 o — B 165 B (RS S~17 %) 128X 7 ¢ =1 (123
B XX 7 TR 42 6]) 5 SN7-, MSLT IZ X - THIE U 72 BEIRIE IR E R 12 b 2
EE (CGI-C) 12X > CHIEEMINZIRGERICH, TE 742N T T8RRIV
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FHFIICH B R E X e o T,

LS L O EREARRABRICIS T, by by MEBEE, ARE, BE, 147 1F%Fv
—HEL OAIRFRL T, M OV Bl & & Tk i J Ot R O BIVE R 25 BRIG IR B AR R
FBL LTz, 1B TICIHE L —i@ME B ERBAE 380 biviz, HRERRRBR T, 4
T 4 ZVDRE S VT AR 12 e PA 02 I 38 il 3 (51178 H REINEERE A RRER L. AU KS
LTT7eRngbsncBTix 0t oplitdor,

HEEXMEZEEREE (ADHD, DSMIV) O/NEROSKEAE (Fls 6~17 %) Zxtg s L
3D 7T~9 MO “EHER T T B AR R TH M EEBR A E R S e, b0 H2
ARET A ERER (425 mg HELT) ThHY ., 53 OoFREBIEEH &R (30 kg Ko
BFTIX 340 mg/H., 30 kg UL EOBETIE 425 mg/H) Thotlz, T bHORERTIX
ADHD-RS (FFAZ/N— 3 ») 1T XK > TRl S 4172 ADHD SERICEA L TEX 7 4 =R
7R L FEHERNCA BB R R S L7203, 933 il SIS o FfREMED B 5 1 fil A&
Gie 3BOEBREIBNRO LT, X 7 4 =IO\ T, ADHD IZ81F 24 &
I TUVR,

8.5 minE IR BEH

KRR CTEX 7 ¢ =NV F G STz 65 UL EODEBEIZEB T 580 5 o F it
EFREROBEIWERRBBLENRD bivlz, EEEE TiX, IofRE LTEX 7 =l 2
ORBD O IME T 5 Z 20D D, Lin-> T, ZOEMTIHEH BEOR G K OFEM
WE=ZY T ERBRET DL LR E 2.4 H) K OEBIKFEEE (12.3 H) &M,

8.6 fFFEE
HE O AFREE B TlL PROVIGIL O H &% FFREE N IEH 72 B OHELEE D 12 12 &ET 5
& [HER O A 2.3 H) ROWGFKFERE (12.3 1H) #208),

9 EWMIELAR NKE
9.1 I
PROVIGIL (X, A7 Y a— VIV ORGIEDTHIEX 7 4 =V EEHT D,

9.2 #LH

EBHXT 4 =T e MIZITHLOD FRRAR IR SR 2R R IR VR ] S O =2 B A
KAy, AR BB KOEEOZEEA T S, invitro fEERBRTIXESY 7 0 =1L R332
VI GABRERAL EAEA L RIS KRS U2 BINS 503, RS Ul & (R L7auy,
X T 4 =B LIRS D Z e, a A EABCRETH I L TR\
PUCBITLEX 7 4 =/VHEERGIZ L > GEl sz, BEORBRIZENT, 47 4
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=L O FRBIFIREZH RV W REARRREEE O AL L T e, RIS ELA 72

LIS (BI2E, AFAT7z=F—b 7728y, XEahA ) SLHOBE
RN D D HREZMBIBIT2 Z ENEE LW, 72, BE 288 L CGRASUTELA )
ZAE, BEXIIEMRFEATE) OBBEOREZFIND ZLREE L,

HWELH OBEERE O b 2N x5 & Lo AR BEREBRCEX 7 ¢ =L (200, 400, &}
800 mg) DFELHDAIREMEN A F T = =7 — F (45 LTV90 mg) & bk U TRkl S 7.
Z OBRRBROFERIZ LY | X 7 ¢ =/ BOHH] S U7z AR (A F LT =
=7 =) BT OMMIRTEIER . ZRERR OB ZFHET L2 LR EnT,

9.3 {&7F

7T AR KRG R RER T Ol DT X 7 4 =N GZITE X T 4 = VB D BN
=K =S, 14 A OBIZEHENCE X 7 0 = L OBERIERIZZRD o153, F b
L o —BEICBOWTIRKIIE -,

10 BERE

R PR FRBR . TRBRILME FHE 2 E D H A7z 1000~1600 mg/H O & (PROVIGIL OHELE |
A& 200 mg @D 5~8 %) 75 32 BlOPIRA ITIE~ 151 [BF G4, 9B 13 HiliZiE 1000 X
1% 1200 mg/ A 23386t 7~21 AfEG S, 61T, HElo X2 2tkE s G752
ST, b EWHET 4500 mg L TN4000 mg TH Y HESD 5 SFRABRICS M LT 2 Flo
PWHREDER L2, 2D ORBROWRE X, T LW IIEMEE N TIER 25 L
minod, ZHOMETHE SZFEWERICIE, BB X 3E, AIRE, miTEige <o
A—H OEBEIPEED FRNEEN T, BERER THR® b= Z Do m fAEE
T, N2, SRk, Begr:, SEEL, MR, IRER, #hiE, BEIRMEE . O T
KO v ha o v R R & AT,

MR ORI G , BX 7 ¢ = /LB IO FEY) & DOHFIC iofﬁﬁ%%ﬁ%%
<1 %%ﬁﬁﬁiénfwé H@W@L@%@Xi%%&@ﬁ%’iéL%&@’
BHETPE D IEIRITIE, RIRIE ; W HES DR E, KA. S5, Bk, AE&U
mﬁ&k@¢ﬁwﬁ%ﬁh;%u&@?ﬁ&k@ﬁk%%%k;ﬁ%\%%\@mF&U
Wadi 72 & O IVE RN E T,

RAAR TR G- OIEBIA 11 Ao R T@iE Sh Tnd, mgkg X— A T b mAED
ﬁﬁﬁSWNMWmﬂWNQmMQ@%ﬂ74ww%ﬁﬁbt3ﬁ® IR = o 7=,
ZO/WNRIFEE L T e, NNRIZET D &ER G2 S ERITZERA TRO bt o L [H
THo7=,
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Page 66

INETO L Z A, PROVIGIL i &% 5 OB MAERIC R 2 K B 72 i F AN X AFAE L 72V,
WEREIX, FiIo, DERE=F ) V2 EREIC L TEHT S Z L,

11 #8RL - K

PROVIGIL (E# 7 1 =/V) [IRAFKGHERRERN CTH D, X7 4 =MET7 B IRA
MThd, X7 4= NVDILFHIF, 2- (T 2=V AFN) ZAVT =] TERT
NTH D,

53 7L CisHisNOS, 43 781 27335 ThH %,

PRSI T DO LB TH S -

On 5 %

CH—S—CH;—C—NH;

o4

TBHT 4 =ME BESUIKAEORBIERNR T, KRV 7 a~dHizig & Ao SR
RN, EX T 4 =E, AZ IV ROT R R ATRREITIZ S WD A~ERITIZ W,

PROVIGIL $&/% 100 mg X% 200 mg DEHX 7 4 =L RO FOREER S EZEHTD 7
BABNAT—AF WY T A FBE—KFIY, AT TV U~ T xRV T A BV R
— A, RE RV, ROTAVT 7 —{bT o7,

12 ERAREEIE

12.1 fERIRER

BY T 4 = NVORBEEER OG22 EREFRII A TH L, X7 0 =WE, TV 7
B IVRATFNT =2 =7 — N & OZERRFGEE & RO RRMEEER 263 503,
ZOHIEN) T 0 7 7 A TSR T R v L3RR B,

TL T 4 =X DREEITa-T RV U BERIEHERO 7 Z v iz Lo THFE S
HZEMBD, LL, B 7 =ML, Ty MaREEEALRED, o7 LTV AEH)
IR T 5 2 E WML TWAMD in vitro ¥R TIIRIEETH 5

EH T 4 ZVITEE U D R U BRERNEECIrEev, UL, invitro TIXEX
TAZIEIRNRI VR T UAR=F =LA L, RS UVHRVIARZIREST D, ZOiE
PEIZ. in vivo TIE, MDD D OFEIZ IS 1T Dfiflash /8 it @ hn & B
LTW%, RV ETUAR—F— (DAT) REOBIEFHEYTVATITES 7 4 =)L
DRBREEMEN RSNV, 2T, ZOIEMED DAT ITIEFET 5 Z L 2R L TW5D,
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UL, 772 I 38 e, €47 =107 v MIBIT D REEEDRIL R
RURBERETEEO N e R R Ul X o THFLE e o T, X BT, R AR
EIKCTHDa-AF)p-F L NEIT 7 24 I OEMAZERT 508, 47 4 =Lk
S THH SN D B REB & W L7257z,

FATE, ATFAVT =T — MR OT 7 =4 I U REMEtE 2 E 2 3 HE MO
RIGHAL ZRET D, X 7 ¢ = VNI EEA 2 THE T, RO AN
D HERRTE AL 2 IR DB IRt 2, X 2ICBIT L 2O L e MCBIT2EX 7
4 =/VOEROBRIIARATH 2,

BT D REMEEIEH L OV H EBEEERICIMA T, & P TIEES 7 4 =/L3ho
O R | 2 SR B 2 RS ARRTE E  Se O 2B, &Gy, JE, BB ROUEIE D4
b4, FX T 4 =MTITREBRBH D Z L3, 2l A CRGIWREERO D %
PAOECEGIZE > GGEH Sz, X7 ¢ =) VI E 7o TR O 5 B0 R H
GBI Lz,

B TITES 7 4 2V ORFZRIRO T ERILAE TH D, L7 4 =N D 2 >DER
)., FEE T A=A T Uy RERNEX 7 =)L AVR L, BX T 4 =L O PR E M
fLERIZEH G- L Tnnt bbb,

12.3 EyEhie

EFEXT4=MT 1L OTEIRTHY, ZONFERMEEOEYERIZE D (FIZIE, K
NZBITDREX 7 4 =VOYFIIXS-EX 7 4 =VOK3HETH D), FRMERITMH
AW LR, EFIRETIE, REX 7 4 SV ORIBEBEREILS-EX 7 4 =LOK 3 ETH
5o 1 B 1EFGHOIRIMLFES 7 4 =D KT 7EE (Cuinsy) D 90%75 R-EX 7 4 =
VL 10%D8 S=EX T 4 =N Th b, KIEHRGHEDES 7 4 = /O IERINTA 15 FF# T
bD, BX T 4 =NOIFRVERIL, BEEHERF 21T 5 200~600 mgkg D 1 H 1 [8IE
B 5 BITRIEEO SN E A R REX 7 4 VKO R-EHX 7 ¢ = /LD EHFIREEIL 2~4
A OB G5%ICHRE 72 5,

WX

PROVIGIL 3#% 1 £ 5530 & du, 2~4 Wi Clem R EICET 5,
PROVIGIL $ED AW HIF| =T K MIREIK S 1ZEFE LV, TX 7 4 =/LIKICRETH
v (1 mg/mL AKiif) . FARNIER G217 2720 720 #Essi 7m0 AR A RITHE S h
minotz, BUITAM L LT PROVIGIL OAEMFFIHSRICHELE 52720, LrL, &
FHL L HITRIEST D L mEIREIZEIET 2R (tnad) 23589 1 FEEIL D FIREMEDS B 5
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paKiil

PROVIGIL O &M F O AREFEITH 0.9 Likg TH D, b MILIEFIZIWT, in vitro TITE
BT 4 =T EEICIIFER, BT AT I UICHEALTWD (8 60%), &I mE
EHICHEET 23 & PROVIGIL & O EAEHOAREMIIR/ N TH D EEZBND,

A M O
FEERPEIRR I, FICHTIEIC L A8 (K 90%) &, ZD% OB OB 6 DOk T
D, IRTNVHIVACITES 7 0 =)V OYPEINT B A 5 2 720,

RENT, MKGFC D7 X MMb, Sk, FEBRKEL, KO V7 v CEEEAIC X
ST D, BH5ED 10%ARMNPREIAE L LTHRt S NS, BEEE#RESY 7 =1 %
AW ERARRER Tl B HEREOR 81% 23 8 5:% 11 HMICEIZR TR E L7e (80%.
ECIX 1.0%) . RPRIDORKEDSITELY 74 =VT vy RThbH, LinLdelesd
6 FEDM DR Z N L VARVRE THES 2, 2 O, TRhbbEF 7 4 =17
Yy REELT 4 VALK DRNNR ) OMEFREICET 5, IEEKETT LTI,
EXT ATy R, BT 4=V AVKRY, 2- [(PT7 ==L AF L) ALR=/1]
g, KO'4-BE Fax X7 4 =/VEANEETH T2y, HDLVITES 7 4 =V OREERE
RICBIS L2awn & bz,

BATIE, X7 4 =D N7 7REKTHPEEBOBRGRICEZBVRDLNTED,
CHITBECHEEZRE LTS, LL, REKTORESRRERTO—E LRV
A, TOBKRNBERDIZEAERNWI L EZRB LTS, EX T f =/LALKRUIE, 40
REfH &V D BV R 0720 . KEHGZICH R EET 52 L0 TN D,
e, FRICTF b 27 1L P-450 CYP3A4 OFEEIL, in vitro TIIHMEEEE MTHIN & &
KT 4 =)V & OEEFRZIZHRD B I, in vivo TIX 400 mg/ H DEH 7 4 =)V O IEHK 5%
bR LN TWVD,

kAR

Fohy

SRS 63 m% (BPH 53~72 m%) OWERE 12 Bl & %5 & L7z 200 mg H R 558k TE 4
T4 =NDORRAY VT T A (CLF) OBERT (820%) 3580 vz, 2o ki
ERRE D & 2 AlREMEIX 2V & B 2 Hivde, 4 82 ik (FiPH 67~87 ik) DB
12 Flzxtge e Lo KB G35k (300 mg/H) (281 5 FIsEf £ 47 ¢ = VIREE IR,
VT T ISHIEVVHERE TENE TGO TWEREDR 2EThoTo, KO-
BIHREG SN TOTEERO ORI K D BO RN H 5720, F4 7 4 =/VIEWEIfE
DT OZEITINR O BEOIIFTHZ LIxTE RN E Bbhs, L L, Z ORI,
BT CIXEL 7 4=V VT Z U AMEFT AR S L 2 L 2R L TWD [
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ER I (2.4 B) K OFF2EGEL TOR (8.5 B) &M,

PER
TH T 4 =)V DOFEBNREIIMERNC X DA Z T 720,

N
TL T A =N OEPENREIT T D NEOREITIHE Sh Ty,

Bl 2

EHXT 4 =/ 200 mg HEEREHREBETIL, BEOEBEEASE (VLT F= 27 U7 TR
20 mL/min LLF) (ZEH 7 4 =)V ORYEBICE BB E 5. 2700120, £X 7 4=
Ty KO CRIEMEREY) OREEEIL 9 518 L7,

HF 2

BX T 4 =V OIEWENRE K O 2 P B (B 6 il &tk 3 ) TGt L7z, 3 %
DBEFIT B M BHIITFEZ (Child EHEIZ X 5) ThY . 6 #ill% C #H1% CHYITREZ
Thoio, BERMIZIZ BT SFNEETHY ., 2HNIEARNRRD vz, ZhbDEE
TIZIEFRE LB L CTEX 7 0 =AVORA7 VT 7 2 AR 60%IK< | EFIRIEDRRE
M2ETH T [HEROHE 2.4 H) K OFRIZEZER TOEH 8.5 H) &8,

KW E B AEH

Invitro D7 —Z 2 X X7 4 =/VITEEIZ CYP1A2, CYP2B6 #3588 L, 7= CYP3A
% PR ERIFHNCHEE S 5 AfREMEN & 0 | CYP2C19 DIFMIZT X 7 ¢ = /W2 K » T
[HEINDZENRENTWD, nvitro DT —F TIXFETZEL 7 4 =D AT FEERK
{FHIZ CYP2C9 DIEMEZIIHIT 2 Z L RSN TND, ZOMd CYP IEMEICIZESY 7 o
SV EE 5 X NEH)ThD,

F R rh P45S0 T A VTV AR DT D DIFIZ BT SEEFEEL, #FE L, K/T
CHEICE o TICH I #1554 & D4 EH D Al REM:

LT 4 =VORBHITEHORBENFEL TND I &, o, X7 4 =LOREHHITE
WCIEIE CYP IZBEE L 7= S i b BB X 7 ¢ =245 2 & 225, PROVIGIL
DRI TR ENRE I OF I D CYP FHEIC k> TEEMZREEN KIE S D ATREME TRV,
LINLZRB G, BX 7 4 =/VORBIT K DIHKRITIE CYPIA BERMNHHICEEG LT D
ZEMD, CYP3A4/S OFESI72iHEA] (FlxX, IR EBE L 7= /) L EX—)L,
U7y rreir), XE CYP3A4/S OFREA] (B2 X, 7 haty— = 2e<x A1)
EDOPFRITES 7 4 = VO MIEPREEZZ I 5 /RN D D,
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PR K T EIZ L > T PROVIGIL 735 DI D33 1 S5 Al a1

o

CYP3A4/5 12X » TR S 53

in vitro D7 —Z TIXE X T 4 =)L REKFHIC CYP3A IEMEAREISHHET 5 2 &
MWRENTND, LIERn->T, CYPIADIKE LD L )3 BlxiX, A7 rA R
BETHE, v/ mARY v IFYTA KNI T YT L) OMAREEHME
PROVIGIL & OOFRIRIE & D 122 IR 2 vIRete s 2 [ FEWFE 2 E/H (7 R)
&M,

TF =T AT VF = — ERE A~ X T 0 =/ 200 mg/H A 1 H 187 HH
B Lizt%, 400 mg/ A% 21 &G L7z 2 A, =F =LA T U4 —/L (EE2;
0.035 mg; /AT AFA—RELBITRAOEE) O Cha DT H%IET L,
AUCo4 B 18%IE T L7z, =F = /L= A b T VA — /L Ol OB 7 B kid e o
77

FY 75 L — PROVIGIL & =F = /L= X T F—/L (EE,) OIEMAH A AR B
T, EE 3WBRED 7= ORI E R CHIZ R U 7V 7 A (0.125 mg) A HL[A#E 5 S
Nice X7 4 2 AFEEHRIZ NI TV T ADOYY Chax KT AUC)o T EINZEI 42% K
D S9%IET L, EX 7 4 =/LOTHIRAERINEHK | R B L7z,

I ARY Y~ EERBEE T T 41 O TEX 7 4 =Lk CYP3A4 FETH
Ly aARY COMEERPEE SN, X7 4 =/1200mg/HD 1 5 A#&KEHIC
M7 a AR SPREDR S0%IKT Lic, ZOMAERIZY 7 v AR Y O
WCERT D EHEES N, TOHEBIL, EYOBRRICEEE 525 L THRINHMD
HT-BNE LI oToh B TH D,

REVT A - lWRABRICZB T, TS T 4 =0 250mg 2 IR E 14
7 LADOEHRFEENHBIROKS Smg) %ITIL32%, HEFIRNES 2mg) %I
X 17%080 L7=,

7 ZFT Y — BIOBKRBRIZBWT, Z7=F 7 (1 HE 300mg 7*5 600mg) %
TIVEL T 4 =0 250mg LG LImE 2 A, 7 =F 7 © o O EHIRE &N

29% L7z,

CYPIA2 THE S 55D

invitro 7 — & TlX, T 7 ¢ =/ RERFIIC CYPIA2 ZREEICFHET 5 2 & 2VR
ENTWAS, LIRS, TALEX 7 A = VOEKRBRTCH 7 = A v 5 o — 73K
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e LTHWEEZ A, CYPIA2 IEMEICRT T A B BT Lo T,

CYP2B6 TIRE S 25
invitro 7 — % TlX, EX 7 4 = /U RERFIIC CYP2B6 Z B ICFHET 5 2 L AR
INTW5,

CYP2C9 THRE & 53

invitro 7 —4 Tl&, X 7 4 =V RN BRI CYP2CY 11D B % il
THIEWRENTEY, T 7=V EZOBFZOERETHLEY (Blz X, S-V
N7 7V ROT7 2= M V) L ORISR EAERR & 2 WA R S5
[FERH I IER] (7 H) &2,

INT 7V BX T 4= TN T 7 U OHFAEGIZE > TUIR-KOS-U LT 7
U OFEMBEREICIIAEERE IR O o7, LALRRL, ZORBRTIIV L
77V UOHEIERGOHRET AR LTWSmH, AEROAREESER S Lzbif
TR\ YA ER (7 H) &2,

CYP2C19 THUEH S % 3y

In vitro 7 — % Tl&, 4 7 4 =Lt CYP2C19 {HMED vl Wil 72 HERITH D Z £ AVR
INTWD, CYP2C19 DIEMEIT L - [FFRRE ORI TR T OR#H THLEX 7 1
SNV ANVR AT L S THAMMIIZHE SN D, TX 7 =V A VKR - O EH IR
FEXEX 7 4 A OEEIERRE XD bIFFITENR, 2 b iliE k& O3 E
DRLABEDE 2T, ZOBEROFHENIDL OB EL R T2 en3d 5, LR
2T, CYP2C19 DIETH DN DHY) (BIZIE, 7==F A, ITENRL T
nr7/a—), AATTY—)b ruaI77 ) 1L, PROVIGIL EOfH#ET2
LR ENEINT D FREMEN o D Y A EH (7 H) 22,

AR CIL, TAEHX 7 4 =L 400mg &4 AT 7 —/LOHEREO#KE S (40 mg)
DR EIC X ->T, CYP2C19 iEMEN ARSI E S vz,

AR AE 3K & O BAEH

EHXT LN EATFN T 2=T — N UEITFA IR T 7242 I VOB -
TEX T 4 =X TR S WT O FHARFBEROEGERE T 0 7 7 4 VI B AR
BRI o T2, LinL, BX T 4 =V OWRINAK) 1 BEEEL 72572,

THE T 4= I T T I VOHEEICL 2T, WTOEYOEYEE T 0~
7 A B EBAE R o7, LILERS, FralFo—nEE 1 flceEd 7 1=
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I K DIEFEFIC7aI 7T I EOZFOIEHRRE THDHLIT AATF LI I 7T
VDI FEEE NN L 7= IR E STV 5,

o CYP2C19 1%, EIZ CYP2D6 IZ L > TR SN2 & HFD =E%251 0 23 (Bl IX, 7
RITTIVROTUTTIV) ORIRKHRERE CLH D, —BRHLY 2Tk D
1R 22TV D CYP2D6 KIEEFHE (T7obb, 77U VF AREEESEROA 5 B
NEF D 7~10%, fOER TIXFREEXIZZNELT) TiX, CYP2C19 (2 X 5 RE23 0
BROTTELTNWD ZENDH D, 29 LIBEEMTIZ, PROVIGIL (X =5%H19 HH
DREZ ER ST RS D EWHEEN (7) #2M4],

o TNEX T 4= 2T TEVOHHKGII 2 F T O RELSRTIE5,

® PHEEN L DOMAIER

o In vitro REBRICELIVET VEX 7 4 = VT PHIEHOREE THALIZ ENRINTWD,
P-BEE AP EDEFRIT D> TR,

13 FEEREREE

13.1 BAJRME, BRFEM, ZhEEE

S A

MABHRBRITES 7 4= R-EXT 4= E SSEXT 4 = VOIREY) CTEM S,
~ A 78 M, T v M 1048, 6, 30, &N 60 mg/kg/ H BREHE G- Sz, RBRIC
MW@ A ETOMmEEE ¥ 7 ¢+ =Vig#E&E (AUC) X, b MZI51F % PROVIGIL OH#EdE
& (RHD) (200 mg/H) @ AUC XV bk o7z, BX 7 4 =85 &3 AR B
MBS DAHLIERD IR o Tz, L LRy n, ~ 7 AR E & T b &K
M (MTD) TlEIRnolclcd, REmRb DO Thole, ~U ADMNBAFRMERBR T LT
X7 4=V (X T 4 =/LO R EBMMER) ZHETIX 300 mgke/ H E T, #ETIE 100 mg/kg/H
FTRI2EMCDOT > TRAKE L& A, DARMETRO binol, T2 THRER
L7cswmHEIIMTID Th b && % Hiv, b MIFBIT 5 PROVIGIL @ RHD X 9 & 4Ku (itf)
. XTED 245 () Tholz,

2 B

EHT 4 =R, —HED invitro RER (Teb b, MEEZ AW EIRERERRR, vU R
Ur7x—~tkiklf, & bV RERE OO R R B, BALB/3T3 ~ 7 A iR il
W IEEREER) . U in vivo R (7 7 A ERIZ W2/ MERER) TR

Pz RS oTz,
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HEROMEZ » b CIEAERT R OZCE I, MECIZS HIZIE 7 HETOEX 7 4 =1
(480 mg/kg/ H £ TOMHE) ORAEGICLY | HmExhG & TR/ E CORMAIER Lz
DS MLDZIERES TR N T A — 2T 2 BT b o To, HEEETH 5 240
mg/kg/ H DIMBEFE X 7 ¢+ =/LAUC I, & MZEIT 5 PROVIGIL ®RHD £ Y K72,

14 BRERERER
141 Frav L —
T a L7 —IE D EOIRK E A/ T 5 MR ANEE ORBELEIZE T 5 PROVIGIL OHF %)

PEIX, 2 DOXKENZI T D 9 B OSHMiERILFE 77 & A xR TR 8 5 et
BWT, Talb P —OBWi EER - TASREE TS, #EF 558 4 DEBEN
PROVIGIL @ 200 mg, 400 mg, XiI7 7 vRICEMEAL SNz, T a LTy —oilkk
I, D) e L3 n Ao TURIEBAKR Z 2 P XKET 2 FEIRY & 58 MEH)
ZPE D BB ERROZSROMPINEDTES: (B X TV Fv—) ; HDH VT 2) WBEDIRK, X
TR DR E 5 ZHROF K T OFF 2 ¢ BEIRFOE, ABRRRZR, HE{TE), 27 BEIR
T — RO E; WONTHEIRR Y 77 F 7 A TR O W L2~ 7 1 10 43 AR O BEIR I
BT 20 R O 20EIRERES) (REM) IEIRER:, oWz EdhboThot, 2
NHORBRA~OZ L MY —ICBEL TiX, X TORFIIEMERERRA (MSLT) T 2
B EOREIRBHLARF REM HIIZ X0 B RO 2R IR BB FEER S hv, BRAYIC S
72RO BT RHBEE R e 2 E 3k B v, 2O MSLT 1%, FERMEREEIC
BT 2 EREDOANREN ORBHLIERAY 77 7REICL 25HMETH Y, 2 FEFFET 4
BDY g r&2qTe, SEEREIRER (A 2RE L, &ty g TR, #nZ
FRIC72 > CIRD Z & 2R A5 L O ITHBRE Il B RSN, vy ia i, AIRLZe)»-
TS a1E 20 0%, AR UZZGEIEAIR 15 %I T & Lz,

WEER &b REAZERHEIE B, 1) REEHERRE (MWT) (& - TRl 2 BERE
F, M ON2) BRUERE (CGI-C) (K- TRlHlid 2 BHEORERERIETH 72, WfFHE
A BRUEZR LICEEISRBRR & LT,

MWT i, KHIERA Y 77 7 R&E#%IC 2 FEFFR T 4 Bloty > a V2% L, MEIRE
b E TOFYMERER: (B Z2HET2H0THD, Ky a il T, Wi
TR FEE A W TICREEHERF 2 0 K ) I RS, vy a ik, AIRLZ
Mo T EIE 20 0% AR U725 E 3R 10 9% IS T & L7z, CGI-ClE, TR%] &
DET D TEBFMTHY ., [FHEL) »D [FEHSE ETORBERIH D, ML, &
FHOR—=RAT A CEIEEICET 2ROV 5T — X267 7B ATERWEYHE
MR LT, A ICITAE 23T 2B ORI T 28O A & v A3 h 2 b
Mmoo,
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WFROREBETEH, 200 mg XKONTH 400 mg TH 77 BAR & g L CHHF OEE DRSO
TR OTBIEE 2 85T 5 2 L AVR Sz, PROVIGIL # 5 S Bid, Wi
NORAEIZBWTY, BKkBERIC 7 7 2R & i LT MWT IZB W CREFEIICE B 2
HEEMERFRE 2R LTz (£ 2), CGI-C A7 — /2 X 53l TH . PROVIGIL %5 S -
BE IO TN A EICB VT kbR - 2R RO g EZ R L (£3),

BEIRAR Y 77 7 i L 2 W EEIR O 521212 PROVIGIL (3324 5. 2 /2o 7=,

14.2 PAZEMREIRRFEME (0SA)

OSA IZPE ) M DIRK A A T 5 B ORFEIRELGEIZI5 1T 5 PROVIGIL O A 2hEiE, OSA
DZWHERE A 7= T RF BT D 2 DDOE sk 4k 77 & At ERRBR CHER S s,
ZOFEMEILITO@EY Th-oto, 1) i DOIRG SUIRIRITIN & THEEE 72 FERR RE P
EY— R, RICRERWOE, FIOBR, KOERREO ONFERR EORERY ; H5
WME 2) IBEOIRGUIAIR, KOWRIZTRTHOD S H 1 OHRMERAKRY 77 7HREIC K -
TREH S D 2 & Frpihef] 10 B0 & 88 2 5 PAZEMERERR I IEREIL ASEAR 1 FEf &H72 0 5 [\]%
Mx5Z L, ROWRIZRTHODH H 1 2L RIS SR O REERE, Rk, &
ORI 20 S BRI R AFEOIR T, S 612, ZNHORBR= N —DHEHEL L,
TRTOBEIL, FHEEERFE (CPAP) IC X 2REICH b b T =7 U —RIRGQRED
Z2a7T 10 KL ETH D Z Lk b/, CPAP il oFdsk & 12, CPAP 2N HEREK
IR = v — RN E R ThH 712 2 & 2 BT HEHL L RO b,

ORI 12 HEORER T, Ff 327 il OSA £35 7% PROVIGIL 200 mg/ H, PROVIGIL
400 mg/H , XIIAMBLO—59 5 7 7 & RO GAZHAE BT iz, REHD B (80%)
D T0%RB D T— BTV 4 REEEE D CPAP i ] & iE# S 4172 CPAP 52 &8~ F CTh o 7=,
ZOFEY OBEN, 30%EOR T KbV 4 Bl CPAP £ & EFE X7z, CPAP
50 ENT Cdh o7z, CPAP IRt bflkfe Sz, FEAMEREIL. 1) BREHERR
A (MWT) (2 X o TRl S A7 BEIRIERE, L OY 2) BEGEE (CGI-C) 12X > Cakiis
T AR BE R DR A IRBIRIEO BAL CTH o T2 [T 6 DIFEED 7 #I%, Mkt (14.1)
&M,

PROVIGIL # 5 BEDBFIL, 77 B RFEEROBE & Ik LT, kbl MWT CTRF
fili S A7 TEEHERFRE S S HERHFIIC A BEIC i L Tz (£ 2), PROVIGIL & 58D B
I3, BeAERFBERFZ CGI-C A7 —/UIZ X o TRl S U7 BRARIREE © b o 2”3 B 5s it
FHEMICAEICS o2 (F3), PROVIGIL 13 200 mg T% 400 mg Tt MWT K& O CGI-C
DNTHTHREFICHERZREZ R L, RORE ST 2HOMETR%ETH -T2,

B2 ORBIT 4 B GRERT, 157 10 OSA #8355 PROVIGIL 400 mg/ H X7 7 &R
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WCEAEAEI T Sz, T TOBEITK L CTEMIZ CPAP i O SCEFER (70%0D1%K
T—RbHIZV D7 LY 4FEH) ZRDIz, FEFHMHEB X, N—RA T A U b EMRPE
i % TO ESS DAL TH - 72, PROVIGIL FE X (N T B AREEDR— 2T A L ESS A 27 |4,
FNEN 142 KN 144 Tho7o, F 48 HE TiX, PROVIGIL #® ESS (X 461K FL, 77
TARETIZ20 DK T TH o7z, ZOEITHFFMCAE TH -T2,

HEIRAR Y 7' 7RI X » CHIE L 7= M HEIR 1% PROVIGIL 12 L B85 2T I hho 72,

14.3 ZREFIEE (SWD)

SWD (2 5 % DIREUZ %95 PROVIGIL O EIE, 12 8] 7 7 & R BRI AKRER T
IRENTE, B 209 B8 SWD 35753 PROVIGIL 200 mg/ H X377 RO # 5\ HES
BT Svlz, X TOREDEM SWD OJHEA 72 L Tz, T OREHEZIT, 1), a) #)
B B IIEMEE) & RFHIAICBEE L, @5 O MEIR R ISR BT 2 0l B D IR
IRIRFEDFF 2, & DML b) BEIRAR Y 77 7R K O MSLT 12 X > TIEH 7 MER — TR
RE =V DWERPRENTNDZ L (T7bh, REAEYFHREEIEREE) ; KO2) o
R BTG RHBE S CIER Z B T 202 &0 KO 3) SERITAIRAE 3
DMK %2 U D MoMaRES (B 213, R [Fe2E] JEGEE) OMEMEIEE L
RN ENREEN TN,

RREBEIHFE L TBY ., IRZEZFZDBEEOTRTHALT LY SWD OZ K AEHEICES
THEFRLRNWZ EITEETRETHD, BRABRTIX, BRI D72< D 3 » AFfee
L7z BE OB EMHEANNT,

FHAANTZEBE T FE 21 » AB720 SEILLEORE 217V A E R8O RS (MSLT
AT 6 Gy AN ZRRBR L. HPRERARY 77 7BE (PSG) 12X THHFOARIREMNGE
HENAZ & bR,

FEAA RN B 1L, 1) BofRBERFIC BT 2 HE S R = L— 3 o THEHE L 7o R IR
R (MSLT) 12 K o TRl L7z BEARTE R, I ONT 2) SofkokBERe o 31T 2 B i
(CGI-C) 12 & » Tkl L 7= BE O EREBIREBDO LA TH o T2 [ 241 5 DIFEED 7%,

HkEE (14.1) 20,

PROVIGIL % GHEDBHIL, 77 B REEREOBE L i LT, &M MSLT (2 L - TREh
ST MEIRBAAE F CORERICB W CREHFIICH B RIER 27 LTz (£ 2), Bl kBRI
CGI-C A — /I X o Tl S 72 BRARIRHE T 6 PROVIGIL e 5-# ClichE 2~ B
DFEHFRNCH RIS oo (R 3)
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HEIRAS U 75 7RIS L - CTHIE L7- B oOMEIR X PROVIGIL I & 5 %855 52 1T fe v o 7,

F 2 R—ZRT7ATBT D EHERERE ORERREREOR—ZF A )b DEL
(MWT KX MSLT, BALiZsy)

HE e PROVIGIL PROVIGIL TR
200 mg* 400 mg*
R—-— 2| R -2 R -2 R —-— 2| R —-2|XR—
FA v S A4 | I4 F 4 v |I94 7 A4 v
N b oD N oo N b oD
i 1k i
Farar 7y —I | MWT 5.8 23 6.6 2.3 5.8 0.7
Forar 7 —I | MWT 6.1 22 5.9 2.0 6.0 0.7
OSA MWT 13.1 1.6 13.6 1.5 13.8 -1.1
SWD MSLT 2.1 1.7 - - 2.0 0.3

*TITRREHEB L TTIXTORRTHEED Y (SWD:p<0.05, Z D3 ~<T:p<0.01),

£3 SBREEE (CGI-C) (RMRBLRFIZLE L BEOEIE)

R PROVIGIL PROVIGIL 75N
200 mg* 400 mg*
Fravrry—I 64% 72% 37%
Frarro—I 58% 60% 38%
OSA 61% 68% 37%
SWD 4% | - 36%

*TTRREHEBLTTIRTORRTEAEEDHY (p<0.01),

16 SE/ETERUVRKZELNEDZE
16.1 A1k
PROVIGILR) (47 1 =/V) SEIILITORETREINS -

100 mg : %% 71 72V, AEIIIKAGAOFEA] A HElZ TPROVIGIL], & 9 A HEIZ 1100
MG] EHIHIZR S 5, NDC 63459-101-30 - 30 $EA D,

200 mg : % & 7w, EIRAOAGXITIRAROsER], FElZ TPROVIGIL), &5
iz 1200 MG & ZIFIAY® 5, NDC 63459-101-30 — 30 FEA D,

16.2 Byik
20'~25'C (68 ~77F) TIR{ET 5.

25

Page 76



Page 77

17 BERDITH

BAEIZxE L, FDA AR O BE MR CE (RETA R) 2He k285 +52 &,

7 LV — i

B LT, B2, e, ONR, KRB, BHl, HE RO RS, X7 Lr¥—I|Z
%@Ltﬁ%#t_ot A1X PROVIGIL DR ZHIE L, 727 BICERMICHSES X D
WZBiET 52 &,

I h B AR N OB R 0D & 2 TG B

BE K L TERIED & 5158 (F1 21X, B B BEECEM O BE) 0w bl 70 FEE L~ L
ZWELE T HATENCE LT, PROVIGIL ¥RIC LD 2D X 5 RIFENICEFTE 21T ED
HEEL~UZR D ET, e b ) bik, DEiLOTEIEIE2 £ 2 ek 2 I2ihE
4% Z &, PROVIGIL [FHEIRFRIFIETIIRNWZ L Z2ET5 2 L,

LRI B DAL IZ K 5 1B Dkt
BEICH LT, EIDDASF SN TWDIEREHRIT LA ENEETHL EEZEZLND L
PRETHZ L (FIZIE CPAP EIEAZIT TV D OSA BEITFNEHITHRETH D),

BUWEAIC X Dok
BRI LT, BE. 9 2R. R, TR CBR Ok 2 B L =356
PROVIGIL ORI ZHIE L., 7272 bICERERE T2 L2859 52 L,

R

BT U TR PICIER L7227y, UTIRFRHP IR OEM D H 2 58 1 XEMICH HHE 5
E5BET2 L, AT 04 FRBEE (BHeHERA ST 0 A LT 2 5 1) %,
PROVIGIL & fJf R L ONRIFEF 1% 1 o A ORI 3 2 Rpl 3k o kb3 2 U 2 7 2 H80
SELAHMED DD = L 2 BEICEET S L,

AR L THIRICAZ B A 258 ICTEMIHOEL L HIZhETH 2 &,

[RIRF % 5
PROVIGIL & {3 & OFAAER A T D HetEn & 5 O T AL HFFH L — =35 (OTC)
ZARAT 50, XIIRATHEENH DESITERMICEHSE S X ) ICBEICH L THET
AHZ &,

T I)La— L
BFIZX LT PROVIGIL &7 va— OIS TV RNl L 2ET52 L,
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PROVIGIL ZARA L CWAMICT L a— L 2R 52 DITEBHTH L Z L 2 BEICHST 5

&
~— o

PROV-04

JR7E T

Teva Pharmaceuticals USA, Inc.

North Wales, PA 19454

PROVIGIL % Cephalon Inc. X (%% D 7 v — T 4L DB GFGHETH 5.,
Cephalon Inc./Z Teva Pharmaceutical Industries Ltd. D 522741 Th 5,

AR
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REHA F
PROVIGIL (pro-vij-el) C-IV
(EF74=Z0)
fe

PROVIGIL DERRIRUVLE NS D EPROVIGIL ISHRMF SN TWWIREH A FEHHEH
LFEEV, HILWVMEEAHEIMNE LIEEA, COREHA FE, BEADRIAXITEEIC
BI SERMEDHAEDADLYICLEDELDTEDY FE A

PROVIGIL [ZDW\THI > THELK RERHLEELRFRIEAMN ?

PROVIGIL [¥. EEGRBOCERL 7 UILX—28CERLGEERAEZREC T LAHY.
ChoDREERIKFECLAMBLE EEADRICEEEEZ S ER/HBYET, CDKS
BEMERIZABRAEEDET I LNDY . EHEZENTELLHYET,

hDDERD S BVThTERN-BAIX PROVIGIL DERAZEHIE L, 3 CICERRIZA
HETLEEL:

o KPP, BERP. OBENAE. XITREDKAER VB

o« . R. B. &. XIIROENL

o MHAH (BET) XIFFEWRAEEH

o EH BUh. HOENh. REDEZL. BOBEA. XIFBEDRELR,

PROVIGIL 2FH L TWTEELRSHAEN-HE. REZDRILELTEH., REVNEGZE
M ESITHBEI ERKGEHLBEERINBEDEEZRITOAGN. ENHY FT,

INRDIREAD PROVIGIL FRIZEREBEhTULER A,
PROVIGIL D 17 U TO/NRIZE T HLREHPEDEIISN>TLEREA,

PROVIGIL & (Xfalh?

PROVIGIL [, AETHY. TR DEEFEEFDND S5 1 DBZM SN TRVEREZL T

WERAICREEZHRET H-OITERALET :

e F)LaLTI—

o FAEMEEIREFEIE (OSA) PROVIGIL (LBENRTZAET =0 EbhET A,
OSA MREA & L HFAEKEOCEFZMKEZAET ST TEHY FE A, PROVIGIL
#ARA9 4811 PROVIGIL [Z& %AETDIZIE OSA DAEICDWWTERMICHAEHK L TL
Z& LV PROVIGIL [% OSA 25 L TERIALA LI AEEORHYIZLE LS DTES
YEFA, BROLA LIABREDEREHKITLIENEETT,

o RHKEFEEEF (SWD)
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Page 80

PROVIGIL [, ChoDREREEZZAETHITTEHY A, PROVIGIL . ChoDE
BICEPRRZWELTIN. IRTOERKZHELSESDITTIEH Y FH A, PROVIGIL
F+RGEEORKDLYIZIEGYFEFEA, ELWEREBE S MOBEREDERICET &R
DYMEIZHESTLESL,

PROVIGIL (%, ELAPEKEFEZIBAIREENH S0, EFICL > TRHE SN =EY (C-IV)
TY, RAVILAZE T 5718 PROVIGIL FR2IGIHATICRE L TL &L, PROVIGIL
EMDANITFT Y EZ YT EHIEEF, EDANE>THETHDIHZENHY .. EEIC
EBRLFET, EAIC. ZIba—)L, BAERIER M —F FZ v T OERADLERGFOZERN
HAHEEXEMIZESE TSN,

EAE AL PROVIGIL ZFERAL TIRGSHEL\DH?

LTDHZEEIEPROVIGIL #FEALTIEAY FHA -

o EATAZILXIETILES 714 =)L (NUVIGIL®) XI& PROVIGIL ®WL\MNE B
HLTETUILF—DHoE=YERBHRI 2=V T 5184, PROVIGIL DD DTS
BYRBMIDWTIE, COREAA FOREZZELFZSLY,

PROVIGIL #ERAT 3HiIICEMICAZE S NEM?

LTDOEE. EAOEZHREZ I RTEMICEAMOE LI

o RHREESUAVAIANLADBENRI 22855,

o DEEEXIDEEENEZ oF-2E1H D,

o MEMNFL, PROVIGIL ZFEALTVABEIFMEF v DBREZIECTLENSD
AhELhERA,

e MEEXIBEEHNHD.

o EWRITILI—IILDOIAOEBORENH D,

o MIRLTULWAMNRIIIEIRZETEL TLVS, PROVIGIL AIRRICEXZEEZEZHMED
NMEZH->TLWEEA,
TYRZ 4k - PROVIGIL [T& ZAEEZ(TTODRICHIRL X EDF-HDEFHIEH
HYET., COBERHEDBMIEEIRP O PROVIGIL DEEMICEET 1EHREED D
ZETT, HRLI-CEIZEBRDEICHNET CICBRFEISERT 50, XIFEA
DF-HOIZERENEITERT DL S ITEMITEKIEL T FZE LY, 1-866-404-4106 IZEEE
THILICKY., EARIIEMIIBEREBLENTE, BRHEICERTEET,

e ZFLTLVS, PROVIGIL BNBELIZREITT 2 E I M EIAM >TULEHE A, PROVIGIL
EZERALTVSEE. BFRICIEITIAREDHEICODVWTEMEMBKEL TIEEL,
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EANERINTVAERZTRTEMICHMOETL S, ShIZIFMAFE., HRE.
E2XI2. RUN—=TFRY TV AV M EENFT, PROVIGIL LD % < DEFITEL
[CEEE5Z. CTICTEEMERAZECLET, PROVIGIL EttDEXDERICEEEZ S X
5T ENBHY. HOEH|L PROVIGIL DIERICEEE® 5252 L0HY F£J, PROVIGIL
XIFMDEFIOREZEZA D ENDEIZESIIE LAEEA

BRI, UTOEFZFEAXIIRESATVSEESEEMICEHMSE S,

o RILEVREHEE, CHICITEERAEIL., EFHE. 4TS5k, BEEHEL BY VT,
BRUFERNEITFE (UD) GENEFENFT, PROVIGIL ERFIFHRILE RO
EENERNCEDILELNHYFET. CNSBIBEOVVTANZEER L TSR,
PROVIGIL EAF & & U PROVIGIL ik 1 » ARIIIEIRT 2HEEAS < HDH I EMN
HYET, PROVIGIL FEFRASTOELGETEDRRICOVTIXEEEBHL TS
LY,

BEAMERLTLWREFZM DTS, BFDIVRXMEREL. FiI-LGEHEAFS
NEHERIE. VR FEEMERVEFIRRICERL LS, ERMXI(EEAIERA PROVIGIL &
tDEFNZREFICED CENRENEIMBI T NET EMAKRI KR EEDLLITNIE,
-7 EH & PROVIGIL DHFFAZFIKRLTRAGY FEFEA,

PROVIGIL ORZER E(E ?

o EMDOUAICEEIZH >TPROVIGIL ZREL TS, EMIFEAICEL-AZE
M PROVIGIL #.0A LT NET, EEIZEE TPROVIGIL DAEFEEL TIEAEY
FEA

o [EHHIXPROVIGIL #RET HELVBHHEEZATNDITLL S,

o FNALTL—XIFOSANAHIFT—HRIZPROVIGIL Z 1 B 1 BEICRELET,
o SWD OAIF—ARIZHEDH 1 B5MERTIC PROVIGIL ZREL T,

o [(EARRICHEHETIC PROVIGIL DIRERMZEZ TIEG Y FH A, PROVIGIL DARZERS
MAMERMEICIETE5L. ARLESHEDZZEAHYET,

o BELIFEBRICPROVIGIL #RETZET,

e PROVIGIL DUAELY ZLRESNBERITBERESINIIGEIL. T CICER
RIEHEL DFEROBEHAL L 2 —ITEHR L TLESLY,

PROVIGIL OBEDEKIZITIUTDLDNEENEZEAHYET -
o REIR[EE
o ELBEEMHE
o HEEL
o ERIHEEER-O-TLEHREL
o HELRRL
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o FERIZEFFELGWLLOZEL. RE. BLAXFHNET S (LK)
o IEBRRUTH

o MEKDOEMRILEL

o [9E

o MmMEELH

PROVIGIL ERFIEMZRTHREHN?

e PROVIGIL NEAICEDESLHEEEZEZ DDA MNEHFET. EOELRXIELDERKL
EEXZLTEGY FEA, BREENHDIAL, BROFEENHIEXEZITIEE
FBTEEICIT>TLEEL, EFINALXETSIFET. LWOIOBRELEATIELE
YEEA

o EREHEEITTZEL, PROVIGIL FRPOKENEAICEALGTEEZEZ 5007
Mo TWLWFEHA

PROVIGIL (XED &L S BRMERZRCT &M HEM?

PROVIGIL (FEELEMERZR T EAHY FT . UTOERMNRENT-5E . PROVIGIL

DOREZFIEL., TCICEMISGERT 2MRIEHMAZIELTZT T LI

o EHELRTINIEEZELT7ULX—RME. (PROVIGIL IZDWTHIDTHELREZRLE
BELGRBEAN?1 ZSRBLTCZEWY

o LTZEELAVALGER BHER)

. 528
. FRE

o ERIIEFELZVHLOZEEL. RS, BLARIINET S (LF)
o EBRURFDOBIHZIEM (IBFF)
e BRZEEFEADH_L
o WEMTH
o fhDFEMAIRIE
o DEEEDER. ChIZEBEE. EEGOA. RUFERE#NAEENET,

PROVIGIL ZRZE L T A AICHEC HATREMEN B 5 —AREYZEIER -
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

PROVIGIL® (modafinil) tablets, for oral use, C-1V
Initial U.S. Approval: 1998

INDICATIONS AND USAGE--------------=---mmoeeeo-
PROVIGIL is indicated to improve wakefulness in adult patients with
excessive sleepiness associated with narcolepsy, obstructive sleep apnea
(OSA), or shift work disorder (SWD). (1)

Limitations of Use
In OSA, PROVIGIL is indicated to treat excessive sleepiness and not as
treatment for the underlying obstruction.

The recommended dosage of PROVIGIL for each indication is as follows:

e Narcolepsy or OSA: 200 mg once a day in the morning. (2.1)

e SWD: 200 mg once a day, taken approximately one hour prior to start of
the work shift. (2.2)

o Severe Hepatic Impairment: reduce dose to half the recommended dose.
(2.3,12.3)

o Geriatric Patients: consider lower dose. (2.4, 12.3)

Tablets: 100 mg and 200 mg. (3)
CONTRAINDICATIONS

PROVIGIL is contraindicated in patients with known hypersensitivity to
modafinil or armodafinil. (4)

o Serious Rash, including Stevens-Johnson Syndrome: Discontinue
PROVIGIL at the first sign of rash, unless the rash is clearly not drug-
related. (5.1)
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e Angioedema and Anaphylaxis Reactions: If suspected, discontinue
PROVIGIL. (5.2)

e Multi-organ Hypersensitivity Reactions: If suspected, discontinue
PROVIGIL. (5.3)

e Persistent Sleepiness: Assess patients frequently for degree of sleepiness
and, if appropriate, advise patients to avoid driving or engaging in any
other potentially dangerous activity. (5.4)

e Psychiatric Symptoms: Use caution in patients with a history of psychosis,
depression, or mania. Consider discontinuing PROVIGIL if psychiatric
symptoms develop. (5.5)

e Known Cardiovascular Disease: Consider increased monitoring. (5.7)

ADVERSE REACTIONS
Most common adverse reactions (=5%): headache, nausea, nervousness,
rhinitis, diarrhea, back pain, anxiety, insomnia, dizziness, and dyspepsia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Teva
Pharmaceuticals at 1-888-483-8279 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

o Steroidal contraceptives (e.g., ethinyl estradiol): Use alternative or
concomitant methods of contraception while taking PROVIGIL and for one
month after discontinuation of PROVIGIL treatment. (7)

e Cyclosporine: Blood concentrations of cyclosporine may be reduced. (7)

e CYP2C19 substrates, such as omeprazole, phenytoin, and diazepam:
Exposure of these medications may be increased. (7)

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

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 01/2015
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

PROVIGIL is indicated to improve wakefulness in adult patients with excessive sleepiness associated with narcolepsy, obstructive
sleep apnea (OSA), or shift work disorder (SWD).

Limitations of Use

In OSA, PROVIGIL is indicated to treat excessive sleepiness and not as treatment 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 and during treatment with PROVIGIL for excessive sleepiness.

2 DOSAGE AND ADMINISTRATION
2.1 Dosage in Narcolepsy and Obstructive Sleep Apnea (OSA)

The recommended dosage of PROVIGIL for patients with narcolepsy or OSA is 200 mg taken orally once a day as a single dose in the
morning.

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/day dose [see Clinical Pharmacology (12.3) and Clinical Studies (14.1, 14.2)].

2.2 Dosage in Shift Work Disorder (SWD)

The recommended dosage of PROVIGIL for patients with SWD is 200 mg taken orally once a day as a single dose approximately 1
hour prior to the start of their work shift.

2.3 Dosage Modifications in Patients with Severe Hepatic Impairment

In patients with severe hepatic impairment, the dosage of PROVIGIL should be reduced to one-half of that recommended for patients
with normal hepatic function [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)].

2.4 Use in Geriatric Patients

Consideration should be given to the use of lower doses and close monitoring in geriatric patients [see Use in Specific Populations

(8.5)].
3  DOSAGE FORMS AND STRENGTHS
e 100 mg — capsule-shaped, white to off white, tablet, debossed with "PROVIGIL" on one side and "100 MG" on the other.
e 200 mg — capsule-shaped, white to off white, scored, tablet, debossed with "PROVIGIL" on one side and "200 MG" on the
other.

4  CONTRAINDICATIONS

PROVIGIL is contraindicated in patients with known hypersensitivity to modafinil or armodafinil or its inactive ingredients [see
Warnings and Precautions (5.1, 5.2, 5.3)].

5  WARNINGS AND PRECAUTIONS

5.1 Serious Rash, including Stevens-Johnson Syndrome

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

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. PROVIGIL is not approved for use in pediatric patients for any indication [see Use in Specific Populations (8.4)].

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 postmarketing experience. The reporting
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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 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 PROVIGIL. 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 PROVIGIL, it is not possible to reliably predict which rashes will prove to be serious.
Accordingly, PROVIGIL should 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.

5.2 Angioedema and Anaphylaxis Reactions

Angioedema and hypersensitivity (with rash, dysphagia, and bronchospasm), were observed in 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).

5.3 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. 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.

5.4 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 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.

5.5 Psychiatric Symptoms
Psychiatric adverse reactions have been reported in patients treated with modafinil.

In the adult PROVIGIL controlled trials, psychiatric symptoms resulting in treatment discontinuation (at a frequency >0.3%) and
reported more often in patients treated with PROVIGIL compared to those treated with placebo were anxiety (1%), nervousness (1%),
insomnia (<1%), confusion (<1%), agitation (<1%), and depression (<1%).

Postmarketing adverse reactions 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 PROVIGIL (three times the recommended dose) and sleep deprivation. There was no evidence of psychosis 36 hours after
drug discontinuation.

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.
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5.6 Effects on Ability to Drive and Use Machinery

Although PROVIGIL 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 it is reasonably certain
that PROVIGIL therapy will not adversely affect their ability to engage in such activities.

5.7 Cardiovascular Events

In modafinil clinical studies, cardiovascular adverse reactions, including chest pain, palpitations, dyspnea, and transient ischemic T-
wave changes on ECG occurred in three subjects in association with mitral valve prolapse or left ventricular hypertrophy. 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). PROVIGIL is not recommended 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. Findings suggestive of mitral valve prolapse syndrome include but are not
limited to ischemic ECG changes, chest pain, or arrhythmia. If new onset of any of these findings occurs, consider cardiac evaluation.
Consider increased monitoring in patients with a recent history of myocardial infarction or unstable angina.

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 heart rate and blood pressure may be appropriate in patients on
PROVIGIL. Caution should be exercised when prescribing PROVIGIL to patients with known cardiovascular disease.

6 ADVERSE REACTIONS

The following serious adverse reactions are described elsewhere in the labeling:
e Serious Rash, including Stevens-Johnson Syndrome [see Warnings and Precautions (5.1)]
e Angioedema and Anaphylaxis Reactions [see Warnings and Precautions (5.2)]
e  Multi-organ Hypersensitivity Reactions [see Warnings and Precautions (5.3)]
e Persistent Sleepiness [see Warnings and Precautions (5.4)]
e  Psychiatric Symptoms [see Warnings and Precautions (5.5)]
e Effects on Ability to Drive and Use Machinery [see Warnings and Precautions (5.6)]
e Cardiovascular Events [see Warnings and Precautions (5.7)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug
cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.

PROVIGIL has been evaluated for safety in over 3,500 patients, of whom more than 2,000 patients with excessive sleepiness
associated with OSA, SWD, and narcolepsy.

Most Common Adverse Reactions

In placebo-controlled clinical trials, the most common adverse reactions (> 5%) associated with the use of PROVIGIL more
frequently than placebo-treated patients were headache, nausea, nervousness, rhinitis, diarrhea, back pain, anxiety, insomnia,
dizziness, and dyspepsia. The adverse reaction profile was similar across these studies.

Table 1 presents the adverse reactions that occurred at a rate of 1% or more and were more frequent in PROVIGIL-treated patients
than in placebo-treated patients in the placebo-controlled clinical trials.

Table 1. Adverse Reactions in Pooled Placebo-Controlled Trials™ in Narcolepsy, OSA, and SWD

PROVIGIL Placebo
(%) (%)
(n=934) (n =567)
Headache 34 23
Nausea 11 3
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PROVIGIL Placebo
(%) (%)
(n =934) (n = 567)

Nervousness
Rhinitis

Back Pain
Diarrhea
Anxiety
Dizziness
Dyspepsia
Insomnia
Anorexia

Dry Mouth
Pharyngitis
Chest Pain
Hypertension
Abnormal Liver Function
Constipation
Depression
Palpitation
Paresthesia
Somnolence
Tachycardia
Vasodilatation
Abnormal Vision
Agitation
Asthma

Chills

Confusion
Dyskinesia
Edema
Emotional Lability
Eosinophilia
Epistaxis
Flatulence
Hyperkinesia
Hypertonia
Mouth Ulceration
Sweating

Taste Perversion
Thirst

Tremor

Urine Abnormality
Vertigo
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*  Adverse Reactions that occurred in > 1% of PROVIGIL-treated patients (either 200, 300, or 400 mg once daily) and greater incidence than placebo

Dose-Dependent Adverse Reactions
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In the placebo-controlled clinical trials which compared doses of 200, 300, and 400 mg/day of PROVIGIL and placebo, the following

adverse reactions were dose related: headache and anxiety.

Adverse Reactions Resulting in Discontinuation of Treatment

In placebo-controlled clinical trials, 74 of the 934 patients (8%) who received PROVIGIL discontinued due to an adverse reaction
compared to 3% of patients that received placebo. 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

Laboratory Abnormalities

Clinical chemistry, hematology, and urinalysis parameters were monitored in the 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 patients, however, had GGT or AP elevations outside of the normal range. Shifts to higher, but not clinically
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significantly abnormal, GGT and AP values appeared to increase with time in the population treated with PROVIGIL in the placebo-
controlled clinical trials. No differences were apparent in alanine aminotransferase (ALT), aspartate aminotransferase (AST), total
protein, albumin, or total bilirubin.

6.2 Postmarketing Experience
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 always possible to reliably estimate their frequency or establish a causal

relationship to drug exposure.

Hematologic: agranulocytosis
Psychiatric disorders: psychomotor hyperactivity

7  DRUG INTERACTIONS

Effects of PROVIGIL on CYP3A4/5 Substrates

The clearance of drugs that are substrates for CYP3A4/5 (e.g., steroidal contraceptives, cyclosporine, midazolam, and triazolam) may
be increased by PROVIGIL via induction of metabolic enzymes, which results in lower systemic exposure. Dosage adjustment of
these drugs should be considered when these drugs are used concomitantly with PROVIGIL [see Clinical Pharmacology (12.3)].

The effectiveness of steroidal contraceptives may be reduced when used with PROVIGIL and for one month after discontinuation of
therapy. Alternative or concomitant methods of contraception are recommended for patients taking steroidal contraceptives (e.g.,

ethinyl estradiol) when treated concomitantly with PROVIGIL and for one month after discontinuation of PROVIGIL treatment.

Blood levels of cyclosporine may be reduced when used with PROVIGIL. Monitoring of circulating cyclosporine concentrations and
appropriate dosage adjustment for cyclosporine should be considered when used concomitantly with PROVIGIL.

Effects of PROVIGIL on CYP2C19 Substrates

Elimination of drugs that are substrates for CYP2C19 (e.g., phenytoin, diazepam, propranolol, omeprazole, and clomipramine) may be
prolonged by PROVIGIL via inhibition of metabolic enzymes, with resultant higher systemic exposure. In individuals deficient in the
CYP2D6 enzyme, the levels of CYP2D6 substrates which have ancillary routes of elimination through CYP2C19, such as tricyclic
antidepressants and selective serotonin reuptake inhibitors, may be increased by co-administration of PROVIGIL. Dose adjustments
of these drugs and other drugs that are substrates for CYP2C19 may be necessary when used concomitantly with PROVIGIL [see
Clinical Pharmacology (12.3)].

Warfarin

More frequent monitoring of prothrombin times/INR should be considered whenever PROVIGIL is coadministered with warfarin [see
Clinical Pharmacology (12.3)].

Monoamine Oxidase (MAOQO) Inhibitors

Caution should be used when concomitantly administering MAO inhibitors and PROVIGIL.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies of modafinil in pregnant women. Intrauterine growth restriction and spontaneous
abortion have been reported in association with modafinil (a mixture of R- and S-modafinil) and armodafinil (the R-enantiomer of
modafinil). Although the pharmacology of modafinil is not identical to that of the sympathomimetic amines, it does share some
pharmacologic properties with this class. Certain of these drugs have been associated with intrauterine growth restriction and
spontaneous abortions. Whether the cases reported with modafinil are drug-related is unknown. In studies of modafinil and
armodafinil conducted in rats (modafinil, armodafinil) and rabbits (modafinil), developmental toxicity was observed at clinically
relevant plasma exposures. PROVIGIL should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus.
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Modafinil (50, 100, or 200 mg/kg/day) administered orally to pregnant rats throughout 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 tested. The higher no-effect dose for embryofetal developmental toxicity in rats (100 mg/kg/day) was associated with a
plasma modafinil AUC less than that in humans at the recommended human dose (RHD) of PROVIGIL (200 mg/day). However, in a
subsequent study of up to 480 mg/kg/day of modafinil, no adverse effects on embryofetal development were observed. Oral
administration of armodafinil (60, 200, or 600 mg/kg/day) to pregnant rats throughout organogenesis resulted in increased incidences
of fetal visceral and skeletal variations and decreased fetal body weight at the highest dose tested. The highest no-effect dose for
embryofetal developmental toxicity in rats (200 mg/kg/day) was associated with a plasma armodafinil AUC less than that in humans
at the RHD of PROVIGIL.

Modafinil administered orally to pregnant rabbits throughout organogenesis at doses of up to 100 mg/kg/day had no effect on
embryofetal development; however, the doses used were too low to adequately assess the effects of modafinil on embryofetal
development. In a subsequent developmental toxicity study evaluating doses of 45, 90, and 180 mg/kg/day in pregnant rabbits, the
incidences of fetal structural alterations and embryofetal death were increased at the highest dose. The highest no-effect dose for
developmental toxicity (100 mg/kg/day) was associated with a plasma modafinil AUC similar to that in humans at the RHD of
PROVIGIL.

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, a dose resulting in a plasma modafinil AUC less than that in humans at the RHD
of PROVIGIL. No effects on postnatal developmental and neurobehavioral parameters were observed in surviving offspring.

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).

8.3 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 is administered to a nursing woman.

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established. PROVIGIL is not approved in this population for any
indication.

Serious skin rashes, including erythema multiforme major (EMM) and Stevens-Johnson Syndrome (SJS) have been associated with
modafinil use in pediatric patients [See Warnings and Precautions (5.1)].

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 reactions 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). 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 treating ADHD.

8.5 Geriatric Use
In clinical trials, experience in a limited number of modafinil-treated patients who were greater than 65 years of age showed an
incidence of adverse reactions 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 and close monitoring in this
population [see Dosage and Administration (2.4) and Clinical Pharmacology (12.3)].
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8.6 Hepatic Impairment

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 Dosage and Administration (2.3) and Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

PROVIGIL contains modafinil, a Schedule IV controlled substance.
9.2 Abuse

In humans, modafinil 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).

9.3 Dependence

In one placebo-controlled clinical trial, the effects of modafinil withdrawal were monitored following 9 weeks of modafinil use.
There were no reported withdrawal symptoms with modafinil during 14 days of observation, although sleepiness returned in
narcoleptic patients.

10 OVERDOSAGE

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 PROVIGIL) 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 reactions 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 postmarketing experience, there have been reports of fatal overdoses involving modafinil alone or in combination with other
drugs. Symptoms most often accompanying PROVIGIL overdose, alone or in combination with other drugs have included insomnia;
central nervous system symptoms such as restlessness, disorientation, confusion, agitation, anxiety, excitation, and hallucination;
digestive changes such as nausea and diarrhea; and cardiovascular changes such as tachycardia, bradycardia, hypertension, and chest
pain.

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 PROVIGIL. The child

remained stable. The symptoms associated with overdose in children were similar to those observed in adults.

No specific antidote exists for the toxic effects of a PROVIGIL overdose. Such overdoses should be managed with primarily
supportive care, including cardiovascular monitoring.

11 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 C;sH;sNO,S and the molecular weight is

273.35.

The chemical structure is:
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CH—S—CH,—C—NH,

Or ¢ 9
O

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

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

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

Modafinil-induced wakefulness can be attenuated by the al-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.

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.

12.3 Pharmacokinetics

Modafinil is a 1:1 racemic compound, whose enantiomers have different pharmacokinetics (e.g., the half-life of R-modafinil is
approximately three times that of S-modafinil in adult humans). The enantiomers do not interconvert. At steady state, total exposure
to R-modafinil is approximately three times that for S-modafinil. The trough concentration (Cyy ) Of circulating modafinil after once
daily dosing consists of 90% of R-modafinil and 10% of S-modafinil. 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 R-modafinil are reached after 2-4 days of dosing.

Absorption

PROVIGIL is readily absorbed after oral administration, 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, time to reach peak concentration (t,,,x) may be delayed by approximately one hour if taken with
food.
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Distribution

PROVIGIL has an apparent volume of distribution of approximately 0.9 L/kg. In human plasma, in vitro, modafinil is moderately
bound to plasma protein (approximately 60%), mainly to albumin. The potential for interactions of PROVIGIL with highly protein-
bound drugs is considered to be minimal.

Metabolism and Elimination

The major route of elimination is metabolism (approximately 90%), primarily by the liver, with subsequent renal elimination of the
metabolites. Urine alkalinization has no effect on the elimination of modafinil.

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. Auto-induction of metabolizing enzymes, most importantly cytochrome P-450 CYP3 A4, 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.

Specific Populations

Age
A slight decrease (approximately 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 (2.4) and Use in Specific Populations (8.5)].

Gender
The pharmacokinetics of modafinil are not affected by gender.

Race
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.

Hepatic Impairment
The pharmacokinetics and metabolism of modafinil were examined in patients with cirrhosis of the liver (6 men and 3 women).
Three patients had stage B or B+ cirrhosis and 6 patients had stage C or C+ cirrhosis (per the Child-Pugh score criteria). 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 [see Dosage and Administration (2.3) and Use in Specific
Populations (8.6)].

Drug Interactions
In vitro data demonstrated that modafinil weakly induces CYP1A2, CYP2B6, and possibly CYP3A activities in a concentration-

related manner and that CYP2C19 activity is reversibly inhibited by modafinil. In vitro data also demonstrated that modafinil
produced an apparent concentration-related suppression of expression of CYP2C9 activity. Other CYP activities did not appear to be
affected by modafinil.

Potential Interactions with Drugs That Inhibit, Induce, or Are Metabolized by Cytochrome P450 Isoenzymes and Other Hepatic
Enzymes
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The existence of multiple pathways for modafinil metabolism, as well as the fact that a non-CYP-related pathway is the most rapid
in metabolizing modafinil, suggest that there is a low probability of substantive effects on the overall pharmacokinetic profile of
PROVIGIL due to CYP inhibition by concomitant medications. However, due to the partial involvement of CYP3A enzymes in the
metabolic elimination of modafinil, coadministration of potent inducers of CYP3A4/5 (e.g., carbamazepine, phenobarbital,
rifampin) or inhibitors of CYP3A4/5 (e.g., ketoconazole, erythromycin) could alter the plasma concentrations of modafinil.

The Potential of PROVIGIL to Alter the Metabolism of Other Drugs by Enzyme Induction or Inhibition

e Drugs Metabolized by CYP3A4/5
0 In vitro data demonstrated that modafinil is a weak inducer of CYP3A activity in a concentration-related manner. Therefore,
the blood levels and effectiveness of drugs that are substrates for CYP3A enzymes (e.g., steroidal contraceptives,
cyclosporine, midazolam, and triazolam) may be reduced after initiation of concomitant treatment with PROVIGIL[see Drug
Interactions (7)].

0 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 mean C,,,, and 18% decrease in mean AUC,.,4 of ethinyl estradiol
(EE2; 0.035 mg; administered orally with norgestimate). There was no apparent change in the elimination rate of ethinyl
estradiol.

0 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 C,,,, 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.

0 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.

0 Midazolam - In a clinical study, concomitant administration of armodafinil 250 mg resulted in a reduction in systemic
exposure to midazolam by 32% after a single oral dose (5 mg) and 17% after a single intravenous dose (2 mg).

0 Quetiapine - In a separate clinical study, concomitant administration of armodafinil 250 mg with quetiapine (300 mg to 600
mg daily doses) resulted in a reduction in the mean systemic exposure of quetiapine by approximately 29%.

e Drugs Metabolized by CYP1A2
0 In vitro data demonstrated that modafinil is a weak inducer of CYP1A2 in a concentration-related manner. However, in a
clinical study with armodafinil using caffeine as a probe substrate, no significant effect on CYP1A2 activity was observed.

e Drugs Metabolized by CYP2B6
0 In vitro data demonstrated that modafinil is a weak inducer of CYP2B6 activity in a concentration-related manner.

¢ Drugs Metabolized by CYP2C9
0 In vitro data demonstrated that modafinil 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) [see Drug Interactions (7)].

0 Warfarin: Concomitant administration of modafinil with warfarin did not produce significant changes in the pharmacokinetic
profiles of R- and S-warfarin. However, since only a single dose of warfarin was tested in this study, an interaction cannot be
ruled out [see Drug Interactions (7)].

e Drugs Metabolized by CYP2C19
0 In vitro data demonstrated that modafinil is a reversible inhibitor of CYP2C19 activity. 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. Therefore, exposure to some drugs that are substrates for CYP2C19
(e.g., phenytoin, diazepam, propranolol, omeprazole, and clomipramine) may be increased when used concomitantly with
PROVIGIL [see Drug Interactions (7)].

0 In a clinical study, concomitant administration of armodafinil 400 mg resulted in a 40% increase in exposure to omeprazole
after a single oral dose (40 mg), as a result of moderate inhibition of CYP2C19 activity.
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¢ Interactions with CNS Active Drugs
0 Concomitant administration of modafinil with methylphenidate or dextroamphetamine produced no significant alterations on
the pharmacokinetic profile of modafinil or either stimulant, even though the absorption of modafinil was delayed for
approximately one hour.

0 Concomitant modafinil or clomipramine did not alter the pharmacokinetic profile of either drug; however, one incident of
increased levels of clomipramine and its active metabolite desmethylclomipramine was reported in a patient with narcolepsy
during treatment with modafinil.

0 CYP2C19 also provides an ancillary pathway for the metabolism of certain tricyclic antidepressants (e.g., clomipramine and
desipramine) and selective serotonin reuptake inhibitors that are primarily metabolized by 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 [see Drug Interactions (7)].

0 Concomitant administration of armodafinil with quetiapine reduced the systemic exposure of quetiapine.
e Interaction with P-Glycoprotein

0 An in vitro study demonstrated that armodafinil is a substrate of P-glycoprotein. The impact of inhibition of P-glycoprotein is
not known.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Carcinogenicity studies were conducted in which modafinil (a mixture of R- and S-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 doses studied were associated with plasma
modafinil exposures (AUC) less than that in humans at the recommended human dose (RHD) of PROVIGIL (200 mg/day). There
was no evidence of tumorigenesis associated with modafinil administration in these studies. However, the mouse study was
inadequate because the high dose was not a maximum tolerated dose (MTD). In a mouse carcinogenicity study in which armodafinil
(the R-enantiomer of modafinil) was administered at oral doses of up to 300 mg/kg/day in males and 100 mg/kg/day in females for
approximately 2 years, no tumorigenic effects were observed. The highest doses studied, which were considered MTDs, were
associated with plasma armodafinil exposures less than (females) or 2 times (males) that in humans at the RHD of PROVIGIL.

Mutagenesis

Modafinil was negative in a series of in vitro (i.e., bacterial reverse mutation, mouse lymphoma tk, chromosomal aberration in human
lymphocytes, cell transformation in BALB/3T3 mouse embryo cells) or in vivo (mouse bone marrow micronucleus) assays.

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
AUC less than that in humans at the RHD of PROVIGIL.

14 CLINICAL STUDIES
14.1 Narcolepsy

The effectiveness of PROVIGIL in improving wakefulness in adult patients with excessive sleepiness associated with narcolepsy was
established in two US 9-week, multi-center, placebo-controlled, parallel-group, double-blind studies of outpatients who met the
criteria for narcolepsy. A total of 558 patients were randomized to receive PROVIGIL 200 or 400 mg/day, or placebo. The criteria for
narcolepsy 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. For entry into these studies, all patients were required to have objectively documented
excessive daytime sleepiness, via a Multiple Sleep Latency Test (MSLT) with two or more sleep onset REM periods and the absence
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of any other clinically significant active medical or psychiatric disorder. The MSLT, an objective polysomnographic assessment of
the patient’s ability to fall asleep in an unstimulating environment, measured latency (in minutes) to sleep onset averaged over 4 test
sessions at 2-hour intervals. 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 statistically 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.

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 PROVIGIL showed a statistically significantly enhanced ability to remain
awake on the MWT at each dose compared to placebo at final visit (Table 2). A statistically significantly greater number of patients
treated with PROVIGIL at each dose showed improvement in overall clinical condition as rated by the CGI-C scale at final visit
(Table 3).

Nighttime sleep measured with polysomnography was not affected by the use of PROVIGIL.
14.2 Obstructive Sleep Apnea (OSA)

The effectiveness of PROVIGIL in improving wakefulness in patients with excessive sleepiness associated with OSA was established
in two multi-center, placebo-controlled clinical studies of patients who met the criteria for OSA. The 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 (ESS), 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 trial, a total of 327 patients with OSA 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 greater than
4 hours/night on > 70% of nights. The remainder were partially CPAP compliant, defined as CPAP use < 4 hours/night on >30% of
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 the final visit [see Clinical Studies (14.1) for a description of these measures].

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 at final visit (Table 2). A statistically significant greater number of patients treated with
PROVIGIL showed improvement in overall clinical condition as rated by the CGI-C scale at final visit (Table 3). The 200 mg and
400 mg doses of PROVIGIL produced statistically significant effects of similar magnitude on the MWT, and also on the CGI-C.

In the second study, a 4-week trial, 157 patients with OSA were randomized to receive 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 measure of
effectiveness was the change from baseline on the ESS at 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.

Nighttime sleep measured with polysomnography was not affected by the use of PROVIGIL.
14.3 Shift Work Disorder (SWD)
The effectiveness of PROVIGIL in improving wakefulness in patients with 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 criteria for chronic SWD. The criteria include: 1) either, a) a primary
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complaint of excessive sleepiness or insomnia which is temporally associated with a work period (usually night work) that occurs
during the habitual 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.

The primary measures of effectiveness were 1) sleep latency, as assessed by the MSLT performed during a simulated night shift at the
final visit and 2) the change in the patient’s overall disease status, as measured by the CGI-C at the final visit [see Clinical Studies
(14.1) for a description of these measures.].

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 at final visit (Table 2). A statistically significant greater number of patients treated with
PROVIGIL showed improvement in overall clinical condition as rated by the CGI-C scale at final visit (Table 3).

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

Table 2. Average Baseline Sleep Latency and Change from Baseline at Final Visit (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 I1 MWT 6.1 2.2 5.9 2.0 6.0 -0.7
OSA MWT 13.1 1.6 13.6 1.5 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 3. Clinical Global Impression of Change (CGI-C) (Percent of Patients Who Improved at Final

Visit)
Disorder PROVIGIL | PROVIGIL Placebo
200 mg* 400 mg*
Narcolepsy | 64% 72% 37%
Narcolepsy 11 58% 60% 38%
OSA 61% 68% 37%
SWD 74% | - 36%

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

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

PROVIGIL" (modafinil) tablets are available as follows:

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

16.2 Storage
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Store at 20° - 25° C (68° - 77° F).

17  PATIENT COUNSELING INFORMATION

Adbvise the patient to read the FDA-approved patient labeling (Medication Guide).

Allergic Reactions

Advise patients to stop taking PROVIGIL and to notify their physician right away if they develop a rash, hives, mouth sores, blisters,
peeling skin, trouble swallowing or breathing, or a related allergic phenomenon.

Driving and Dangerous Activities

Advise patients not to 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. Advise patients that PROVIGIL is not a replacement for sleep.

Continuing Previously Prescribed Treatments

Inform patients 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).

Discontinuing Drug Due to Adverse Reactions

Advise patients to stop taking PROVIGIL and contact their physician right away if they experience chest pain, rash, depression,
anxiety, or signs of psychosis or mania.

Pregnancy

Advise patients to notify their physician if they become pregnant or intend to become pregnant during therapy. Caution patients
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.

Nursing
Advise patients to notify their physician if they are breastfeeding an infant.

Concomitant Medication

Advise patients 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

Advise patients that the use of PROVIGIL in combination with alcohol has not been studied. Advise patients that it is prudent to
avoid alcohol while taking PROVIGIL.

PROV-014

Distributed By:

Teva Pharmaceuticals USA, Inc.

North Wales, PA 19454

PROVIGIL is a trademark of Cephalon, Inc., or its affiliates.

©1998 - 2015 Cephalon, Inc., a wholly owned subsidiary of Teva Pharmaceutical Industries Ltd.
All rights reserved.
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MEDICATION GUIDE
PROVIGIL® (pro-vij-el) C-1V
(modafinil)

Tablets

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

o 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 effective in children under 17 years of age.

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 oObstructive sleep apnea (OSA). PROVIGIL is used to treat excessive sleepiness,
but not the obstruction or medical condition that is causing OSA. You should talk
with your doctor about treatments for OSA before you start taking PROVIGIL
and during treatment with PROVIGIL. PROVIGIL does not take the place of
treatments that your doctor has prescribed for OSA. It is important that you
continue to use these treatments as prescribed by your doctor.

¢ 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 or developed a rash to modafinil or armodafinil (NUVIGIL® ) or any

of the ingredients in PROVIGIL. See the end of this Medication Guide for a
complete list of ingredients in PROVIGIL.

What should 1 tell my doctor before taking PROVIGIL?

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

e have a history of mental health problems, including psychosis

e have heart problems or had a heart attack

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

e have liver or kidney problems

¢ 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. It is not known if PROVIGIL passes into your breast 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
over-the-counter 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

Reference ID: 3685660



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 talking to your doctor.

e Your doctor will tell you the right time of day to take PROVIGIL.
0 People with narcolepsy or OSA usually take PROVIGIL 1 time each day in the
morning.
0 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.

e 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 go to the nearest hospital emergency room right
away.
Symptoms of an overdose of PROVIGIL may include:
o trouble sleeping
e restlessness
e confusion
e feeling disoriented
e feeling excited

e hearing, seeing, feeling, or sensing things that are not really there
(hallucinations)

e nausea and diarrhea

e a fast or slow heartbeat
e chest pain

e increased blood pressure

What should 1 avoid while taking PROVIGIL?

e 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.

e 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:

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

Reference ID: 3685660
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¢ mental (psychiatric) symptoms, including:
e depression
o feeling anxious

¢ hearing, seeing, feeling, or sensing things that are not really there
(hallucinations)

e an extreme increase in activity and talking (mania)
e thoughts of suicide
e aggressive behavior
e other mental problems
e symptoms of a heart problem, including chest pain, abnormal heartbeat, and
trouble breathing.

Common side effects that can happen in anyone who takes PROVIGIL include:

e headache e diarrhea

e back pain e feeling anxious
e nausea e trouble sleeping
e feeling nervous e dizziness

e stuffy nose e upset stomach

PROVIGIL is not approved for use in children for any medical condition
including Attention Deficit Hyperactivity Disorder (ADHD). In studies of PROVIGIL in
children with narcolepsy, side effects included:

e Tourette’s syndrome

¢ hostile behavior

e increase in sudden loss of muscle tone and severe muscle weakness
e increase in seeing and hearing things when falling asleep

e increase in suicidal thoughts

¢ low white blood count

e 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).
¢ Keep PROVIGIL and all medicines out of the reach of children.

General information about the safe and effective use of PROVIGIL.
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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 1-888-483-8279.

What are the ingredients in PROVIGIL?
Active Ingredient: modafinil

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

This Medication Guide has been approved by the U.S. Food and Drug
Administration.

PROVMG-002
Revised January 2015

Distributed By:
Teva Pharmaceuticals USA, Inc.
North Wales, PA 19454

PROVIGIL is a trademark of Cephalon, Inc., or its affiliates.

©1998 - 2015 Cephalon, Inc., a wholly owned subsidiary of Teva Pharmaceutical
Industries Ltd.

All rights reserved
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COMPANY CORE SAFETY INFORMATION
I

Modafinil

(Oral formulations)
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B 0.25g
k= — K NF152
[#hEE - $HR]
TRERICHESBHDBEDRS
-FaLrFi—
- BRMBIRE

- FRSEPER (CPAP) BiZEFICL HREMAEICKT HEKE

SE e P 0D BAZE 14 AR AR e SR PR ORE AR B
<%hEE - BRIEET HERLOTES

S =BiSH
$%@&5m\@%@i B3 % 140 2 ik & TR IRAEER
2A L, AANOLREMEROH NS PR L, AHNS

X BB B U RS L2 ERIMT D Z &

2. FaLFo—BEICERGT LGS

(WARFNI ORIz 72 > T, KEMEIRE S RE L7 i
ﬁﬂ%%UWA%(mﬂn ICSD-2 X% ICSD-3) M2k
WA BEMOMERESE LR Lz E T Fraltry—
LR SN BEENRETDH &, o, HEARNEIRAR Y
77 7 (A PSG) M OV B HRAR T BefR A (MSLT)
EORBIIRAE TR L7z ECTARKOE S &2 W95 2
&,

QAFNI A & F L —%0 Ao EDRKLS DTV
I L7 RIS T 2 2D RITER O H TRy,

3. EEPRMERIRERFICEE T A5

AR ORI BTz o Tidk, KEREIRPE 23 R U 7- il
AR5 S5y (ICSD-1. ICSD-2 i ICSD-3) DOk
FMER B E T OBEIRRE S » R L7z BT FRRPERR
F&”m*ﬂt$#%ﬁ%k?6 L. F. KAKRER
RY 7T 7 (K& PSG) M OV A5 IR 785 i ff A
(MSLT) % O BRI T Chfesl L7- B CAKIOE 5%
M9 bz L,

4. PAZEVERENRIF ML EMERE D BF IR G T 256

AKI OG- 1%, BEIRER I E RO W - 15 M
LtE%&@ﬁFimﬁm{H§ WREIE L7 EERR & il
DHLETITHZ L,

QAN DN & 72 > TiZ,  PAZE M AR fer M R0 I f i &
P S, CPAP JIE% DK TEAZEIZ T HT1REN 3 » A
PLEBEENCAT O TWBIZH 2030350 53, H FOEE DR

ST DB IR LUIRKRORRE & 72 b 0B & O
BRI EIT 7= ETET DL, o, HROBED
IRZIZ W TR, EMERE A (MSLT) &0/
BRECHER Lz ECARIORG 252 &)
QARANL B D FE DRRLLS 0 B FEN: R AR B 0 0
BEDREIR B OZGEFAZEIC AT D RIER D H LTV R,

(R - AE]
BE. RAICIXEXA 70 =)LELT1H1E200 mg 2810
B’595%, 4. Fi. ERICEVBEEERT M. 1 BRXE
BE2(£300mgFETET D,

<F#% - ARICEET SEALOEE>

HEDHRN B 20T, RIRICHEE L, Y ZIL%ORAZRA]
ELTHITEEDZ L,

[(ERALDER]
1LEERS ROBHICITEEICHRESTEH L)
(YDLFEESIZ OO H 5 BE DEREZELSEIBEN
N b, ]
QEMEDHES [(MEE LR SE28EZ1W1H D5, ]
(3)2 ¥, B, T OMOREMRIEBIZE OBFED H 5 B
UERZELSEI2BEZNNH 5 (M2, EEALANEE] ©

HZM), ]
HTAPAITZDUAEED S 5 E EEEEAL IR T SE5
BEhYRH %, ]

G)EERATHERE O H 2 BFE (R g E 2 Rt LREIER
DREITIBZENNH DO T, KHARNOEG AT 5%
‘Eﬁﬂ&%f%:b(f%%@%Jwﬁﬁﬁhl

(O)EEREHIERE DD 5 BE RN EBIET2BENAH 5
(T%%@%J®ﬁ%%)]

M@l (15.EmE~ORE] OHESH)

w 2. BELERNEE
(IR ORI L > TIAKORAIZ L o THREEL LD IE
IZHE S WHREMEDS S 5 DT, B OIRKE DR RIEIRIC

DOWTHEE DI TV, HEIZE U T H B o E R R

ZPE D R OEEIIIEE SR VWL ) ICEET S 2 L,

QUEMAICE W EMIKGENELDIBENRSH DT, BRE+50
ATV, HEROERSIICESE L, HICEkE, 7=
— RTFE OO H 5 BREIIXEERICKRS T2 L (8
MERR (Pv) X0 BHIRGTEOREBRE SN,

3)2 . B, T OMORRE B UIZE OBEED 7\ B
IZRBWTH, R, ZH, ARSESEORBMERAHmE Sh
TW5, ZHUHDERNH SN HEIIARI O G IEE
EBETHZ L,

w%%¢@%ﬁﬁﬂwr@ﬁ®$% WA & 5T D541
UFORICEET DL,

DARFN OGS RITIERIZAR DD O TIEAR < w22 MR 2 fife
BT D HERHDL 2 EEREFITHATLZ &,

)ARFEI G2 7= > TIL, CPAP WIEZ DR IE %I X 518
WAk L. BEICK L CAREIEOSELRET D L L
BT, FEMFOETIZHOWTELINTHT L. AHl% 8
REFG LWL EETSHZ L,

3) B ZE M DR e S I i (B B D BB 13 e, DA R R
AL TVDZ EBRZVD T, AFIEGRT L O 51X,
DBHBREZEET 27 . AOHEDORIEZ EHIC iR
T5Z &,



3. tBE{EH
AFNL, MR CYP3A4 TRt EN D, F£7-. AFH
X CYP2C9, CYP2C19 #BHFE L, CYP1A2, CYP2B6, CYP3A4
EHETLEEZLNTND,
[H#AEE] BERICEET S &)

B3k BRRERK - HEAZE HEF - BIREF
8 FREAT 25 D OIEFN O MAPRRED | AH 2 205 o ERE

TF=NTR NETFTL2BZLDH D,
NI VA= | (TR OHBM)

B#ETHDH CYP3AL %
BETDHEDEEZD

v ARY v ns,
cNUT YT A
FEA FEAIDOVER 2 B389 5 35 | A F) D A St ot i 1

TNRH D, Mickzb0eBE2H

nd.

MAO [HEFH] MAO BHEHI O 1E % 55k | A Al 0> 22 Jgkash ok il B A
ToHBRENRH D, Hickatort®zb
ns,
gnzy U7 7 ) OERZR | AN T LT 7 ) D
THBENND D, ER#EEETH D
CYP2C9 % HET 57z
wEEZLND,
Tz ) AV E X | KEOMPREMEN TS | 7= 7 SAvE X — L
—L BENARD D, CYP3A4 %K 35 2
P e VBN N < IR A D
fRlEF 270 EZDL
ns,

CYP2CI9 {2 &V | 2 & DIRA| D M IR FEAS | AFKIA CYP2C19 % [l
RSN 2EHA | AT 2RBZNNH D, THEEDEEZLNSD,
7a kR
TIREAISE

4. 8l¥EF
s [E N KRR CICENICBW CES iz rvalr Fo—
AL R ARRE A A ST 1ok P A e S 0 A
BERE 5 & U= BRER BT, 365 B H 222 4] (60.8%)
12 588 TEDEIER (BRRMRAMORE bET) RO
bz, ERBEIWERIL. U 84 1 (23.0%). H¥E 42
B (11.5%) . AR 30 il (8.2%) . W% 23 #i (6.3%) .
IREWD 21 B (5.8%) ThHoiz,
s SMERRE  AMNE T EME S - L 2 L — B PSR BERR
W T R RS 2 e & U 72 R AR (e -
BEHX T 4=/ 400 mg/H) T 983 fil 7 738 1] (75.1%)
12 2588 HFORIER (BRRBREMORE bET) MR
Wh, ERBEWERZ., 58 317 61 (32.2%). HE.i
114 61 (11.6%) . =% 87 #i] (8.9%) . KUk 78 il (7.9%) .
HFEW A (7.9%). HiB 70 B (71%). THi 62 i
(6.3%) A E 58 1] (5.9%) , BAKAHER 49 151 (5.0%)
ThoT,
(HEXLZEER

DhEM R R IEFERARZE (Toxic Epidermal Necrolysis : TEN) .
RISHLIEERAEIRBE (Stevens-JohnsonfE{&EE) . SHHAIBE (48
EXR)  2hoBbobnd I ENHH0T, #EE 7T
1TV, B RS SN SEE 3G 2Pk L, @ R0 %
17952 &,

)EFIMEBEUEEIERY GEEFH)  OHERE LTS, %
BnA b, S OICIFHERERES, U o EIIER, B M ek,
LFERERIE 2 | JAR D L SERIHBISE 2 9 B8 I o B e R UE
KRHELNDZENHDLDT, BEE T, Z0LD
S TR I SASY oY aWiek v N i €5 b e Sl |l DI T 1) A UM Rk B0
Tk, B, RIB, RE ITHHERES ORI D DI
BIELTHZERNHLIOTHEETDH L,

Navs. FTHI747F— BEEFRA) vavr, 77
U TFXV—NHLbNDZENHDHDT, BERE 5T,
RS R, MEVNE, FERWEE, ERT, 7 —F
ENDLONTGEAICTEE R IE L EY R EEITY L,

QFDHDEIEA
WD XD BREWERNRRD bN-BAICIE, REIS U, e, #%
GO R IE RO Tk,

5%LA E 5% A AR AR
BEE™Y — BB, JRIE 10 7
FFF it AST (GOT) , ALT (GPT)
- v -GTP, Al-P, LDH ® |- -
=
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FMEE | O, R | oF0, BIR, o | #HEE. 4

ER iR B, WETLX—0H | B, 28,
ML OML, MhREEL, | TombE, E
R, YAXRU— R | B/, BER
%2, 9 OIRRE, BRKRE | W

BIRE B mE FA. SR, K —

JHiESR mp/>) BEARHE, B PL, HIERE
L - MM TR B,
B, R, DK, &
BROLE, TR, B

wx | FDMh IRERD | BHEES, JFZ 0, T, | i bk R

EL BEE. P | (

YU RER, aLAFa | W
— VL5 BB
Bk, E. (RSN,
LN PN N
SR

BRI LGRS EZPIETH 2L,

5 BE~ADERE
I UT T ADIET KO Craxe AUC 2385192 DT, KRN
LG EMMT AR CEEICES T2 L, (TRyEHE] DA
ZH)

6. 1Ti®. ELR. BILBRE~OERE

(DI SATIEYR L CW D ATREME D & D8 NIZITE G- LenZ &
PEE LW, ERF OFR G T 2 223 LTy,
7 Y X O AT A R O = H B (180 mg/kg/ H) 2B W
THRIICIRRBIZL, B - BEONAIERE, oA A S
ncTns, ]

QAT O NITAFE G R AR T S5 2 L, [
EBR (T v MIZBWT, X7 4 = PRAAFPICBITT D Z
ERRBO LN TS, ]

1. INREADEZRE
IRHAEMREN, #FrAER, ALV, SR ANk 2 et
TENL LTy, [ HRRBR 23 7200, ]
8. BEKRE
FEAR RIS L Y REE, PHARCRIER EbEE D
X, RFAYE, SEAL. Wk, A&, BE, LR, M
(EZSRIEIR CELUL . TR . D RIER AR, RNk,
EIE, M) N5 20855,
SAEOTHERZIZB W GRERAIIC X 2 THIRHRE S
TW5,
WE : ARFNKTT DR R EEANTA S TORY, R
G USa, i, SRS OMEIBREITO.
HhEEER OB, DMEROE=4 Y T BTN
5. MBS U CRHERIE AT 5, MEFEENT L mig%E
M CEREINDINE I DIIRHATH S,
9. BRLEDIE
ERIZZATEF
PTP A DIANL PTP > — b2y B 0 HH L CTRAT 5 & 9 fRi
FTHZ L, [PTP >— FORERKIC L 0 BEELAEE 2 AR
~HIA L, FIZIEFELEB 2 L CHEBRIAR SO EE 2 A IHEE
PRI EnME SN TS, ]

[ZEmEIRE]
1. IR
(HH[EH 52
TEEER A 1 24 BIIICE X 7 ¢ =)L 50 mg. 100 mg, 200 mg &
U400 mg % ZEERF AR O B 5 L7355 . i RS (iR
BRI 5% 1.9~3.0 FERIc B — 7 1T L, LI 9.9~14.8 FE[H
ORI THR LTz, o, RE(ED AUC) M O Crax kA
BEGENTRD ST,



—O— 400 mg 51 (n=6)
—— 200 mg 5B (n=6)
—5— 100 mg 2 5-8E  (n=6)
—— 50 mgHE (n=6)

MHEPReEE (u g/mL)

708 38 e (k)

REACIR (T 1 ) O3y i e i
CERIfE = R YE R 22)

HEAI 5B ORZALIR (T & 2 ) OIMBIRE ST A —F (n=6)

545 Crnax Trnax Tin AUCo
(mg) (ug/mL) (hr) (hr) (ng-hr/mL)
50 1.49+0.28 22+14 9.92+3.24 16.95+5.28
100 3.20%£0.56 19+14 11.77£2.22 40.34£9.58
200 6.191£0.87 2.5+0.8 13.39£3.12 83.75+11.59
400 10.53+2.30 3.0+0.9 14.78£2.76 191.39£61.93
I R

U OB AAlOAKRS - 1 AR AE G RIE300mg THhDH, |

QERE
TEERR A B 1 18 BllZE & 7 .t =/1 100 mg, 200 mg }X U300 mg
Z 1A 17 BEEROEL Lega, MR b IARR
EEIXEe G4 B BICEFIRRBIZE LTz, 70 REIRD AUC) .4

2O o (& A REELREDSGE D B ALT2,
SRR DRZEAR (T & K) DIYEIE /X T X —F (n=6)
5 e Conax Trmax Tin AUCo24
(mg) (ng/mL) (hr) (hr) (ng hr/mL)
1HH| 230%+0.17 1.94+0.7 — 23.70£2.84
100 7HH 3.06%=0.11 2.0£0.9 | 12.08£3.05 34.45+3.84
1 HH | 5.12%+0.33 2.5%+0.8 — 52.32+4.81
200 7HE| 640%£0.42 2.6+£0.9 | 12.83%£1.58 74.79+6.50
1HHE | 7.15%+0.61 3.0£09 — 81.62+10.98
300 7HH| 1030£1.45 | 23+1.0 | 13.51£1.85 | 113.99%19.89

— BT S (R

BYRFOREY
ERERA BT 1282, TF 7 4 =/ 200 mg % 7 1 AA—3
—IE TR SUIZEERHC BRI ARG L ha, mifEhRE

{EIRDIEDERE T X — ZIFERRBO ENRIP -T2 Lipb,

AR ORI T D BFOHBIT RN b DO LEX DI,

B UFZEME R BLRIRR 1B 5 L 72RO R ZEIR (T ' 1K)
DIYBRE/XT A —F (n=12)

Crnax Tnax Tz AUCo-
BESN
- (pg/mL) (hr) (hr) (pg-hr/mL)
22 G IRE 5.16+1.42 24+0.9 14.27+3.07 69.78+20.05
g 5.10+0.82 | 2.9+1.1 14.86+2.43 75.00=17.16
S il - R (R 5

2. 9% (IABHEER) S

bt M A EREARIZHR 60% TH Y . FICT AT I v LA
T 5, BXT 4=/ 200 mg/ HFEEIZ XV EFIREBICE L%
D IIE % V= ex vivo BERICEBWT, EX 7 4 =L U LT 57
Vo, PTERAROT 07T ) a—)LOi- A%
KIE S Tenoiz,

3R - Bt ©

EH T 4 VIR X DT 2 RME, S BR{b. KER(bL I
O NT v sz L CR# S s, REKRE LCHE
SINDEIFHELGED 10%RHTH D,

TR AT 1 6 B GHELA) 1T, UC-EH 7 4 =/1 200 mg % H.[A]

-3

4
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RO L&, BEEOR 80%3# 5 11 HE TORPIC
P s, #EPE 1% TH o7, MR OURT O 53
MIEL T 4=V T vy RThoT,
EEEICH T HEMENRE "
BB T 6 B, EX 7 4 =/ 200 mg ZHERO#E L
T, EEmBTICHL, 7V T T UADE TR Chae
AUC DEINAGRD AV, MO IEYEHRE T X — & |25 1T
O LI oT,

HEANTOFT—4)
B [A] 1 5RO MAE PRI (T & ) OFRHBRE T A — &

D

7

8

R Cmax | Tmax | Tin2 AUCo CL/F Vd/F
g | " | ugml) | (n) | (h) | (ughyml) (mL/min) | (L)
B 29 |12 4.21 2.0 12.7 57.0 59.5 64.1
By +044 [£1.0 |*=3.2 +7.6 +9.3 +11.9
= 68 6 4.90 1.7 | 14.6 69.7 49.0 60.0
By +0.84% |£0.8 [+3.8 111 +8.7¢ +8.8
PR+ AR

t-test, IEFERT T & DL, *: p<0.05

 BHEEEERE(CHITAEYERE D
BHREREERE 10 BICERZ LT F =027 VT T A 1 166
mL/min) (ZE 4 7 ¢ =/ 200 mg Z BEREO&E Lz & & fgE
RAFBFICH U, g RZERO I ENRE T A — X 1281k
o2, REHER#Y THIEL 7 4 =LT vy RO
Craxs AUC DHMMNFRD Hiiz,
GHEATDOT—4)
FEEEERE (RS TS EYEE Y
fFpgRerEE B 9 BllCEX 7 £ =1 200 mg % 8 AMIRN&S
Lic k&, @BREMADTIZH L, REMED Coxe AUC)NE
Bl L, EE52RECTHLIEX 7 4 =T vy Rit,
TR A B T U B 5 1 H BIZ Coaes AUC)1 D R RIK T,
Toax DHBERIEENRO SN0, &5 8 HH TCIEEITED S
NIpnoiz,
GHEANTDOT—4)
EEE R
CAFIT = T— MEEE -
TR A T a2 xtGt e LIz EH 7 4 =1 (200 mg) & A F L7
= =7 — MEBEE (40 mg) D HEIRE N 512 X 2 B
R BT A SNV D T Y 1 BEHER L7 LISN, iRl D
SEMBEREICH B R ETRD SR h o7z 19,
FHEATOFT—%)
a5z
TR T2 XI5 E X 7 0 =/ (200 mg/ H) % 3 HF#ES
L.ZO1HBEIZZuI7 73 G0mg) #BEEIFH L E Z
A WA OIEMEREIZE B R ELITRD bR molons,
CYP2D6 WX LIZFhalLFo—BE 1T ruI 73
VROREMIT AAF A 0 2 7T I P EREO ERANE
DoENTZEORERDH D, Zhit, /eI TTIIVDERLD
REFFRIIEL CYP2D6 T, RIRAIZRCHREE X CYP2C19 (2 &
5 N-fi A F L TH Y. CYP2D6 DKIBFH Tk CYP2CI9 (2
k703773 0oR#MOTENRKREL D, EXFT 4=
AOPFAFEIC LY CYP2C19 23BRE S, ZOFEHR & LT
a7 T IV ROEOTEERBA L7 LB S
né 11,12)o
GrEATOFT—%)
CIFZIIIRMSTCHA—I I IVFRFA—REERV YT
Vi ¥NE
ITFZNT AT s JAVTAFA—=FEHIKRO Y
T T LE R OLIEREIRE R GICEX T 4 =L 200
mg/H % 7 H M., % D% 400 mg/ A % 21 H B D5 U7 R,
TFZNT AT IF LD Coax DT 11%, AUC04 B3 18%
B Uiz F72. B U TV T AD Chaxs AUCo T Z FLE I 42%.
59%E T L. MU T YT LD Tipldf 1 KL o721,
GHEANTDOFT—4)
-2 ARRY Y
e ez =, 7 v AR VIRAHO 41 o LtEice s
7 4 =/ 200mg/H % 1 » AR AKRS LR, CYP3A4 @
HBECTHHL I aARY M EEE R S0%E F L7 9,
GHEANTDOT—4)
CEYRBEER D
« b MFEREREEEMINZ W2 in vitro iR CEX 7 4 =)L
1Z CYP1A2, CYP2B6 K ) CYP3A4 % L FERIFHICEE T 5 =
LB SN,




b MEFFEEMIE A VN in vitro iRBR TE X 7 ¢ = /L1 CYP2C9
TEME 2 RERFICIEET 2 2 83RO b,
b MFI 7y —2& AW in vito BB CTEX 7 4 = VKDY
ﬁ%%f%ézwf/%iT@% CYP2CI9 Z[lEF 25 Z &
RO BT,

[ERERREAE]
1. FaLrFi—

EWNTH Va7 —BE 95 Fl & R ICE] L 77t R
AL AL SR TRERT L EGRBR O R B A 0 B TE
HCh 5 HHERRE (MWT) 12X % FHMEIRE R O % 55 H>
LDOBBIFITFTERDOEBY THY . 7 I ALK L TEX T
o =VEECHERHEAICH BRI E DD B, BRI 723 E B
THDHHFOBEDIRS (EDS) Ollkk, REEF LR T T —2
IRGRE (ESS) ODAHAaTIZT T v AL TEL 7 4
= CHBERUGENED biiz 19,

MWT -3 REHR s D 251,
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ESS &t 2 a7 o4k

A TSERED
AN a)
ESS ARtAx=a7 IR ﬁttg&._c)
B0 R I PNy 0
BN L [95% (3% 1]
p fiE
TR REE 14.60£3.12 | 12.08+3.93 -2.44+0.51
G (n=62) (n=62) (n=62) 417
S N [-5.66, -2.69]
BHTA4=NRE | 14275267 | 7755452 | -6.61£0.55 <0.001
(B%0) (n=52) (n=52) (n=52)

a) PR AR (R 2
b) fie/h RS+ RS
o) BEMER S, N—R T A A& AR L U5 8T

=

F 7=, CPAP &5 % Eliti o> PAZEVENEIR RF MM AE e AR H & X 52
WZENE L7ZENESEGRBOBR, =77 —RRARE (ESS)
B AT OHBIITEDO LB Thoz 2,

A R o Z7RRED ESS &t 2 2 7 ok
MWT RIS © o S Hods O A [ ESS At A =7 T
e : DNoATA & Rexo A 114 14712275 -
e S DODOEERED | 2 114 8.94+4.67 5.77+5.12
S | BRI [95% BRI ] i 94+4. -5.77£5.
L= o fi 431 112 8.84+4.23 5.88+4.71
TR EE | 4.66£3.76 | 4.00+4.01 -0.72+0.53 12 38 106 8.03+4.27 -6.77+4.51
(%) (n=50) (n=48) (n=48) . 6%77] 24 103 711+4.07 767438
EH T4 VRE| 4455325 | 6841544 | 250+0.57 0001 52 97 6.66+3.86 -7.96+4.21
GES (n=45) (n=41) (n=41) ' i PP Al 114 7.1544.06 -7.5614.45
O TR (5) FHEL RS
b) S/ RS R E (4))
O BHRERE T, ~— AT A AlE IR LISt (€ 3 $:)
1. EFA#F

Fio, BRNTH Vv a L7y —BE 63 Bl 2 iR E i L - R##& G-
HBROMER, X7 4 =T HFOBEDIRT (EDS) DEIEK,
R R O 7T — 2 IRKRE (ESS) DAF A 27 &5 HiIC
LARZICSKEL, ZORIL 52 BEIZhbE o s e 7,

2. B4 BRI

ERPMEBIRIERE 71 Pl RICENT T A BEEA L _BS
RN AT R ] bl A & St U 7= SR, EEREI B H Cd B R ERMERE
B (MWT) EHRERER OB GRS OB EIITEDOLEBY
ThHY., 77 RBELHIRL CTEX 7 4 = VB CHREHZMICHEE R
7J:EEZ))IILA8?) Eﬂ B3| (kH/Jfotu‘l“'fﬂﬁIEH T&)é UZKE J‘Iﬁi7 v — XEE%
RJE (JESS) ORFHAaTIIT T ALK L TEE 7 4 =/LVEE
THERBL AR b, $2. 2REGEE (CGI-C) DA (1%
F&iui)@ﬂ 77 AR BRL CEY 74 = VTR

g o
MWT S RRAR T R D 2841
MWT T BRI %
= . B EEHERE | T | [95%( 3 MK R ]
4 i
R p i
TR REE 7.91%+5.29 6.46+5.35 -1.42+0.60
(5% (1=37) (1=37) (1=37) 5.02
N y [3.26, 6.77]
EFT4=VBE| 8054511 | 11.32+4.71 | 3.60+0.64 <0001
(B1%0 (n=34) (n=33) (n=33)

a) PR+ A (5))
b) S/ R+ ERHERR S (O))
o) BEHEEENT, N—RATA AMEEIAE

it L U ot

F o BB A 57 6% kST e L 7= E N E TR 535 0
FER, AARGEIRT 7T —RRGRE (JESS) OHEF A a7 #5144 1
HE 0 L UBIFIE—TEICHER LT, £/ SR UGERE (CGI-C)
DA (REUED L) 13 52 NIV T 100.0% (47/47 1) T
ol 19,

3. EAZEEAEAR B AR IR S IR BE

CPAP % 3 » ALL EER L TWAIZ bbb b TIRG AN EAET
% (=7 T —ZARGRE (BSS) AdtA=a7 11 mbll) PAZEM:E
S e 4B P I T o B R % S R ICIEIN 7 7 B AR e IRIEVE L — S
TR AT A P L & S0 U 7o SR, R TEE ¢h DT —
ARG (ESS) OAHFHA T OBGHIND OELRIITRD &
BOTHY, 7T RBELEER L TEX 7 ¢ = VB CREHRIICH
ERBONRD b D,

TH T 4 =V O ERBEF IR, LLTFOMmEN G5 h

TWno,

)7 v b, FIFEEALETY MTBWT, HETFEEOZONU
PRV AR OTE AL 2. GABA O8I 1 229
Bk 24 3 R 20 2 BER0 b,

(2) In vitro RERIZIB N T B3I U RRICEMEZ RSS2 R
NIV NT U AR—Z —ZxT 5 BRI (Ki=2.05 0 M) 2%
ol LALZRBL, 7 v MTBWTRIABEN S D KX
X /J”:Hﬁ'ﬂ:ﬂa e~ Z))nu 1)) %hfjo U GABA *qq'f\x‘f\%f L/fn_FlFﬁ
BRRMERTHD Z ENRB SN,

2. BERREERA

HBIRFEET LV CTHDLHFLaAaL Ty —RICEX 7 4 =)L 5
mg/kg, 10 mgkg #FIRES L& &, AEOBMZHENE
FRIFFMMER L7z 39,

QUMEZ » MZEX 7 4 =)V 30 mg/kg, 100 mg/kg, 300 mg/kg % #E
et L7z & & RO -> TREER N IER LT,
F7o, EAMEARICRENED ) U AREIRIZRED SN2 b o
7=,

(3)MEAR AR IR f25 £ 7 )L RACE & 7 ¢ =)L 10 mglkg % FRARPIZ
H U7z b & RREAREER TN L. RS ER Lz, &
7o, BENRVERENE EICIER Lz 32,

(FHRS BT SEFHMNE]
— %4 - X 7 4 =/ (Modafinil)
{bF#4: : (RS)-2-(Diphenylmethylsulfinyl)acetamide
M

Je Ot St i

433 CisHisNO,S

Sy 27335

R AERORERIEOBERE T, A% ) —MZRREITIc< <

Ttb:%U»\1&/—»@9ﬁ1d7tbym%U

2 <L KIS THRIFIZ W,

B :ﬁ@ 158°C (43 fi)

EUARER - 1543 (pH1.2, 1-4 7 % 7 —)v /KR)
15.16 (pH6.8, 1-F 27 & /7 —)v/IKFR)
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100 $&. 500 & (PTP)
[FEE )
1) EAS A  EERIERERRMIE~Y =27 L ARG
JESE (A

2) TAZLyY Ty —<if  ENG T FRREE G ROy EHE
BT8R (RENERL
3) TAZLyH Ty —~if ENGE T HKE RS ROy B RE
B89 %R GENEED
4 TATZVyY Ty =< ENE TRETEIC X DB OB
BT %R (RENEEL
5) Cephalon, Inc. : [ #E 1 5-Rr 0 Spdnfeic B4 56k (1
W& L
6) Cephalon, Inc. : t MZHT 2R M CHREOMEHIBET 2%
BE HEEED
7) Wong, YN. et al.: J Clin Pharmacol, 39, 281 (1999)
8) Cephalon, Inc. : EFEREIEE B IR D MBI 54
BE HEEED
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 X 77 I AR O IR BN REIZE T 5 &
BE HNEED
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) HrLHE— b : BEEREERE, 1,85 (2007)
17) H BME— il BRI 14,479 (2011)
¥ 18) TATZ Lyt Ty —~<il FRMERIRE RIS E LEENG
ITHE D.BAURICBI 2 &k ((EPEE
#x 19) TAT7LyH 77— FRRSERIRE 2 x5 & LIz ENE
AR R 53R 2B 2 8k (RENE L
*+ 20) Inoue, Y. etal. : J Clin Sleep Med, 9, 751 (2013)
21) AT VoY Ty BHZEE R R SO E A A k5
& LI EWETE RSG5 B T 5 &8 (FEED
22) Lin, JS.et al.: Proc. Natl Acad Sci USA, 93, 14128 (1996)
23) Tanganelli, S. et al.: Naunyn Schmiedebergs Arch Pharmacol, 345,
461 (1992)
24) Ferraro, L. et al.: Neurosci Lett, 220, 5 (1996)
25) Ferraro, L. et al.: Eur J Pharmacol, 306, 33 (1996)
26) Ishizuka, T. et al.: Neurosci Lett, 339, 143 (2003)
27) Ishizuka, T. et al.: Eur J Pharmacol, 578, 209 (2008)
28) Cephalon, Inc. : MRS IEME = A IRE 26 2 BFE Ot
B89 D8R (RENEED
29) Cephalon, Inc. : k7 > AR— & —|Zx09 2 EFPEORFHE
THER RENEEL
30) Shelton, J. et al.: Sleep, 18, 817 (1995)
31) Edgar, DM. et al.: J Pharmacol Exp Ther, 283, 757 (1997)
32) Panckeri, KA. et al.: Sleep, 19, 626 (1996)

« [ XakEER 5t]
TSRS L O NG BHC D E E L TH FRRICTHER F &V,

TNT Lyt 7y —~v Rt R
T540-8575 KBRMTHRX AN ZTH2%E9 =
TEL 06-6941-0306 FAX 06-6943-8212

[BEAMHEBERERICET 5155R]
AFNIBEATBE ERE 42 5 (EAL 3043 A 5 B ITkS %,
BERIX 1|30 HOEREE STV ET,

wox FILILyY J7—IHAEH
Wrzeoe R REATZTH2%&9 %5
% # Cephalon, Inc.

®F G
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1.8 HAXE ()

1.8.1  %hge - R () RUZDHRERRL

1.8.1.1  Zhee - R ()

TREERICHE O B RO E OIRSK
cFLaLS—
- RS PRI IR E
- Frfoes E R (CPAP) VAT K 5 KGBE PAZEIT T 2 TR 4 FEHiE H oD PA ZE M AR R 0%
TE BT

(FRRER - 25 S (&)

1.8.1.2  ERERH

1 HHREERECHESBFOBEEDES

KR ARAE  (Idiopathic hypersomnia) 1%, HEARETE EFR3HEE 2 il (ICSD-2) DM OVHEAR [E
EBy 5 3 ML (ICSD-3) DTk va L7 o— LA U R MEEIRER I C O S D 23, 2
AR 72 9R e % 9™ 2 AW P R IAFAE L2\,

R MR ARAE O HEZIE R & LC, KMIEREL 102 > T, HHOMEDIRS (EDS) 23
RO, SR LBIES 5 Z LR D720, ZRBESIRFIREZW > TOD Z EREL.
BUE, EIN IR MEIBIRIE O EDS (T T D16 & LT, v a L7 o — O uniMiR R &
DEEEET DTV RN H LM, MBSO TEERIFEEFICL TR HE SN TEY,
LM EORENER ST 5.

KIEREAR 22 25 O FARMER ARIETRIR O BRI A RT A4 IR TE, X7 4 =13 )=
LU —ITNZ, FEEMEEIRIEIZHE 9 EDS OIRFR E L CHH#fEREIN TN S.
ZOXIRERT, BEX 74 =1OF a7y —0 EDS IZHT AT STV D
&, BEMIIBWTHNEY SZABND LD REEREWEMNIVRWEZ 2615 2 LD,
PEIRELIG ) D MR RE OB BRI N TE Y, FREMBRIEICHE S EDS ICxHd 2 IR#IC
VAL L CHIRF SN TN D,

Z 2T, BN TRREMGEIREIZHE D EDS (ZX 2 AH OGN ZEES D728, Rtk
SERE ZXIGUT, 77 R AR E U EAEA RIS —H SR TRERM FLiEIC X 255 11 AR EER
(CN-801-0306 #fR) Z%hi L, €Dk, 5|kt & AKE MG U OL 2k OA # %
s 5728, CN-801-0306 BRZ & T L 7= RE & i RICA— 7 T L O R I# G705k
(CN-801-0307 #fR) % F2ffi L7=.

DOREMEIR E ey, RFFMBEIR 2 0F 5 Re R EmiRE, RRPMMEIR 2 fE D WA MR ARSE. In: M
IRFEEERESESE 2 K ZWie 2— FOFL &, BARERTFSZE D EEZAESR. Ul E7E
B&; 2010. p.101-6.

D K EMEIR R Sy, FREMEEIRIE. In: BEARRPEEEER B 3 . A AKIERASZE o HE B AR,
W 74 7 « A T2 ;2018 p.112-5.

3) Morgenthaler TI, Kapur VK, Brown T, Swick TJ, Alessi C, Aurora RN, et al. Practice parameters for the
treatment of narcolepsy and other hypersomnias of central origin. Sleep. 2007;30(12):1705-11.
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(1) S 11148588 CAERES CN-801-0306)

FEFEPERARSE 2L 5 EDS ST 2 AR OFNMEARFET D720, 7T R EZ R & L7z M
ZyEIT G A TR PR & e L 7.

FEFHEE Th 2 REEAER A (MWT) SRRV R O i AR IC 36 1T 5 N — A T A
Yinb OEE (B FEYE (LSmean)) (X, X 7 1 =/VEE 3.60 57, 77 BA#E-1.42

7C, BERIZEIE 5.02 20 (95%[E#EX M (CD :3.26~6.77 %) THV, EX 7 4 =LAFETIET T
BB LFEHFRIICA B MWT R REIRTE R OIER: (p < 0.001, 453853 HT (ANCOVA) )
WO DI, REOHIEPBFES N (B 1.8.1-1).

#F 1.8.1-1 HAEFHIEREICIS 1 D MWT S REIRERE (47)
MWT TR 7 7ERED
NR—=RF A ﬁtt;f
&gﬁ N IRAP E- b, o) =
NR—=RT A I RE AL RE PoORLR [95%CI1]
p fiE
EXT 4 =V 8.05+5.11 11.32+4.71 3.60+0.64
(%) (n=34) (n=33) (n=33) " 65026 -
75 R 7.91+5.29 6.46+5.35 -1.42+0.60 o001
(B0 (n=37) (n=37) (n=37) ’

a) FHEHAEREREZE
b) LSmeanttZE#EFLE

c) BEMAERF, N—RT A1 MEAEILEEL L= ANCOVA

BIRIIRHEE B T 5 BARGE =7V — 2 IRZE (JESS) At A a7 OfKEHlREZ 1T
HR—=ZF5 4 b OB R (LSmean) X, EX 7 ¢ =AHE-7.06 &, 75 REE2.05 ST,
BEMIZE1E-5.01 #0 (95%CI : -7.23~-2.78 #1) TH Y, EX 7 4 = AFETIE T 7 B REETH LK
HERICAE R JESS ARt A a7 O (p<0.001, ANCOVA) 233 b7,

72, BIRIFTHIER Th 5 &R ehEE (CGL-C) 28 [EW# U ETH A 0B S

(F2h=) 1%, BEFHERFCITE X 7 0 = ABE72.7% (33 Bl 24 ), 77 &2HREE32.4% (37
B 12 ) THY, CGI-C DHENDENGITEL 7 4 = AREN T T R LA EICED)
7= (p<0.001, Fisher’s exact test).

BREVEIZOWTIE, X7 4 =/VEHIZ LY 34 7 20 B (58.8%) (2 37 DA EHEEFRH
HHNTEA, BEFHREED 1F (BEERA) 2RETXTRETHY, BERLDIEIR)-
7o, 7, AEFLICID2EBEHITRO bR 720, REIC K AP IEFI 1 FERD S
To. ZNHLDOHEEFERRD S H 16 il (47.1%) 32 fFRNEX 7 4 =/ & OREMERTE ST, &l
TER & &d-. —J5, 77 vRB&E Sz 37 61F 10 B (27.0%) (2 13 RO EFEGNRD
i, 056 546 (13.5%) SHENEWER L -,
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(2) R#5HR CABRES CN-801-0307)

i R MR ARE R ISR 2 R G L -0z ek OBt 2 atd b -oict—7 v
T YL TD 52 W ORI G-k A FEh L7z,

X T 4 = NEEIZL Y JESS AEt A 2 T IE R G 17.38 L (56 B) 225 11T 10.14 5L (57
Bl) AL, LARE, 52 JREOD 832 & (47 fil) FETRN—RA T A K L TURE—E DD N
R B, FoEEHEREE 8.91 AL (57 ) THoT-. it,QECﬂF%W&%JuLf%é
AElOEE GBRHE) 1%, X7 0 =AE5I2E0 4T 92.7% (55 i 51 F1), 16 T
92.0% (50 {5 46 511), 28 ¥ T 96.0% (50 5l 48 f51), 40 ¥ T 95.9% (49 il 47 1),
“Gmmm<M@MM7M)T%D,w#ﬂ@ﬂﬁﬁﬁf%mmuif%ot.

BRVEIZOWTIE, BX 7 4 = AHBGIZED 57 B 54 1] (94.7%) 12 297 HROAFHEL N
RO LN, WTNH\REIFEETHY, BERLOERBOLNRN>T-. ZNHOH
EELDOD, 44 5l (772%) 148 HEBEX 7 4 = OEEMERTE ST, BIEHE Sh
7. EERAEFERSII2H 3.5%) I3 RO LN, WITRLEL T 4 =L L OREBEF
FEEINT. FILICESTAFEFRD 46 (7.0%) IZ5SHFREDLNTZD, WTNHESY T 4
=G IR B SRR LT

@) FE&H

ENTHEM L7277 R Z RS L EEAEIN HERIATRH LGB O R, 47
o ZIVITFRPEMEBIRAE AL S EDS ICK LT, EEFHMBEE L 3E LI FBIRHEEIZE CH 5
MWT SEHHEIRERFCIBW T, 78R LERRUGENRD DL, ARMEPRREES L.

RIREEMG I B & 5%E L7 EERFHMNFEE T 5 JESS At A 27 KR CGI-C IZB W T, 77
EARICH LABERUGEPBO b, ZRMICEAL TE, EEXIGERAEFROEE LR
O BRI T

ENTER L72A—7 0 7V OEMEGRBOMSR, 47 ¢+ =/ 100~300mg/H D 52
T 5T ORI MEBIRIEIfE 9 EDS (2% L TAEDIMEAVR Sh, a0 T b RRHCRTE &
RHLDIH LRI T.

UEXD, £X7 4 =)L OZRE 2RI TRFREMBIRAE (S 5 A o OIRS ZiBnL,
TRROLBVRRETLIIEE L.

TREEEIZME O B R omEOIRK
cFLaLrS—
- FEFREPEIRIRE
- Rl EREY. (CPAP) VARSI K 2 KGE PAZEIT 4 2 VRiR 4 FE kit T 0D P ZE M R IRF S R0
SiEBERE
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1.8.2 Ri&-RAE (B) RUZDRERRL
1.8.2.1 Hi&E-RAE (8

WE, AT EX 7 =1L LTI HIIE200mg 28R O&E5T 5. 7k, i, ERIZ
KV EEET 525, 1 A KRG EIZ300mg £ TET 5.

1.8.2.2 ERERH
1) ERNTORFEMEBRIEZXRE LI-ERKRRERBE
(1) 111 #8588 CaBR%ES CN-801-0306)

B MR ARIEFRE 71 Blastg s Lz 7 7 v R 25t e L2 EmEA SN — E St TR b
EEABRIL, X7 4=/ 200mg XX 7R REG 1 B O#EE L, BEHRIZ3EBE L
T L7z,

MEIZOWTIE, FAa b7 —ROFHGGERE (CPAP) 5% H 0D PH ZE M FENR I R0 e
fEfE (OSAS) BE ARG L LIosh ok (I ravrs—) KRR 2.7.6.30 p.252,
TOSAS] 7&kFEIF  2.7.6.2 p.33])) (23T 2 RS 571 0 p AR MEIRIERF AR A (MSLT) D15l
IRERE, KON ICSD-2 1231 2 Fpas M iRSE 5 0 MSLT O FXJMEIRER: (& 1.8.2-1) XV,
FHRBOIRK[ORRX, CPAP 1R D OSAS, FRAMBIE, FvalL 7o —olElzE < 72
HEHER S NG Z &, HNITEBEN TV DT a L7 v — LT CPAP IR 11D OSAS HBF#
DR ZTNTS 200mg/H TH Y, FpIeMEEIRAE £ OREIR & b O 7R & [FEE
12200mg/H EMEES NI EMnD, 1 H200mg#] 1 [B & FRE LT,

# 1.8.2-1 BHRAIZE T D MSLT OB REIRER: (49)

. , B IR NR TS
X Bk 1% S
PR S| H&E R % (EHME + )
o C1538a/302/NA/US .
v ((FraL7o—) KR 27630p252) | ~° 04200
s C1538a/402/AP/US/DB .
CPAP i&H#H ™D OSAS (TOSAS) RHE 27,62 p33) 157 7.45 +4.68
PR M AR AE ICSD-2 - 6.2+3.0

a : IRERES 5T

FEICOWTIE, ERNOE THRER ((rarrFo—) AR 2761 pl) I2BWT, £
X7 4=/L200mg & 1 B 1 [[IZE[5K & B%EE G0 THRET L7oRER, mih 515 TRy EREIC
ZENRD NIRRT Z oD, FHEICEL TRFEORIKIIMbZR N E L.

ZORER, BX T 4 =VEEO MWT FHHERER: (FERHM0EE) 377 BRI LAE
ICIER L (& 1.8.1-1), AFIOFGIMENKGES vz, FBIIEE CH 5 JESS AitA=a7 (Fl
WRHFHEER) I2BWThH, IR LARREKENRO N, £, ZatEclE
LB HDIT o Tz,

L/
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(2) R#5HR CABRES CN-801-0307)

R PERBBRIE B 57 Bl &2 x4 & U C320E L7- 52 M o B 53 80%, 1 B HE% 200 mg
MO L, 1RBRIMEEIEEICHEE Lo EHE, BEREICIE, 100~300 mg O S
T A LT

AEIZOWTIE, R P ARIE I 5T DMK RBRIC B T 24 7 ¢ = L OB G RIIZ
100~400 mg/H TH 523, ENOH 1FHRER ((Fra b7 o—) KRR 2.7.6.10p.53) (2B
TRARMEPHER I TS 300mg/H A KEG&E L, EELHELICREOZ2ME, A%
PEIZ DWW TIHRFET D72 ikiE LTz,

FEIZDOWTIE, 5 HLARRER & [FERIC, 5B L CRFEORIZIZM DRV E L.
ZORER, X7 4 =AREIT LY JESS GEF A a7 1 HEIE 52 lkf £ TN—RA T A I
% L CIRIE—E DL 3B H i, HAKFHMERECH RO DSRO Hivi=. 1 B HEROK
AR A2 LU FIOR T, &Rl £ ¢ 1 B &% 200 mg CHERF SAUZSERI D JESS ARt A a7
IXEE AT 16.55 0 (20 B1) 225 1T 8.62 s (21 f) (2L, DA 52 #RF 5.50 A (18
) £ TR—=RAT A N LT MR S iz, — 05, Pl o#E 582 % T 1 HHE%S 200 mg
25 300 mg ~HEE L7IERIX 18 515 V), JESS At A 2 71X He 5511 17.61 £, AT 14.56 5%,
HE% 11.89 51 &, HIERZIZ 2.67 SO RA LI, ZD X 51T, 200 mg DHEIERRE I
e EHIT, 200mg TIEBEN R+ TH D729 300 mg ~HEE L 7ZIEFNIZB W THAMEN

mENTE.

£, VIEOHREEER CHERFRZORIICLY, 1 HHAEE 200 mg 75 100 mg ~EEH
O EA% T JESS MFHl S A7z 14 BIOAFHA 2 713 5-81 18.21 A%, JEAT 7.71 A4, E%
11.86 A Th o7z, JHERFTEDZEIL 4.14 1L (95%EFHEXH @ 0.22~8.06 i1) ThH VY, WEEZICH
MBI BITZD, R—RA T A LI ER D 7E1E-6.36 5 (95%[FHEX M : -10.62~-2.10 /) Th
D, WEZITN—2T 410 JESS ODAFAaT RN Uiz, EBEF CH5 &, HMERKIC
JESS Bt A a7 M= 7 A4 L IfETH S 7= DIT 14 FilH 11 61 (78.6%) , o HIEH &
HE S D 1 SRTEID Li2oid 561 (35.7%) Thh o 7=, £z, REUTHIMT 3 51 (21.4%)
Tholz. ZOXHIT, AEFLREIUTLY 100 mg ~JkE L7EFNICBW T JESS it A2
T B DARIMEDR S T

F£72, CGI-C 2 MREYE] U EThLAFOESE (A% 1%, 47 4 =& EICX
D 4JE, 1618, 288, 401, 52 HOWTHOFHERTH 90%LL EThH -7z,

LRMIZOWTIL, EX 7 0 =AEHIZED 57 B 54 41 (94.7%) 12 297 RO FFE RGN
RH O, FFICHBEE 2 5 FZUIBD b d o T,
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Q) F&EH

FEREMEEIRAE 2 5 EDS (ISR D A O HE - F&1X, @&, 1 B3 200mg ] 1 Bl#&E] &
EZHND. L LR G, 1 H200mg THRNDA+HSTHY, HENLELRDHEENND
EHESNDZE, F72, 1 H200mg 705 300 mg (ZHEET D Z EICX D IENRRDOLND Z
EMD, ERE 1 H300mg ET 52 LIEIMETHDLEERD. TDO—FHT, AEHRLED-

D, WESMLERBHITONTIE 1 H 100 mg TH JESS At A a2 7 Z{b D AENR ST
WA,

PLEXY, REoORE- REX LHds, RASIZEXY 7 =1L 1L T1 H 1A 200 mg 2512
ARG 5. 728, Fi, FERIC KV EEERT 225, 1 HRAFEGET300mg ETET5. )
EREL.
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1.8.3 FAHLOIE () RUZTOEEDIRRL

AFNOMHE A EOBEE (R) OIERICH > TE, AFNOIERERAEBREGE, BRRBRE, Teva
1 23ERK L 7= Company Core Safety Information (CCSI) [M1.6 28] LK USNEDE X 7 ¢ = VIRAF
LEES LI, PR 4 A 25 AATERIEE 606 S [ E IR UG SCEO R EEIC O
T, FEFE 607 Fimm [EEMAEIERLOMH EOFEGEEFEIZOWT) ICHEILL TRE L.
AFNE 2007 4F 1 HIZ THra b7y —I2fE S AP omEOIRSK] Z2hEe s L TERE 1, 2011
11 AT THARERGERE: (CPAP) HRIEEIZ K 2 KB PAZEIC KT D 16 2 S0 H oD PAZE M BEAR Iy
HERERERERE (OSAS) 12fFE 9 HHOBEDIRT ] ZBMEHE L L T AR ARIN TS
W, RERBIBATOURMCE (2018 49 HUGT) 2> HUGTER Yy O A% fridk L7z,
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A EDER (%)

B EARPL

(&%
ARG, AAOBER BRI U Ty B
L, b LS LEIER - SARTOU 5 BER R
B - FROBLETORTI L L BIT, TNLHEFITBNT
(%, TR HRLIERT - AR & R L1 L A 1T
5T L.

X 0 WU A o3 E A ] A e
ToH70, RELE.

[#5 KOBEFEICFRGE LRV &)]

(WEELRAREIROH 28 UEREZEBELLIEIBENLND
%]

QAHN D 7kt UiE#UE O REERE D & % B3

<%k - HRICEAET HFERALDFE>

1. Z2hnettis
AKNOE 513, MEIREEE (23 5 140 70 ik & 1B HARER 2
AL, KEOLEMER OEMEE B L, AENZE D
TRIFEFEICE Ukl L ERIMT S Z &

2. Fravre—EBEICEETHHE

(WABIOBERIZHT-»> TE, KEMERE 2SS RHIE L7
MR E R 4%E (ICSD-1, ICSD-2 X% ICSD-3) D2k
WA B E | MMOMERESE LERN L LT, Fralrry—
tian-BEzEdRETH L. i, BKAEEIRAY
77 7 (K PSG) M ONSEREIRE R A (MSLT)
EORBOME CHELLE L CARIOBR G 24T 5 2
L.

QAFFNTH X 7L o—%0 B P OBmE DRSNS DTV
I U RIS D2 RITRR O H LTV e,

3. FRRMEEARE R I A5G
AH| O I B 72 > T, KIEREIR R 2 D fwde L7z EiR
2 E S ¥E (ICSD-1, ICSD-2 X% ICSD-3) D2 i v
T B O MEIRE S LR L2 EC, B rERIRE S 2
MrEn-BEzELEZIRLETAHIL. T, BRERKRY 75
7 A (KA PSG) K OB MEIREEFE A (MSLT) %50
BHMMRE CHEB Lz ECARAIOR G2 4425 Z L.

4. PAZEMEREIR R IEPEUE Wt O FBE 1T 5T 555

ARA OB G- 1%,  MEIRFEE MR EEREO W - 1R I 18
U 7= R & BEARBE S O 2 W - TR AE IS L 7= AT & OHilE
DHLETITH T L.

QAFI ORI 7= > TIE,  PASENE I AR AR M R S g B &
ZWr S, CPAP EIEZEOXEMZEICKTT HIREN 3 » H
PLEFEENZAT DI TWBIZH 00 53, B o E IR
[T HRBFICHL, IRKOFKN & 725 thoEE E O
ERZW 2 Tl e G352 L. ok, HHOWBED
IREUIZOWTIE, AEMERIERRA (MSLT) O REI
R CHER L7 ECARKIOR G2k 25 2 L.

Q)AANL B H it BE D AR LAS 0 PF FE 4 R IR AR S8 IR0 i
HEDIEIR B OVROE PAZE I K3 D20 R 358D HALTUN 7,

1 : FRREPERARAE O Zh BB fE Y,
AHN e G- RO B - TEFICE T 5 1E
EWail 2 [EEREARNER M5
[ZhRE - D RSB 2 A Lok
B ~BATL, AR X D IREICE
THEEFEELZ2SYELBOEE
FIHE L CRiHE L.

2, 3:Fa Ly — RO R
HRE 1, REERR 5 5 [E] B 4345 (ICSD-1,
ICSD-2 X% ICSD-3) DOl %
2B\t o BEIR 5 & 85 9 5 44
ERDDH &, KRFOHMETH ST
Va3 b7 — R OVRESS M AR E 12
PO THHROBE DR 122\ T
1%, A PSG MO MSLT % D &1
MIRE CHERT OILERNH D Z &
FIEEWE T 5720, [4hE - 2hE
WCEEES A EoE ] OEA~F
OETHITLIZEE LT

4 PAZEME AR, ARl I I R e oD £
FILHGT DA OEEFHIIO
WL, 2 E T TEEREANE
B CEHE L QW E R B
LHHEEAEBITL Citdi L=,
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i EodE (R) A EARAL

<HA& - REICEHEY SERLDOEE>
REENRD D2 DT, RARISIEFE L, LR O ZFH]
ELTRITSES Z L.

(FRLDEE]

1.EERE (ROBEICIXESICHRETEIL)

(1) LEEXIIZOBFEROH 588 JERZ2ELSESE
ENNH D]

Q) mIEDEE [(MEE EFSEr82nns 5. ]

(3) 9O, B, EOMOEMHRERIIZOBIEDH 5
BEVERZELLSED2BENND D (2 HE AN
B OHEZH).

4) TADAXITFDOBEREDSH 5 BE SHBEAIKET &
"EEENDEDHD. ]

(5) EERIHREREOH 2 BE [E I AR E 23 Fie LA
TERNRBT 5B8TNNH 50T, [KAE» &G %A
TOHEEEICEEGT DL (TEYEIRE] OERR). ]

(6) EELRBEEREOSD 2 EBE [HRENEBITLT 5B8ZN0N0
b5 (IEyEhee] OESM). ]

(7) =g (15.mEE ~0ih] OHEBM)
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EH EoiE (%)

A EARDL

2. EELEARMEE

(1) RKDOEEIZ L > TEAFIORMIZE > THREEL L
NIEFICE SR WATREMERN H 2 O T, A T OIRES%E D
RIERIZOWCTEIE 2 01247V, HEICE L CHEER
DIEFRFEMEIRZ M O B OBAEIZIIEF S E RN L DI
EETHZ L.

Q) EHIZ L VEMKENECLBENNHDHDT, Bt
F43A T, HELAOERBIRICER L, FRIEMIKLT,
TV a— RTFESEOEERO B 2 BEICIXERERICER ST
HZE (@ER () LV, BHIKEDOEK S R
7).

(3) 9O, HUE, ZOMOEMRERITIZOBEED RN
BEICBWTY, LR, =8, BRSESORFMHIERN
HEINTWND., ZNLOIERNS b ONTHEIIARH
OFHFIEEEETDH L.

(4) PAZEVEMEARFE MEMEREMERED B AR 2 % 5T 2 56
WZiE, UTFoOBICEETHZ L.

1) AANOEIFIERICR DD O TR L, #Y) 7 kR %2
ERTHOMERSH D Z L BEICHATLIZ L.

2) ARFF G 87> TiE, CPAP RIEZE DR EMHZE KT
HIGR A Mk L, B8 L CAREE O EL IFET
HlEblz, BEMBEOETIZOWTEMITHKREL,
AR ZBIREZE LWL FEETDHZ L.

3) [HFEM: R R I N JE (B2 A 0D JBGE 1 I, o0 I R AR
ZAPFLTWD Z ENZL VDT, AEIE 5RO 5.4
X, DEMBREZEET DY, SOHEDIREZ EHIN
IR T D 2 L.
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A EoEE (R) A EARPL

3.{HEERA
AENL, —EHIEYAHEESE CYP3A4 TR#TENS. £7-, &
#Z CYP2C9, CYP2C19 %#[H% L, CYP1A2, CYP2B6, CYP3A4

EFETLLEZEZONTND.
[(HREE] (BRISEET S L)

a Fe e -

T P IR
6 11 REATHE INLOHEHKD | KRB DO
=Fo e | ihEEASET | =BT b
NoUA—L | FBBENRD | D CYPIA E
SouARY Y | 5. (MBI | %50k E

bUTYTA | oEBE) 2on%.
A 5 A O TE T % | A 00 5 TR
MR 5 BT | R & 5
Kb, LoOrEZ R

)

MAO [HZEH

MAO FHEA|DO/E

A H D 52 & AR

MEERT 58 | fIEAERNICLD
TNRH 5. bDEEZLN
%

N7yl

A i SRV E1))

RKENU LT 7

TERZ#m+ 5 | Vo EREE
BENNHD. #FTdh D CYP2C9
FRETHZO
LEZBENS.
T )NV EH | KEIOMPRE | 7 N LEH
—)v NE T+ 5% | — /L2 CYP3A4
nnds. a7 R R B Yy
W2k, KEloR
MRS B 7
HEEZHND.
CYP2C19I2kVY | 2 h b oKD | KK CYP2C19
R SN2EA | MFREN EH | ZHEFT 5729
Tu bRy | TEBENLED | EEXLND.
7B A 5.




ET 1474 % —)LEE 100 mg 1.8 FXE (F)

Page 19

EH EoiE (%)

A EARDL

4. BlEA

ENEGRE AR E TICENICBWWCE Sz rar 7y
— B, RSP AR AR 1 PR ZE A AR R A I
JEMERERE 23t g & L= iRIRRBR T, 365 filf 222
B (60.8%) 1= 588 HHOEIWEH (FRARMRAED H
bate) NEO LN, EREIWERIL, "EE 84 H
(23.0%), M8 42 %1 (11.5%), AHE 30 1] (8.2%),
hiE 23 i (6.3%), REWRED 21 ] (5.8%) ThH-
7.

SR E R AME TCER S v L 3 L S — R B SR
AR P JHE NP e B R e 5 & L2 BRI Bk
WHBEET X7 4=/ 400 mg/H) T 983 i 738 4
(75.1%) 1T 2588 O RIWEA (BRI AR D RF &
ate) BRHLNTZ. ERBEMEMZL, FEE 317 41
(32.2%), H.0 114 1] (11.6%), % 87 5l (8.9%),
IR 78 B (7.9%), ®F\ 78 #i (7.9%), A 70
B (7.1%), T 62 41 (6.3%) , ffziEE 58 41 (5.9%),
BERAIE 49 B (5.0%) THo7-.

(HWEXLEIER

1) hEMREIEFERMAIE (Toxic Epidermal Necrolysis :
TEN) ., REIEREIZEE (Stevens-Johnson fEIREE) |
ZWHH BEETBE) N oB3H 0N ERHDLD
T, BEET5ICATV, BRE PR SN III RS %
kL, #EURLEEITO 2 L.

2) FEFIMBBUEAERS FEESRR) - wIHERE LTHE,
FWENLH I, S OITHFRERERE, U o "HilER, AIimER
HAN, IFmRERIE %, B OSBRI A 0L S BRI E
BREBUERDH oD 2 ERH DT, BEE 0T
1TV, ZO X RIERB S b T-GEaIZiikEs 2 H Ik
L, WYIREEZITHY 2 &, B, BB, B, FRERE
FHEOIERD RS 2 WITEIET 52 L 03 dH 5D TiE
BIoZ L.

) Yavy, TF745F— (BEERH) vavr,
TFT 74 7% —RNobobbhdIENbbDT, HEEE+
INTATVN, SRS, JREEIK, I/ Vi, FROR A, e
T, 77 —EBE bbb HmEIiIkEGEEFIEL,
B2 EEITH 2 L.

BIER S ARROMEICOWTIX
EWN, AENZSOWTEFINEIRRRR
BRIZCBWTERD b -FIVER I
SERELE.

TEIER (BRKMEEORT L&
i) OREFIZHOWVWTIL, R—0H
BB ORIERNEE LIZ5A,
LBl ML, £72, F—0
BFICF CRIER (=38 5B H 55
£ HAFEM (MedDRA/) FEAGE
(PT)) MHEEIEIFREL L 72561, 1
L CThour bLI.
[F72BI1EM ] 1Z, MedDRA/J PT %
TROXIICHEL, F—DREFIC
A — > 43 30 O RIE H 23 2 5 ] 5 B

L7eailE, 1fleLThovr bl
7.
EERA MedDRA/J PT
BIVEN (version 22.1)
G SR, HHIRPRE, A
SRR, mISRER I D
G, BORMEEW
Rl NY8, 1Rz
AHR ANIRIE, FTHIARHRSE,
HHIANIRIE, MEAR OE
KT, R R
JiE
Eufes B
L AL
NS NS
HEV | FEED E W, RO
DEVY, EEEMED E W,
P
N il
FRBE | FREE, BHEZ O
RS
BRARIR | AR, /N
(KERAD | (KERED
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M EoiE (%)

A EARAL

Q)FDDEIERA
’D XS 7REIERDZRD SN 5aI12iE, BEIZS U, BE,

B IR O R E AT H L.

5%LA 5% A5 B
BEE™ — B, JBRPE I & V7
FFF Ak AST (GOT), ALT

— (GPT), y-GTP, Al-P, —
LDH ® 5

BHME | R, | OFW, EHIR, WHW S | R,
ES AHR K, WA T LR —08 | LR, =

LU, MPRamm, |48, W
RHE, YAXRY—, K| M, BE,
#Z, O OWREE, BEukie | EERE
fAIRzEs HhiE e E5, SR, %R —
JHIEES ) BAARIR, HEARE, | HEAR
L MR, R, [EEK,
B, B, DNk, &
oL, FR, 5
Z Dt IREEL | SUAEEZS, J§ 2 0, BT, | mME LR
RE R, NV 7Y | GEED,
U RER, aLx7o | AR
—/V b5, AmEREDR | BE

IS

A, B, B, (KEHE
m, AR, Sk, KK,
PR 5B

) BELEGEITHRGEPIETLHZ L.

b. Sl E~DEZS

I V77 ADIKT KO Crax, AUC 23T 5 DT, {KH

B GG EEEICRET S . (TEYH)

He] DOIEBMW)

6. itim, Eim RIBE~AOERS

(1) 458 XTI EE LTV B ATREME D & A i NITiT 5 L7en
ZENEF LW, [EERORGICET BTN L
TWhRW., X oATHBEEFEERR OGS H &R
(180 mg/kg/ H) 2B W THRITICIRIGBIZL, A - %EON
MgEE, FROWENRE SN TS, ]

Q) I F OMENITIIAAE G IR TIED 2 L.
(B ER (7 v b)) IZBWT, X7 4 =Nt H
ICBATT AZ ENBOLNTWNA. ]

1. INRE~ADERE

IRHEAERER, FrAER, 2R, SR XI/NNRIC T 5% 4t

VIFEST LT vy, [EHABEBR A 220, ]

FOMOEMERIZ DWW TIXERNO
iR ARER I BV TR b L= RIME
HICHESERE L.
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A EoEE () A EARPL

8. BEKRE

FEAK B EBEGIC LD, RIRGE, TARERRIER (EHAEX
D&, KRYER, SEEL, Wl R, BE, IR,
THEERIE GEL, D, D RAER AR,
AR, e, M) NEZDHZENRHD.
AEDOTHERZ I W CRERAIC L 2 CHIH®E
INTW5D.

WE : ARFNCxET 2R R REFEANIFN STV, g
5 U358, e, B NS o vIiRR 2170,
FEAEEER OBIE, DIEROE=F Y 7 E{TW
TR D, MBS U CRHERIEZAT 5 . ERREIT XX
MAEBENT CBREINDINE I NIIARHATH 5.

9. ERLDEE

EHIZATH -

PTP WEED AL PTP > — bV H L TRHAT S X 9

FeE4d 52 L. [PTP > — bOREEKIC L D, BEWELAEHNE

TEREEEA~HIA L, FIITEALE2 B2 LU CHERRBIAR S DO EE 72

AUHERZ T A R RESNTWS. ]




1.8.4

—J‘Bwﬁﬁkmu

""F’EJ'Z%I:OL\'C
(ZBRL, WA SCE DRI

@ﬁﬁkmﬁﬁofwk

L, OSAS OFittft— L7z (FEER - EIE

PR ORER,

BAEDEIZOWTHRR LIz & 24, Fva L7 —O a1 PAZEMEMERR R BEFE EBRE (OSAS)

OSAS DOEFLH

EEDE

B TH D EHMT L=, Fral o —DEE

AR DFEFLE Tt LBV IELE

BT DORHE

EIE

M

1.

Fiarro—
EW 13 fligk THa L7y —B3E 95 il 2 et 8o Eli L7z —
B OSSR, X 7 4 = MFIANNEO FEFIEE Th 5w EEHERT
BIREI7257HMIIE H CTh 5 B oo
(EDS) D[al%, MM E N7 U —2IRKRE (ESS) DA
I LA EIS

BE (MWT)
DIRK

2 a7 550

(2 &2 R AR TR |

B

&t
WEL, Fh, ZTOREOEREIIXNETH

1. FLaLrzro—

ENTF a7 —BE 95 flaxtRICHEM L7 77 2 AR RIEIER

L " EHERIATREFLERBROR R, AMEO FZFNEE TH 5 REE
K% P MEIRTE R O 5-Jil 2 b DAL BT T RO &

HEFFRRAS (MWT) (2

BOVTHY, 7T ERBLUELTEXY 7 ¢ =V CTHREFFRIICHER

I HVER

57T wRICEEL

ST 19,

MWT |2 K 2 A5 BRAR P IR L et 9= 2 20 3

Sy At 2D
B Ra | BE# [%Qgééﬁ][%ﬁﬁgﬁﬁ]
FIUREE | 4.66£3.76 | 4.0044.01 ﬂ&i%@
(1% (n=50) (n=48) [-1.60, 0.11] 3.28+3.66"
qsﬁfi%j::/vﬁ¥ 4.45+3.25 6.84+5.44 ;%iiji;@ L2345
140 (n=45) (n=41) (.16, 3.91]

F 72 BN 6 figk CHAa L7y — B 63 Bl & xR I L iz K5
HEBROMEE., 7 4 =T H P OBEEDIRS,
LR 7T — RGN E (ESS) O&
FTL, TORFIL 52 BEICHIZY

a) p<0.001 vs

PEEEAE R (97)

& 5

Hii (€ : paired t-test)

b) p<0.001 vs

77 R (BE

: O HT)

B A a7 & ¥ A
Merr iz 17,

(EDS) D%k, #aRFH
W LA EILW

EHRL TEX 7 4 = VHECTHERIGENRD bz 19,

MWT -84 IR P D 254k

W b, BIREZLFHIIEE TH S H o EOIRS (EDS) O

B, M L7 U —RIRGRE (ESS) OAFAaTIi7 7 Rkt

MWT -2 EHR R @ Z?Eéé@
NS Xt Heig ©
e A S S P ] B
S fra Al [95%{2 #E P fH] ]
- pfE
75 RN 4.66+3.76 | 4.00+4.01 -0.72+0.53 39
(B0 (n=50) (n=48) (n=48) —
- — [1.67,4.77]
EX T 4 =VRE | 4454325 | 6.84+5.44 2.50+0.57 <0.001
(FiI%O (n=45) (n=41) (n=41) —

a) CPIfEEAER A ()

b) fR/h

R EHRAERE (O

)

o) WEMERT. N—AT7A MEERLER L LI L5HOT

Fo, HNTHLVa LT Y — B 63 Bl & xR E L 7= B 550

MR X7 = VT AT OBEOIRS (EDS) OlE%,
7T — ARG RE (ESS) DA
\Zo7=0

DR FIT 52 FE

REA 3T 5T
Merrshiz 17,

HLAEIZ

FERE K v
gL,

Bw ool W1 —K K+ LT

8l

() FXHE

Z2z 9bed
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1.9 —RRMBIFICHRLIXE

1) —REEIBF (JAN)
ARHED — AL FRIFRL 13 4 6 H 6 H OEFEGAFFFHAES TLUTFO L 5 ITHRIE S, Bk 13
£ 9 H 3 AEFKERE 1335 5 [EEHO—RBIATHRIZONT (BHF) ] IZXVEmIhi.
JAN :
(AARL) : ®X 7 4=V
(3&  4) : Modafinil
b%4 -
(HAR4) (RO2(V7 ==V AFNVANLVT 4 =/WVTE®H IR
(I 4) (RS)-2-(Diphenylmethylsulfinyl)acetamide

2) BEFR—AReIRF (INN)
AFED [EBE— %4 FRIZ Prop. INN 73 WHO Chronicle Vol.40, No.5, 1986 Proposed International
Nonproprietary Names (Prop.INN) : List 56 {Z, Rec.INN 7% WHO Drug Information Vol.1, No.4, 1987
Recommended International Nonproprietary Names (Rec. INN) : List 27 (ZUs S 417-.

Prop.INN : modafinil
{b5#44 @ 2-[(diphenylmethyl)sulfinyl]acetamide

Rec.INN : modafinil
{b5#44 @ 2-[(diphenylmethyl)sulfinyl]acetamide
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EEBERE13355F
¥kl 3%9H3H

EHMENREEEER (B) & K

)

= Pl
BB EEERREERRE D

i

ERHO—HRMBEHFITONT GEA)

SRt BEER—BHNEHMAOHENIBHOB > I-HEICDE, Fi-ic—
BNLEHRZNE I KRVNZR2OEBOEDZOT,. H7H0L, HIE3D TBE
WCEA S N—BRNLAHFEOLE] 6068, BGRAHEICEAN R EE N
A '

AMNELIZ, EERLBHFAESITBWVWTI ANMBREINSEN, FFXINNE
DBENRSNIFEEOHZMEICDONT. HIE 21X, FEEL < LiEskE
WOWTr— INNBRELTVWEHOXIZI SORBELTEREINZHD
T, BRHARIZOWTEERELHAERITBNTRHL., JANICREI N
MBEIZDOVWTEEDEDBDTH S,
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13-1-B8
LAYy IRy (EicFHEEEX)

Insulin Glargine (Genetical Recombination)

13-1-B9
EHXT 4 =)V
Modafinil
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1.10 FE - BIEZDEEEREEHDE LD
<HUAT>

b4 - B4 RS)2(P T ==V AFNLANLT =T X IR

NH,
S/\[(
I
(0] o

R OB ENEIR

TREEBICAE D B R o E DIRA
cFrarrFe—
- FReb RN, (CPAP) HRIESEIZ X 2 XOEPAZEIC K D 1R 2 3k
0D PR ZE P HEE IR R W R e P

WE, RANIZEXY 7 =1 LT1 A 1A 200mg &8I0 &5
L - & L. ek, i, ERICE D EEEET 525, 1 ARG &L 300 mg
FTLT 5.

BHESE DFRE SRR, B, TR

JRHE . =T 4 AL — L
RIK| . T 4 A X —/LEE 100 mg
1gEFE4 7 0 =L 100 mg &4

Hiln & 53t

BN D BSEE  (mg/kg) o
F 1700

7w b
Rt Q 1100
o8 >400

®
? >400
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A ¥ 5t

# 5
i e

#5

Beh &
(mg/kg/H)

HETE &
(mg/kg/ H)

TPt A

ey

20, 60,
200, 600

20

60 mg/kg LA TR ILER
o, ~E/ b,
~v b7 Uy MEDR
b, gk o> B B A,
e TR,

200 mg/kg Lh T,
RERE R O OB
Al BE D HEIN, sk
TORFERRBESNE ML TT
i, R gio> B B,

B S R PR A e O
BPEAIIRE, BT
R B B Rl 2,
600 mg/kg THILT T L
? 1 Ay,
fige> KA, EhETH
PR BT

26 A

e

20, 50, 200

20

50 mg/kg LA T/ i
OB, 200 mg/kg T
RIMEREL, ~~ 127V
v MEROINEZ B B
CEOWY, B, W
i o> B EBEIMNDSFR D &
.

A4 X | 52 K

ey

10, 20, 40

10

20 mg/kg DA b TR
gl ~~hr27 U
MEDWRA, Ehgo &
=N, 40 mg/kg TR
MmER¥R, ~&/ e
BOWRA, MO
MR SN,

il {F

BITERFEBLE 274 fil 162 1] (59.1%)

RIEH O

BE (%)

9H

59 % (21.5%)

)

32 %1 (11.7%)

IR

25 %1 ( 9.1%)

o B

16 %1 ( 5.8%)

B

12 %1 ( 4.4%)

AN

o

TNATZ Ly Ty —<RAatt B A A RS
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<EH >

L4 - B4

i

TR D B R o E DIRA
cFrarFe—
- FEFS PRI ARE
- FRe bR, (CPAP) HRIESEIZ X A XGEPAZEIC K D 1R 2 Fha
D [ ZE A AR el PR ) i

BIEE - BhR

ML - HE

BIFEE DI E

s K Y

RS B - Sy i

M
BIVEFR LR 365 67 222 i (60.8%)
BIVE ] o fEE B (%)
90 W 84 Bl (23.0%)
=1 e ] 0% 42 51 (11.5%)
A IR 30 51 ( 8.2%)
ERES 23 1 ( 6.3%)
R R 21 1 ( 5.8%)
BERAIR 18 51l ( 4.9%)
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w38 REIETEXE

FNEH| REEES " 2R BT S =T =T
BB |"g2" | (mmEe] S 5 S | =S| mh ik 5
32 T—AXIIWMEE

E—
33 BEXH

B
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112 HftEH—% Page 3
F4ER QFEﬁfiéiﬁ%ﬁ#E%% e 5 — =
gy |FHAR| HEDES 54 b0 #4 EiEHN | =S | B e 5%
42 HEBREEE
421 ZEEER

Zu7L
422 ZFEYEIREGRER

Zu7L
423 BHERER

Zu7L
43 BEXH

ZunL
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1.12

ATEH—E

#5658 ERAREHRMESE
AMIEH | REEES = HER HER |EN/ - ST/
BE | "x=" | [m@Es) il okl e A i 5%
52 2HKRHAR—EBER
| [emmatn—Ex |
53 ERRHARBES
53.1 £YRFFHABRBREE
Bt L |
532 E MEKRHEHZRAV-EYBEEEORRREE
ZEmL |
53.3 EYEEE (PK) HEREE
ZEmL | |
534 ERERENF (PD) HEBRHESE
ZEmL | |
535 FAUMMRUVREMRREEE
53.5.1 HFETIENEICHAYT 3 HRMBRERREE
5351(5.351-1 |[CN-801-0306][CN-8010 &I tEEG bR .68 - 2oﬁg ~ [BX EA [HREH B
—RRMBREICES BPOBEDERS %Xt 20
L LE-_EERERAR—
5.3.5.1-2 |[MOD-024] |Double-blind cross-over trial of modafinil 1t~ 2SR | B [HREH 5%
versus placebo in Gelineau’s syndrome and 1
hypersomnia
5.3.5.1-3 |Mayer G, [Modafinil in treatment of idiopathic Mayer G, 2009% ~ [ @5 |J Sleep Res. &%
2015 hypersomnia without long sleep time - a Benes H, 20114 2015;24:74-81
randomized, double-blind, placebo-controlled [Young P,
study Bitterich M,

Rodenbeck A.

Page 4
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1.12

RTEH—E

58 ERIRBREMEE
AHEN | BEEES i e e IIER] .& 7]
BE | "z | (#mEs) Sl I kil SR | EiEEE | B 2%
5352 FHBHBRMES
5352]5352-1 |[CN-801-0307]|[CN-801DEEIE 516 - 2ﬁ ~ [BX EA [EAEH B
—RRMEBRECHED BRPOBEDES Z Xt 2 A
RELIEA—TUIR)LEREE—
PREBERBREE (28EMIKRE)
535211 |[CN-801-0307][CN-801D EEiZ 5 .68 - 2ﬁ ~ |BX EA [HREH B
—RRMEBRECHED BPOBEDES Z Xt 2 A
RELIEA—TUIR)LEREE—
RRBEREE
53522 |[[MOD-026] |[Study of the efficacy and tolerability of 19ﬁ~ TS5 VR | BN |EREH %
modafinil administered long-term at a daily 19
dosage of 200-300 mg in the treatment of
Gelineau’s syndrome and idiopathic
hypersomnia
5.35.2-3 |[MOD-027] |Clinical study of the activity and tolerability of - B [HREH Ex3
modafinil in patients presenting with
narcolepsy or idiopathic hypersomnia
53.524 |[MOD-028] |[Study of the effect of modafinil 100 mg B [ERER %
tablets in narcolepsy and idiopathic
hypersomnia in 319 patients
53.5.2-5 |[[E1027] Report of usage of database 1027-CRL B [ERER %
53526 Lavault S5, |Benefit and risk of modafinil in idiopathic Lavault S, @5 |Sleep Medicine. 2011; e
2011 hypersomnia vs. narcolepsy with cataplexy [Dauvilliers Y, 20104 12 (6) :550-6
Drouot X,

Golmard J-L,
Lecendreux M,
et al.

Leu-Semenescu S,

Page 5



ET 44 % —)LEE100 mg

1.12

RTEH—E

58 BRREAERMEE
FHEH | BEEES " B e ELR] B
B8 | "gs" | #mES) *4 bl ol A | EiwE | mo R sz
5353 HBHOHBRBREZHETHEMLLREE
5353 [munL | |
5354 ZOMOERKABRKREE
535453541 |[CN-0301]  |CN-8010D &I 1AEGE 88 - 2 ~[8& EA [(HREH SE
—FLaLFTo—IcwTE TS REREBE 2
LE-_EERLEHR— ARRERESE
53542 |[CN-0302] |CN-801DE IFBEGERAER - 2ﬂ~ EES EA [HREH SE
—FLaLFTi—%ExgE LE-RAKRSHER 2
— ARKRERESE
53.6 MREOERAZRICEAT IREE
536 |[5.3.6-1 EXSBEEREEN T Loytr 200718~ |BX EA [HREH %
(Frarri—) 77— (%) 201741R
ETAAF—JLE100 mg
5.3.6-2 EEXELBEEEH FILILyY J7— [2001FE11A~|BRK EAN |HREH S5%E
(PR 25 14 B A B S PO A ) () 2017498
ETAAF—ILE100 mg
5.3.6-3 _ Periodic safety update report. Teva Group 20~ — a5 |EREH e
Modafinil 2007
537 BET—H—EBERRUEMFIGE
53.7 [5.3.7-1 BT HmARBROEN—EX P I3 Loytr = = EA [REH —
27 —= (k)
5.3.7-2 FESEREX FILITLyY = = ER [tREH =
27 —= ()
5.3.7-3 ERGAESEREX FILILyY = = EA [REH —
27 —= (%)
5.3.7-4 RREEEELTH—EX FILILyY — — EA [REH —
27 —= ()
5.3.7-5 BRRREEDHR FILILyY - - EWR [#tRER -
27 —= (%)
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58 ERIRBREMEE
ATEN | REBES % e e IIER] .& BT
BE | "z | (#mEs) il b kil e ES T AR s 2%
54 ZEXH
54 5.4-1 = YR IBIRAE DS EAE. By &R = = — |EEEE[E&. 2008;2:165- =
70.
5.4-2 = AR R AR E B rEE = = — [EEERER. 2015;9:130- =
49.
5.4-3 = FRMEBRIE. AEE — = — |BEERK. 2013;71 —
(Suppl 5):374-9.
5.4-4 - REFERZESIFETBRE, RFHEEE | KEEREEFS - — — [EREFERSEE2R | —
EHEDLEVFREBRE. ZWEa—KRDFES|IE B
AERFEZMNEERE
2R TR EFER;
2010. p.101-6.
5.4-5 = FLALT L —DEM - BBEAARTA. BARERZ S = = = =
http://www jssr.jp/data/pdf/narcolepsy.pdf
5.4-6 = Idiopathic hypersomnia. Billiard M, — = — |Sleep Med Rev. =
Dauvilliers Y. 2001;5(5):351-60.
5.4-7 = Idiopathic Hypersomnia. Bassetti CL, - - — |Kryger MH, Roth T, -
Dauvilliers Y. Dement WC, editors.
Principles and practice
of sleep medicine. 5th
ed. St. Louis: Elsevier
Saunders; 2011. p.969-
79.
54-8 — Practice parameters for the treatment of Morgenthaler TI, - - — |Sleep. -
narcolepsy and other hypersomnias of Kapur VK, 2007;30(12):1705-11.
central origin. Brown T,
Swick TJ,
Alessi C,
Aurora RN, et al.
5.4-9 = EE AEXELER (BB R - - - -
ik & H).
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58 ERIRBREMEE
ATEN | REBES % e e IIER] .& BT
BE | "z | (#mEs) il b kil S | =S | B 2%
5.4-10 — Practice parameters for clinical use of the Littner MR, - — — |Sleep. 2005;28(1):113- —
multiple sleep latency test and the Kushida C, 21.
maintenance of wakefulness test. Wise M,
Davila DG,
Morgenthaler T,
Lee-Chiong T, et al.
5.4-11 = A normative study of the maintenance of Doghramiji K, — = — |Electroencephalogr Clin | —
wakefulness test (MWT). Mitler MM, Neurophysiol.
Sangal RB, 1997;103:554-62.
Shapiro C,
Taylor S,
Walsleben J, et al.
5.4-12 . H A& :E&hiithe Epworth Sleepiness Scale ERE—, - - — |[AERas —
(JESS) ~INFETHASNTLVZLDIB X |11 LK, 2006;44(11):896-8.
ERIEDELEEEWET~. s R LA,
BRFIK,
H LiE—,
ANE, i
5.4-13 = BETOD7 LB RE (SF-36% HlMI). MmEEDR, — = — [ERERD=HDQOLEHE/ N —
BRE—, VRIv) BR EEE
TER IR, f5%; 2001. p.34-44.
MEE MR
5.4-14 — Subjective sleepiness ratings (Epworth Sangal RB, — = — |Clin Neurophysiol. =
sleepiness scale) do not reflect the same Mitler MM, 1999;110:2131-5.
parameter of sleepiness as objective Sangal JM.
sleepiness (maintenance of wakefulness
test) in patients with narcolepsy.
5.4-15 SAHS-M-0201 [EX /=L DR ER IS BERICREFT - 200=NE ~ [BX ERBIRERE! —
TE. " ME
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ET 4745 —)LEE100 mg 112 FHEH—E
EOE ERRARREE
MIEM | BEEBRS - HER Hex | =R/ ™ A
BB | Tx2" | mmEs) s =& EiEM | 6| st i 5%
5.4-16 SAHS-M-0401 %5«“74:»0)ﬁﬁzﬁiﬁfﬁmﬁ%ffﬁlzﬁwmﬁ%- 20 ~ [BR ERN [HRER —
FD1. BRESYMNIBIT2EEMNE~DHE 20
5 n&Et.
5417 |- BREEBERE. FEEREFS = — | - [EEEEERAEEOWR.| -

AABRZ R DI ES
B2R BR 514794
TI2UX;2018. p.112-5.
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