4 /X0 >%% 100 mg
4 /7 A0 %g 200 mg

[CREd S &#

AREHICHRHESIN-BERICEIEINRVABTOETE
FI—H A HEKXERIZHYFT,
LZERFEEFERAUNOEF BMICFET S L
FTEFHA,

I—Y 1M &4t




1.4
A4/ RO 100mg, R£E200mg

1.4 Rk

1.4 HEFIRR

I—Ho et



A4/ X0OE100mg, [E1£E200mg 15

1.5 BRJFUEH B O R & OB Ok &

1.5 ERXIIHFRORBRURBOZRE
151 ERX[IEROERE
1511 [FL®IC
VT 4R (LT, A3) 1%, Ciba-Geigy f1: (¥l Novartis Pharma AG 1) A L7~ VU T
= VEREAT AL E CTh D, AFEOREEXEK 1.5.1-1 1T LT,

@

N
N

F
K 1.51-1 L7473 FOEER

ARIIX, 1% BT IR ORGSR, HEBRICHEL TSR WHETHIT WILALE
MaERTZERRALNE RS T, REOERAMFIIMEE L TRV, EBAKGET Y oA
F ¥ R DORIEVACIREE) b D[AI1E 2B L S HEALT b U 0 SMRAEVEIG BTN 0 8 5
KaeWi+T2EMEGT 52 EDBRENTND,

AT Ciba-Geigy t1IZ & > THCANASEL LT 19 F75> 5 BRBIFE 2 BAA S 4, 1996 4RI
Ciba-Geigy f1: & Sandoz #E23 A f}f L C Novartis Pharma AG 1 & 72 > 721 S flkfe L TR N ED &
Nz, =—VAkEtt CLF, —=—W% A1) X, 2004 4512 Novartis Pharma AG L& & D F 1
T ALK B RERE L, 2005 RN R OCKE CTAROEBHGE 21T 72, T 0%, M Tix
2007 4E 1 H 16 HIZ, KETIX 2008 4 11 H 14 HIZ [Lennox-Gastaut JEMERE (4 mLl ) (2FED
AR 2 OFHRIE] 22088 - 2R & U CORRBE N2, AKX 2013 4 1 A B S CTRIN LUK
EHaateit 35 »ETEAREN, 2 »ETEESIATHDS (1.6.11H),

1.5.1.2 Lennox-Gastaut fFE{ZE DK B UVEWAER
1.5.1.2.1 Lennox-Gastaut fE{&EF & (&

Lennox-Gastaut JEEEE (LGS) IZEELRCANAIEBEREDO—D2THYD, TADNAVDZEKEOZ
WroBEENZRE L L THWSHTWD [Epileptic Syndromes in Infancy, Childhood and
Adolescence (1985 “EHIRFEAT) ) VCiE, SUMAY72 LGS DERFMFEE E L TR 3 SA%F 5
W5,

DTAMAFLE - TRIEIEAE, BJIRIE, FEEBLURMDBFEICRO DL D, 7272 L, FRERH
RFME, I 7 m=—3ME, HERREREVFEDOOLNIEGELH D,

)Mz B RN IZ 3 1T D ARARME IR IS (slow spike and wave complex) DOFEFE, MR
JMIIZ 35 1F K9 10 Hz O3 HEEICEZ K (slow poly-spikes) DHEFE
NVEIZEFEDBRN L X— Y F U T ¢ [EE R

LGS ORIFEMITER 1~8 MOMTHY, BE—2k 3~5 measnTnd Y, “orw,
2010 4F 4 HIZRFSNE-EER CTANAMEYE (ILAE) 28 - HEEEES®E 2280 T, LGS
VR B FIE T B RN« BERIEERE TSI O TV D (M - FEPRAEERE & 1 e R 1 4
%, Mk OYEROBEEIETH Y, 26 2K TR B A Bk B T BE 20 i AR IR B L e 28
=hTwnWg),

JRIRNCBE L CIE#E— LA IS 5 n Ty, BEEMESRHA T, WMiEE, WMk Sk b

I—Ho et



A4/ X0OE100mg, [E1£E200mg 15

1.5 BRJFUEH B O R & OB Ok &

M D ERE IR BEENFRR E L TCET SN BHENH DD, R O TCE K AR R 22 5E IR
ZAL & W o e fATIED T4 & OBEMEIIH 5 0MT 2 > TRy,

LGS (ZHHMA 728 B R AER OB AEIE, BIEORBEZIZEROBHEMERELE Y 120, &
FIXEBRFENREEC 720, LIE LIRS, 20X 9 2 PHEnimfiy, sSanisiig
XA SR TEREN S D720, LGS BF O HFH/EFICE T, B OB SCHIH T
BN OXF ST THEEZNET HILERND D, £, BEITIEMIME TBEO - DICFS#EH~L
Ay NeEETHLELH D, B, fml & BITHMMEROETT 5, /NELIZZ2E 10
ELLERGE UIIEGIOIE & A ERPEELL EoREHER GnEEfE%k 55 LLF) AL Tz &
WELTWD Y,

FEWT%I3O CRETH Y, Beaumanoir HITFEIEHIN 10%LL FCTho7- LHELTWD Y,
F72, JUKITEY 16 ERBBIE SN 28.6 D LGS BE TIX, PLCAMNAIRKIZ L3 E
DI ENT- DT S%ITBE ool L HE LTS Y LGS ORIEAENEHEDOFER E 725 =
LIXENTH DN, MOEED TANAKONTANAIEBRE & RIS, Z2REIC K DT RN
B 90 Blatter-Arifi 513 LGS B 63 BRI T 2 1% HRANCHHAE L2k, LGS OBk
B 13~27 B ETIT 1 (17.5%) BT LI- ML TnD 7,

£, BEBUIMD T 7 <, 1999 4RI LR CHME S AL 7e 13 Al /N T AN AVERE D
EEHAETIE, ARRIT 10 TAHEZY 3 NEHEShTWS Y, ZofEEfEEL b L ICHET
e, ENT 13 mARilO LGS BEEITH 390 A LB HIND, FIZ, LGS OARENERIZ
Lo TEDLLRVWEIRET DL, BAREED LGS BEEITH 3600 A L HH S5,

1.5.1.2.2 Lennox-Gastaut fE{ZE D ZEWAE

LGS (x4 Bia8iELE LTE, BWIRRATIITbNTW5S, ERYE (7 b o BIRiE,
HAEMRABORER L) b LIFLIERALND D, LD BRIT—HNTHY, BIENTE
Mfl S ZEiEENTH D, £, ARFHT BERBERIN) (oW TiX, MR TR
RO HNRVEEORTEIGE T ENEE LV ENATND Y,

2004 FIZENTHRER I N UNEHITIEOE R M & 5 WITEREME 2 TAn A OZE - 15
TA RFTA4 2] 'OTIE, LGS IxT 58 @8R L LT AL Fu@ad L, SRR 578
BIIER Y OTEE R TANAR (Za"Y LA, Z7aFB skl UIZEOMOHT
AR EDF AT A TR G 32 Z ER MRSz, £72, 2010 4 6 AloRER Iz THH
FLCAMAIE AN TADADIEYIEET A RF 4 ) 'WTI1E, LGS x5 0 EEIC S
WTCBL RO LS IZRidE & T b,

<HRPTTADAEE T TADADIRIIRIRETA BT A 2 Db H>

DTZ7ERIFXy, PET~<—F, BXO Rufinamide IIATEMGRE D EARFELERL & 0 i) R 7%
YE (drop seizure) IZPFHTER CHZI TH D (HELEZE B), ODET/HNE~OEERFED HiLT
WHDITBRTIZTE NI XL DL TH D,

)7 AN LFIARTA RT A4 TIEHERICEENTWRWAIFHBEE CHEI TH D HERE O,

— 5T, BEIERHI LD LBV FETAHOD, £ O8R4 LGS BEDRME (FrITmiE 3
7E) IXIRFEERTIMETH Y, RO TAPAIKELIH L THRIENTERICIHEI SN D Z &I1TE
nNcths, £z, ENTIE LGS OiE)s 2 H T HHEANIHFELTTIE NI OO 1 AOHRTHY,
AARNBELZNSRE LT EELLHIERBR TOZ BT v 2 24T HI5RIEOBRRENRE S
TWAHEBRIEE SN TS, FIC, 1IFEAED LGS BEWNNEHICRFE T Z L2 EET 5
&, LGS DOBIEIZHNTIE, MRICH L THEGAETH DL & &b, RHEIChlz > TLatk
NEWERNEEN TN D,

PLEDR AR E 2, ENOEREBETIE, BAAD LGS BHEICE W TEIEMGII RO

I—Ho et



A4/ ~A0O2EE100mg, R££200mg

1.5 IR 33 R oo Rk K OB g Ok fk

TYABRHY, MRS L THEERETRET, BEHR= Y be— A WETHY, RIAKEGRIC
b ABEMEZ AT DR RIBREO G LGN EEEN TN D,

1.51.3 ZEDONETORR

ARHIT 2013 1 AR TN L OKEAZ ETeEF 35 » [E TR S, 22 # ETHRIEIIL T
% (1.6.1 IH), WTHNOEIZEBWTY, ZhEE - 2h%1E TLennox-Gastaut JEWERE (4 LA E) 1TfF
I FRAEICKTT D PEEIE] THY, ZOMDTANATIEICHT HIEEERLE L TUIARENT
WU, REORRMN E OCKEZRBIT DL - HEE2£ 15.1-115n LT,

& 1511 LI 4F 3 FORMBRUXREICESITHHE - BE

15

4 % LL TR 30 kg AR /NE

VT algE R LR WGE

200 mg/ Ao #5207 5, BKKICKROIAFELHRL2N G, 2 BZ LT
200 mg TOME L, RAHIEHEL L TI1000 mg/H E CHENRETH D, ZhFE
TIZDE DB T 3600 mg/ H £ TOHEEDRRFT SN TN,

VT e EHT L% E

N TaRIIAREDO 7 VT 7 U A2Z LK TFSEH70), "7 agziiti+ 5
RHEH 30 kg RFEOBFITIL, RAHELRIEET L2 ENEE LV, 200 mg/H )
RGBT 5, RGO EEFEEZHER LN D, 2 HUL EOMREZ H 1T T
RiM 200mg/ H 9" SHEE L, AR AHESEHEL LT600mg/ HE THENAIETH S,

RAK DN 4 5E L ETRE 30 kg LLED/NAE -
400 mg/ HBHR G5 2T 5, BIRISMOEREEZHR LN, 2 B2 EIZ
400 mg T OMET 5, RAHESRHAEIZILLTIORT,

(NEES 30.0~50.0 kg 50.1~70.0 kg 70.1 kg VL k=
= 0% B
FROHEST R 1800 2400 3200
(mg/H)

4 Lk LD /N
10 mgkg/ BOMEL 1 A 2 ENZH T CTRE 2GS 5, 2 B Z L1258 10 mg/kg/H
PO L, HEMAEL LT 45 mgke H Xt 3200 mg/H DOWFHAMEW & E T
595, AEMAELVIERNETOREDOFLNEITH SN/ > TR,

DO
400~800 mg/ H D&% 1 H 2 BUZ/T TG 2Bt 5, 2 H Z & 12 400~800 mg/
HEoWiE L, &k 1 HAEL LT 3200 mg/H £ THETS, 3200 mg/H X 0 {KAH
B COARIEOH NI 62N 72> T,

K

1.5.2 BAHDOEE

AKHK(X, Ciba-Geigy ff (¥l Novartis Pharma AG L) 238l L7= U 7Y — /VEKEH T 584
b Th s, hEEMT DIEMKRRBROFE R, RIEITEHRICEL LTS ROVHETHE
JENFLTWIAERZRL, ~UAKRT v FORKEE (MES) TWilARBRIZBWNT, BE
FOFLTAMAFIZIEES 2 T WA AREMEIER AR b (2421 H), o, ZarEE
BRERBR Clradaapie R, OIME R, KOBEREICHT 22RO T, EHERRICBWT

I—H %KX E4t



A4/ X0OE100mg, [E1£E200mg 15

1.5 BRJFUEH B O R & OB Ok &

LAKOIBFMHITIBEFTH D Z PRI (2423 H), 26 OIERRKRABRAEICES X,
AEIPITADAIRE UCBZENBIE Sz,

ASEOEFIRBA%E T Ciba-Geigy #h(2 &> T 19| F2 SERKRE T HRBRABILA S, 1996 4T
Ciba-Geigy f1: & Sandoz #1235 ff L C Novartis Pharma AG t1: & 72 > 721%% b ke L TR N ED ©
N, RIEOBAFEORFEX A X 1.5.2-1 IR LT,

19~ 19| #2720 C, Ciba-Geigy FhHi3SMETHRATANABE 25 E LTZERRSE 11 AR
B (UME AE/PT2 ikBk, #ME AE/PT3 iR, 4ME AE/ETI iRER, 4ME AE/ETIE RER) #1170, A
WOTANPABEICRT H0HEEE L TOREIMER NLE2EIZONWTRGRBGEEZ S, 2
D& 5 ,w.ﬁ%waNwmm%mmAGﬁi%lT@ﬁ®Mﬁ%mmﬁ%%ﬁw,%
AR OV OISy T AT 2 0FFRE, BADORBTA AT D OFREE, RAD
B T ADAATKTT D BAIRIEF IOV T, XX FREEICRG L=,

ZomREERE OO L oL LT, 1Y ~2df] & TALAOTTLEEERERO oL
LTHbIND LGS x5 e LT, AREOHHEELE L ToOAMEL O ZEEEZHRFTT 577k
NHRTIR —HEEMRIEER (FME 0022 3R KOV Ofikke ik G5B (JME 0022E 5ER) M 5EHE S
iz, SAE 0022 REROFER, AMEOEETIMMEE & U TRE LR IEMEEL(LER, M -
W) FAEBREE 28, R ORISR TN IS 3 T 2 BIFRIEE Y 7 2 — L OBEE O~
TIZBWT, V7 45 2 FEETHBRUGEDE @%nt(%n%h p=0.0015, p<0.0001 K X
p=0.0041, A EKAEIMH 2.5%)

ENTIE, AARFAHA X—pASH B VT 4 27 7 —< St 2X->T 190 &+
(R SR TAEEER  (EIN EPI-001 3Bk, [EPN EPI-002 #BR) 235E0E S iz, B2, Tk 1
u'ﬂ%ﬁﬁf,HKA@&ATA#A%%%H%&Lk%%%nmﬁ—fyﬁ%(EWEH
004 B K OF DMk 55 (EWN EPI-005 #5) 233 S, HARANTANABREIZEI
B ARIED BN R VR EMED B S LTz,

D15, 2‘ |2 Novartis Pharma AG £ COMFIERIFE TSI 72 BRI K 0 ik S 7= 23,
2004 42 H, =—¥ A XS4 (BLF, =—# 1) 1%, Novartis Pharma AG tE & KD Z A &
AR ERERE L, BRI TIE 2005 4F 3 AT, SKETIE 2005 4F 11 HICARKO KRB FEEIT- 72,
%@% MR I 2007 4F 1 AT, KIETIX 2008 4 11 HIZ [Lennox-Gastaut JEERE (4 sl E)

&9%@ IR DOPHEE] E2EE - bR L L TRRE N, ek, KETIHRADEERME

[ FEAEIC %92 PEIRIEIC DWW T RIRFIZHEE LTV 7223, *I@%Eé%i$%@é % 52
%;x?5@%1&0%@%%%.ﬂ%%f&“&ﬂﬁb AFRIZITBINT — &% O H R L3

rl:llJHH’fiI‘ j—f_ (2012@58)%%?# j%g(mu)

F T, ARFKIIEKMN T ORRIS & 5% 1F TIEA F7 )4 O R AAGREAM H BRGSO MEhxr 4
& LTHRIRE 1, EW%%@%%@Lowfﬁﬂ#ﬁbhto%@F%,mm&ﬂoﬂz95@
%14 MESFHEICBWT, JIREROEEMNEAZEE 2, BN TRAIEREZMGT D L &b, #
T — & O b EMIITHRGFTT 5 & Lm0 b,

Dbz tns, T—HAIZENOEREAGICEWTAREOMLEEITIEWEE X, KEOD
LGS Z x5 & U= ERRBAF 2 Btk L7z,

72¥, ARFEIL 2011 42 6 A 10 HICADEFHERLICIEE SN $REES (23 3K) 5 247
51

I—Ho et



A4/ RO 100mg, R£E200mg
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I B ONAR ) 1k
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AR
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MR 5341 - £ - PEiE)

IHEEES
T
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Bl

AR B OV SURE
JELE
Z OO

Ii
IR
W

I
5

ALl

91076 (EPI-001)

91077 (EPI-002)

[EPI-006

EANEE]

[EPI-004

[EPI-005

AL

[E2080-J081-304

[E2080-J081-305

AlS4
A233

AE'MD2

04

HPH9213

[CRUF331 0031

[CRUF331 029

[E2080-A001-001

3310101 014

[CRUF331 0104
[CRUF331 0105

A237
[E2080-A001-002

[HPH9029

03

3310101 015

[CRUF331 0036
[CRUF331 0037

(CRUF331 0102

[E2080-E044-003

AE/PTI

IR

AE/PT2
AE/PT3
AE/ET1

(CRUF331 AE/ETI-E

IR

C] 3310016

C] 331 0016E

CRUF331 0018

CRUF331 0018E

CRUF331 0021 (Adult Stratum)

CRUF331 0021E (Adult Stratum)

CRUF331 0021 (Pediatric Stratum)
"RUF331 0021E (Pediatric Stratum)

10022

CRU 10027

CRUF331 0027E

CRUF331 0038

0038E

31 0039

CRUF331 0039E

CRUF331 0101

CRUF331 0201

CRUF331 2301
[E2080-A001-301
[£2080-A001-302

[£2080-G000-303

A LVEH

[E2080-E044-401

1.5.2-1

RFEDERE
5

15
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A4/ ~A0O2EE100mg, R££200mg

1.5 BRJFUEH B O R & OB Ok &

1.5.21 HELOFNEABERUVBERET—2/1\vor—

15

EANTLGS Zxi% & Lt%ffﬁ%’\’é%ﬁﬁﬁ‘\bt2m$éﬁ# ARFITBEICHRIN THARR SN TR D,

AMERFIRFRBRIZ I W TARIED LGS 1ITxFT D 0FHEIE L L TORIMER O BMEDRHER ST
7=. 77, BARFATA XAt @AV T 4 27 7 —< St ko TEBIN
72 BARN DR A 2 %5 & U 72 i bR KB GER O ff 51 & o6 E iR KB BR OfE R & tile 45 =
LlZE D, REOEMENEEIZAARN LAMEANTRERENTRWVWEZ Z BT,

UbXy, =—F A XENEOSNECTHEE S - R RBRAE 2T H L CRRAHE T 2 &
werfee B, 2] E A B CEIRT — 5%y D 0 RS M K ONE R 0 F M F OB
FNZOWT, EIHMERESROEE (LT, B oxtmbhEaiTo7, TORE, iyl
RSN baickoT, ENT LGS BEEZS L LRRa £+ 5 2 L 2Rt s
LT, EANKLOIMNETEM S - BRRBRAE 2 AWK T — 2 Xy r— Va4 5 Z &
IZOWVWTEEICEST- (1.1321H),

%7z, ENEERRBROE IO oW, 2 4 Il A Il PiortmEb S ke
7o, T OB G oV CE a0 (1132 1H), ToREEEE
%, T—HPAIXLGS BEAXR L LA SE AT 7 v AR5 R - EE MG (EN 304 31
BR) K OERR S I FEAk e 538k (EIN 305 iRBR) % %0 L 7=,

AARHEICB T HEERBROT —H Ry r—U%F 1.52-1 1T Lin, AEBEEFE T,
PERARFRER 7 38 % O ERERRBR 47 S BR CHRR T — 2 X r— U 2 U=, FHMIEEHT
[ PN G R SRR AR 2 AR K OV E AR SR H AR 2 3B, W ONCAKGBHFEORRIEETH D
LGS Z x4 & LIZEWN 2 BB M OVE 2 Bz 8 B & L, S oRBASEGER L L
7o (R 152-1 IZBWCHFHTE BHIRBRA 2 KFTRLTE),

& 1521 XEZBREICHSITIRERT %/ v7—

S e A | z%/i\'rﬁa
LGS BE 75 & Rxt R LBk
B (A 5-5ABR (EM 304 RBR)
" (E N EPI-001 FABR) LGS A& ik 53R
- RE %58 (EP 305 3RBR)
E“E" (B EPI-002 3B%) RN T A ABRE F—T7 kB
=t T 41 BA 6 A1) & [ PN BE 36 B4 A1 oo (E N EPI-004 7&5R)
‘%ﬁ AW IR R — RN T A A BB ke e 5
(=N EPI-006 35) F—7 R
(EEIN EPI-005 #&5#)
54 RIE# 5B D B Kt &38R LGS B 7 5 & A xR iR
= (4 001 3RBR) (A E 0022 RER)
i QT/QTc A fHiFAER LGS BE fkfeix 538
r;“: (4VE 002 3BR) (4ME 0022E 25R)
% fi%@”bmﬁ 11 38R LGS DU &1 & L7-3k% : 24
E%;?éﬁﬂ?afh%ﬁ 7 B
% MAMHE L M ®R
O | Y EREF AR E - 3 W — BT O TE HW 22 i S
1t (PSUR)
KFIXRHGE £

(F£25.1-5 2 FH48)
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A4/ X0OE100mg, [E1£E200mg 15

1.5 BRJFUEH B O R & OB Ok &

1.5.22 T—2DEH
1.5.2.21 HEHEICEHYT HHER

ARIEOREERE, VIR FRPEE I DN & OB 5 1B IC B3 2 MiFtiX, Ciba-Geigy th
(¥ Novartis Pharma AG ) 12k -» 1* ENLRE SNz, D%, =—F A%, 2004 4F 2
A 6 AIZ Novartis Pharma AG fE& ARFED T A & o ZABKI 2 HERE L, 2‘ FENT DT TR L OV
BRGiED 0 R L a2z, FEOZEMIZ OV TIE, Novaritis AG #I2BWTRHFEERER,
EY 2‘ END 2' FIHT TP ATV TEAEPERF — VRGO EMERER (K
PR 60 8 A ML OISR 6 MAM) Z2FEML, WIThO/BRENLLLRETHD Z LMK
HBENLTWD,

AN DOBA%E 1, Ciba-Geigy f1: (¥l Novartis Pharma AG L) (X > CTHlthSh, T4 &2 2REK
%, T—WA Dk L CRIF A HED -, BRINTIZ 2007 4 1 A2, KETIX 2008 4 11 Hicr~>
472 F 100 mg §, 200 mg HZ& V400 mg FEN AR iz, HRERENE, K E Bk K& OWR
INTH A & [ —RFITH DA, L7 407 2 K 100 mg FEL TN 200 mg $ED L& HFET 5, HiE
A OB B OB TIEIC OV, MERER EEwE), WHELROMAEMIRE 2R, B
INFRFEHAG LR —Ch D, KAEFEA S —/L TS L7 BEERA 2 AV, BRI L O
Wkl A2 = — A THER L, JEwiliaik 4 Novartis Pharma AG #1:C3fi L7z, ZEMERBR DR R
ME, KREORBEMRFETOANHAMZ 60 5 H & Lz,

1.5.2.2.2 IJEEREREABR

152221 I8

AHEO ) % BT o ORI R (] E ] A0S 2 #= B cEEs -,
AIIE, BAKFET NV U AF ¥ RV ORIEHACIREN D ORIE 2 BIE S5 &3z, F h
U 7 MMEAFPEIE BV EN O Rt @R K 20 Lz, AT~ AR T v M C, E#RIC
B A KT S 72 WHET MES #IHIER 28 L, AREOBFEREIIMOHT T A A X 0 e
Tz, RIEOIEMFHEFR T OIVAFIEICK T 2/EM X MES MIHIER L0 590 o7z, F£72, K
WITR TR RU 7R E G L, BRATERAEIIKIC L 2% = U R ET#& 5
(2 KD EAPERE BRI IS LT HIHI N A D7z fth, BYETANAT BN T W ILAGIE
OIFB A BT, —T, Z< OMBBEWEZRZMBITH L THERIERIZA DR o T2,
Aoz g (9 =) Ao 2] | A ER Sz, RSO R AVERER
BRICIBWT, ARMRR, DIER, PR, B WIRE R &K OMLFEEIZ LT, ERK CRIE
ERDEFE L BRWEIIERIZED bZehole, £z, RELPITADPAELEOHHIZED
TEH O8RS 2 VITREF XA B e o T,

1.5.2.2.2.2 EWEHRE

FRoEpBREAGL 1] ] Ao o] F | A CEE S, ARIEO IR T Y
FEL, WINOREIIRF L8 L VL Thole, 28 #HEEOINTEF IZH&LER
i TV AERMEET R o T, REOMBE ST OWTIE, FFEDE# & OHARIZ 3T 2 R
B TR 72 0 AR X580 e oo Tz, ARSI MK & i fElc % U< ol &, Mg & v %
7 FEARITIE IR o 7o, B IRV A~OBATIEL B o T2 S U R R R o & & BT
WE L, £72, LBEA~DOBEEEDSMNRRD bz, AEORFOENRH#WIL, T XTOH
MREIZBWT, INVRF LT RAT T —BIZ L DIMKRSMRIC L0 AR 2 VR BEFHERTH
v, b MERAZARBERBIIARN ERH LR o7, AT o CYP Ik L CHEAY =
ol REIFZTXTOBMWE CTIAFICMRH I, Jat SR (LEROE S IZD TN T
botz, £17, WTFNOBWRICE\ T "CHERRAE 5% 7 A UINICES L7 e D K45y
e < 7,

I—Ho et



A4/ X0OE100mg, [E1£E200mg 15

1.5 BRJFUEH B O R & OB Ok &

152223 &%

AIED TR X 19. E. A 2(I EI A ’;‘%ﬁﬁéhf:o ARIED G B G-t RERIC 3
WC, Ty b CHIRRARRE IR S OV S8 ARG B 55 51 © I, ORI & OV B AR i s
BACR B BTN, b —#HOZ LT T HIRIEIZ X 0 BEERRO b, £, 451
(3B TPl A R S 1 70 A 0 WA TLHE IC B 3~ 2 B L 378 0 b Tz Ay, T OE L HIRIEIC
D EEMER SR S vz, YT, PVICRER MW B RT 585 A (IBA) BRI F'ag
HT 5 ZAEBAFILERICERD B, RIEIC X 2REBRANRE S Nz, BiEmERBR T, 5
JE S AU72 in vitro BER, in vivo RERWT N BRETH -2, BEMINARMERRTIX, ~ VA TH
O BAENEE K ORFIES O ABEE SRR ERM L, 7~ b THURRIESE O R A B E DS L7223,
_%’L%U))@f TR R TH Y & F ~D I M ifcﬁb\}:%i%i/hto 7y FEROTUHF a2 Hn

- e B R 3 5B K OV - IR IR ERER ©, BEWOEEICER T 2 FEIEICEET 5
BALNBH LI, HEEEITOToEETHLR D o Tz, 7 v hOHAERI L OH
% OFEICET 2R R CHANR O EFRORDRNH NN, ZHIREM~DEEICL D
TIREATH D LB bz, EEMICK T S M iiﬁ% ZBWT, v T iTﬁW&U\‘H?
figlz, A X CIINTFIRICEEN B BT, ShEBMICI T 2 87 72 mtECHm M OB R IXFR O
ﬂ’bfci?ﬁ)oﬁ__&ﬁ o, Zfiﬁ@dﬂﬁ@]% kT 2 IS PED RRREN ) I Z | < X o T2, Zlii

(IS0 B JE A B I XRR D B e o T2, VUi D B R A7 Rk K QRS AP 17 MR R
TR T B IR AT i&U**jFEF’{ZEﬁ %%Téiﬁi))oto AR D U [ O o o0 A iy Je OV iR
WIZONWTIE, WL EEMOMRN M ERIEEL TH 500 :,‘cfanf AERIC B W TR e M
RENTWD, REIZONTIE, B FEE0TXTOEBMREICBITA2RFOERFY TH D
CGP 47292 78, H /s BHWNET v B kmf%mﬁ¢f%aéﬂ1mé LD, ZhbDOEMW)
flE A2 AW HmERBRICB O TR E & O TREMITFME S Tn D Ll sz, Uk, Z
nE ’C“%ﬁ'ﬁéﬂf:#ﬁﬁfi%ﬁ%ﬁ%ﬁ%%i v, /1/74 ‘)‘i ROEERERHEICBWTEET X
72 RITER 3B 2 ATREME 3R & TRV &fIEr L7z,

1.5.2.2.3 EELRKRER
1.5.2.2.3.1 ERNEGKAER
(HEEEE5HEE (EW EPI-001 3ER) BRI E R 5.3.3.1.1

AARNERRABIEZXRE LTV 4+ REHEIR L LTz & & OREMER Oy EE %
et U7, BER SR 12 il 2 2 BEICHR D 430, 1 BEIZI3 100 mg TN 400 mg, & 9 1 Bf
(Z1% 200 mg X OV 800 mg D 2 H & A #a e F CHiRIE 5 L7z,

Z DFER, w74+*F1m~w0mg%$@ﬁu%ﬁbk%®ﬁiﬁ CRIBEIE RN 2 & D
BENT, £, VT 42 ROEKYEIREIL, 100~800 mg O HEFIAICB W TIERETH S =
EDREN, TAUTRIROEFNCER T2 EHERI S AL720 toaxy O RAETT 4~8 FEHCHRG-ED
BN DN D EAFED DLz, tp FHEICEERERLS 9~12 B T—ETh-o7z, V7 o
T RO RFERPHEIEEIT 1%RECTH -T2,

QREHXRE5HE (EW EPI-002 HHER) -Jﬁﬁﬂss&m
AARNFERERABEEZ SR E L TLVT 41 %%ﬁ@&@bt&%mﬁiﬁﬁoiwﬁ
Bt Uiz, SHBRE V7 o 2 RIEWNBIZ A 200 mg 2 B%I1C @E&0152[]85W

(A& HIEZ 1 [|]) KAEH G Lz,

T ORER, BEMICMEIRZ2W I ERER SN, MERREICOWTE, Y7o Fh I F%E
R H-BREA 2 B HLRBRICERIRIEICE LT, KERKERIE GRFO Chpa LY AUC 45 1 HLE]
BB L TR 1.7 512 EF- L7, tpa O T RAE KL O ty,, OEBEITZEAV Lo
77 BRI 58D AUCine (2T 5 K S ik E e 50D AUC ., & AW CTEH S 5 BEREO
EEMEIX 091 Thoto, HEIEGRE & RKER& R GREOEYBIREIIEEIL Tnie, v 7 o
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A4/ X0OE100mg, [E1£E200mg 15

1.5 BRJFUEH B O R & OB Ok &

X ROBRBERFPEIRITN 1% TH - 7=,

BILGS BEFZXR L LIz TS5 ARMEBLERE (ER 304 HHER) BRI E R 5.3.5.1.1

2l BH B EIO)ﬂﬁEJJiﬁ*’r*%%Eéii LGS lE &4 L LT, fHHmIEL LTon
T 4T ROE/ERNZENERIET D207 78R 2B E Uiz HEMREERRRZ £
fii U7, 28 H 720 ORIEIESEEEN 90 BILLED LGS B (4~30 %) ZMAANIRE L, L
7 47 2 RIFAEEIZS T T 1000, 1800, 2400, 3200 mg/H % HIEMeRFHEL LT 1 B 2 [#H5
L7, BIEMERHEE CHERIC, 28 FEoBRIc LV IERETEMENREOLERH S
R L7 AE, BEMERFHEND 1 AT v EET S EIEAHREE Lz, 72720, HEW
BEToT%ICTEOAE (BEMERTE) ICHEET 52 L1380 Uiz, BGREM CHGEH#M
FRIEZAT 9 BEOH BKMEILHM 10% & 7% E LT,

ZORER, AEOTEIMMIER & L CRRE LIZ5RE « AR IMEHEESLRICBNT, L7
472 FEETIRT 7R L il L CHBERUGENRD bz (p=0.003), it,@&ﬁﬁ@ﬁ
& UCRRE LTZRIE - B/ IEBEE 50%I8 Ealcs, MASTEREEZAER, SR EaEnIc
WTh, V7407 FHETHERKEDNG b%hi_b%h%h/p(mm pqmm,&u
p=0.007), W2, FME 0022 FEET — & ZHA Lz PK/PD fEFTIC LD, V7 ¢ F I RomiEfE
E&ﬁﬁ-%ﬁ%ﬁﬁﬁk@% RS R SN,

TEMEICONWT, FEHERZBEEARIIVT 12 FEE 93.1% (2729 ), 77 AREE 70.0%
(21730 ) ThHo7z, V7 4 F I REETREEORED > -RIEH (GEBRIE L ORRERNEE
TERWEHSNI-AEES) 1L, IR (172%, 529 6] [7F7 2 RETIE 3.3%, 1/30 #]),
BRIBGE (17.2%, 529 ] [7F B REETIE 3.3%, 1/30 1) M OUEM: (13.8%, 4/29 #fl [FF
TARBETIL 0.0%, 030 61]) ThHoiz,

BEFZOEIEEII TR TRENITEETHY, BEOHFERERIBDOLNR-T,

T 4 REED 13.8% (4/29 ), 77 BAREED 3.3% (1/30 f5i) BNHEEFEFLIZ L IRREZ T
IEL7=, 2BIBL ISR SNT-0133Z (K16 Thol-,

R EICET 2 ERGE, V70T REE 129 il (y-Z NV FZINV T oAT=2T7—F
), 77 B REE 3/30 ] (M FLERBL K SBEESREE N, U Lo SERAD K OUfL MR B ) 123 B
L7zs 2 BILLEIZERD TR EE B X720 o T2, NA XNV A NET 2 HEFERIL, L
747 REET 129 I (I)E EH), 778 AREET 230 #] (E EFEOMER TS 1 4) 12
H O, DEMEFITOTILOFHMERFIZB W THRO bR o T,

(4)LGS BEHFE TR E LI 55 (BMW 305 :A5) - EHli&ER 5.3.5.2.1, 5.3.5.2.3

2] = 7 B FoxEshE F%%Eéiz LGS AR T BT 4 F I REME GO
BREVEROBRRFEZIEER T TRAT 572012, EHWN 304 BRI LT LGS BEE SR E L

Thke 5l 2 L Th o, BHEIFEE LTEN 304 BOHBEZHERTH L L
7o, IBBREALEAIS ST & L2 AT, BEMERERAEND 1| AT v 7R T Y%
BRICHEMFHEE CHEET A Z LiTng e L,

ZDOFER, 52 HAFFE TOREMICOVWTREZRMEITRL<, EELAEHRS, HRERSGD
HILICE 7o ERE, BREENEEOFEFRFLRICOVTIE, A, BREREOPILED
MEIZL DWW GEE LZ, 72, SFHAKEEL LToLT 5 2 ROAMEIIAREBRBIT%

CBWTHBREFESND Z LRI E T,

1.5.2.2.3.2 S EEGKAER

(REESEOZAMEHER (41E 001 X5R) - FElEF 5.3.3.1.9
SAENERERR AN Z RSB E LTV T 07 FORKMEERETH L2 FEHMELTT I
RaExtie Lo AR ER G B E L L=, V747 I K2 1 HEGEE LT 800 mg
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A4/ X0OE100mg, [E1£E200mg 15

1.5 BRJFUEH B O R & OB Ok &

(B 1~3 B H), 1600 mg (RBR4~6 HH), 2400 mg (GRBR7~9 HH), 3200 mg (GRER 10~
12 HH), 4800 mg GGABR 13~15 HH), 7200mg GRABR 16~18 HH) % 1 H 2 [AlZ/y i) TR
(CRERR B LT,

ZORER, VT 4TI REWEEIEIC LD HK 7200 mg/B £ CRER DG LI2BEo ARMET
BIFTHoT, to OFREIIAHEMCTHEEILTBY 3~4 Bl TH -7, EHMmsEF LT 1
3 FIEEE, Cymax OV AUCq 10 (ZHI IR B U72A%, #5806 L CELBIRI 13 8hn
9, RINOFFNFED b,

(2)QT/QTc FFfEE% (41 E 002 EAER) o FHEE R 5.3.4.1.2
SAENBERERR AN Z 35t & LC, LDEFOBIZHT L7 7 FOREBEZRMNTL L2 E
HEE LT 7B RKE OB (FF v 7nxd ) 2%E L EEMRERR %2 3
L7, 1 B G &®EE L T80 mg (FRER 1~3 HH), 1600 mg (GAER 4~6 HH), 2400 mg (GAER 7
~9 HH), 3200 mg (X5 10~12 HH), 4800 mg (FABk 13~15 HH), 7200 mg (GGRER 16~17
AH, 18 HEIFFEOA) & 1 B 2 BT TERBRICKER ARG L., 747 IR, 79t&
REREF T X 0 DLEFGB~OEL 12 FHE ARV Z — LER CHZHE =0T
it 7=,

ZORER, V7 452 K 2400, 3200, 4800 KON 7200 mg/ H % 5-BEZ QTe 134 Ms L=, V7 «
T RIMBEFPREE D te U TH D5 4~8 B OMIZ QTe BNk K E 72 o7, 7T78R
& bl U 7= QTeF 44 D RAEIE, 2400, 3200, 4800 &% X 7200 mg/ H # 5.8 T+ nEh-16.7, —
16.1, 202, -202ms Th-o7z, /N7 4 F I FEEIZX O OEEOPEEOHEINNFED b, 7
T v ARG L e LT, 7200 mg/ B #5-1% 2~8 BifE T 4.4~104 bpm #M L=, —F5, B
EEGIEHIRITIL T 7 I REET 88% (51/58 i), 77 BAREET 83% (49/59 #l) TH VY, 1FF
FfECTH-oT-, T XRTCOAEFHELOREEHS ITRE ITEETH -7, RBRIMS, X
FEERAEERIMRE SN -T2, XA XY A2, FIKFTA, DEREORFEREAEIC
BWTERIIZRFICHIE & 725 X 5 et A OB ENERD DLz o7z,

(BILGS BEEXR E LIz TS5 AR BLLERER (4 E 0022 5Ek) - FRlE R 5.3.5.1.2

LGS &R LT, BHREELE LToOLT 47 ROGIMER ONE 22 Betd 2720127
T REXRE Lz “EHEMRIEGER A S0 L=, 28 HH 720 ORIEIEFEEEN 90 [B1LL E D LGS
B (4~30 7%) ZHHAANRE L, L7 4 F X RIXMEAEIZE CT 1000, 1800, 2400, 3200
mg/HZHEFFHEE LT 1 H 2 [BIRE L, FEFmEE ISFHFIREDZELEEZZE L TH
EKYEIX I 2.5% LR E LT,

ZORER, GO TEIMIER & LR LIRS TESE 2 bR, JRE - B3 VESE 2
b2, K OVEMRERRAE RGN IZ 31T DB AERIEE 7 X r— )L O EE D3 X T kw( I
7 47 R THERUGEDNTR w%nt(%n%m p=0.0015, p<0.0001 KX p=0.0041),

PK/PD fEHTIC LV, FEAESEEE ORI K OFIEO EIEE OSGEIT LV 7 4 F I RO M $&f %
HI 5 ERRENT,

BARMIZONWT, AEHEREBRII VT 7 I NEE 81.1% (60/74 f5]), 7Z &BAREE 81.3%
(52/64 f5) T oT=, /N7 4 F I REECHRBENE - ZEIERIIMER (24.3%, 18/74 #] [
TR RBETIE 12.5%, 8/64 HiI]), BEKEGE (14.9%, 11/74 B [ 77 BAREETIE 7.8%, 5/64 #i]),
M- (10.8%, 8/74 ] [ 77 BAREETIL 1.6%, 1/64%l]) TH-7-,

EIEENEREOREEREGT, V7 4F 2 FEET 13.5% (10/74 B), 7T 2REET 9.4% (6/64
B) 1RO BN, VT 47 REET 2 HILLEIZSGERO bN=0ix, IR (4.1%, 3/74 #il [ 75
Y AREETIX 0.0%, 0/64 B]]) THoi=,

NT 4T REED 81% (6/74 #) WAFEFRICLVIRREZFIL L, 77 A CTIIAESR
G L DHIEFNX 2o T2, V7 42 RREET 2 BILL EIC@RO S =m0, lwmH: (3/74 1), 16
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A4/ ~A0O2EE100mg, R££200mg

1.5 BRJFUEH B O R & OB Ok &

IR, &2 (% 2/74 ) ThHo1-,
BB 5.4 DR RAE, A XV A RO ERBEEIZOWT, BB 5 H1#% O
BIEOZBILII/NEL, V7 4F 2 FEEEOT 7B REETREETH - T,

(4)LGS BE MR & LIt 5HER (41E 0022E 558) -Jm§ﬂ53522
LGS HBHFICxT D7 4 F I FEMEZGEEO L 2K O, ﬁ%%#aﬁTT@dﬁét
A1E 0022 #BR | QMWIJQS$%%ﬁ%kLfﬂm&ﬁﬁ%%%MLto&EiiEWka
AAE 0022 REROHEZHERFT 22 & & L7, 1BBRIYERIS LB &p L7851, 10~45

mg/kg/ H O Tl Bk ATE & L7,

ZORER, EPEGREORZEEROEFEN RIS (UE 0022 Bk b & o7 1 BIEHKR S
B R JEIL 1800 mg/H, HGMWMOFREIL 432 A), £72, V747 ROEMMIE, EH
PFHBEEOMIM 28 U CHERF SN D Z LR ST,

1.5.2.2.4 ZTDMOERHAR (8FEH)
1.5.2.2.4.1 ENEEKER

MANTADPABEEZSGE LT, V7 4T 3 ROREME L OERMZ2BE 5 72 01 1 S8l
A — 7Bk (EPI-004 3R) KOV Offkfii 538 (EPI-005 k) Z#FEE Lz, v 7«47
X FIE 800 mg/H i KifERF I E & LC 1 H 2B E LT,

ZORER, BARANDRAN TANABEICEIT D AREO DR R OZE2ERER I, BN
EPI-004 3B DA EFLRBLRIT 52.6% (30/57 ) Thoto, FEEENE->TZEWEM (10.0%
PLb) 1%, IR (12.3%, 7/57%1) THoT-,

—77, AWEIZBI L TIE, EPI-004 #RBR D AT 50%0L FOFEVEBEEE ORD 233860 &= 4%

15

B X, S0 A1E, SBIETENEN 12/46 Bl (26.1%), 1/6 Bl (16.7%) THo7=Z &b,

FVEHETORMNDPLETHL EEXBNT,

1.5.2.2.4.2 5\ EBEKRER

LGS & Zxfg & LR ER (ZME 0022 38k & 094 E 0022E 588R) Oz, TA»ARE
Extgrl LKA A2 G5 23 Bk (ke 5Bz &), BRFtE=a—u v —HBE %
®g b LTz 2 1 3Bk (SME 0201 3Bk FEhEL7=, T X TOTANARE (LGS BE %
Eie) Extg e LIEAERBRICOWTIE, BINHFERICES LA BEL 2SR (F—%
By N4 T H .Zgﬁlﬂllﬂ) HT —F R—= RIS E AT 21T - 1,

B R LEGRER O S RHT OFE R, HEFRREIRIINL T 05 3 FEE 78.6% (975/1240 1),

7T BRRE 78.3% (497/635 #i) Thotz, T 4 F I FEETRERNE - ZRWERIX, #H)
PEDFEV (13.8%, 171/1240 ), BEJFE (13.2%, 164/1240 1), 55 (11.7%, 145/1240 f5]), fH
IR (10.2%, 126/1240 f5l) Toh -7~

153 F£&H

LU D JEEG R ARERE ONC EN & O EEERRBR ORE L v, ARIEOOFHEIEX, LGS oWk
B 72 BERAEIR CTH D BERIEL OB BIEICH L THEITH D Z R En, REOFHEHIZ
bi-oTiE, IR, BAEGE, Wi, BICBET 5 HS, TAMNAERIREE, QT MMM &
OREENEDN DA EFREIERLZET LN, BN XETHDICEERRELZITHY> Z L TY X
I ORI EXD Z EMAIRETHY, VAT % EREIDEKRNEXT 4 NERBETEXDEHE 2
Do

L7=M- T, AL, EHNTORR z%&ﬁ%mm%+” T2 LT D &flkr L
AIEDORNEE - R K OHE - %i_owf,uT@kk@% FHT D,
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A4/ X0OE100mg, [E1£E200mg 15

1.5 BRJFUEH B O R & OB Ok &

ZHEE * ZhE -
MOFLTAMDAIETH3 72 ENERD H 1172V Lennox-Gastaut FEBEREIZ IS 1T 5 58 B FAE K
ORI RAEITRT T 250 T AMAIR L OOFFERE

Mk - H&E

4 L ED/NR

AT 15.0~30.0 kg DHE - BH, V74 FIRELT, RO 2 HEIL1 H200mg % 1 H
2 [FNZ T TREZBICKROHKEEG L, ZTo%IZ2 BT L2 1 HAHEL LT 200 mg L R3O
T 5, MEFFAEIZ 1 H 1000mg & L, 1 H2ENZOT CTREBICRO®RET D, 28, JERIC
£V, 1 H 1000 mg %2 22 WEIH ClEEHNT 225, WMElX2 AL EOMEZH T T1 A
HEE LT200mg L F321795 2 &,

{E 30.1 kg LA LA - sBRAO R - AEICHES,

A

WE, V74 FIRELT, &AO2 BHEIX 1 B 400mg 2 1 H 2 BN CTRBICR D&
HL, 0% 2BZLI1C1 BAREL LT 400 mg LR+ 5, #EHRIIIAE 30.1
~50.0kg OEFITIL 1 H 1800mg, AKHE 50.1~70.0kg OEFIZIT 1 H 2400 mg, KE
70.1 kg DL EOBHFIZIZ 1 H 3200mg &L, 1 H 2 BT CRBICROEGTS, 2k,
FEPRIT K0 HERF T & A 88 2 70 WEiPH Cll BT 228, &L 2 AL EORREEZHIT T 1
HHEELT400mg LT 2175 2 &,
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A4/ X0OE100mg, [E1£E200mg 15

1.5 IR 33 R oo Rk K OB g Ok fk

1.5.4 SEXH

1)Beaumanoir A. The Lennox-Gastaut Syndrome. In : Roger J, Dravet B, Bureau M, Dreifuss FE, Wolf P,
editors. Epileptic syndromes in infancy, childhood and adolescence. 1st ed. London: John Libbey; 1985.
89-99. (5.4.2.5.2 1)

2)Berg AT, Berkovic SF, Brodie MJ, Buchhalter J, Cross JH, Boas WE, et al. Revised terminology and
concepts for organization of seizures and epilepsies: Report of the ILAE Commission on Classification
and Terminology, 2005-2009. Epilepsia 2010;51:676—685. (5.4.2.5.3 IA)

3)Oguni H, Hayashi K, Osawa M. Long-term prognosis of Lennox-Gastaut Syndrome. Epilepsia 1996;37
Suppl 3:44-7. (5.4.2.5.4 I)

4)Beaumanoir A, Dravet C. The Lennox-Gastaut syndrome. In : Roger J, Bureau M, Dravet C, Dreifuss
FE, Perret A, Wolf P, editors. Epileptic syndromes in infancy, childhood and adolescence. 2nd ed.
London: John Libbey; 1992. p.115-32. (5.4.2.5.5 )

5)Yagi K. Evolution of Lennox-Gastaut Syndrome: A Long-Term Longitudinal Study. Epilepsia 1996;37
Suppl 3:48-51. (5.4.2.5.6 TH)

6)Harvey AS, Nolon T, Carlin JB. Community based study of mortality in children with epilepsy.
Epilepsia 1993;34:597-603. (5.4.2.5.7 T8)

7)Blatter-Arifi. Long term follow-up with Lennox-Gastaut syndrome. Epileptological aspects,
psychomotor development and social adaptation. Hsweiz Rund sch Med Praxix 1991;36:909—18.

(5.4.2.5.8 1)

8)Oka E, Ohtsuka Y, Yoshinaga H, Murakami N, Kobayashi K, Ogino T. Prevalence of childhood
epilepsy and distribution of epileptic syndromes: A population-based survey in Okayama, Japan.
Epilepsia 2006;47:626-630. (5.4.2.5.10 1H)

9)Arroyo S, Freeman JM. Epilepsy surgery in children: state of the art. Adv Pediatr. 1994;41:53—8]1.

(5.4.2.5.18 TH)

10) REEBEF-. /NRIIFEIE DR & D WITIEMBNE R T AN A DBE « I6REITA KT A4 0 4
BRI AEE T A AVPERNAE 22 oD 2. JRAE ST @A S - piRR B RRE R [TANA DD
Wr - IR A BT A AERRE £ ORFERIBITE ] TRk 15 FFREHIEE. 2004;115-24. (5.4.2.5.19
IH)

IR, TR TADLPAERERA W TANADIEYIRET A KT 4 . TANAWFE.

(5.4.2.5.23 1)
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A4/ ~A0O2EE100mg, R££200mg

1.6 NEICHT5EARRFICEATHEH

1.6.1 SMEICHITHEER - BFaIKiR

E23)

1.6.1 SAENCIRIT DK -

16.1

FF AR

VT 4 F I ROMNETOAGIRMAEFE 1.6.1-1 [T LT, AKHiZ 2007 451 A 16 BIZERM (F

R ST) I THR THID TERBIILTLRE, 201341 AFE T2 35 »[ETERINTEY,
FDHH 22 HETHEINTWSD, WTFHOEIZBWTY, ZhEE -

whRI% [Lennox-Gastaut JiE

i (4 sl ) 2P S BRI 2 0FRIE] Th Y, ZOMD TANAFRIEICKTT D IaKSE
ELTIIKRINTWRW, L7 4 F I FOFAEKROEESKIL, 73— E (100 mg,
200 mg M TN 400 mg $E), ARSI (40 mg/mL) 3% 5,

& 1.6.1-1 SEDQHEIKRE (2013 F 1 ARR)

o AR H KR A
A WA | (5 na— ) (i D R
RN (30 % [©]) Inovelon 2007 4£ 1 H 16 H 2011 11 A 21 H
KE Banzel 2008 4E 11 A 14 H 2011 %3 A3 H
AA R Inovelon 200941 H 6 H 201246 A 13 H
AR Inovelon 2009 4£ 7 A 27 H —
A AT )L Inovelon 20112 H9H —
HFH Banzel 2011 %6 A 22 H 201246 H 28 H
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A4/ ~A0O2EE100mg, R££200mg

1.6.2 SHEIZHITHHAXE
BRI DL E HAEE. (SmPC : Summary of Product Characteristics) K OCK[E O ¥RAT SCEDOFIFR
(M) 2% 1.6.2-1 172, 72, BN ERE, KEORRMSCGE, MOEESET

— X3 —hk (CCDS) Z¥Rft L7,

1.6.2

1.6.2 FMENZ I D IR SCE:

& 1.6.2-1 SEIZHITHHAXE (BE)
PR K
Eﬁlifﬁyg 20124 11 A 2011 4E3 A
544 Inovelon Banzel
35 AHFNDORLSy, bV TV —VFERE OVEHR | FRME QT M EGERED B

Iz Lo 2 A3 % B

A - &R

7 4V 23— MEE : 100mg, 200mg &Y
400 mg
& O - 40 mg/mL

7 4V 3— ME 100 mg, 200 mg &
400 mg
& 0IRIBIK 40 mg/mL

ZIHE - AR

4 5% LA E D Lennox-Gastaut JEEREEE DO TA
D ATEEIT 8 5 OF R IE

4 LA ED/NR K ORE A D Lennox-Gastaut Ji
ERERTE D TADAFIEITKT T 5 0L

L - A&
(74—
&)

Inovelon DALIFIE, /NREB T TANATRE
DFRERD & HAFRNELOFMENT O Z &,
Inovelon |21 CH 555, #8441 H 2 4],
KEEBIIRET D, BFEORENRED LN
TWo7z), RELLLICRTTDZ &,

TREE R B OGA, W LT-8ERE D >
K OKTIRAZE S,

4 5% TR ER 30 kg A /NE

VT aEE O L WEE

200 mg/ HM &G 2B d 5, BIREG K
OREEEHER LN D, 2 BHZ &£12200 mg
FOMEL, RRHESEHAELS LT 1000 mg/H
FCHENFRETH D, INETITHOHEDRE
FT 3600 mg/H £ TOBEIHRFT ST
2,
VT aBEAT AGEA
SVTaBBIIAREO 7 )V T T A EFE LK
TEEDD, N7 a@grEitHd 5KE
30 kg REOBEITIE, HAHEZERIRE
THIENRLEE LV, 200 mg/ HHHRE %
BT 5, BEREOG K OEEME 2 MR L e n
b, 2 HU EDOMFEE &I T 200 mg/H$ >
BEL, RAHEAREL LT 600 mgAET
HENFARETH D,

AT 4 % Lh TR 30 kg LA D/ -
400 mg/ A b G2 BB T 2, BRIRRG K
OREEEHER LN D, 2 B2 &12 400 mg
FOMET 5, RARHESEH BIIUL FITRT,

30.0~ 501~ | 70.1kg
= 500kg | 70.0kg Ll
B K HE
i3 B
R 600 2400 3200
( mg
H)

Banzel 1ZBFE L HICRAT A Z &, HEAIZ
ZAESOIRL, AERH SRS,

4Ll ED/NR

10 mgkg HOMEZ 1 B 2 BN T
HxBtAT 5, 2 BZ L1289 10 mgkg/H T
Wiy L, HEMEL LT 45 mgky B XX
3200 mg/ HOWTNNEVHEE CHET
%, BEHE L VIKHE TOREOG DML
B BT 5 T,

R

400~800 mg/H DM &EA 1 B 2 [BIZ/H1F T
H2BET 5, 2 B Z &2 400~800 mg/H ¥
O L, K1 BHZEE LT3200 mg/H &
THET S, 3200 mg/H X W IERAR TOASK
DA ST > THZRWY,
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A4/ ~A0O2EE100mg, R££200mg

1.6.2

1.6.2 FMENZ I D IR SCE:

A H
= e

R

A ED

TAnAFERIREE
FR PR BR T Rufinamide 58 TTADA
ERREENRD SN, 7T B RRETIEER
OoNnenotz, EFIEFIO I B 20%1,
Rufinamide O 5% 1k L7z, BEHRNZR S
NI = RIEN B TR BT 5 UL TAn
ABERRBOBENEINT 5 2 LA biud,
ABENRIBICL DY AT « XX T 4w MZOW
THEmZ1T 5,

Rufinamide @ H1 1k

Inovelon Z&%, HLCAMNAIKDOE G 2 ik
THEAE, IR MENRA U 5 aTher:
BRI T 5 7 DB ET 5 2 ENE
F LV, BRABR T, 2 BZ LI 25%7
O E L5 A2 P I L7z, Inovelon D5
& o TRIENIH SN OPHHPTT T A A
WoFIEICE L TE, +akr—2i3fmon
TR,

HAR A SR S

Rufinamide DG IZBHEH LT, HFLV, fH
MR, FEEVRFEEPCBRITEENRD LN TE
D, ZAVSIXERE O & BN X & 5 RlREME
N5, BEROINTES T, AFNERIZLS
HEBIENIETHIEET DI &,

U S

Rufinamide O $% 512838 LT, DRESS (4F
FRERIEIN & 2 F e % 5 Y OE) KTVA
FA—T VAT a Y ARG G EE
TRPUTC A VRO BBIEEGRE AR D 5T
W5, AREGERED AR - T RIX Ak
THoT=n, BEIIME L CHIRERRIZEE L
TERAKL OB EZZE L T, thoFTR &L
T, U LoREIE, TTHSRERR A O $E & O
IRBBOH LTINS, TS OFT R L OER
EEEETH D7, AEICWORWET K
WERDE T D AREMER H D, ZOHTAD
AR OBBUEEFERE, BMRICB N T

Rufinamide D#5-% Blbs L 72 B &I —@MEC
RONDEENEZ N, YIS DY
4, Rufinamide DO 5% 1k UERTEE %2 B
195, Rufinamide OFEGHIZFHZBNRED 5
Nica&ToBRFT, EHEIRBEBLET S,
QT %

My QT RERIZE VT, rufinamide JEJE
WZEeB L7z QTe FEIREOEAME D b vz,
Z OERBERF K OV 2ME & o BIEMEIZ & 2>
2725 TRV, QTe BIREA KR & < ka7
LU R0 ERTLHEE (oM QT MmiHEk:
MXIXTOFRBEEHTHHEE) LT
X, R EOFRMEEZEER LTGS2
L,
IR D AIREMEDS & D &k

RO FREMED B 5 RIS,

Inovelon D#5-

BEREMEOBZZSE

Banzel &8, FLCAMNAEKEZIRFATORE
2, BESEUIBZRAER DU A7 BT
LRENND D, AL NOBISIEDIERE L
THTANARERATOBEIZXHL, 52
DOFBLAE L < ITWE, BERSEA LIXE&
A, IRy - ATENC B e b3 fa v
EHT DL,

11 FEOPLTADAIED 7T & 8 5 BREEIR
AB (HARE R OOFR®EE) sl
199 B % 7" — VAN LIZFER, Whhon
T AWM AR IR 2 BT T ST BFT,
TR RBEELY b EASETAZEK
DY AT 2 5 GAE LMY 271X
1.8, 95% EEKXMIL 1.2~2.7) TH-o7=,
FRRBRoORGEHMPLEIT 12 B TH
D, BREEMXITERSEOHEEFRA ST
TADAIE G B 27,863 1T 043% CTdh -
7okt L, 77 vREEBE 16,029 FIT
1% 0.24% T, ZAUFFEREREGEFH 530 fldH7
D)1 BlOEIETOBZRERE T B ZER
WMLz &xrd, BREIE, EIERET 4
Bl, 7Z7FEETOFIHREINTNDR, H
BB T B REROMELN V2D E
BATKT 2R OB L T 51ITIEEDL
AN
HASEITHBEROY 27 #KRI1T, 3EHA
BeEBRLA: 1 ERUWNICEIZE S, LItk 24
LA LR Uz, SEATSESR & 72 o T B IRE
BROMMIIZOIZE A LED 24 ABUNTSH
STeied, 24 BEBZI-HM CTHRSEX
IZHEBRERO Y A7 XM CTE 2o T,
HRSEITHBREROY 220X, Tl
HHNOF — 2B TR —E LT\, £
R ROl IS 2 BT 2 CTADA
EPRYRATBRIEDLENIFERNS, 20
VA3 SN2 _RTOHFLTADAIRIC
W FE D LIRS T, BT U= IR
HREBRIZBWTHER (5~100 %) 12X 5213
ol

F 112, BREZ & OHBERKEOHBAE
DHEx e OFHRT Y 2 7 ZoRvd,
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A4/ ~A0O2EE100mg, R££200mg

1.6.2

1.6.2 FMENZ I D IR SCE:

A ED
(i)

TR A X5 2 &, ERNE, @Y 70T
PATOIL TV D a2 MR L, Hx DfE DR
FRIRRE & FL 72 2% B % T ER O FREAC A &3
TEIAEIET4 52 &,

77 h—2A

Inovelon X7 7 h—RA%&&HTH79, BB
WHZ 7 N—AKRMIE, Lapp 77 ¥ —ERXK
BIEXIZ I NV a—A-HF 7 b—ARIRE
fEZ AT D BFITIIARREZ R L &y
H RS
TCANARE LR ETOBEIZBWNT, B
SREMXITARTEAHREIN TS, HITA
PASED T F & R HIEAE 2 L3R BR D A 4 fiF
Prcix, ARSEXIZARITEIOY 27 Db
PTHORBIMPRD Bz, ZOA =X AT
BH 520272 > CTE BT, Inovelon TH [EIEE
WU A7 BN 5 ATREMEIEE E TE 220,

F 1 BB KO H BSOS e O Y

/4

WIIE | A X | A | fHixtY | VRS
E3FE | "% | 22 ¢ | & 4
LT | ELT | RES | R b
Ik | EEE | ST | BEE
Rh | 58%F | X L7=H#
& | (1000 FH o7
(1000 | A& 7= (1000
ANHi= | V) Nb =
D) n)

Thn

N 1.0 3.4 3.5 24

iﬁwﬁ 57 8.5 15 29

Z DA, 1.0 0.8 1.9 0.9

At 2.4 43 1.8 19

TAMDAERG LT HERRBR T, R
BEEE T Z OMOIREBE x5 L+ 5 KR
BN T HASE X T B ZAEK O Y A
TWNE T, MRt 27 XR%SETH o
770

Banzel X I OFLTAMNAFEEZITT B ERC
%, %Y AT ERBEREEDOY A7 DN
VAEYGBETDHI L, FUTANAEEL
LI TANAKROFDMOEANL, FhHE
KRB - DY 27 LBEELTEY, &
SHICHZESE R CAZRER O Y 27 kS
¥H5BENRH D, b LIREPICERESEL
VCHBERPNBESNTBE, EhEE 2 o
BETRONDIER OB TR P OHREBI
MET 250N E I nE2EEBTIHLEND
Do
BE, TONHEEROZEECKL, FTAn
NWIEP BERSEROBEEEROY 27 K
SHEBENNRHLZEEDHL, 5 ODIE
K BEOFRBOIIEE, Koy - TEORE
A, BREEE, ABAERE L IXAET
ZDOAMIZONWTHSITEET D L O FET
b, WAL RDITEN DT, HYDOERMX
IXEFREEF ITHONICHE SE 5,

H AR R

Banzel % fRAT % & FHARMRER ORIER 23 E
CaGaRH5, TNOHORWERAD S bt
HRZDDIFLLT 2 20 ND,
DRSO S, RO, )W aEs Ry, &
kD v, SITREE R OERIAHE (T5F
BU&] OHESM),

QT 55

QT/QTc FFflEtERA>H, Banzel #5925 &
QT FEIR@AMEHME (1 H 2 [ 5., 4800 mg/H LA
FO¥ETY) 20 msec) T AR ENRIN
7o QT MEZRF L7 7 7 &R HakERic
BT, tmax FFIC 20 msec & L[R5 QT 45
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A4/ X0OE100mg, [E1£E200mg 1.6.2

1.6.2 FMENZ I D IR SCE:

2ol Eo 2L E O Rt Banzel # 5 B

HE () (2400 mg T 46%, 3200 mg T 46%, 4800
mg T 65%) N7 78REE 5~10%) XLV b
o7z,

QT #ABLTIX, 7200 mg/H £ TOHETIZQT
HRE2Y 300 msec AT (BTG L 7= R ILR
LR T, BT, HAEIFHIHIMEDIERIE
ST EMEREAR D HAEITFRD HiLle o
77

Banzel (2L - TR I D QT Mk DL
WX, BEEIOEERY X7 Z££9 L O TR,
FHENE QT FMEMERETIX, ZBAFEROE
PEAREENR, FFICLEMEIO U X 7 23 KT
Do AIEBERICBWT RO &5 F5UT,
FIZHE QT [HFEAS 300 msec % Al 7= BFIZ
RETDHEEZONTWD, ERERRBRDOT
— &b, QT Mg L=EMENEZES Z &
PRINTVD,

FHEME QT FEAEIEGRE B 1213 Banzel 25
Lianwz & (IR oHEBR), QT MRz
M S Y oMo %A L Banzel HFHT 254
WZiE, +3EETHI L,

AR R BUE R
MCTADPAERDOERTERINIBENL D
) B ERARIREE T & 2 Zligam i U e R
2, EEERERTT @ Banzel B E5HHIIRO B
77. BEBRFE 1 B2\ T, Banzel D 5-Bith
%29 HAG 30 A BIZTTHE, CLAE
9, BRI, FEN, JRBERE O, &
FOEEDOFAMNFEL, #H5HIEE 11 H
WZEfE LTz, ZOMOFEZIE, ¥ZBR 1 e
1 DL EoFEG L UTHRE, ITHERAED
b5, MREQY R ER ERDoT, T
O OHEGIL 12 w0/ TG B bA:
4 BEVNIZERD 51 TEY, Banzel D& 5
Ze IR EZIZEE IHEE L T D,
AIEEREIIMM OO T REINTE
D, FEEK OIS & HliEas~00 B 523 #ARY
T D BAFEGFERIZIRE Lo b D T2,
AIEGEREITZ ORBBIN R 5728, 221
FLEk L T2 WHLIRERAE IR S O 23 57 5
WREMERN B D, BMMIL D EDILALEIC
%X, Banzel D5 2HIEL, VL2 D1RE
BICAEETHZ &,

Banzel #5235 &5 L 2EH L, +
DIBIEEITO T b,
TCTAPAEDOELH I
DL T ALK L RRRIZ, BIEOERE,
EXITTANAERREZE(LSED Y X7
Z B/ NRIZT B 728 Banzel O H-HIEITEE
FERIICAT 9, BEBICAANGROFIETSHZ &
DEZLHNINETH 5 & HE LI 8HE80E, 1E
BEREZFOBZEOL & THOIITANAZEIZ
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A4/ ~A0O2EE100mg, R££200mg

1.6.2

1.6.2 FMENZ I D IR SCE:

U0z 5, WARRERTIX, Banzel DHE%
2 H TR 25%E LB IR LT,
TANAERIRE
TANABERREOERENRERN 2T
8, Banzel OG5 FDOEE TN TEDIEHE,
RERHET LI LITE#METH D, Lennox-
Gastaut JiE {6 B & Rt U 72 Je st B ©
X, TADAERIREE & Gl S 7R AED R
O HNT-EFE L, Banzel B5HETIE 3/74
(4.1%) THoTDIIHR L, 77 v RFL5H
TiX 0/64 BITHoT-, ZHERIEREET D
TANABEZXNRE LT3 T O i R
HERICBWT, TAMLAERIRE LGRS
T-RVENTRD b7~ #F X, Banzel &5 T
11/1240 5l (0.9%) THo7=DIiZxktL, 77
Y ARBERETIZ 0635 B TH - 7=,
ERRRE
T RTCO KRRV T, AfmERD
SE (A MERE<3x10° L) DIEE=R) Banzel %
HRE (43/1171 #l, 3.7%) T7 7 vRE 5
(7/579 B3, 1.2%) XY @&@hoiz,

HAEAER

Inovelon (8% 5. % 5 AJREMED & 2 3KH

M DHETA DA

FEBFEEHEA TP CANAIEEGIHL
ToBS, V7 47 FREICHRKRVICERD H
LECITRRD b oTz,

Inovelon ARAHIZ VT aBEOIRE BTG L
TREFIZBWT, mifEF Rufinamide &N
FRHICEAT RN D D, Z O EHITIK
RE (30 kg Ai5) DBEITIBV T b B
Tholz, LEN-T, L7 oBRIZL bk
WAEBMGT HRE 30 kg RiiioBHF TIT,
Rufinamide Ok &% 5 E T 5,

Inovelon #& 5 /2 _EFLIRAI 2800 X idH 1k &
DUVNIHAEZRIET 55E61%, Inovelon D
BOFHELEZET 5,

FZERIFY, FETv— RO U7
B offHKECE, miEF Rufinamide
FEIWZFE LWEITRO b o Tz,

LD AN %92 Inovelon DFFEE

M DB TADASE

REHEM Y EHREMNTIC L 0, Rufinamide & fih,
DOPUTAMAIEO B e PRI EEH %
i L7z, Rufinamide 1%, # 1 \~EE L,
FERNIXY, T )L ER—L, FET
~v—bh, Zxz= b UUTSVT REEDEF
REBIREE TR IR A BB AL 5 2 720,
AT HE

800 mg (1 H 2[El) ¢ Rufinamide & #% ML
W (=F= xR T4 = 3508 KOV
N FrRarl mg) % 14 HHEGFHEEL
%a, TF =V A NI U —VDOYY
AUCqo4 28 2% L, /Jv=F o Raro

In vitro FREROFER A S, Rufinamide DGR
H&TERF N7 v—2 P450 (CYP) (Zxt
LTIFe A EXIFE<LAEET, CYP2ELIC
*LCETOREEREZTRYT, CYP2EL Dk
BLRBER (a9 0ny) o
HE ALY Rufinamide DOAFFE F CEAET 7]
MEMERBEZXLNDN, TNENIET D200
BRI IEHE L TU ey,
rU T T A ONE OGBS A VN2 in vivo
SRR EAVEHRBR O RS, Rufinamide (%
ETF 72”5 CYP3A4 BeEFE 4R L,
CYP3A4 OIE LR Y DB ELAINT
TLAEENRLDLZENRBINTND
(MO ZEANZ %92 Banzel DL OEE
),
Rufinamide [T NVARF L T AT T —F|Z LD
REEhb, HLVRFLZRATT—EOTEMNE
ZHE4 5 3ANE, Rufinamide 27 V7T v
ABERIERLERBbND, DA RwEBE S
KONT = ) 7L E X — L 7p 8 ORI TS
MEHTHEANT, ZOKFE2ELT,
Rufinamide ORI Z < %7 8% KIF 4
AREMEN D D, AR F LT AT T —PHE
A%, Rufinamide DI EIL T &5 AlgEME:
N D,
HTADAZE
L DHLT A AFKIZK D Banzel D
HNN<BE Y, FERNIXY, 7/ 30
X —), 7Jxz=kAfY, PET<w—KFKW
2L e B O FE R AE T O S R A
AW HEMEDEBNEMT O RN D,
Rufinamide | #2 %E §9 72 - ¥ i 4% o 32 B
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A4/ ~A0O2EE100mg, R££200mg

1.6.2

1.6.2 FMENZ I D IR SCE:

FREAEH
(i)

AUCq04 B 14% LT, Z ook XX
A 27T v MBSO BREFHIIT - TV
WV, RV L RBEHTEER A LTV B AR O
AHEMED B B AT LR, BAeTHR
BT & BINRE T 5,

F h 27 —A P450 fEFE (CYP)

Rufinamide (XA0/K 5371 & » TR S,
CYP IZL2RBFHIFRO LN TR, Mz
T, Rufinamide (% CYP ®iEMEZHLE L 72
W, L725->7T, Rufinamide (255 CYP FH
L - THI &M Z I D ERMICE B2
HAEAIZ W EE X B 5, Rufinamide 1%
CYP3A4 BT 5 LN TRENTVDH =
W, AREEFRIZ X0 ARE S5 IRF o g b
EERETIED RS 5, - ORETR
FE~FRETHE, NITYITLOIVT T
VATHM L7RER, 400 mg (1 H2[FE) @
Rufinamide % 11 HH &5 L% ITFED
CYP3A4 IEMEIX 55% LA L=, MU T YT A
DHEHEEIX WETNTLE, &aHED
Rufinamide #4595 &, XV BAZFRFHEN
Flx# Z &N 5, Rufinamide [T fth DEEFEIC &
DR SN D IRASC P REH LRy 7 B Ok
ZUNRTICEDIERDOFZEGIRTIELEE
ZHN5D,

CYP3A4 TSN DA ERH LTV D E
FIZH L, Inovelon O E-BAAGHE:, BEKT
Rpe Rt REERESETFLEGAITE, 2 3
MOEERBELZITH ZENHERINS, Of
ARAORERELERT 5, £z, TL7
7 U rRev 3 v T EIRERR A e SR &
Rufinamide # A3 254, REEORGFEZT
DI EMEFE L,

TR ERTE 2 31T 2 3 B HERBR T,
CYPIA2 DIETH H AT ¥ 7 0dyd)
REIZHT LT 400 mg (1 H 2[A]) ¢ Rufinamide
DEBIIRD NIRRT,

7 )L —)L L Rufinamide OFH A EHAIZBES
5T — XTGBTV,

(Cavss) IZBWT, fLOPLTANAIKRDIRY)
BREIIZTE A ERBEE RIT S ot /NA
DOEREEH T L OEENE CT-EE,
DOEBISE HICHEETH -T2,

3 612, Banzel P TAMNAIKE DIKY)
MAERZRT,

# 6 Banzel X MOFLTANAIE L DY
HAEH

PEAHLCTA
. DAAIEDR Rufinamide J&2JE12
ﬁiﬂ% Bl s | AT BORETA
Rufinamide s AU SR D $ 2
DR
X - 19%~26%i8/>
iggj 7%~£%%i HNANR=EE LD
B RAE
= 1 0/ ~ 120/ b)
TE T wmn L
S e N 25%~46% °1d);aaz ‘
e — 8%~13%" | A, 7= /e
Iy 0 2 — Lo 8
RS
25%~46% “VjFi b
Tx=h | 7%~21%" TJr=hA DM
A H BRI A
9
PETT | wmm BERL
N 16% Al ~70% 4
”%?E wELL | W, AT
REEITIRAT
FU IR o 25%~46% i
> Bated | 7Y I RrofEX
Vi | R A
_RUTY
TEEY Batgd B L
B

) TN IE, HemdEsE A B 515D Banzel ©
B SV,

b RE(LEIX, D DHFTADAIRITK
9% Rufinamide DFEENREERFHTH
B2, /NREED Banzel OILHFIEENH
BloEmBETTRIL,

y/NETIE, SHE/EREOHR TANAET
KO B REENREO b,

7=/ N\ —), FYIRVENT =
=M EELDT 1 SOEER (7=
SN EH =V RFEYE) L L TR,
Banzel D7 V7T T AIZKTHZNH DK
RO E R LTz,

Y UT RV RILEMDOT — X H T —
VL, Banzel 7 V7 T A x5 (3K
Hlo T ZADFEE) it L,

Trx=F A EUERY 722 BE D Rufinamide
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A4/ X0OE100mg, [E1£E200mg 1.6.2

1.6.2 FMENZ I D IR SCE:

FHAEAEH (Cayss 15 pg/mL) THO T == hA D7 VT
(e ) FUAMETIE, 7= oA o OMmFETEE L
T~21%RKsEH L TFHISND, 7= ]
A IIRIE O EEEEZ R T2 (BHE
TIEXZ V7T AR af), RERIITT IV
THMEE BRI FREER H B,

Banzel |23 2 MOFL T A A FKD 2
HNN=PBYEy, TJx=hAfr, VIRV
BT = ) e — L D)7 CYP
FEAL, Banzel 7 V7 7 v AEEINESE
bEEbND (& 6 &), Banzel 7 V7T
5 AT F DRI DS CYP FEEAFRK 2
LTBY, IAR=EYY, Jz=hrA YV,
T )N )VEX— LK) I Rooif g
FEO TN CYP HEICRET S &35 21T
<V, ZOFEAERZHAT 52 OMOER
IR TH DN, NEOBEFELEMICBWTE
D ZOMERIZEFEECTH -7,

ST a Wk FHE R ENRE MR O S R
>, Rufinamide ® 27 V7 7 A3V afig
WL TR T Lz, /MNRICALVT afgE&E
9% &, Rufinamide DIREN 70%FE T EFH7
HPEND D, 2T aEOMITHIIIZ Banzel
TRELTWBEI VT algas 545
BEE, EHAENSEMG L0 bIEERA R
B T2 2 &, Rk, BRic v rm
W& IR O B2 Banzel 257 584
%, 10 mgkg/H ChE) X% 400 mg/H (i
AN) KO EOCHENLRBTHZ L,

D FEFNZ 335 Banzel DEE

RV SRBETIE - Banzel (800 mg, 1 H 2
[ml#% 5% 14 HI#) & Ortho-Novum 1/35°D
HAFERFOFEEK TR, = F= 1A T
DF—IL Tl AUCqa4 28 22%, Conax 25 31%,
JNEF L R Tl AUCoas 28 14%, Coa
B 18% THoTe, ZHHDEKTFRIZONWTHE
KB RIIAPATH D, MIROFREMERS S
LT Banzel & ARV SRBELTEER A O
G LT-5a, BAVERBHTEE DS RN
BT oB8ENRHDL I LEEETH L,
Banzel O GHREZIL, FERNVE L RBALIRD
BRI HERE SN D (TBEFICHT 5
W WS,

KU 7' F A Banzel (400 mg, 1 H 2 [A])
ZOFA L ORI G L7-E, CYP3A4 ORHE
ThHDH IV TV FED AUC 8 37%, Copax
23%fK T L7,

47 % B : Banzel (400 mg, 1 H 2 [A])
ZOFH LR ORI S L7e5E, CYPIA2 ORE
THHAT P E LD AUC KR Chax 1EZAL

Loz,
mIEH EERBH S 7' 772 A CTlX, 1900 4L B0 | BRRBROBBREMENKELS B b2, Hl

FEx O TADAEE Z GBI Rufinamide 2 | 1EH O FEH R 134t 0 FEHI O B AR ER KRS & H
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A4/ ~A0O2EE100mg, R££200mg

1.6.2

1.6.2 FMENZ I D IR SCE:

RITER (i)

Beh Uiz, b mMEEORIWERE, 8%, #
Wk EV, EHEECEIRTH - 72,
Lennox-Gastaut SEEREBE IZHB W TT 7R
Blox LESECRONZRWERIL, BIRE
OWErE T o 7=, BIFEMRITWT bR
~HEERECdH o 7=, Lennox-Gastaut JEEREIC
WCEWERITEKN L7-H 121X, Inovelon #¢
HBETIL 82%, 7' 7BRELHEETIX 0%
TdHo72, Inovelon DG HILIZE-7T=F7
BIVERNZZZ LIgM-CTH -7,
Lennox-Gastaut FE{BEHE D 55 R Hhlge i 3
X Rufinamide 5 HBF 2K TR D LTZFEI
fER, 7Z78AREEL Y b Inovelon BED A3
%757, FRill MedDRA D FEAFEZ W
TEERISE (SOC) KRUBHERNCE &7
—WE AR, HEBUEEL, mSEE (110 FILL
b)), HEEE (17100 LIk 1710 i), (KB
(1/1000 LA 1/100 Kii) & EET D,

BT 5 2 L ITTE P, EEREOR
BRRE ML TWRWATREEN & 5,
Lennox-Gastaut JEERE % x5 & U 7= B KBk
WA T, ZOMDTANAREEZET DAL
AE Q45U Eo/NRBEEERIRE LT T
TARX IR EHE R A i L 7=, Lennox-
Gastaut JEERE DO FER T S L7 FARA R
~OFERGCET T —5 (5] oHE
ZM) EERAICRT, b 0BFEMMT
BIWERHICBWTEWAELNLTHDL Z &
5, IO OWESFRBRNLE LT
ToOZENICHETIT—ZE2RT, 26O
BUWERDIZ & A LITRE~PEE Tt T
HoT,

4 3Ll E @ Lennox-Gastaut SEMEREEE I HFH
FIE L L C Banzel Z4% 5 L 7= sl BRER
TOERPWRRROBIER (M) oIE
S -

Banzel &5 BE D 243%, 77 v RE5HE
D 12.5% TEIR 23 5 E 41 Banzel $¢£5- 558 O
2.7%, 7T uREGBEFED 0% HERE Ik
L7-, Banzel #5HBEFD 9.5%, 77 EHRE
5HBED 78% T DWMENH Y, Banzel
BEBED 1.4%, 77 R RELEBRED 0%
R AR LT,

Banzel & 5-BED 2.7%, 77 wRELEERE
D 0% TEHIMED FORRE IR, Rk
FIEIZIZE S 2o T2,

TEE) I M O TR 1L, Banzel $¢5-HB3# T
IZENZH 54% K 14% THRESh, 77
TAREGEEENDOREIT R o T2, Tk
TR L OWTES R X Z N, Banzel
BEHRED 0%, 77 BREG5HED 1.6%T
WESNTZ, ThbORIWEMIC L BT
IZESTBEFE XN 2o Tz,

PEAYE _EERRB TREINZTTO
TAMNAMBENOHE SN T X TOEIE
o FAEEE S LT Banzel © & &
(200~3200 mg/H) Z#E5 LIcEBEFIZBNT
EHEE (10%LLE) TROHh, 78R
HERE L WA_THEERNE» - ZRWEMRIL, B8
i, FEMEDEV, HIRECELTH-T,
WNEROBEHAETH D 45 mgkg/ B % OFHIE
#HEE LTS L=54, Banzel 5 EFIZE
WTEBEE (5%LLE) TR, »oY
T AREGEBE LD HLRERNE ) - TEIE
M, BEIR, WEr, 5EE, mEiko Ev, &
LEOERETH -T2,

NS HERRREE & LT 3200 mg/H £ TOEA
BERELE-BZICBONTEHEE (5%L
b)) TEROEN, o7 TR EERELY
HIBLRENE - ZRIERI, W, ZEE
BEV, R, B, IR, #HE, S0EeE

RER | EsEE R B | &
S n
& Y Wiz, A4 v
KO 7L v
A HUE W, R A

R F %

Yo, m@l S e

K, mR
i R I EUE
fi
R & BRAE,
[ BREE,
f BARIEER
gl R, R
R R | EIR, TAMAE
[ SHY, TR R, K

FEE | R, R
OFEW | B EE, R

%, FEpE

L, B
MR B 5 B, HH
H kW [m] #i5 1k 8 F
K fE 2
MR g i
., M
L9 /86
it b Fe
HEE | E, R
&= M - R, YAk

TR, TH
JH RE5E FREH
FbEE 5
B & K 5 % &
W T B
SHEL ik e

8
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A4/ X0OE100mg, [E1£E200mg 1.6.2

1.6.2 FMENZ I D IR SCE:

BIEM (Bix) & &K, WREE, IRIR, FHLOEETHoT,
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1.6.2 FMENZ I D IR SCE:
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1.6.2 FMENZ I D IR SCE:
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1.6.2 FMENZ I D IR SCE:
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BN EOREME L TWANNIRHTH D,
F7, BEEROHEEIIREE OB EOmFICR
FIRE L2 D720, BRI ADAIREIZH
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Rufinamide (ZBE L7z U A7 .

YERBR T, RHAEMED S IR IEEMLSL
DIEFTHEITRO N -T2, B BT
URAZIIARHATH B,
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1.6.2 FMENZ I D IR SCE:
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS
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1. NAME OF THE MEDICINAL PRODUCT

Inovelon 100 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 100 mg rufinamide.

Excipient with known effect: each film coated tablet contains 20 mg lactose monohydrate

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Pink, ‘ovaloid’, slightly convex, scored on both sides, embossed ‘€261’ on one side and blank on the
other side.

The tablet can be divided into equal doses.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Inovelon is indicated as adjunctive therapy in the treatment of seizures associated with
Lennox-Gastaut syndrome in patients 4 years of age and older.

4.2 Posology and method of administration

Treatment with rufinamide should be initiated by a physician specialised in paediatrics or neurology
with experience in the treatment of epilepsy.

Inovelon oral suspension and Inovelon film coated tablets may be interchanged at equal doses.
Patients should be monitored during the switch over period.

Posology
Use in children four years of age or older and less than 30 kg

Patients <30 kg not receiving valproate:

Treatment should be initiated at a daily dose of 200 mg. According to clinical response and
tolerability, the dose may be increased by 200 mg/day increments, as frequently as every two days, up
to a maximum recommended dose of 1000 mg/day. Doses of up to 3600 mg/day have been studied in
a limited number of patients.

Patients <30 kg also receiving valproate:

As valproate significantly decreases clearance of rufinamide, a lower maximum dose of Inovelon is
recommended for patients <30 kg being co-administered valproate. Treatment should be initiated at a
daily dose of 200 mg. According to clinical response and tolerability, after a minimum of 2 days the
dose may be increased by 200 mg/day, to the maximum recommended dose of 600 mg/day.
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Use in adults, adolescents and children four years of age or older of 30 kg or over

Treatment should be initiated at a daily dose of 400 mg. According to clinical response and
tolerability, the dose may be increased by 400 mg/day increments, as frequently as every two days, up
to a maximum recommended dose as indicated in the table below.

Weight range 30.0 —50.0 kg 50.1 —70.0 kg >70.1 kg
Maximum 1,800 mg/day 2,400 mg/day 3,200 mg/day
recommended dose

Doses of up to 4,000 mg/day (in the 30-50 kg range) or 4,800 mg/day (in the over 50 kg) have been
studied in a limited number of patients.

Discontinuation of treatment
When rufinamide treatment is to be discontinued, it should be withdrawn gradually. In clinical trials
rufinamide discontinuation was achieved by reducing the dose by approximately 25% every two days.

In the case of one or more missed doses, individualised clinical judgement is necessary.

Uncontrolled open-label studies suggest sustained long-term efficacy, although no controlled study
has been conducted for longer than three months.

Paediatric population
The safety and efficacy of rufinamide of children aged 4 years and less have not yet been established.
No data are available.

Elderly

There is limited information on the use of rufinamide in the elderly. Since, the pharmacokinetics of
rufinamide are not altered in the elderly (see section 5.2), dosage adjustment is not required in
patients over 65 years of age.

Renal impairment
A study in patients with severe renal impairment indicated that no dose adjustments are required for
these patients (see section 5.2).

Hepatic impairment

Use in patients with hepatic impairment has not been studied. Caution and careful dose titration is
recommended when treating patients with mild to moderate hepatic impairment. Use in patients with
severe hepatic impairment is not recommended.

Method of administration

Rufinamide is for oral use. It should be taken twice daily with water in the morning and in the
evening, in two equally divided doses. As a food effect was observed, Inovelon should be
administered with food (see section 5.2). If the patient has difficulty with swallowing, tablets can be
crushed and administered in half a glass of water.

4.3 Contraindications

Hypersensitivity to the active substance, triazole derivatives or to any of the excipients listed in
section 6.1.
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4.4 Special warnings and precautions for use

Status epilepticus

Status epilepticus cases have been observed during clinical development studies, under rufinamide
whereas no such cases have been observed under placebo. These events led to rufinamide
discontinuation in 20% of the cases. If patients develop new seizure types and/or experience an
increased frequency of status epilepticus that is different from the patient’s baseline condition, then
the benefit risk ratio of the therapy should be reassessed.

Withdrawal of rufinamide

Rufinamide should be withdrawn gradually to reduce the possibility of seizures on withdrawal. In
clinical studies discontinuation was achieved by reducing the dose by approximately 25% every two
days. There are insufficient data on the withdrawal of concomitant antiepileptic medicinal products
once seizure control has been achieved with the addition of rufinamide.

Central Nervous System reactions

Rufinamide treatment has been associated with dizziness, somnolence, ataxia and gait disturbances,
which could increase the occurrence of accidental falls in this population (see section 4.8). Patients
and carers should exercise caution until they are familiar with the potential effects of this medicinal
product.

Hypersensitivity reactions

Serious antiepileptic medicinal product hypersensitivity syndrome including DRESS (Drug Reaction
with Eosinophilia and Systemic Symptoms) and Stevens-Johnson syndrome have occurred in
association with rufinamide therapy. 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 lymphadenopathy, liver function tests
abnormalities, and haematuria. Because the disorder is variable in its expression, other organ system
signs and symptoms not noted here may occur. The antiepileptic drug hypersensitivity syndrome
occurred in close temporal association to the initiation of rufinamide therapy and in the paediatric
population. If this reaction is suspected, rufinamide should be discontinued and alternative treatment
started. All patients who develop a rash while taking rufinamide must be closely monitored.

QT shortening

In a thorough QT study, rufinamide produced a decrease in QTc interval proportional to
concentration. Although the underlying mechanism and safety relevance of this finding is not known,
clinicians should use clinical judgment when assessing whether to prescribe rufinamide to patients at
risk from further shortening their QTc duration (e.g. Congenital Short QT Syndrome or patients with a
family history of such a syndrome).

Women of childbearing potential

Women of childbearing potential must use contraceptive measures during treatment with Inovelon.
Physicians should try to ensure that appropriate contraception is used, and should use clinical
judgement when assessing whether oral contraceptives, or the doses of the oral contraceptive
components, are adequate, based on the individual patients clinical situation (see section 4.5).

Lactose
Inovelon contains lactose, therefore patients with rare hereditary problems of galactose intolerance,
the Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicine.

Suicidal ideation

Suicidal ideation and behaviour have been reported in patients treated with antiepileptic agents in
several indications. A meta-analysis of randomised placebo-controlled trials of anti-epileptic
medicinal products has also shown a small increased risk of suicidal ideation and behaviour. The
mechanism of this risk is not known and the available data do not exclude the possibility of an
increased risk for Inovelon.
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Therefore patients should be monitored for signs of suicidal ideation and behaviours and appropriate
treatment should be considered. Patients (and caregivers of patients) should be advised to seek
medical advice should signs of suicidal ideation or behaviour emerge.

4.5 Interaction with other medicinal products and other forms of interaction

Potential for other medicinal products to affect rufinamide

Other antiepileptic medicinal products
Rufinamide concentrations are not subject to clinically relevant changes on co-administration with
known enzyme inducing antiepileptic medicinal products.

For patients on Inovelon treatment who have administration of valproate initiated, significant
increases in rufinamide plasma concentrations may occur. The most pronounced increases were
observed in patients of low body weight (<30 kg). Therefore, consideration should be given to a dose
reduction of Inovelon in patients <30 kg who are initiated on valproate therapy (see section 4.2).

The addition or withdrawal of these medicinal products or adjusting of the dose of these medicinal
products during rufinamide therapy may require an adjustment in dosage of rufinamide.

No significant changes in rufinamide concentration are observed following co-administration with
lamotrigine, topiramate or benzodiazepines.

Potential for rufinamide to affect other medicinal products

Other antiepileptic medicinal products

The pharmacokinetic interactions between rufinamide and other antiepileptic medicinal products have
been evaluated in patients with epilepsy using population pharmacokinetic modelling. Rufinamide
appears not to have clinically relevant effect on carbamazepine, lamotrigine, phenobarbital,
topiramate, phenytoin or valproate steady state concentrations.

Oral contraceptives

Co-administration of rufinamide 800 mg b.i.d. and a combined oral contraceptive (ethinyloestradiol
35 ug and norethindrone 1 mg) for 14 days resulted in a mean decrease in the ethinyl estradiol AUC,.
24 0f 22% and in norethindrone AUC.,4 of 14%. Studies with other oral or implant contraceptives
have not been conducted. Women of child-bearing potential using hormonal contraceptives are
advised to use an additional safe and effective contraceptive method (see sections 4.4 and 4.6).

Cytochrome P450 enzymes

Rufinamide is metabolised by hydrolysis, and is not metabolised to any notable degree by cytochrome
P450 enzymes. Furthermore, rufinamide does not inhibit the activity of cytochrome P450 enzymes
(see section 5.2). Thus, clinically significant interactions mediated through inhibition of cytochrome
P450 system by rufinamide are unlikely to occur. Rufinamide has been shown to induce the
cytochrome P450 enzyme CYP3A4 and may therefore reduce the plasma concentrations of substances
which are metabolised by this enzyme. The effect was modest to moderate. The mean CYP3A4
activity, assessed as clearance of triazolam, was increased by 55% after 11 days of treatment with
rufinamide 400 mg b.i.d. The exposure of triazolam was reduced by 36%. Higher rufinamide doses
may result in a more pronounced induction. It may not be excluded that rufinamide may also decrease
the exposure of substances metabolized by other enzymes, or transported by transport proteins such as
P-glycoprotein.

It is recommended that patients treated with substances that are metabolised by the CYP3A4 enzyme
system are to be carefully monitored for two weeks at the start of, or after the end of treatment with
rufinamide, or after any marked change in the dose. A dose adjustment of the concomitantly
administered medicinal product may need to be considered. These recommendations should also be
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considered when rufinamide is used concomitantly with substances with a narrow therapeutic window
such as warfarin and digoxin.

A specific interaction study in healthy subjects revealed no influence of rufinamide at a dose of
400 mg bid on the pharmacokinetics of olanzapine, a CYP1A2 substrate.

No data on the interaction of rufinamide with alcohol are available.

4.6 Fertility, pregnancy and lactation

Pregnancy
Risk related to epilepsy and antiepileptic medicinal products in general:

It has been shown that in the offspring of women with epilepsy, the prevalence of malformations is
two to three times greater than the rate of approximately 3% in the general population. In the treated
population, an increase in malformations has been noted with polytherapy; however, the extent to
which the treatment and/or the illness is responsible has not been elucidated.

Moreover, effective antiepileptic therapy must not be interrupted, since the aggravation of the illness
is detrimental to both the mother and the foetus.

Risk related to rufinamide:
Studies in animals revealed no teratogenic effect but foetotoxicity in presence of maternal toxicity
(see section 5.3). The potential risk for humans is unknown.

For rufinamide, no clinical data on exposed pregnancies are available.

Taking these data into consideration, rufinamide should not be used during pregnancy unless clearly
necessary and in women of childbearing age not using contraceptive measures.

Women of childbearing potential must use contraceptive measures during treatment with rufinamide.
Physicians should try to ensure that appropriate contraception is used, and should use clinical
judgement when assessing whether oral contraceptives, or the doses of the oral contraceptive
components, are adequate based on the individual patients clinical situation (see section 4.5).

If women treated with rufinamide plan to become pregnant, the indication of this product should be
carefully weighed. During pregnancy, an effective antiepileptic rufinamide treatment must not be
interrupted, since the aggravation of the illness is detrimental to both the mother and the foetus.

Breast-feeding
It is not known if rufinamide is excreted in human breast milk. Due to the potential harmful effects for

the breast fed infant, breast-feeding should be avoided during maternal treatment with rufinamide.

Fertility
No data are available on the effects on fertility following treatment with rufinamide.

4.7 Effects on ability to drive and use machines
Inovelon may cause dizziness, somnolence and blurred vision. Depending on the individual
sensitivity, rufinamide may have a minor to major influence on the ability to drive and use machines.

Patients must be advised to exercise caution during activities requiring a high degree of alertness, e.g.,
driving or operating machinery.
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4.8 Undesirable effects

Summary of the safety profile

The clinical development program has included over 1,900 patients, with different types of epilepsy,
exposed to rufinamide. The most commonly reported adverse reactions overall were headache,
dizziness, fatigue, and somnolence. The most common adverse reactions observed at a higher
incidence than placebo in patients with Lennox-Gastaut syndrome were somnolence and vomiting.
Adverse reactions were usually mild to moderate in severity. The discontinuation rate in
Lennox-Gastaut syndrome due to adverse reactions was 8.2% for patients receiving rufinamide and
0% for patients receiving placebo. The most common adverse reactions resulting in discontinuation
from the rufinamide treatment group were rash and vomiting.

Tabulated list of adverse reactions

Adverse reactions reported with an incidence greater than placebo, during the Lennox-Gastaut
syndrome double-blind studies or in the overall rufinamide-exposed population, are listed in the table
below by MedDRA preferred term, system organ class and by frequency.

Frequencies are defined as: very common (> 1/10), common (> 1/100 < 1/10),
uncommon (> 1/1,000 < 1/100), rare (>=1/10,000 to <1/1,000).

System Organ

Class Very Common |Common Uncommon Rare
Infections and Pneumonia
infestations Influenza
Nasopharyngitis
Ear infection
Sinusitis
Rhinitis
Immune system
disorders Hypersensitivity™®
Metabolism and Anorexia
nutrition Eating disorder
disorders Decreased appetite
Psychiatric Anxiety
disorders Insomnia
Nervous system [Somnolence* Status epilepticus*®
disorders Headache Convulsion
Dizziness* Coordination Abnormal*
Nystagmus
Psychomotor hyperactivity
Tremor
Eye Disorders Diplopia

'Vision blurred

Ear and Vertigo
Labyrinth
disorders

Respiratory, Epistaxis
thoracic and
mediastinal

disorders
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System Organ
Class Very Common |Common Uncommon Rare
Gastrointestinal |[Nausea Abdominal pain upper
disorders Vomiting Constipation
Dyspepsia
Diarrhoea
Hepatobiliary Hepatic enzyme
disorders increase
Skin and Rash*
subcutaneous
tissue disorders Acne
Musculoskeletal Back pain
and connective
tissue and bone
disorders
Reproductive Oligomenorrhoea
system and
breast disorders
General Fatigue Gait disturbance*
disorders and
administration
site conditions
Investigations Weight decrease
Injury, poisoning Head injury
and procedural Contusion
complications

*Cross refer to section 4.4.

4.9 Overdose

After an acute overdose, the stomach may be emptied by gastric lavage or by induction of emesis.
There is no specific antidote for rufinamide. Treatment should be supportive and may include

haemodialysis (see section 5.2).

Multiple dosing of 7,200 mg/day was associated with no major signs or symptoms.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antiepileptics, carboxamide derivatives; ATC code: NO3AF03.
Mechanism of action

Rufinamide modulates the activity of sodium channels, prolonging their inactive state. Rufinamide is
active in a range of animal models of epilepsy.

Clinical experience

Inovelon (rufinamide tablets) was administered in a double blind, placebo-controlled study, at doses
of up to 45 mg/kg/day for 84 days, to 139 patients with inadequately controlled seizures associated
with Lennox-Gastaut Syndrome (including both atypical absence seizures and drop attacks).Male or
female patients (between 4 and 30 years of age) were included if they were being treated with 1 to 3
concomitant fixed-dose antiepileptic medicinal products. Each patient had to have at least 90 seizures
in the month prior to study entry. A significant improvement was observed for all three primary
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variables: the percentage change in total seizure frequency per 28 days during the maintenance phase
relative to baseline (-35.8% on Inovelon vs. —1.6% on placebo, p= 0.0006), the number of tonic-atonic
seizures (-42.9% on Inovelon vs. 2.2% on placebo, p = 0.0002), and the seizure severity rating from
the Global Evaluation performed by the parent/guardian at the end of the double-blind phase (much or
very much improved in 32.2% on Inovelon vs. 14.5% on the placebo arm, p=0.0041).

Population pharmacokinetic/pharmacodynamic modelling demonstrated that the reduction of total and
tonic-atonic seizure frequencies, the improvement of the global evaluation of seizure severity and the
increase in probability of reduction of seizure frequency were dependent on rufinamide
concentrations.

5.2 Pharmacokinetic properties

Absorption
Maximum plasma levels are reached approximately 6 hours after administration. Peak concentration

(Cmax) and plasma AUC of rufinamide increase less than proportionally with doses in both fasted and
fed healthy subjects and in patients, probably due to dose-limited absorption behaviour. After single
doses food increases the bioavailability (AUC) of rufinamide by approximately 34% and the peak
plasma concentration by 56%.

Inovelon oral suspension and Inovelon film coated tablets have been demonstrated to be
bioequivalent.

Distribution

In in-vitro studies, only a small fraction of rufinamide (34%) was bound to human serum proteins
with albumin accounting for approximately 80% of this binding. This indicates minimal risk of
drug-drug interactions by displacement from binding sites during concomitant administration of other
substances. Rufinamide was evenly distributed between erythrocytes and plasma.

Biotransformation

Rufinamide is almost exclusively eliminated by metabolism. The main pathway of metabolism is
hydrolysis of the carboxylamide group to the pharmacologically inactive acid derivative CGP 47292.
Cytochrome P450-mediated metabolism is very minor. The formation of small amounts of glutathione
conjugates cannot be completely excluded.

Rufinamide has demonstrated little or no significant capacity in-vitro to act as a competitive or
mechanism-based inhibitor of the following human P450 enzymes: CYP1A2, CYP2A6, CYP2C9,
CYP2C19, CYP2D6, CYP2E1L, CYP3A4/5 or CYP4A9/11-2.

Elimination

The plasma elimination half-life is approximately 6-10 hours in healthy subjects and patients with
epilepsy. When given twice daily at 12-hourly intervals, rufinamide accumulates to the extent
predicted by its terminal half-life, indicating that the pharmacokinetics of rufinamide are time-
independent (i.e. no autoinduction of metabolism).

In a radiotracer study in three healthy volunteers, the parent compound (rufinamide) was the main
radioactive component in plasma, representing about 80% of the total radioactivity, and the
metabolite CGP 47292 constituting only about 15%. Renal excretion was the predominant route of
elimination for active substance related material, accounting for 84.7% of the dose.

Linearity/non-linearity:
The bioavailability of rufinamide is dependent on dose. As dose increases the bioavailability
decreases.

Pharmacokinetics in special patient groups
Sex
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Population pharmacokinetic modelling has been used to evaluate the influence of sex on the
pharmacokinetics of rufinamide. Such evaluations indicate that sex does not affect the
pharmacokinetics of rufinamide to a clinically relevant extent.

Renal impairment

The pharmacokinetics of a single 400 mg dose of rufinamide were not altered in subjects with chronic
and severe renal failure compared to healthy volunteers. However, plasma levels were reduced by
approximately 30% when haemodialysis was applied after administration of rufinamide, suggesting
that this may be a useful procedure in case of overdose (see sections 4.2 and 4.9).

Hepatic impairment
No studies have been performed in patients with hepatic impairment and therefore Inovelon should
not be administered to patients with severe hepatic impairment(see section 4.2).

Children (2-12 years)

Children generally have lower clearance of rufinamide than adults, and this difference is related to
body size. Studies in new-born infants-or infants and toddlers under 2 years of age have not been
conducted.

Elderly
A pharmacokinetic study in elderly healthy volunteers did not show a significant difference in
pharmacokinetic parameters compared with younger adults.

5.3 Preclinical safety data
Conventional safety pharmacology studies revealed no special hazards at clinically relevant doses.

Toxicities observed in dogs at levels similar to human exposure at the maximum recommended dose
were liver changes, including bile thrombi, cholestasis and liver enzyme elevations thought to be
related to increased bile secretion in this species. No evidence of an associated risk was identified in
the rat and monkey repeat dose toxicity studies.

In reproductive and developmental toxicity studies, there were reductions in foetal growth and
survival, and some stillbirths secondary to maternal toxicity. However, no effects on morphology and
function, including learning or memory, were observed in the offspring. Rufinamide was not
teratogenic in mice, rats or rabbits.

Rufinamide was not genotoxic and had no carcinogenic potential. Adverse effects not observed in
clinical studies, but seen in animals at exposure levels similar to clinical exposure levels and with
possible relevance to human use, was myelofibrosis of the bone marrow in the mouse carcinogenicity
study. Benign bone neoplasms (osteomas) and hyperostosis seen in mice were considered a result of
the activation of a mouse specific virus by fluoride ions released during the oxidative metabolism of
rufinamide.

Regarding the immunotoxic potential, small thymus and thymic involution were observed in dogs in a
13-week study with significant response at the high dose in male. In the 13 week study, female bone
marrow and lymphoid changes are reported at the high dose with a weak incidence.-In rats decreased
cellularity of the bone marrow and thymic atrophy were observed only in the carcinogenicity study.

10
I—H et



A4/ A0 E100mg, [EE200mg 1.6.2

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Core

Lactose monohydrate

Cellulose, microcrystalline

Maize starch

Croscarmellose sodium

Hypromellose

Magnesium stearate

Sodium laurilsulfate
Silica colloidal, anhydrous

Film coating:

Hypromellose

Macrogols (8000)

Titanium dioxide (E171)

Talc

Ferric oxide red (E172)

6.2 Incompatibilities

Not applicable

6.3  Shelf life

4 years.

6.4 Special precautions for storage
Do not store above 30°C.

6.5 Nature and contents of container
Aluminium/aluminium blisters, packs of 10, 30, 50, 60 and 100 film-coated tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7.  MARKETING AUTHORISATION HOLDER

Eisai Limited, Mosquito Way, Hatfield, Hertfordshire, AL10 9SN, UK

8.  MARKETING AUTHORISATION NUMBER(S)

EU/1/06/378/001-005

9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 16" January 2007
Date of latest renewal: 09" January 2012
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10. DATE OF REVISION OF THE TEXT
(MM/YYYY}

Detailed information on this medicinal product is available on the European Medicines Agency
website: http://www.ema.europa.eu/
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1. NAME OF THE MEDICINAL PRODUCT

Inovelon 200 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 200 mg rufinamide.

Excipient with known effect: each film coated tablet contains 40 mg lactose monohydrate

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Pink, ‘ovaloid’, slightly convex, scored on both sides, embossed ‘€262’ on one side and blank on the
other side.

The tablet can be divided into equal doses.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Inovelon is indicated as adjunctive therapy in the treatment of seizures associated with
Lennox-Gastaut syndrome in patients 4 years of age and older.

4.2 Posology and method of administration

Treatment with rufinamide should be initiated by a physician specialised in paediatrics or neurology
with experience in the treatment of epilepsy.

Inovelon oral suspension and Inovelon film coated tablets may be interchanged at equal doses.
Patients should be monitored during the switch over period.

Posology
Use in children four years of age or older and less than 30 kg

Patients <30 kg not receiving valproate:

Treatment should be initiated at a daily dose of 200 mg. According to clinical response and
tolerability, the dose may be increased by 200 mg/day increments, as frequently as every two days, up
to a maximum recommended dose of 1000 mg/day. Doses of up to 3600 mg/day have been studied in
a limited number of patients.

Patients <30 kg also receiving valproate:

As valproate significantly decreases clearance of rufinamide, a lower maximum dose of Inovelon is
recommended for patients <30 kg being co-administered valproate. Treatment should be initiated at a
daily dose of 200 mg. According to clinical response and tolerability, after a minimum of 2 days the
dose may be increased by 200 mg/day, to the maximum recommended dose of 600 mg/day.
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Use in adults, adolescents and children four years of age or older of 30 kg or over

Treatment should be initiated at a daily dose of 400 mg. According to clinical response and
tolerability, the dose may be increased by 400 mg/day increments, as frequently as every two days, up
to a maximum recommended dose as indicated in the table below.

Weight range 30.0 —50.0 kg 50.1 —70.0 kg >70.1 kg
Maximum 1,800 mg/day 2,400 mg/day 3,200 mg/day
recommended dose

Doses of up to 4000 mg/day (in the 30-50 kg range) or 4,800 mg/day (in the over 50 kg) have been
studied in a limited number of patients.

Discontinuation of rufinamide
When rufinamide treatment is to be discontinued, it should be withdrawn gradually. In clinical trials
rufinamide discontinuation was achieved by reducing the dose by approximately 25% every two days.

In the case of one or more missed doses, individualised clinical judgement is necessary.

Uncontrolled open-label studies suggest sustained long-term efficacy, although no controlled study
has been conducted for longer than three months

Paediatric population
The safety and efficacy of rufinamide of children aged 4 years and less have not yet been established.
No data are available.

Elderly

There is limited information on the use of rufinamide in the elderly. Since, the pharmacokinetics of
rufinamide are not altered in the elderly (see section 5.2), dosage adjustment is not required in
patients over 65 years of age.

Renal impairment
A study in patients with severe renal impairment indicated that no dose adjustments are required for
these patients (see section 5.2).

Hepatic impairment

Use in patients with hepatic impairment has not been studied. Caution and careful dose titration is
recommended when treating patients with mild to moderate hepatic impairment. Use in patients with
severe hepatic impairment is not recommended.

Method of administration

Rufinamide is for oral use. It should be taken twice daily with water in the morning and in the
evening, in two equally divided doses. As a food effect was observed, Inovelon should be
administered with food (see section 5.2). If the patient has difficulty with swallowing, tablets can be
crushed and administered in half a glass of water.

4.3 Contraindications

Hypersensitivity to the active substance, triazole derivatives or to any of the excipients listed in
section 6.1.
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4.4 Special warnings and precautions for use

Status epilepticus

Status epilepticus cases have been observed during clinical development studies, under rufinamide
whereas no such cases have been observed under placebo. These events led to rufinamide
discontinuation in 20 % of the cases. If patients develop new seizure types and/or experience an
increased frequency of status epilepticus that is different from the patient’s baseline condition, then
the benefit risk ratio of the therapy should be reassessed.

Withdrawal of rufinamide

Rufinamide should be withdrawn gradually to reduce the possibility of seizures on withdrawal. In
clinical studies discontinuation was achieved by reducing the dose by approximately 25% every two
days. There are insufficient data on the withdrawal of concomitant antiepileptic medicinal products
once seizure control has been achieved with the addition of rufinamide.

Central Nervous System reactions

Rufinamide treatment has been associated with dizziness, somnolence, ataxia and gait disturbances,
which could increase the occurrence of accidental falls in this population (see section 4.8). Patients
and carers should exercise caution until they are familiar with the potential effects of this medicinal
product.

Hypersensitivity reactions

Serious antiepileptic medicinal product hypersensitivity syndrome including DRESS (Drug Reaction
with Eosinophilia and Systemic Symptoms) and Stevens-Johnson syndrome have occurred in
association with rufinamide therapy. 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 lymphadenopathy, liver function tests
abnormalities, and haematuria. Because the disorder is variable in its expression, other organ system
signs and symptoms not noted here may occur. The antiepileptic drug hypersensitivity syndrome
occurred in close temporal association to the initiation of rufinamide therapy and in the paediatric
population. If this reaction is suspected, rufinamide should be discontinued and alternative treatment
started. All patients who develop a rash while taking rufinamide must be closely monitored.

QT shorteningln a thorough QT study, rufinamide produced a decrease in QTc interval proportional to
concentration. Although the underlying mechanism and safety relevance of this finding is not known,
clinicians should use clinical judgment when assessing whether to prescribe rufinamide to patients at
risk from further shortening their QTc duration (e.g. Congenital Short QT Syndrome or patients with a
family history of such a syndrome).

Women of childbearing potential

Women of childbearing potential must use contraceptive measures during treatment with Inovelon.
Physicians should try to ensure that appropriate contraception is used, and should use clinical
judgement when assessing whether oral contraceptives, or the doses of the oral contraceptive
components, are adequate based on the individual patients clinical situation (see section 4.5).

Lactose
Inovelon contains lactose, therefore patients with rare hereditary problems of galactose intolerance,
the Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicine.

Suicidal ideation

Suicidal ideation and behaviour have been reported in patients treated with antiepileptic agents in
several indications. A meta-analysis of randomised placebo-controlled trials of anti-epileptic
medicinal products has also shown a small increased risk of suicidal ideation and behaviour. The
mechanism of this risk is not known and the available data do not exclude the possibility of an
increased risk for Inovelon.
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Therefore patients should be monitored for signs of suicidal ideation and behaviours and appropriate
treatment should be considered. Patients (and caregivers of patients) should be advised to seek
medical advice should signs of suicidal ideation or behaviour emerge.

4.5 Interaction with other medicinal products and other forms of interaction

Potential for other medicinal products to affect rufinamide

Other antiepileptic medicinal products
Rufinamide concentrations are not subject to clinically relevant changes on co-administration with
known enzyme inducing antiepileptic medicinal products.

For patients on Inovelon treatment who have administration of valproate initiated, significant
increases in rufinamide plasma concentrations may occur. The most pronounced increases were
observed in patients of low body weight (<30 kg). Therefore, consideration should be given to a dose
reduction of Inovelon in patients <30 kg who are initiated on valproate therapy (see section 4.2).

The addition or withdrawal of these medicinal products or adjusting of the dose of these medicinal
products during rufinamide therapy may require an adjustment in dosage of rufinamide.

No significant changes in rufinamide concentration are observed following co-administration with
lamotrigine, topiramate or benzodiazepines.

Potential for rufinamide to affect other medicinal products

Other antiepileptic medicinal products

The pharmacokinetic interactions between rufinamide and other antiepileptic medicinal products have
been evaluated in patients with epilepsy using population pharmacokinetic modelling. Rufinamide
appears not to have clinically relevant effect on carbamazepine, lamotrigine, phenobarbital,
topiramate, phenytoin or valproate steady state concentrations.

Oral contraceptives

Co-administration of rufinamide 800 mg b.i.d. and a combined oral contraceptive (ethinyloestradiol
35 ug and norethindrone 1 mg) for 14 days resulted in a mean decrease in the ethinyl estradiol AUC,.
24 0f 22% and in norethindrone AUC.,4 of 14%. Studies with other oral or implant contraceptives
have not been conducted. Women of child-bearing potential using hormonal contraceptives are
advised to use an additional safe and effective contraceptive method (see sections 4.4 and 4.6).

Cytochrome P450 enzymes

Rufinamide is metabolised by hydrolysis, and is not metabolised to any notable degree by cytochrome
P450 enzymes. Furthermore, rufinamide does not inhibit the activity of cytochrome P450 enzymes
(see section 5.2). Thus, clinically significant interactions mediated through inhibition of cytochrome
P450 system by rufinamide are unlikely to occur. Rufinamide has been shown to induce the
cytochrome P450 enzyme CYP3A4 and may therefore reduce the plasma concentrations of substances
which are metabolised by this enzyme. The effect was modest to moderate. The mean CYP3A4
activity, assessed as clearance of triazolam, was increased by 55% after 11 days of treatment with
rufinamide 400 mg b.i.d. The exposure of triazolam was reduced by 36%. Higher rufinamide doses
may result in a more pronounced induction. It may not be excluded that rufinamide may also decrease
the exposure of substances metabolized by other enzymes, or transported by transport proteins such as
P-glycoprotein.

It is recommended that patients treated with substances that are metabolised by the CYP3A enzyme
system are to be carefully monitored for two weeks at the start of, or after the end of treatment with
rufinamide, or after any marked change in the dose. A dose adjustment of the concomitantly

administered medicinal product may need to be considered. These recommendations should also be
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considered when rufinamide is used concomitantly with substances with a narrow therapeutic window
such as warfarin and digoxin.

A specific interaction study in healthy subjects revealed no influence of rufinamide at a dose of
400 mg bid on the pharmacokinetics of olanzapine, a CYP1A2 substrate.

No data on the interaction of rufinamide with alcohol are available.

4.6 Fertility, pregnancy and lactation

Pregnancy

Risk related to epilepsy and antiepileptic medicinal products in general:

It has been shown that in the offspring of women with epilepsy, the prevalence of malformations is
two to three times greater than the rate of approximately 3% in the general population. In the treated
population, an increase in malformations has been noted with polytherapy; however, the extent to
which the treatment and/or the illness is responsible has not been elucidated.

Moreover, effective antiepileptic therapy must not be interrupted, since the aggravation of the illness
is detrimental to both the mother and the foetus.

Risk related to rufinamide:
Studies in animals revealed no teratogenic effect but foetotoxicity in presence of maternal toxicity
(see section 5.3). The potential risk for humans is unknown.

For rufinamide, no clinical data on exposed pregnancies are available.

Taking these data into consideration, rufinamide should not be used during pregnancy unless clearly
necessary and in women of childbearing age not using contraceptive measures.

Women of childbearing potential must use contraceptive measures during treatment with rufinamide.
Physicians should try to ensure that appropriate contraception is used, and should use clinical
judgement when assessing whether oral contraceptives, or the doses of the oral contraceptive
components, are adequate based on the individual patients clinical situation (see section 4.5).

If women treated with rufinamide plan to become pregnant, the indication of this product should be
carefully weighed. During pregnancy, an effective antiepileptic rufinamide treatment must not be
interrupted, since the aggravation of the illness is detrimental to both the mother and the foetus.

Breast-feeding
It is not known if rufinamide is excreted in human breast milk. Due to the potential harmful effects for

the breast fed infant, breast-feeding should be avoided during maternal treatment with rufinamide.

Fertility
No data are available on the effects on fertility following treatment with rufinamide.

4.7 Effects on ability to drive and use machines

Inovelon may cause dizziness, somnolence and blurred vision. Depending on the individual
sensitivity, rufinamide may have a minor to major influence on the ability to drive and use machines.
Patients must be advised to exercise caution during activities requiring a high degree of alertness, e.g.,
driving or operating machinery.
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4.8 Undesirable effects

Summary of the safety profile

The clinical development program has included over 1,900 patients, with different types of epilepsy,
exposed to rufinamide. The most commonly reported adverse reactions overall were headache,
dizziness, fatigue, and somnolence. The most common adverse reactions observed at a higher
incidence than placebo in patients with Lennox-Gastaut syndrome were somnolence and vomiting.
Adverse reactions were usually mild to moderate in severity. The discontinuation rate in
Lennox-Gastaut syndrome due to adverse reactions was 8.2% for patients receiving rufinamide and
0% for patients receiving placebo. The most common adverse reactions resulting in discontinuation
from the rufinamide treatment group were rash and vomiting.

Tabulated list of adverse events
Adverse reactions reported with an incidence greater than placebo, during the Lennox-Gastaut
syndrome double-blind studies or in the overall rufinamide-exposed population, are listed in the table
below by MedDRA preferred term, system organ class and by frequency.

Frequencies are defined as: very common (> 1/10), common (> 1/100 < 1/10),

uncommon (> 1/1,000 < 1/100), rare (=1/10,000 to <1/1,000).

System Organ

Class Very Common |Common Uncommon Rare
Infections and Pneumonia
infestations Influenza
Nasopharyngitis
Ear infection
Sinusitis
Rhinitis
Immune system
disorders Hypersensitivity™®
Metabolism and Anorexia
nutrition Eating disorder
disorders Decreased appetite
Psychiatric Anxiety
disorders Insomnia
Nervous system |[Somnolence* Status epilepticus*
disorders Headache Convulsion
Dizziness* Coordination Abnormal*
Nystagmus
Psychomotor hyperactivity
Tremor
Eye Disorders Diplopia

'Vision blurred

Ear and Vertigo
Labyrinth
disorders

Respiratory, Epistaxis
thoracic and
mediastinal

disorders

Gastrointestinal |Nausea Abdominal pain upper
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System Organ
Class Very Common |Common Uncommon Rare
disorders Vomiting Constipation
Dyspepsia
Diarrhoea
Hepatobiliary Hepatic enzyme
disorders increase
Skin and Rash*
subcutaneous
tissue disorders Acne
Musculoskeletal Back pain
and connective
tissue and bone
disorders
Reproductive Oligomenorrhoea
system and
breast disorders
General Fatigue Gait disturbance*
disorders and
administration
site conditions
Investigations Weight decrease
Injury, poisoning Head injury
and procedural Contusion
complications

*Cross refer to section 4.4.

4.9 Overdose

After an acute overdose, the stomach may be emptied by gastric lavage or by induction of emesis.
There is no specific antidote for rufinamide. Treatment should be supportive and may include

haemodialysis (see section 5.2).

Multiple dosing of 7,200 mg/day was associated with no major signs or symptoms.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antiepileptics, carboxamide derivatives; ATC code: NO3AF03.
Mechanism of action

Rufinamide modulates the activity of sodium channels, prolonging their inactive state. Rufinamide is
active in a range of animal models of epilepsy.

Clinical experience

Inovelon (rufinamide tablets) was administered in a double blind, placebo-controlled study, at doses
of up to 45 mg/kg/day for 84 days, to 139 patients with inadequately controlled seizures associated
with Lennox-Gastaut Syndrome (including both atypical absence seizures and drop attacks).Male or
female patients (between 4 and 30 years of age) were included if they were being treated with 1 to 3
concomitant fixed-dose antiepileptic medicinal products. Each patient had to have at least 90 seizures
in the month prior to study entry. A significant improvement was observed for all three primary
variables: the percentage change in total seizure frequency per 28 days during the maintenance phase
relative to baseline (-35.8% on Inovelon vs. —1.6% on placebo, p= 0.0006), the number of tonic-atonic
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seizures (-42.9% on Inovelon vs. 2.2% on placebo, p = 0.0002), and the seizure severity rating from
the Global Evaluation performed by the parent/guardian at the end of the double-blind phase (much or
very much improved in 32.2% on Inovelon vs. 14.5% on the placebo arm, p=0.0041).

Population pharmacokinetic/pharmacodynamic modelling demonstrated that the reduction of total and
tonic-atonic seizure frequencies, the improvement of the global evaluation of seizure severity and the
increase in probability of reduction of seizure frequency were dependent on rufinamide
concentrations.

5.2 Pharmacokinetic properties

Absorption
Maximum plasma levels are reached approximately 6 hours after administration. Peak concentration

(Cmax) and plasma AUC of rufinamide increase less than proportionally with doses in both fasted and
fed healthy subjects and in patients, probably due to dose-limited absorption behaviour. After single
doses food increases the bioavailability (AUC) of rufinamide by approximately 34% and the peak
plasma concentration by 56%.

Inovelon oral suspension and Inovelon film coated tablets have been demonstrated to be
bioequivalent.

Distribution

In in-vitro studies, only a small fraction of rufinamide (34%) was bound to human serum proteins
with albumin accounting for approximately 80% of this binding. This indicates minimal risk of
drug-drug interactions by displacement from binding sites during concomitant administration of other
substances. Rufinamide was evenly distributed between erythrocytes and plasma.

Biotransformation

Rufinamide is almost exclusively eliminated by metabolism. The main pathway of metabolism is
hydrolysis of the carboxylamide group to the pharmacologically inactive acid derivative CGP 47292.
Cytochrome P450-mediated metabolism is very minor. The formation of small amounts of glutathione
conjugates cannot be completely excluded.

Rufinamide has demonstrated little or no significant capacity in-vitro to act as a competitive or
mechanism-based inhibitor of the following human P450 enzymes: CYP1A2, CYP2A6, CYP2C9,
CYP2C19, CYP2D6, CYP2E1L, CYP3A4/5 or CYP4A9/11-2.

Elimination

The plasma elimination half-life is approximately 6-10 hours in healthy subjects and patients with
epilepsy. When given twice daily at 12-hourly intervals, rufinamide accumulates to the extent
predicted by its terminal half-life, indicating that the pharmacokinetics of rufinamide are time-
independent (i.e. no autoinduction of metabolism).

In a radiotracer study in three healthy volunteers, the parent compound (rufinamide) was the main
radioactive component in plasma, representing about 80% of the total radioactivity, and the
metabolite CGP 47292 constituting only about 15%. Renal excretion was the predominant route of
elimination for active substance related material, accounting for 84.7% of the dose.

Linearity/non-linearity:
The bioavailability of rufinamide is dependent on dose. As dose increases the bioavailability
decreases.
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Pharmacokinetics in special patient groups

Sex

Population pharmacokinetic modelling has been used to evaluate the influence of sex on the
pharmacokinetics of rufinamide. Such evaluations indicate that sex does not affect the
pharmacokinetics of rufinamide to a clinically relevant extent.

Renal impairment

The pharmacokinetics of a single 400 mg dose of rufinamide were not altered in subjects with chronic
and severe renal failure compared to healthy volunteers. However, plasma levels were reduced by
approximately 30% when haemodialysis was applied after administration of rufinamide, suggesting
that this may be a useful procedure in case of overdose (see sections 4.2 and 4.9).

Hepatic impairment
No studies have been performed in patients with hepatic impairment and therefore Inovelon should
not be administered to patients with severe hepatic impairment (see section 4.2).

Children (2-12 years)

Children generally have lower clearance of rufinamide than adults, and this difference is related to
body size. Studies in new-born infants-or infants and toddlers under 2 years of age have not been
conducted.

Elderly
A pharmacokinetic study in elderly healthy volunteers did not show a significant difference in
pharmacokinetic parameters compared with younger adults.

5.3 Preclinical safety data
Conventional safety pharmacology studies revealed no special hazards at clinically relevant doses.

Toxicities observed in dogs at levels similar to human exposure at the maximum recommended dose
were liver changes, including bile thrombi, cholestasis and liver enzyme elevations thought to be
related to increased bile secretion in this species. No evidence of an associated risk was identified in
the rat and monkey repeat dose toxicity studies.

In reproductive and developmental toxicity studies, there were reductions in foetal growth and
survival, and some stillbirths secondary to maternal toxicity. However, no effects on morphology and
function, including learning or memory, were observed in the offspring. Rufinamide was not
teratogenic in mice, rats or rabbits.

Rufinamide was not genotoxic and had no carcinogenic potential. Adverse effects not observed in
clinical studies, but seen in animals at exposure levels similar to clinical exposure levels and with
possible relevance to human use was myelofibrosis of the bone marrow in the mouse carcinogenicity
study. Benign bone neoplasms (osteomas) and hyperostosis seen in mice were considered a result of
the activation of a mouse specific virus by fluoride ions released during the oxidative metabolism of
rufinamide.

Regarding the immunotoxic potential, small thymus and thymic involution were observed in dogs in a
13-week study with significant response at the high dose in male. In the 13-week study, female bone
marrow and lymphoid changes are reported at the high dose with a weak incidence.-In rats decreased
cellularity of the bone marrow and thymic atrophy were observed only in the carcinogenicity study.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Core:

Lactose monohydrate

Cellulose, microcrystalline

Maize starch

Croscarmellose sodium

Hypromellose

Magnesium stearate

Sodium laurilsulfate
Silica colloidal, anhydrous

Film coating:
Hypromellose
Macrogols (8000)
Titanium dioxide (E171)
Talc

Ferric oxide red (E172)
6.2 Incompatibilities
Not applicable

6.3  Shelf life

4 years.

6.4 Special precautions for storage

Do not store above 30°C.

6.5 Nature and contents of container

Aluminium/aluminium blisters, packs of 10, 30, 50, 60 and 100 film-coated tablets.
Not all pack sizes may be marketed.
6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Eisai Limited, , Mosquito Way, Hatfield, Hertfordshire, AL10 9SN, UK

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/378/006-010

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
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Date of first authorisation: 16" January 2007
Date of latest renewal: 09" January 2012

10. DATE OF REVISION OF THE TEXT
(MM/YYYY}

Detailed information on this medicinal product is available on the European Medicines Agency
website: http://www.ema.europa.eu/
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1. NAME OF THE MEDICINAL PRODUCT

Inovelon 400 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 400 mg rufinamide.

Excipient with known effect: each film coated tablet contains80 mg lactose monohydrate

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Pink, ‘ovaloid’, slightly convex, scored on both sides, embossed ‘€263’ on one side and blank on the
other side.

The tablet can be divided into equal doses.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Inovelon is indicated as adjunctive therapy in the treatment of seizures associated with
Lennox-Gastaut syndrome in patients 4 years of age and older.

4.2 Posology and method of administration

Treatment with rufinamide should be initiated by a physician specialised in paediatrics or neurology
with experience in the treatment of epilepsy.

Inovelon oral suspension and Inovelon film coated tablets may be interchanged at equal doses.
Patients should be monitored during the switch over period.

Posology
Use in children four years of age or older and less than 30 kg

Patients <30 kg not receiving valproate:

Treatment should be initiated at a daily dose of 200 mg. According to clinical response and
tolerability, the dose may be increased by 200 mg/day increments, as frequently as every two days, up
to a maximum recommended dose of 1000 mg/day. Doses of up to 3600 mg/day have been studied in
a limited number of patients.

Patients <30 kg also receiving valproate medication:

As valproate significantly decreases clearance of rufinamide, a lower maximum dose of Inovelon is
recommended for patients <30 kg being co-administered valproate. Treatment should be initiated at a
daily dose of 200 mg. According to clinical response and tolerability, after a minimum of 2 days the
dose may be increased by 200 mg/day, to the maximum recommended dose of 600 mg/day.
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Use in adults, adolescents and children four years of age or older of 30 kg or over

Treatment should be initiated at a daily dose of 400 mg. According to clinical response and
tolerability, the dose may be increased by 400 mg/day increments, as frequently as every two days, up
to a maximum recommended dose as indicated in the table below.

Weight range 30.0 —50.0 kg 50.1 —70.0 kg >70.1 kg
Maximum 1,800 mg/day 2,400 mg/day 3,200 mg/day
recommended dose

Doses of up to 4000 mg/day (in the 30-50 kg range) or 4,800 mg/day (in the over 50 kg) have been
studied in a limited number of patients.

Discontinuation of rufinamide
When rufinamide treatment is to be discontinued, it should be withdrawn gradually. In clinical trials
rufinamide discontinuation was achieved by reducing the dose by approximately 25% every two days.

In the case of one or more missed doses, individualised clinical judgement is necessary.

Uncontrolled open-label studies suggest sustained long-term efficacy, although no controlled study
has been conducted for longer than three months.

Paediatric population
The safety and efficacy of rufinamide of children aged 4 years and less have not yet been established.
No data are available.

Elderly

There is limited information on the use of rufinamide in the elderly. Since, the pharmacokinetics of
rufinamide are not altered in the elderly (see section 5.2), dosage adjustment is not required in
patients over 65 years of age.

Renal impairment
A study in patients with severe renal impairment indicated that no dose adjustments are required for
these patients (see section 5.2).

Hepatic impairment

Use in patients with hepatic impairment has not been studied. Caution and careful dose titration is
recommended when treating patients with mild to moderate hepatic impairment. Use in patients with
severe hepatic impairment is not recommended.

Method of administration

Rufinamide is for oral use. It should be taken twice daily with water in the morning and in the
evening, in two equally divided doses. As a food effect was observed, Inovelon should be
administered with food (see section 5.2). If the patient has difficulty with swallowing, tablets can be
crushed and administered in half a glass of water.

4.3 Contraindications

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

4.3 Special warnings and precautions for use
Status epilepticus

Status epilepticus cases have been observed during clinical development studies, under rufinamide
whereas no such cases have been observed under placebo. These events led to rufinamide
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discontinuation in 20 % of the cases. If patients develop new seizure types and/or experience an
increased frequency of status epilepticus that is different from the patient’s baseline condition, then
the benefit risk ratio of the therapy should be reassessed.

Withdrawal of rufinamide

Rufinamide should be withdrawn gradually to reduce the possibility of seizures on withdrawal. In
clinical studies discontinuation was achieved by reducing the dose by approximately 25% every two
days. There are insufficient data on the withdrawal of concomitant antiepileptic medicinal products
once seizure control has been achieved with the addition of rufinamide.

Central Nervous System reactions

Rufinamide treatment has been associated with dizziness, somnolence, ataxia and gait disturbances,
which could increase the occurrence of accidental falls in this population (see section 4.8). Patients
and carers should exercise caution until they are familiar with the potential effects of this medicinal
product.

Hypersensitivity reactions

Serious antiepileptic medicinal product hypersensitivity syndrome including DRESS (Drug Reaction
with Eosinophilia and Systemic Symptoms) and Stevens-Johnson syndrome have occurred in
association with rufinamide therapy. 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 lymphadenopathy, liver function tests
abnormalities, and haematuria. Because the disorder is variable in its expression, other organ system
signs and symptoms not noted here may occur. The antiepileptic drug hypersensitivity syndrome
occurred in close temporal association to the initiation of rufinamide therapy and in the paediatric
population. If this reaction is suspected, rufinamide should be discontinued and alternative treatment
started. All patients who develop a rash while taking rufinamide must be closely monitored.

QT shortening

In a thorough QT study, rufinamide produced a decrease in QTc interval proportional to
concentration. Although the underlying mechanism and safety relevance of this finding is not known,
clinicians should use clinical judgment when assessing whether to prescribe rufinamide to patients at
risk from further shortening their QTc duration (e.g. Congenital Short QT Syndrome or patients with a
family history of such a syndrome).

Women of childbearing potential

Women of childbearing potential must use contraceptive measures during treatment with Inovelon.
Physicians should try to ensure that appropriate contraception is used, and should use clinical
judgement when assessing whether oral contraceptives, or the doses of the oral contraceptive
components, are adequate based on the individual patients clinical situation (see section 4.5).

Lactose
Inovelon contains lactose, therefore patients with rare hereditary problems of galactose intolerance,
the Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicine.

Suicidal ideation

Suicidal ideation and behaviour have been reported in patients treated with antiepileptic agents in
several indications. A meta-analysis of randomised placebo-controlled trials of anti-epileptic
medicinal products has also shown a small increased risk of suicidal ideation and behaviour. The
mechanism of this risk is not known and the available data do not exclude the possibility of an
increased risk for Inovelon.

Therefore patients should be monitored for signs of suicidal ideation and behaviours and appropriate
treatment should be considered. Patients (and caregivers of patients) should be advised to seek
medical advice should signs of suicidal ideation or behaviour emerge.
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4.5 Interaction with other medicinal products and other forms of interaction

Potential for other medicinal products to affect rufinamide

Other antiepileptic medicinal products
Rufinamide concentrations are not subject to clinically relevant changes on co-administration with
known enzyme inducing antiepileptic medicinal products.

For patients on Inovelon treatment who have administration of valproate initiated, significant
increases in rufinamide plasma concentrations may occur. The most pronounced increases were
observed in patients of low body weight (<30 kg). Therefore, consideration should be given to a dose
reduction of Inovelon in patients <30 kg who are initiated on valproate therapy (see sections 4.2).

The addition or withdrawal of these medicinal products or adjusting of the dose of these medicinal
products during rufinamide therapy may require an adjustment in dosage of rufinamide.

No significant changes in rufinamide concentration are observed following co-administration with
lamotrigine, topiramate or benzodiazepines.

Potential for rufinamide to affect other medicinal products

Other antiepileptic medicinal products

The pharmacokinetic interactions between rufinamide and other antiepileptic medicinal products have
been evaluated in patients with epilepsy using population pharmacokinetic modelling. Rufinamide
appears not to have clinically relevant effect on carbamazepine, lamotrigine, phenobarbital,
topiramate, phenytoin or valproate steady state concentrations.

Oral contraceptives

Co-administration of rufinamide 800 mg b.i.d. and a combined oral contraceptive (ethinyloestradiol
35 ug and norethindrone 1 mg) for 14 days resulted in a mean decrease in the ethinyl estradiol AUC,.
24 0f 22% and in norethindrone AUC.,4 of 14%. Studies with other oral or implant contraceptives
have not been conducted. Women of child-bearing potential using hormonal contraceptives are
advised to use an additional safe and effective contraceptive method (see section 4.4 and 4.6).

Cytochrome P450 enzymes

Rufinamide is metabolised by hydrolysis, and is not metabolised to any notable degree by cytochrome
P450 enzymes. Furthermore, rufinamide does not inhibit the activity of cytochrome P450 enzymes
(see section 5.2). Thus, clinically significant interactions mediated through inhibition of cytochrome
P450 system by rufinamide are unlikely to occur. Rufinamide has been shown to induce the
cytochrome P450 enzyme CYP3A4 and may therefore reduce the plasma concentrations of substances
which are metabolised by this enzyme. The effect was modest to moderate. The mean CYP3A4
activity, assessed as clearance of triazolam, was increased by 55% after 11 days of treatment with
rufinamide 400 mg b.i.d. The exposure of triazolam was reduced by 36%. Higher rufinamide doses
may result in a more pronounced induction. It may not be excluded that rufinamide may also decrease
the exposure of substances metabolized by other enzymes, or transported by transport proteins such as
P-glycoprotein.

It is recommended that patients treated with substances that are metabolised by the CYP3A4 enzyme
system are to be carefully monitored for two weeks at the start of, or after the end of treatment with
rufinamide, or after any marked change in the dose. A dose adjustment of the concomitantly
administered medicinal product may need to be considered. These recommendations should also be
considered when rufinamide is used concomitantly with substances with a narrow therapeutic window
such as warfarin and digoxin.

A specific interaction study in healthy subjects revealed no influence of rufinamide at a dose of
400 mg bid on the pharmacokinetics of olanzapine, a CYP1A2 substrate.
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No data on the interaction of rufinamide with alcohol are available.

4.6  Fertility, pregnancy and lactation

Pregnancy

Risk related to epilepsy and antiepileptic medicinal products in general:

It has been shown that in the offspring of women with epilepsy, the prevalence of malformations is
two to three times greater than the rate of approximately 3% in the general population. In the treated
population, an increase in malformations has been noted with polytherapy; however, the extent to
which the treatment and/or the illness is responsible has not been elucidated.

Moreover, effective antiepileptic therapy must not be interrupted, since the aggravation of the illness
is detrimental to both the mother and the foetus.

Risk related to rufinamide:
Studies in animals revealed no teratogenic effect but foetotoxicity in presence of maternal toxicity
(see section 5.3). The potential risk for humans is unknown.

For rufinamide, no clinical data on exposed pregnancies are available.

Taking these data into consideration, rufinamide should not be used during pregnancy unless clearly
necessary and in women of childbearing age not using contraceptive measures.

Women of childbearing potential must use contraceptive measures during treatment with rufinamide.
Physicians should try to ensure that appropriate contraception is used, and should use clinical
judgement when assessing whether oral contraceptives, or the doses of the oral contraceptive
components, are adequate based on the individual patients clinical situation (see section 4.5).

If women treated with rufinamide plan to become pregnant, the indication of this product should be
carefully weighed. During pregnancy, an effective antiepileptic rufinamide treatment must not be
interrupted, since the aggravation of the illness is detrimental to both the mother and the foetus.

Breast-feeding
It is not known if rufinamide is excreted in human breast milk. Due to the potential harmful effects for

the breast fed infant, breast-feeding should be avoided during maternal treatment with rufinamide.

Fertility
No data are available on the effects on fertility following treatment with rufinamide.

4.7 Effects on ability to drive and use machines

Inovelon may cause dizziness, somnolence and blurred vision. Depending on the individual
sensitivity, rufinamide may have a minor to major influence on the ability to drive and use machines.
Patients must be advised to exercise caution during activities requiring a high degree of alertness, e.g.,
driving or operating machinery.

4.8 Undesirable effects

Summary of the safety profile
The clinical development program has included over 1,900 patients, with different types of epilepsy,
exposed to rufinamide. The most commonly reported adverse reactions overall were headache,
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dizziness, fatigue, and somnolence. The most common adverse reactions observed at a higher
incidence than placebo in patients with Lennox-Gastaut syndrome were somnolence and vomiting.
Adverse reactions were usually mild to moderate in severity. The discontinuation rate in
Lennox-Gastaut syndrome due to adverse reactions was 8.2% for patients receiving rufinamide and
0% for patients receiving placebo. The most common adverse reactions resulting in discontinuation
from the rufinamide treatment group were rash and vomiting.

Tabulated list of adverse reactions

Adpverse reactions reported with an incidence greater than placebo, during the Lennox-Gastaut

syndrome double-blind studies or in the overall rufinamide-exposed population, are listed in the table

below by MedDRA preferred term, system organ class and by frequency.
Frequencies are defined as: very common (> 1/10), common (= 1/100 < 1/10),
uncommon (> 1/1,000 < 1/100), rare (=1/10,000 to <1/1,000).

System Organ

Class Very Common |Common Uncommon Rare
Infections and Pneumonia
infestations Influenza

Nasopharyngitis

Ear infection

Sinusitis

Rhinitis
Immune system
disorders Hypersensitivity™®
Metabolism and Anorexia

nutrition Eating disorder
disorders Decreased appetite
Psychiatric Anxiety
disorders Insomnia
Nervous system [Somnolence* Status epilepticus*®
disorders Headache Convulsion
Dizziness* Coordination Abnormal*
Nystagmus
Psychomotor hyperactivity
Tremor
Eye Disorders Diplopia
Vision blurred
Ear and Vertigo
Labyrinth
disorders
Respiratory, Epistaxis
thoracic and
mediastinal
disorders
Gastrointestinal |Nausea Abdominal pain upper
disorders Vomiting Constipation
Dyspepsia
Diarrhoea
Hepatobiliary Hepatic enzyme
disorders increase
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System Organ

Class Very Common |Common Uncommon Rare
Skin and Rash*

subcutaneous

tissue disorders Acne

Musculoskeletal Back pain

and connective
tissue and bone
disorders
Reproductive Oligomenorrhoea
system and
breast disorders
General Fatigue Gait disturbance*
disorders and
administration
site conditions
Investigations Weight decrease
Injury, poisoning Head injury

and procedural Contusion
complications
*Cross refer to section 4.4.

4.9 Overdose
After an acute overdose, the stomach may be emptied by gastric lavage or by induction of emesis.
There is no specific antidote for rufinamide. Treatment should be supportive and may include

haemodialysis (see section 5.2).

Multiple dosing of 7,200 mg/day was associated with no major signs or symptoms.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antiepileptics, carboxamide derivatives; ATC code: NO3AF03.
Mechanism of action

Rufinamide modulates the activity of sodium channels, prolonging their inactive state. Rufinamide is
active in a range of animal models of epilepsy.

Clinical experience

Inovelon (rufinamide tablets) was administered in a double blind, placebo-controlled study, at doses
of up to 45 mg/kg/day for 84 days, to 139 patients with inadequately controlled seizures associated
with Lennox-Gastaut Syndrome (including both atypical absence seizures and drop attacks).Male or
female patients (between 4 and 30 years of age) were included if they were being treated with 1 to 3
concomitant fixed-dose antiepileptic medicinal products. Each patient had to have at least 90 seizures
in the month prior to study entry. A significant improvement was observed for all three primary
variables: the percentage change in total seizure frequency per 28 days during the maintenance phase
relative to baseline (-35.8% on Inovelon vs. —1.6% on placebo, p= 0.0006), the number of tonic-atonic
seizures (-42.9% on Inovelon vs. 2.2% on placebo, p = 0.0002), and the seizure severity rating from
the Global Evaluation performed by the parent/guardian at the end of the double-blind phase (much or
very much improved in 32.2% on Inovelon vs. 14.5% on the placebo arm, p=0.0041).
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Population pharmacokinetic/pharmacodynamic modelling demonstrated that the reduction of total and
tonic-atonic seizure frequencies, the improvement of the global evaluation of seizure severity and the
increase in probability of reduction of seizure frequency were dependent on rufinamide
concentrations.

5.2 Pharmacokinetic properties

Absorption
Maximum plasma levels are reached approximately 6 hours after administration. Peak concentration

(Cmax) and plasma AUC of rufinamide increase less than proportionally with doses in both fasted and
fed healthy subjects and in patients, probably due to dose-limited absorption behaviour. After single
doses food increases the bioavailability (AUC) of rufinamide by approximately 34% and the peak
plasma concentration by 56%.

Inovelon oral suspension and Inovelon film coated tablets have been demonstrated to be
bioequivalent.

Distribution

In in-vitro studies, only a small fraction of rufinamide (34%) was bound to human serum proteins
with albumin accounting for approximately 80% of this binding. This indicates minimal risk of
drug-drug interactions by displacement from binding sites during concomitant administration of other
substances. Rufinamide was evenly distributed between erythrocytes and plasma.

Biotransformation

Rufinamide is almost exclusively eliminated by metabolism. The main pathway of metabolism is
hydrolysis of the carboxylamide group to the pharmacologically inactive acid derivative CGP 47292.
Cytochrome P450-mediated metabolism is very minor. The formation of small amounts of glutathione
conjugates cannot be completely excluded.

Rufinamide has demonstrated little or no significant capacity in-vitro to act as a competitive or
mechanism-based inhibitor of the following human P450 enzymes: CYP1A2, CYP2A6, CYP2C9,
CYP2C19, CYP2D6, CYP2E1L, CYP3A4/5 or CYP4A9/11-2.

Elimination

The plasma elimination half-life is approximately 6-10 hours in healthy subjects and patients with
epilepsy. When given twice daily at 12-hourly intervals, rufinamide accumulates to the extent
predicted by its terminal half-life, indicating that the pharmacokinetics of rufinamide are time-
independent (i.e. no autoinduction of metabolism).

In a radiotracer study in three healthy volunteers, the parent compound (rufinamide) was the main
radioactive component in plasma, representing about 80% of the total radioactivity, and the
metabolite CGP 47292 constituting only about 15%. Renal excretion was the predominant route of
elimination for active substance related material, accounting for 84.7% of the dose.

Linearity/non-linearity:
The bioavailability of rufinamide is dependent on dose. As dose increases the bioavailability
decreases.

Pharmacokinetics in special patient groups

Sex

Population pharmacokinetic modelling has been used to evaluate the influence of sex on the
pharmacokinetics of rufinamide. Such evaluations indicate that sex does not affect the
pharmacokinetics of rufinamide to a clinically relevant extent.

Renal impairment
The pharmacokinetics of a single 400 mg dose of rufinamide were not altered in subjects with chronic
and severe renal failure compared to healthy volunteers. However, plasma levels were reduced by
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approximately 30% when haemodialysis was applied after administration of rufinamide, suggesting
that this may be a useful procedure in case of overdose (see sections 4.2 and 4.9).

Hepatic impairment
No studies have been performed in patients with hepatic impairment and therefore Inovelon should
not be administered to patients with severe hepatic impairment (see section 4.2).

Children (2-12 years)

Children generally have lower clearance of rufinamide than adults, and this difference is related to
body size. Studies in new-born infants-or infants and toddlers under 2 years of age have not been
conducted.

Elderly
A pharmacokinetic study in elderly healthy volunteers did not show a significant difference in
pharmacokinetic parameters compared with younger adults.

5.3 Preclinical safety data
Conventional safety pharmacology studies revealed no special hazards at clinically relevant doses.

Toxicities observed in dogs at levels similar to human exposure at the maximum recommended dose
were liver changes, including bile thrombi, cholestasis and liver enzyme elevations thought to be
related to increased bile secretion in this species. No evidence of an associated risk was identified in
the rat and monkey repeat dose toxicity studies.

In reproductive and developmental toxicity studies, there were reductions in foetal growth and
survival, and some stillbirths secondary to maternal toxicity. However, no effects on morphology and
function, including learning or memory, were observed in the offspring. Rufinamide was not
teratogenic in mice, rats or rabbits.

Rufinamide was not genotoxic and had no carcinogenic potential. Adverse effects not observed in
clinical studies, but seen in animals at exposure levels similar to clinical exposure levels and with
possible relevance to human use was myelofibrosis of the bone marrow in the mouse carcinogenicity
study. Benign bone neoplasms (osteomas) and hyperostosis seen in mice were considered a result of
the activation of a mouse specific virus by fluoride ions released during the oxidative metabolism of
rufinamide.

Regarding the immunotoxic potential, small thymus and thymic involution were observed in dogs in a
13-week study with significant response at the high dose in male. In the 13-week study, female bone
marrow and lymphoid changes are reported at the high dose with a weak incidence.-In rats decreased
cellularity of the bone marrow and thymic atrophy were observed only in the carcinogenicity study.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Core

Lactose monohydrate
Cellulose, microcrystalline
Maize starch
Croscarmellose sodium
Hypromellose

Magnesium stearate
Sodium laurilsulfate

Silica colloidal, anhydrous
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Film coating:

Hypromellose

Macrogols (8000)

Titanium dioxide (E171)

Talc

Ferric oxide red (E172)

6.2 Incompatibilities

Not applicable

6.3  Shelf life

4 years.

6.4 Special precautions for storage

Do not store above 30°C.

6.5 Nature and contents of container

Aluminium/aluminium blisters, packs of 10, 30, 50, 60, 100 and 200 film-coated tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Eisai Limited, Mosquito Way, Hatfield, Hertfordshire, AL10 9SN, UK
8. MARKETING AUTHORISATION NUMBER(S)
EU/1/06/378/011-016

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 16" January 2007
Date of latest renewal: 09" January 2012

10. DATE OF REVISION OF THE TEXT
(MM/YYYY}

Detailed information on this medicinal product is available on the European Medicines Agency
website: http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

Inovelon 40 mg/ml oral suspension

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each ml of oral suspension contains 40 mg rufinamide.

1 bottle of 460 ml contains 18400 mg rufinamide.

Excipients with known effect:

Each ml of oral suspension contains 1.2 mg methyl parahydroxybenzoate (E218), 0.3 mg propyl
parahydroxybenzoate (E216) and 250 mg sorbitol (E420).

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Oral suspension.

White slightly viscous suspension.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Inovelon is indicated as adjunctive therapy in the treatment of seizures associated with
Lennox-Gastaut syndrome in patients 4 years of age and older.

4.2 Posology and method of administration

Treatment with rufinamide should be initiated by a physician specialised in paediatrics or neurology
with experience in the treatment of epilepsy.

Inovelon oral suspension and Inovelon film coated tablets may be interchanged at equal doses.
Patients should be monitored during the switch over period.

Posology
Use in children four years of age or older and less than 30 kg

Patients <30 kg not receiving valproate:

Treatment should be initiated at a daily dose of 200 mg (5 ml dosing suspension given as two 2.5 ml
doses, one in the morning and one in the evening). According to clinical response and tolerability, the
dose may be increased by 200 mg/day increments, as frequently as every two days, up to a maximum
recommended dose of 1000 mg/day (25 ml/day). Doses of up to 3600 mg/day (90 ml/day) have been
studied in a limited number of patients.

Patients <30 kg also receiving valproate:

As valproate significantly decreases clearance of rufinamide, a lower maximum dose of Inovelon is
recommended for patients <30 kg being co-administered valproate. Treatment should be initiated at a
daily dose of 200 mg. According to clinical response and tolerability, after a minimum of 2 days the
dose may be increased by 200 mg/day, to the maximum recommended dose of 600 mg/day

(15 ml/day).
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Use in adults, adolescents and children four years of age or older of 30 kg or over

Treatment should be initiated at a daily dose of 400 mg (10 ml dosing suspension given as two 5 ml
doses). According to clinical response and tolerability, the dose may be increased by 400 mg/day
increments, as frequently as every two days, up to a maximum recommended dose as indicated in the
table below.

Weight range 30.0 - 50.0 kg 50.1 -70.0 kg >70.1 kg
Maximum 1,800 mg/day or 2,400 mg/day or 3,200 mg/day or
recommended dose | 45 ml/day 60 ml/day 80 ml/day

Doses of up to 4,000 mg/day (100 ml/day) in the 30-50 kg range or 4,800 mg/day (120 ml/day) in the
over 50 kg category have been studied in a limited number of patients.

Discontinuation of rufinamide
When rufinamide treatment is to be discontinued, it should be withdrawn gradually. In clinical trials
rufinamide discontinuation was achieved by reducing the dose by approximately 25% every two days.

In the case of one or more missed doses, individualised clinical judgement is necessary.

Uncontrolled open-label studies suggest sustained long-term efficacy, although no controlled study
has been conducted for longer than three months.

Paediatric population
The safety and efficacy of rufinamide of children aged 4 years and less have not yet been established.
No data are available.

Elderly

There is limited information on the use of rufinamide in the elderly. Since the pharmacokinetics of
rufinamide are not altered in the elderly (see section 5.2), dosage adjustment is not required in
patients over 65 years of age.

Renal impairment
A study in patients with severe renal impairment indicated that no dose adjustments are required for
these patients (see section 5.2).

Hepatic impairment

Use in patients with hepatic impairment has not been studied. Caution and careful dose titration is
recommended when treating patients with mild to moderate hepatic impairment. Use in patients with
severe hepatic impairment is not recommended.

Method of administration

Rufinamide is for oral use. It should be taken twice daily in the morning and in the evening, in two
equally divided doses. As a food effect was observed, it should be administered with food (see
section 5.2).

The oral suspension should be shaken vigorously before every administration. Please refer to section
6.6 for further details.

4.3 Contraindications

Hypersensitivity to the active substance, triazole derivatives or to any of the excipients listed in
section 6.1.
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4.4 Special warnings and precautions for use

Status epilepticus

Status epilepticus cases have been observed during clinical development studies, under rufinamide
whereas no such cases have been observed under placebo. These events led to rufinamide
discontinuation in 20% of the cases. If patients develop new seizure types and/or experience an
increased frequency of status epilepticus that is different from the patient’s baseline condition, then
the benefit-risk ratio of the therapy should be reassessed.

Withdrawal of rufinamide

Rufinamide should be withdrawn gradually to reduce the possibility of seizures on withdrawal. In
clinical studies discontinuation was achieved by reducing the dose by approximately 25% every two
days. There are insufficient data on the withdrawal of concomitant antiepileptic medicinal products
once seizure control has been achieved with the addition of rufinamide.

Central Nervous System reactions

Rufinamide treatment has been associated with dizziness, somnolence, ataxia and gait disturbances,
which could increase the occurrence of accidental falls in this population (see section 4.8). Patients
and carers should exercise caution until they are familiar with the potential effects of this medicinal
product.

Hypersensitivity reactions

Serious antiepileptic medicinal product hypersensitivity syndrome including DRESS (Drug Reaction
with Eosinophilia and Systemic Symptoms) and Stevens-Johnson syndrome have occurred in
association with rufinamide therapy. 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 lymphadenopathy, liver function tests
abnormalities, and haematuria. Because the disorder is variable in its expression, other organ system
signs and symptoms not noted here may occur. The antiepileptic drug hypersensitivity syndrome
occurred in close temporal association to the initiation of rufinamide therapy and in the paediatric
population. If this reaction is suspected, rufinamide should be discontinued and alternative treatment
started. All patients who develop a rash while taking rufinamide must be closely monitored.

QT shortening

In a thorough QT study, rufinamide produced a decrease in QTc interval proportional to
concentration. Although the underlying mechanism and safety relevance of this finding is not known,
clinicians should use clinical judgment when assessing whether to prescribe rufinamide to patients at
risk from further shortening their QTc duration (e.g. Congenital Short QT Syndrome or patients with a
family history of such a syndrome).

Women of childbearing potential

Women of childbearing potential must use contraceptive measures during treatment with Inovelon.
Physicians should try to ensure that appropriate contraception is used, and should use clinical
judgement when assessing whether oral contraceptives, or the doses of the oral contraceptive
components, are adequate based on the individual patients clinical situation (see section 4.5).

Parahydroxybenzoates, Sorbitol Inovelon oral suspension contains parahydroxybenzoates which may
cause allergic reactions (possibly delayed). It also contains sorbitol and, therefore, should not be
administered to patients with rare hereditary problems of fructose intolerance.

Suicidal ideation

Suicidal ideation and behaviour have been reported in patients treated with antiepileptic agents in
several indications. A meta-analysis of randomised placebo-controlled trials of anti-epileptic
medicinal products has also shown a small increased risk of suicidal ideation and behaviour. The
mechanism of this risk is not known and the available data do not exclude the possibility of an
increased risk for Inovelon.
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Therefore patients should be monitored for signs of suicidal ideation and behaviours and appropriate
treatment should be considered. Patients (and caregivers of patients) should be advised to seek
medical advice should signs of suicidal ideation or behaviour emerge.

4.5 Interaction with other medicinal products and other forms of interaction

Potential for other medicinal products to affect rufinamide

Other antiepileptic medicinal products
Rufinamide concentrations are not subject to clinically relevant changes on co-administration with
known enzyme inducing antiepileptic medicinal products.

For patients on Inovelon treatment who have administration of valproate initiated, significant
increases in rufinamide plasma concentrations may occur. The most pronounced increases were
observed in patients of low body weight (<30 kg). Therefore, consideration should be given to a dose
reduction of Inovelon in patients <30 kg who are initiated on valproate therapy (see section 4.2).

The addition or withdrawal of these medicinal products or adjusting of the dose of these medicinal
products during rufinamide therapy may require an adjustment in dosage of rufinamide.

No significant changes in rufinamide concentration are observed following co-administration with
lamotrigine, topiramate or benzodiazepines.

Potential for rufinamide to affect other medicinal products

Other antiepileptic medicinal products

The pharmacokinetic interactions between rufinamide and other antiepileptic medicinal products have
been evaluated in patients with epilepsy using population pharmacokinetic modelling. Rufinamide
appears not to have a clinically relevant effect on carbamazepine, lamotrigine, phenobarbital,
topiramate, phenytoin or valproate steady state concentrations.

Oral contraceptives

Co-administration of rufinamide 800 mg b.i.d. and a combined oral contraceptive (ethinyloestradiol
35 pg and norethindrone 1 mg) for 14 days resulted in a mean decrease in the ethinyl estradiol
AUC.»4 0of 22% and in norethindrone AUC.,4 of 14%. Studies with other oral or implant
contraceptives have not been conducted. Women of child-bearing potential using hormonal
contraceptives are advised to use an additional safe and effective contraceptive method (see sections
4.4 and 4.6).

Cytochrome P450 enzymes

Rufinamide is metabolised by hydrolysis, and is not metabolised to any notable degree by cytochrome
P450 enzymes. Furthermore, rufinamide does not inhibit the activity of cytochrome P450 enzymes
(see section 5.2). Thus, clinically significant interactions mediated through inhibition of cytochrome
P450 system by rufinamide are unlikely to occur. Rufinamide has been shown to induce the
cytochrome P450 enzyme CYP3A4 and may therefore reduce the plasma concentrations of substances
which are metabolised by this enzyme. The effect was modest to moderate. The mean CYP3A4
activity, assessed as clearance of triazolam, was increased by 55% after 11 days of treatment with
rufinamide 400 mg b.i.d. The exposure of triazolam was reduced by 36%. Higher rufinamide doses
may result in a more pronounced induction. It may not be excluded that rufinamide may also decrease
the exposure of substances metabolized by other enzymes, or transported by transport proteins such as
P-glycoprotein.

It is recommended that patients treated with substances that are metabolised by the CYP3A4 enzyme
system are to be carefully monitored for two weeks at the start of, or after the end of treatment with
rufinamide, or after any marked change in the dose. A dose adjustment of the concomitantly
administered medicinal product may need to be considered. These recommendations should also be

37
I—H et



A4/ A0 E100mg, [EE200mg 1.6.2

considered when rufinamide is used concomitantly with substances with a narrow therapeutic window
such as warfarin and digoxin.

A specific interaction study in healthy subjects revealed no influence of rufinamide at a dose of
400 mg bid on the pharmacokinetics of olanzapine, a CYP1A2 substrate.

No data on the interaction of rufinamide with alcohol are available.

4.6 Fertility, pregnancy and lactation

Pregnancy
Risk related to epilepsy and antiepileptic medicinal products in general:

It has been shown that in the offspring of women with epilepsy, the prevalence of malformations is
two to three times greater than the rate of approximately 3% in the general population. In the treated
population, an increase in malformations has been noted with polytherapy; however, the extent to
which the treatment and/or the illness is responsible has not been elucidated.

Moreover, effective antiepileptic therapy must not be interrupted, since the aggravation of the illness
is detrimental to both the mother and the foetus.

Risk related to rufinamide:
Studies in animals revealed no teratogenic effect but foetotoxicity in the presence of maternal toxicity
(see section 5.3). The potential risk for humans is unknown.

For rufinamide, no clinical data on exposed pregnancies are available.

Taking these data into consideration, rufinamide should not be used during pregnancy unless clearly
necessary and in women of childbearing age not using contraceptive measures.

Women of childbearing potential must use contraceptive measures during treatment with rufinamide.
Physicians should try to ensure that appropriate contraception is used, and should use clinical
judgement when assessing whether oral contraceptives, or the doses of the oral contraceptive
components, are adequate based on the individual patients clinical situation (see section 4.5).

If women treated with rufinamide plan to become pregnant, the indication of this product should be
carefully weighed. During pregnancy, an effective antiepileptic rufinamide treatment must not be
interrupted, since the aggravation of the illness is detrimental to both the mother and the foetus.

Breast-feeding
It is not known if rufinamide is excreted in human breast milk. Due to the potential harmful effects for

the breast fed infant, breast-feeding should be avoided during maternal treatment with rufinamide.

Fertility
No data are available on the effects on fertility following treatment with rufinamide.

4.7 Effects on ability to drive and use machines

Inovelon may cause dizziness, somnolence and blurred vision. Depending on the individual
sensitivity, rufinamide may have a minor to major influence on the ability to drive or use machines.
Patients must be advised to exercise caution during activities requiring a high degree of alertness, e.g.,
driving or operating machinery.
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4.8 Undesirable effects

Summary of the safety profile

The clinical development program has included over 1,900 patients, with different types of epilepsy,
exposed to rufinamide. The most commonly reported adverse reactions overall were headache,
dizziness, fatigue, and somnolence. The most common adverse reactions observed at a higher
incidence than placebo in patients with Lennox-Gastaut syndrome were somnolence and vomiting.
Adverse reactions were usually mild to moderate in severity. The discontinuation rate in
Lennox-Gastaut syndrome due to adverse reactions was 8.2% for patients receiving rufinamide and
0% for patients receiving placebo. The most common adverse reactions resulting in discontinuation
from the Rufinamide treatment group were rash and vomiting.

Tabulated list of adverse events

Adverse reactions reported with an incidence greater than placebo, during the Lennox-Gastaut
syndrome double-blind studies or in the overall rufinamide-exposed population, are listed in the table
below by MedDRA preferred term, system organ class and by frequency.

Frequencies are defined as: very common (= 1/10), common (= 1/100 to < 1/10), uncommon
(= 1/1,000 to < 1/100), rare (=1/10,000 to <1/1,000).

System Organ

Class Very Common |Common Uncommon Rare
Infections and Pneumonia
infestations Influenza
Nasopharyngitis
Ear infection
Sinusitis
Rhinitis
Immune system
disorders Hypersensitivity™*
Metabolism and Anorexia
nutrition Eating disorder
disorders Decreased appetite
Psychiatric Anxiety
disorders Insomnia
Nervous system [Somnolence* Status epilepticus*
disorders Headache Convulsion
Dizziness™ Coordination Abnormal*
Nystagmus
Psychomotor hyperactivity
Tremor
Eye Disorders Diplopia

Vision blurred

Ear and Vertigo
Labyrinth
disorders
Respiratory, Epistaxis
thoracic and
mediastinal
disorders
Gastrointestinal |[Nausea Abdominal pain upper
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System Organ
Class Very Common |Common Uncommon Rare
disorders 'Vomiting Constipation
Dyspepsia
Diarrhoea
Hepatobiliary Hepatic enzyme
disorders increase
Skin and Rash*
subcutaneous
tissue disorders Acne
Musculoskeletal Back pain
and connective
tissue and bone
disorders
Reproductive Oligomenorrhoea
system and
breast disorders
General Fatigue Gait disturbance*
disorders and
administration
site conditions
Investigations 'Weight decrease
Injury, poisoning Head injury
and procedural Contusion
complications

*Cross reference to section 4.4.

4.9 Overdose

After an acute overdose, the stomach may be emptied by gastric lavage or by induction of emesis.
There is no specific antidote for rufinamide. Treatment should be supportive and may include

haemodialysis (see section 5.2).

Multiple dosing of 7,200 mg/day was associated with no major signs or symptoms.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antiepileptics, carboxamide derivatives; ATC code: NO3AF03.
Mechanism of action

Rufinamide modulates the activity of sodium channels, prolonging their inactive state. Rufinamide is
active in a range of animal models of epilepsy.

Clinical experience

Inovelon (rufinamide tablets) was administered in a double blind, placebo-controlled study, at doses
of up to 45 mg/kg/day for 84 days, to 139 patients with inadequately controlled seizures associated
with Lennox-Gastaut Syndrome (including both atypical absence seizures and drop attacks). Male or
female patients (between 4 and 30 years of age) were included if they were being treated with 1 to 3
concomitant fixed-dose antiepileptic medicinal products. Each patient had to have at least 90 seizures
in the month prior to study entry. A significant improvement was observed for all three primary
variables: the percentage change in total seizure frequency per 28 days during the maintenance phase
relative to baseline (-35.8% on Inovelon vs. —1.6% on placebo, p= 0.0006), the number of tonic-atonic
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seizures (-42.9% on Inovelon vs. 2.2% on placebo, p = 0.0002), and the seizure severity rating from
the Global Evaluation performed by the parent/guardian at the end of the double-blind phase (much or
very much improved in 32.2% on Inovelon vs. 14.5% on the placebo arm, p=0.0041).

Population pharmacokinetic/pharmacodynamic modelling demonstrated that the reduction of total and
tonic-atonic seizure frequencies, the improvement of the global evaluation of seizure severity and the
increase in probability of reduction of seizure frequency were dependent on rufinamide
concentrations.

5.2 Pharmacokinetic properties

Absorption
Maximum plasma levels are reached approximately 6 hours after administration. Peak concentration

(Ciax) and plasma AUC of rufinamide increase less than proportionally with doses in both fasted and
fed healthy subjects and in patients, probably due to dose-limited absorption behaviour. After single
doses, food increases the bioavailability (AUC) of rufinamide by approximately 34% and the peak
plasma concentration by 56%.

Inovelon oral suspension and Inovelon film coated tablets have been demonstrated to be
bioequivalent.

Distribution

In in-vitro studies, only a small fraction of rufinamide (34%) was bound to human serum proteins
with albumin accounting for approximately 80% of this binding. This indicates minimal risk of
drug-drug interactions by displacement from binding sites during concomitant administration of other
substances. Rufinamide was evenly distributed between erythrocytes and plasma.

Biotransformation

Rufinamide is almost exclusively eliminated by metabolism. The main pathway of metabolism is
hydrolysis of the carboxylamide group to the pharmacologically inactive acid derivative CGP 47292.
Cytochrome P450-mediated metabolism is very minor. The formation of small amounts of glutathione
conjugates cannot be completely excluded.

Rufinamide has demonstrated little or no significant capacity in-vitro to act as a competitive or
mechanism-based inhibitor of the following human P450 enzymes: CYP1A2, CYP2A6, CYP2C9,
CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 or CYP4A9/11-2.

Elimination

The plasma elimination half-life is approximately 6-10 hours in healthy subjects and patients with
epilepsy. When given twice daily at 12-hourly intervals, rufinamide accumulates to the extent
predicted by its terminal half-life, indicating that the pharmacokinetics of rufinamide are time-
independent (i.e. no autoinduction of metabolism).

In a radiotracer study in three healthy volunteers, the parent compound (rufinamide) was the main
radioactive component in plasma, representing about 80% of the total radioactivity, and the
metabolite CGP 47292 constituting only about 15%. Renal excretion was the predominant route of
elimination for active substance related material, accounting for 84.7% of the dose.

Linearity/non-linearity:
The bioavailability of rufinamide is dependent on dose. As dose increases, the bioavailability
decreases.

Pharmacokinetics in special patient groups

Sex

Population pharmacokinetic modelling has been used to evaluate the influence of sex on the
pharmacokinetics of rufinamide. Such evaluations indicate that sex does not affect the
pharmacokinetics of rufinamide to a clinically relevant extent.
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Renal impairment

The pharmacokinetics of a single 400 mg dose of rufinamide were not altered in subjects with chronic
and severe renal failure compared to healthy volunteers. However, plasma levels were reduced by
approximately 30% when haemodialysis was applied after administration of rufinamide, suggesting
that this may be a useful procedure in case of overdose (see sections 4.2 and 4.9).

Hepatic impairment
No studies have been performed in patients with hepatic impairment and therefore Inovelon should
not be administered to patients with severe hepatic impairment (see section 4.2).

Children (2-12 years)

Children generally have lower clearance of rufinamide than adults, and this difference is related to
body size. Studies in new-born infants-or infants and toddlers under 2 years of age have not been
conducted.

Elderly
A pharmacokinetic study in elderly healthy volunteers did not show a significant difference in
pharmacokinetic parameters compared with younger adults.

5.3 Preclinical safety data
Conventional safety pharmacology studies revealed no special hazards at clinically relevant doses.

Toxicities observed in dogs at levels similar to human exposure at the maximum recommended dose
were liver changes, including bile thrombi, cholestasis and liver enzyme elevations thought to be
related to increased bile secretion in this species. No evidence of an associated risk was identified in
the rat and monkey repeat dose toxicity studies.

In reproductive and developmental toxicity studies, there were reductions in foetal growth and
survival, and some stillbirths secondary to maternal toxicity. However, no effects on morphology and
function, including learning or memory, were observed in the offspring. Rufinamide was not
teratogenic in mice, rats or rabbits.

Rufinamide was not genotoxic and had no carcinogenic potential. Adverse effects not observed in
clinical studies, but seen in animals at exposure levels similar to clinical exposure levels and with
possible relevance to human use, was myelofibrosis of the bone marrow in the mouse carcinogenicity
study. Benign bone neoplasms (osteomas) and hyperostosis seen in mice were considered a result of
the activation of a mouse specific virus by fluoride ions released during the oxidative metabolism of
rufinamide.

Regarding the immunotoxic potential, small thymus and thymic involution were observed in dogs in a
13-week study with significant response at the high dose in male. In the 13-week study, female bone
marrow and lymphoid changes are reported at the high dose with a weak incidence. In rats, decreased
cellularity of the bone marrow and thymic atrophy were observed only in the carcinogenicity study.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Microcrystalline cellulose (E460)
Carmellose sodium (E466)
Hydroxyethylcellulose

Citric acid, anhydrous (E330)
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Simeticone emulsion, 30% containing benzoic acid, cyclotetrasiloxane, dimethicone, glycol stearate
and glyceryl distearate, methylcellulose, PEG-40 stearate (polyethylene glycol stearate), polysorbate
65, silica gel, sorbic acid, sulphuric acid and water.

Poloxamer 188

Methyl parahydroxybenzoate (E218)

Propyl parahydroxybenzoate (E216)

Propylene glycol (E1520).

Potassium sorbate (E202)

Sorbitol (E420), liquid (non-crystallising)

Orange flavour

Water

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

2 years.
After first opening: 90 days.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions. For storage conditions after
first opening of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Oriented-polyethylene terephthalate (o-PET) bottle with a child-resistant polypropylene (PP) closure;
each bottle contains 460 ml of suspension in an outer cardboard carton.

Each carton contains one bottle, two identical calibrated oral dosing syringes and a press-in-bottle
adapter (PIBA). The oral dosing syringes are graduated in 0.5 ml increments.

6.6  Special precautions for disposal and other handling

Preparation: The press-in-bottle adapter (PIBA) which is supplied in the product carton should be
inserted firmly into the neck of the bottle before use and remain in place for the duration of the usage
of the bottle. The dosing syringe should be inserted into the PIBA and the dose withdrawn from the
inverted bottle. The cap should be replaced after each use. The cap fits properly when the PIBA is in

place.

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER

Eisai Limited, Mosquito Way, Hatfield, Hertfordshire, AL10 9SN, UK

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/378/017
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9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 16 January 2007

Date of latest renewal: 09 January 2012

10. DATE OF REVISION OF THE TEXT

{MM/YYYY}

Detailed information on this medicinal product is available on the European Medicines Agency
website: http://www.ema.europa.eu/

44
I—H et



4/ X0 100mg, [E1£E200mg 1.6.2

ANNEX 11
A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE
B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

C. OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Eisai Manufacturing Limited
Mosquito Way

Hatfield

Hertfordshire

AL10 9SN

United Kingdom

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

Pharmacovigilance system

The MAH must ensure that the system of pharmacovigilance presented in Module 1.8.1 of the
Marketing Authorisation, is in place and functioning before and whilst the medicinal product is on the
market.

Risk Management Plan (RMP)

The MAH shall perform the pharmacovigilance activities detailed in the Pharmacovigilance Plan,as
agreed in the RMP presented in Module 1.8.2 of the Marketing Authorisation and any subsequent
updates of the RMP agreed by the Committee for Medicinal Products for Human Use (CHMP).

As per the CHMP Guideline on Risk Management Systems for medicinal products for human use, the
updated RMP should be submitted at the same time as the next Periodic Safety Update Report
(PSUR).

In addition, an updated RMP should be submitted:
e When new information is received that may impact on the current Safety Specification,
Pharmacovigilance Plan or risk minimisation activities

e  Within 60 days of an important (pharmacovigilance or risk minimisation) milestone being reached

e At the request of the European Medicines Agency

PSUR

The PSUR cycle for the medicinal product should follow the yearly cycle until otherwise agreed by
the CHMP.

. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

Not applicable.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Inovelon 100 mg film-coated tablets
Rufinamide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 100 mg rufinamide

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

10

10 film-coated tablets
30

30 film-coated tablets
50

50 film-coated tablets
60

60 film-coated tablets
100

100 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the reach and sight of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY ‘

| 8. EXPIRY DATE |

EXP (MM/YYYY)

49
I—H et



A4/ A0 E100mg, [EE200mg 1.6.2

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eisai Ltd., Mosquito Way, Hatfield, Hertfordshire, AL10 9SN, UK

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/378/001-005

| 13. BATCH NUMBER |

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY ‘

Medicinal product subject to medical prescription.

[ 15.  INSTRUCTIONS ON USE |

| 16. INFORMATION IN BRAILLE |

Inovelon 100 mg tablets
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

| 1. NAME OF THE MEDICINAL PRODUCT

Inovelon 100 mg film-coated tablets
Rufinamide

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Eisai Ltd.

| 3. EXPIRY DATE

EXP

| 4.  BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Inovelon 200 mg film-coated tablets
Rufinamide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 200 mg rufinamide

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

10

10 film-coated tablets
30

30 film-coated tablets
50

50 film-coated tablets
60

60 film-coated tablets
100

100 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH CHILDREN

Oral use.
Keep out of the reach and sight of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY ‘

| 8. EXPIRY DATE |

EXP (MM/YYYY)
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‘ 9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eisai Ltd., Mosquito Way, Hatfield, Hertfordshire, AL10 9SN, UK

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/378/006-010

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

[ 15.  INSTRUCTIONS ON USE |

| 16. INFORMATION IN BRAILLE |

Inovelon 200 mg tablets
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

| 1. NAME OF THE MEDICINAL PRODUCT

Inovelon 200 mg film-coated tablets
Rufinamide

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Eisai Ltd.

| 3. EXPIRY DATE

EXP

| 4.  BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Inovelon 400 mg film-coated tablets
Rufinamide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 400 mg rufinamide

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

10

10 film-coated tablets
30

30 film-coated tablets
50

50 film-coated tablets
60

60 film-coated tablets
100

100 film-coated tablets
200

200 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the reach and sight of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY
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| 8. EXPIRY DATE

EXP (MM/YYYY)

‘ 9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eisai Ltd., Mosquito Way, Hatfield, Hertfordshire, AL10 9SN, UK

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/378/011-016

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

[ 15.  INSTRUCTIONS ON USE |

| 16. INFORMATION IN BRAILLE |

Inovelon 400 mg tablets
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

| 1. NAME OF THE MEDICINAL PRODUCT

Inovelon 400 mg film-coated tablets
Rufinamide

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Eisai Ltd.

| 3. EXPIRY DATE

EXP:

| 4.  BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

1. NAME OF THE MEDICINAL PRODUCT

Inovelon 40 mg/ml oral suspension
Rufinamide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

1 ml of Inovelon oral suspension contains 40 mg rufinamide
1 bottle contains 18400 mg rufinamide

‘ 3. LIST OF EXCIPIENTS

Also contains methyl parahydroxybenzoate (E218)
propyl parahydroxybenzoate (E216)
sorbitol (E420)

See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Oral suspension 460 ml.
Each carton contains 1 bottle, 2 syringes and 1 press-in-bottle adapter (PIBA).

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Shake well before use

Oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the reach and sight of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

58
I—H et



A4/ A0 E100mg, [EE200mg 1.6.2

| 8. EXPIRY DATE

EXP:
After first opening: use within 90 days.

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eisai Ltd, Mosquito Way, Hatfield, Hertfordshire, AL10 9SN, UK

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/378/017

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE |

| 16. INFORMATION IN BRAILLE |
Inovelon 40 mg/ml
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Inovelon 100 mg film-coated tablets

Inovelon 200 mg film-coated tablets

Inovelon 400 mg film-coated tablets
Rufinamide

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask the doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.
If you get any side effects, talk to the doctor or pharmacist. This includes any possible side
effects not listed in this leaflet.

What is in this leaflet:

What Inovelon is and what it is used for

What you need to know before you take Inovelon

How to use Inovelon

Possible side effects

How to store Inovelon

Contents of the pack and other information

AN e

1. What Inovelon is and what it is used for

Inovelon contains a medicine called rufinamide. It belongs to a group of medicines called
antiepileptics, which are used to treat epilepsy (a condition where someone has seizures or fits).

Inovelon is used with other medicines to treat seizures associated with Lennox-Gastaut syndrome in
adults, adolescents and children over 4 years of age. Lennox-Gastaut syndrome is the name given to a
group of severe epilepsies in which you may experience repeated seizures of various types.

Inovelon has been given to you by your doctor to reduce the number of your seizures or fits.

2. What you need to know before you take Inovelon
Do not take Inovelon:

- if you are allergic to rufinamide or triazole derivatives or any of the other ingredients of Inovelon
(listed in section 6).

Warnings and precautions
Please inform the doctor or pharmacist if:

- you have Congenital Short QT Syndrome or a family history of such a syndrome (electrical
disturbance of the heart), as taking rufinamide could make it worse.

- you suffer from liver problems. There is limited information on the use of rufinamide in this
group, so the dose of your medicine may need to be increased more slowly. If your liver disease is
severe the doctor may decide Inovelon is not recommended for you.

- you get a skin rash or fever. These could be signs of an allergic reaction. See the doctor
immediately as very occasionally this may become serious.

- you suffer an increase in the number or severity or duration of your seizures, you should contact
the doctor immediately.
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- you experience difficulty walking, abnormal movement, dizziness or sleepiness inform the doctor.
Please consult the doctor, even if these statements were applicable at any time in the past.

Children

Inovelon should not be given to children younger than 4 years of age since there is not enough
information on its use in this age group.

Other medicines and Inovelon

Tell the doctor or pharmacist if you are taking or have recently taken any other medicines, including
medicines obtained without a prescription. If you are taking other medicines removed from the body
by the CYP3A4 enzyme system you may need to be carefully monitored for two weeks at the start of,
or after the end of treatment with rufinamide, or after any marked change in the dose. A change in the
dose of the other medicines may be needed as they may become slightly less effective when given
with rufinamide.

Tell the doctor if you are taking hormonal/oral contraceptives. Inovelon may make hormonal/oral
contraceptives such as the contraceptive pill less effective. Therefore, it is recommended that you use

an additional safe and effective contraceptive method when taking Inovelon.

Tell the doctor if you are taking the blooder thinner — warfarin. The doctor may need to adjust the
dose.

Tell the doctor if you are taking digoxin (a medicine used to treat heart conditions). The doctor may
need to adjust the dose.

If the doctor prescribes or recommends an additional treatment for epilepsy (e.g. valproate) you must
tell the doctor you are taking Inovelon as the dose may need adjusting.

Inovelon with food and drink

See section 3 — ‘How to use Inovelon’ for advice on taking Inovelon with food and drink.

Pregnancy and breast-feeding

If you are a woman of childbearing age, you must use contraceptive measures while taking Inovelon.
If you are pregnant, or think you might be pregnant, or are planning to get pregnant, ask the doctor or
pharmacist for advice before taking Inovelon. You must only take Inovelon during your pregnancy if

the doctor tells you to.

You are advised not to breast-feed while taking Inovelon as it is not known if rufinamide will be
present in breast milk.

Ask the doctor or pharmacist for advice before taking any medicine.
Driving and using machines

Inovelon may make you feel dizzy, drowsy and affect your vision, particularly at the beginning of
treatment or after a dose increase. If this happens to you do not drive or operate machinery.

Inovelon contains lactose

If you have been told by the doctor that you have an intolerance to some sugars, contact the doctor
before taking this medicinal product.
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3. How to use Inovelon

Always take this medicine exactly as your doctor has told you. Check with the doctor or pharmacist if
you are not sure.

Children four years of age or older weighing less than 30 kg (not taking valproate)

The recommended starting dose is 200 mg a day taken in two doses. The dose will be adjusted for
you by the doctor and may be increased by 200 mg at intervals of two days, to a daily dose of no more
than 1000 mg.

Children four years of age or older weighing less than 30 kg (taking valproate)

For children less than 30 kg who are taking valproate (a treatment for epilepsy) the maximum
recommended daily dose of Inovelon is 600 mg a day.

The recommended starting dose is 200 mg a day taken in two doses. The dose will be adjusted for you
by the doctor and may be increased by 200 mg at intervals of two days, to the maximum
recommended dose of 600 mg a day.

Adults and children weighing 30 kg or over

The usual starting dose is 400 mg a day taken in two doses. The dose will be adjusted for you by the
doctor and may be increased by 400 mg at intervals of two days, to a daily dose of no more than
3200 mg, depending upon your weight.

Some patients may respond to lower doses and your doctor may adjust the dose depending on how
you respond to the treatment.

If you experience side effects, your doctor may increase the dose more slowly.

Inovelon tablets must be taken twice daily with water, in the morning and in the evening. Inovelon
should be taken with food. If you have difficulty swallowing, you can crush the tablet, then mix the
powder in about half a glass (100 ml) of water and drink immediately.

If you take more Inovelon than you should

If you may have taken more Inovelon than you should, tell the doctor or pharmacist immediately, or
contact your nearest hospital casualty department, taking the medicine with you.

If you forget to take Inovelon

If you forget to take a dose, continue taking the medicine as normal. Do not take a double dose to
make up for forgotten dose. If you miss taking more than one dose, seek advice from the doctor.

If you stop taking Inovelon

If the doctor advises stopping treatment, follow their instructions concerning the gradual reduction of
Inovelon in order to lower the risk of an increase in seizures.

If you have any further questions on the use of this product, ask the doctor or pharmacist.

4. Possible side effects
Like all medicines, Inovelon can cause side effects, although not everybody gets them.

The following side effects can be very serious:
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Rash and/or fever. These could be signs of an allergic reaction. If they happen to you tell your
doctor or go to a hospital immediately:

Change in the types of seizures you experience / more frequent status epilepticus (seizures
which last a long time, repeated seizures). Tell your doctor immediately.

A small number of people being treated with antiepileptics such as Inovelon have had
thoughts of harming or killing themselves. If at any time you have these thoughts contact your

doctor immediately.

You may experience the following side effects with this medicine. Tell the doctor if you have any of
the following:

Very common (more than 1 in 10 patients) side effects of Inovelon are:
Dizziness, headache, nausea, vomiting, sleepiness, fatigue.
Common (more than 1 in a 100 patients) side effects of Inovelon are:

Problems associated with nerves including: difficulty walking, abnormal movement,
convulsions/seizures, unusual eye movements, blurred vision, trembling,.

Problems associated with the stomach including: stomach pain, constipation, indigestion,
loose stools (diarrhoea), loss or change in appetite, weight loss.

Infections: Ear infection, flu, nasal congestion, chest infection.

In addition patients have experienced: anxiety, insomnia, nose bleeds, acne, rash, back pain,
infrequent periods, bruising, head injury (as a result of accidental injury during a seizure).

Uncommon (between 1 in a 100 and 1 in a 1000 patients) side effects of Inovelon are:
Allergic reactions and an increase in markers of liver function (hepatic enzyme increase).
If you get any side effects, talk to the doctor or pharmacist. This includes any possible side effects not
listed in this leaflet.
5. How to store Inovelon
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the blister and carton. The expiry
date refers to the last day of that month.

Do not store above 30°C.
Do not use this medicine if you notice that the appearance of the medicine has changed.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help to protect the environment.
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6. Contents of the pack and further information

What Inovelon contains

- The active substance is rufinamide.

Each 100 mg film-coated tablet contains 100 mg of rufinamide.
Each 200 mg film-coated tablet contains 200 mg of rufinamide.
Each 400 mg film-coated tablet contains 400 mg of rufinamide.

1.6.2

- The other ingredients are lactose monohydrate, microcrystalline cellulose, maize starch,
croscarmellose sodium, hypromellose, magnesium stearate, sodium laurilsulfate and colloidal
anhydrous silica. The film-coating consists hypromellose, macrogols (8000), titanium dioxide

(E171), talc and ferric oxide red (E172).

What Inovelon looks like and contents of the pack

- Inovelon 100 mg tablets are pink, oval, slightly convex film-coated tablets, scored on both sides,
embossed ‘€261’ on one side and blank on the other side.
They are available as packs of 10, 30, 50, 60 and 100 film-coated tablets.

- Inovelon 200 mg tablets are pink, oval, slightly convex film-coated tablets, scored on both sides,
embossed ‘€262’ on one side and blank on the other side.
They are available as packs of 10, 30, 50, 60 and 100 film-coated tablets.

- Inovelon 400 mg tablets are pink, oval, slightly convex film-coated tablets, scored on both sides,
embossed ‘€263’ on one side and blank on the other side.

They are available as packs of 10, 30, 50, 60,100 and 200 film-coated tablets.

Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder:

Eisai Ltd, Mosquito Way, Hatfield, Hertfordshire, AL10 9SN, UK.

Manufacturer:

Eisai Manufacturing Ltd, Mosquito Way, Hatfield, Hertfordshire, AL10 9SN, UK

For any information about this medicinal product, please contact the local representative of the

Marketing Authorisation Holder:

Belgié/Belgique/Belgien
Eisai Europe Ltd.
Tél/Tel: + 32 (0) 2 502 58 04

Buarapus

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(BenukoOpuranus (O0eAMHEHOTO KPaJICTBO)

Luxembourg/Luxemburg
Eisai Europe Ltd.

Tél/Tel: + 32 (0) 2 502 58 04
(Belgique/Belgien)

Magyarorszag

Eisai Ltd.

Tel.: + 44 (0)20 8600 1400

Egyesiilt Kiralysag (Nagy-Britannia)
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Ceska republika
Eisai GesmbH organizacni slozka
Tel: + 420 242 485 839

Danmark

Eisai AB

TIf: +46 (0)8 501 01 600
(Sverige)

Deutschland
Eisai GmbH
Tel: +49 (0) 696 65 85-0

Eesti

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(Uhendkuningriik)

E\LGda
Arriani Pharmaceuticals S.A.
TnA: +30 210 668 3000

Espaiia
Eisai Farmacéutica, S.A.
Tel: +(34) 91 455 94 55

France
Eisai SAS
Tél: +(33) 1 47 67 00 05

Ireland

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(United Kingdom)

island

Eisai AB

Simi: +46 (0)8 501 01 600
(Svipjod)

Italia
Eisai S.r.l.
Tel: +39 02 5181401

Kvmpog

Arriani Pharmaceuticals S.A.
TnA: +30 210 668 3000
(EALGOQ)

Malta
Associated Drug Company Ltd
Tel: + 356 (0)2277 8000

Nederland
Eisai BV.
Tel: + 31 (0)900 575 3340

Norge

Eisai AB

TIf: + 46 (0)8 501 01 600
(Sverige)

Osterreich
Eisai GesmbH
Tel: +43 (0) 1 535 1980-0

Polska

Eisai Ltd.

Tel.: + 44 (0)20 8600 1400
(Wielka Brytania)

Portugal
Eisai Farmacéutica, Unipessoal Lda
Tel: + 351 21 487 55 40

Romania

Eisai Ltd.

Tel: + 44 (0)208 600 1400
(Marea Britanie)

Slovenija

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(Velika Britanija)

Slovenska republika

Eisai GesmbH organizac¢ni slozka
Tel: + 420 242 485 839

(Ceska republika)

Suomi/Finland

Eisai AB

Puh/Tel: + 46 (0)8 501 01 600
(Ruotsi/Sverige)

Sverige

Eisai AB
Tel: +46 (0)8 501 01 600
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Latvija United Kingdom

Eisai Ltd. Eisai Ltd.

Tel: + 44 (0)20 8600 1400 Tel: + 44 (0)20 8600 1400
(Liebritanija)

Lietuva

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(Jungtiné Karalyst¢)

This leaflet was last revised in {MM/YYYY}.

Detailed information on this product is available on the European Medicines Agencywebsite
http://www.ema.europa.eu
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Package leaflet: Information for the user
Inovelon 40 mg/ml oral suspension
Rufinamide

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- Ifyou have any further questions, ask the doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

If you get any side effects, talk to the doctor or pharmacist. This includes any possible side effects not

listed in this leaflet.

What is in this leaflet:

1. ‘What Inovelon is and what it is used for

2. What you need to know before you take Inovelon
3. How to use Inovelon

4. Possible side effects

5. How to store Inovelon

6. Contents of the pack and other information

1. What Inovelon is and what it is used for

Inovelon contains a medicine called rufinamide. It belongs to a group of medicines called
antiepileptics which are used to treat epilepsy (a condition where someone has seizures or fits).

Inovelon is used with other medicines to treat seizures associated with Lennox-Gastaut syndrome in
adults, adolescents and children over 4 years of age. Lennox-Gastaut syndrome is the name given to a

group of severe epilepsies in which you may experience repeated seizures of various types.

Inovelon has been given to you by your doctor to reduce the number of your seizures or fits.

2. What you need to know before you take Inovelon
Do not take Inovelon:

- you are allergic to rufinamide or triazole derivatives or any of the other ingredients of Inovelon
(listed in section 6)

Warnings and precautions
Please inform the doctor or pharmacist if:

- you have Congenital Short QT Syndrome or a family history of such a syndrome (electrical
disturbance of the heart), as taking rufinamide could make it worse.

- you suffer from liver problems. There is limited information on the use of rufinamide in this
group, so the dose of your medicine may need to be increased more slowly. If your liver disease is
severe the doctor may decide Inovelon is not recommended for you.
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- you get a skin rash or fever. These could be signs of an allergic reaction. See the doctor
immediately as very occasionally this may become serious.

- you suffer an increase in the number or severity or duration of your seizures, you should contact
the doctor immediately.

- you experience difficulty walking, abnormal movement, dizziness or sleepiness inform the doctor.

Please consult the doctor, even if these statements were applicable at any time in the past.

Children
Inovelon should not be given to children younger than 4 years of age since there is not enough
information on its use in this age group.

Other medicines and Inovelon

Tell the doctor or pharmacist if you are taking or have recently taken any other medicines, including
medicines obtained without a prescription.If you are taking other medicines removed from the body
by the CYP3A4 enzyme system you may need to be carefully monitored for two weeks at the start of,
or after the end of treatment with rufinamide, or after any marked change in the dose. A change in the
dose of the other medicines may be needed as they may become slightly less effective when given
with rufinamide.

Tel the doctor if you are taking hormonal/oral contraceptives. Inovelon may make hormonal/oral
contraceptives such as the contraceptive pill less effective. Therefore it is recommended that use an

additional safe and effective contraceptive method when taking Inovelon.

Tell the doctor if you are taking the blooder thinner — warfarin. The doctor may need to adjust the
dose.

Tell the doctor if you are taking digoxin (a medicine used to treat heart conditions). The doctor may
need to adjust the dose.

If the doctor prescribes or recommends an additional treatment for epilepsy (e.g. valproate) you must
tell the doctor you are taking Inovelon as the dose may need adjusting.

Inovelon with food and drink

See section 3 — ‘How to use Inovelon’ for advice on taking Inovelon with food and drink.
Pregnancy and breast-feeding

If you are a woman of childbearing age, you must use contraceptive measures while taking Inovelon.
If you are pregnant, or think you might be pregnant, or are planning to get pregnant, ask the doctor or
pharmacist for advice before taking Inovelon. You must only take Inovelon during your pregnancy if

the doctor tells you to.

You are advised not to breast-feed while taking Inovelon as it is not known if rufinamide will be
present in breast milk.

Ask the doctor or pharmacist for advice before taking any medicine.
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Driving and using machines

Inovelon may make you feel dizzy, drowsy and affect your vision, particularly at the beginning of
treatment or after a dose increase. If this happens to you, do not drive or operate machinery.

Inovelon contains methyl parahydroxybenzoate (E218) and propyl parahydroxybenzoate (E216)
These ingredients may cause allergic reactions (possibly delayed).

3. How to use Inovelon

Always take this medicine exactly as your doctor has told you. Check with the doctor or pharmacist if

you are not sure.

Children four years of age or older weighing less than 30 kg (not taking valproate)
The recommended starting dose is 200 mg a day taken in two doses. This is 5 ml of suspension given
as one 2.5 ml dose in the morning and another 2.5 ml dose in the evening.

The dose will be adjusted for you by the doctor and may be increased by 200 mg at intervals of two
days, to a daily dose of no more than 1000 mg (25 ml).

Children four years of age or older weighing less than 30 kg (taking valproate)
For children less than 30 kg who are taking valproate (a treatment for epilepsy) the maximum
recommended daily dose of Inovelon is 600 mg a day.

The recommended starting dose is 200 mg a day taken in two doses. This is 5 ml of suspension given
as one 2.5 ml dose in the morning and another 2.5 ml dose in the evening.

The dose will be adjusted for you by the doctor and may be increased by 200 mg at intervals of two
days, to the maximum recommended daily dose of 600 mg (15 ml).

Adults and children weighing 30 kg or over
The usual starting dose is 400 mg a day taken in two doses. This is 10 ml of suspension taken as one
5 ml dose in the morning and another 5 ml dose in the evening.

The dose will be adjusted for you by the doctor and may be increased by 400 mg at intervals of two
days, to a daily dose of no more than 3200 mg, depending upon your weight.

Some patients may respond to lower doses and your doctor may adjust the dose depending on how
you respond to the treatment.
If you experience side effects, your doctor may increase the dose more slowly.

Inovelon must be taken twice every day, once in the morning and once in the evening. It should be
taken with food.

Method of administration
For dosing please use the syringe and adaptor provided.

Instructions on how to use the syringe and adaptor are provided below:
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1. Shake well before use.

2. Push down and turn cap to open bottle

3. Insert adaptor into the neck of the bottle until a tight seal is made

4. Push plunger of syringe completely down

5. Insert the syringe into the opening of the adaptor as far as possible.

6. Turn upside down and withdraw the prescribed amount of Inovelon from the bottle.
7. Turn upright and remove the syringe

8. Leave the adaptor in place and replace cap on bottle. Wash the syringe with clean water and dry
thoroughly.

Do not reduce the dose or stop this medicine unless the doctor tells you to.
If you take more Inovelon than you should

If you may have taken more Inovelon than you should, tell the doctor or pharmacist immediately, or
contact your nearest hospital casualty department, taking the medicine with you.

If you forget to take Inovelon

If you forget to take a dose, continue taking the medicine as normal. Do not take a double dose to
make up for forgotten dose. If you miss taking more than one dose, seek advice from the doctor.

If you stop taking Inovelon

If the doctor advises stopping treatment, follow their instructions concerning the gradual reduction of
Inovelon in order to lower the risk of an increase in seizures.

If you have any further questions on the use of this product, ask the doctor or pharmacist.

4. Possible side effects
Like all medicines, Inovelon can cause side effects, although not everybody gets them.
The following side effects can be very serious:

Rash and/or fever. These could be signs of an allergic reaction. If they happen to you tell your
doctor or go to a hospital immediately:
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Change in the types of seizures you experience / more frequent status epilepticus (seizures
which last a long time, repeated seizures). Tell your doctor immediately.

A small number of people being treated with antiepileptics such as Inovelon have had
thoughts of harming or killing themselves. If at any time you have these thoughts contact your

doctor immediately.

You may experience the following side effects with this medicine. Tell the doctor if you have any of
the following:

Very common (more than 1 in 10 patients) side effects of Inovelon are:
Dizziness, headache, nausea, vomiting, sleepiness, fatigue.
Common (more than 1 in a 100 patients) side effects of Inovelon are:

Problems associated with nerves including: difficulty walking, abnormal movement,
convulsions/seizures, unusual eye movements, blurred vision, trembling.

Problems associated with the stomach including: stomach pain, constipation, indigestion,
loose stools (diarrhoea), loss or change in appetite, weight loss.

Infections: Ear infection, flu, nasal congestion, chest infection.

In addition, patients have experienced: anxiety, insomnia, nose bleeds, acne, rash, back pain,
infrequent periods, bruising, head injury (as a result of accidental injury during a seizure).

Uncommon (between 1 in a 100 and 1 in a 1000 patients) side effects of Inovelon are:
Allergic reactions and an increase in markers of liver function (hepatic enzyme increase).
If you get any side effects, talk to the doctor or pharmacist. This includes any possible side effects not
listed in this leaflet.
5. How to store Inovelon
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the bottle label and carton. The
expiry date refers to the last day of that month.

If you have any suspension left in the bottle more than 90 days after it was first opened, you should
not use it.

Do not use the suspension if you notice that the appearance or smell of your medicine has changed.
Return the medicine to the pharmacist.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help to protect the environment.
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6. Contents of the pack and other information
What Inovelon contains

- The active substance is rufinamide. Each millilitre contains 40 mg of rufinamide. 5 ml contains
200 mg rufinamide.

- The other ingredients are microcrystalline cellulose and carmellose sodium, anhydrous citric acid,
simeticone emulsion 30% (containing benzoic acid, cyclotetrasiloxane, dimethicone, glycol
stearate and glyceryl distearate, methylcellulose, PEG-40 stearate [polyethylene glycol stearate],
polysorbate 65, silica gel, sorbic acid, sulphuric acid and water), poloaxamer 188,
hydroxyethylcellulose, methyl parahydroxybenzoate (E218), propyl parahydroxybenzoate (E216),
potassium sorbate, propylene glycol (E1520), sorbitol, liquid (non-crystallising), orange flavour

and water.

What Inovelon looks like and contents of the pack

- Inovelon is a white slightly viscous suspension. It comes in a bottle of 460 ml with two identical
syringes and a push in bottle adaptor (PIBA). The syringes are graduated in 0.5 ml increments.

Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder:

Eisai Ltd, Mosquito Way, Hatfield, Hertfordshire AL10 9SN, UK.

Manufacturer:

Eisai Manufacturing Ltd, Mosquito Way, Hatfield, Hertfordshire AL10 9SN, UK.

For any information about this medicinal product, please contact the local representative of the

Marketing Authorisation Holder:

Belgié/Belgique/Belgien
Eisai Europe Ltd.
Tél/Tel: +32 (0) 2 502 58 04

Bbarapus

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(Benukobpuranus (O0eAMHEHOTO KPAJICTBO)

Ceska republika
Eisai GesmbH organizacni slozka
Tel: + 420 242 485 839

Danmark

Eisai AB

TIf: +46 (0)8 501 01 600
(Sverige)

Luxembourg/Luxemburg
Eisai Europe Ltd.

Tél/Tel: + 32 (0) 2 502 58 04
(Belgique/Belgien)

Magyarorszag
Eisai Ltd.

Tel.: + 44 (0)20 8600 1400
Egyesiilt Kiralysag (Nagy-Britannia)

Malta
Associated Drug Company Ltd
Tel: + 356 (0)2277 8000

Nederland

Eisai BV.
Tel: +31 (0)900 575 3340
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Deutschland
Eisai GmbH
Tel: +49 (0) 696 65 85-0

Eesti

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(Uhendkuningriik)

EALGoa

Arriani Pharmaceuticals S.A.

TnA: +30 210 668 3000

Espaiia
Eisai Farmacéutica, S.A.
Tel: +(34) 91 455 94 55

France
Eisai SAS
Tél: +(33) 1 47 67 00 05

Ireland

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(United Kingdom)

Island

Eisai AB

Simi: +46 (0)8 501 01 600
(Svipjod)

Italia

Eisai S.r.l.
Tel: +39 02 5181401

Kvmpog

Arriani Pharmaceuticals S.A.

Thh: +30 210 668 3000
(EALGS0)

Latvija

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(Liebritanija)

Lietuva

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(Jungtiné Karalysté)

Norge

Eisai AB

TIf: + 46 (0)8 501 01 600
(Sverige)

Osterreich
Eisai GesmbH
Tel: +43 (0) 1 535 1980-0

Polska

Eisai Ltd.

Tel.: + 44 (0)20 8600 1400
(Wielka Brytania)

Portugal
Eisai Farmacéutica, Unipessoal Lda
Tel: +351 21 487 55 40

Romania

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(Marea Britanie)

Slovenija

Eisai Ltd.

Tel: + 44 (0)20 8600 1400
(Velika Britanija)

Slovenska republika

Eisai GesmbH organizac¢ni slozka
Tel: + 420 242 485 839

(Ceska republika)

Suomi/Finland

Eisai AB

Puh/Tel: + 46 (0)8 501 01 600
(Ruotsi/Sverige)

Sverige
Eisai AB
Tel: + 46 (0)8 501 01 600

United Kingdom
Eisai Ltd.
Tel: + 44 (0)20 8600 1400
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This leaflet was last approved in {MM/YYYY}.

Detailed information on this product is available on the European Medicines Agency website
http://www.ema.europa.eu
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2o BANZEL

f H 200mg, 400mg TABLETS
(rU fl n a m I d e) 40mg/mL ORAL SUSPENSION

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use BANZEL® safely and effectively. See full
prescribing information for BANZEL®.

BANZEL® (rufinamide) Tablet, Film Coated for Oral Use
BANZEL® (rufinamide) Oral Suspension
Initial U.S. Approval: 2008

INDICATIONS AND USAGE

BANZEL (rufinamide) is an anti-epileptic drug indicated for:

«  Adjunctive treatment of seizures associated with Lennox-Gastaut syndrome (LGS) in children 4 years and older and
adults. (1)

DOSAGE AND ADMINISTRATION

BANZEL should be given with food. Tablets can be administered whole, as half tablets, or crushed. (2)

The prescribed amount of the oral suspension should be measured using the provided adapter and dosing syringe (2).
Children four years and older with LGS: Treatment should be initiated at a daily dose of approximately 10 mg/
kg/day administered in two equally divided doses. The dose should be increased by approximately 10 mg/kg
increments every other day to a target dose of 45 mg/kg/day or 3200 mg/day, whichever is less, administered in
two equally divided doses. (2.1)

¢ Adults with LGS: Treatment should be initiated at a daily dose of 400-800 mg/day administered in two equally
divided doses. The dose should be increased by 400-800 mg every other day until a maximum dose of 3200 mg/
day, administered in two equally divided doses is reached. (2.1)

*  See Full Prescribing Information for dosing in patients with renal impairment, (2.2), hemodialysis (2.3), hepatic
impairment, (2.4), and for those patients on valproate. (2.5)

DOSAGE FORMS AND STRENGTHS
¢ 200 mg (pink), 400 mg (pink), film-coated tablets with a score on both sides. (3)
¢ 40 mg/mL oral suspension. (3)

CONTRAINDICATIONS
. BANZEL is contraindicated in patients with Familial Short QT syndrome. (4)

WARNINGS AND PRECAUTIONS
«  Suicidal behavior and ideation. (5.1)
«  Patients should be advised that BANZEL can cause Central Nervous System Reactions (5.2)

1.6.2
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«  Caution should be used when administering BANZEL with other drugs that shorten the QT interval. (5.3)

. Multi-organ Hypersensitivity Reactions have occurred in association with BANZEL. If this reaction is suspected,
BANZEL should be discontinued and alternative treatment started. (5.4)

e Withdrawal of AEDs. BANZEL should be withdrawn gradually to minimize the risk of precipitating seizures, seizure
exacerbation, or status epilepticus. (5.5)

e Status Epilepticus (5.6)

ADVERSE REACTIONS

. In all patients with epilepsy treated with BANZEL in double-blind, adjunctive therapy studies, the most commonly
observed adverse reactions (> 10% and greater than placebo) were headache, dizziness, fatigue, somnolence,
and nausea (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Eisai, Inc. at 1-888-274-2378 or www.hanzel.com or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
See Full Prescribing Information for effects of BANZEL on other AEDs (7.1), effects of other AEDs on BANZEL (7.2),
and effects of BANZEL on other medication (7.3)

«  Based on a population pharmacokinetic analysis, rufinamide clearance was decreased by valproate. In children,
valproate administration may lead to elevated levels of rufinamide by up to 70 %. Patients on valproate should
begin at a BANZEL dose lower than 10 mg/kg/day (children) or 400 mg/day (adults). (7.2)

e Other AEDs can influence rufinamide concentrations. This effect is more pronounced in children than adults (7.1)

«  Concurrent use of BANZEL with hormonal contraceptives may render this method of contraception less effective.
Additional non-hormonal forms of contraception are recommended when using BANZEL. (7.3)

USE IN SPECIFIC POPULATIONS

. Pregnancy: Based on animal data, may cause fetal harm. To enroll in the North American Antiepileptic Drug
Pregnancy Registry call 1-888-233-2334, toll free (8.1).

«  Renal impairment: Renally impaired patients (creatinine clearance less than 30 mL/min) do not require any
specific dosage change. (2.2) Adjusting the BANZEL dose for the loss of drug upon dialysis should be
considered. (8.6)

. Hepatic impairment: Use in patients with severe hepatic impairment is not recommended. Caution should be
exercised in treating patients with mild to moderate hepatic impairment. (8.7)

See 17 for PATIENT COUNSELING INFORMATION and MEDICATION GUIDE

Revised: March 2011
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

BANZEL (rufinamide) is indicated for adjunctive treatment of seizures associated with Lennox-Gastaut syndrome in
children 4 years and older and adults.

2 DOSAGE AND ADMINISTRATION
BANZEL should be given with food. Tablets can be administered whole, as half tablets or crushed, for dosing flexibility.

BANZEL Oral Suspension should be shaken well before every administration. The provided adapter and calibrated
oral dosing syringe should be used to administer the oral suspension. The adapter which is supplied in the product
carton should be inserted firmly into the neck of the bottle before use and remain in place for the duration of the usage
of the bottle. The dosing syringe should be inserted into the adapter and the dose withdrawn from the inverted bottle.
The cap should be replaced after each use. The cap fits properly when the adapter is in place. See BANZEL Oral
Suspension Dosing Instructions (17.3) for complete instructions on how to properly dose and administer the BANZEL
Oral Suspension.

2.1 Patient with Lennox-Gastaut Syndrome

Children four years and older with Lennox-Gastaut syndrome: Treatment should be initiated at a daily dose of
approximately 10 mg/kg/day administered in two equally divided doses. The dose should be increased by approximately
10 mg/kg increments every other day to a target dose of 45 mg/kg/day or 3200 mg/day, whichever is less, administered
in two equally divided doses. It is not known whether doses lower than the target doses are effective.

Adults with Lennox-Gastaut syndrome: Treatment should be initiated at a daily dose of 400-800 mg/day administered
in two equally divided doses. The dose should be increased by 400-800 mg every other day until a maximum daily
dose of 3200 mg/day, administered in two equally divided doses is reached. It is not known whether doses lower than
3200 mg are effective.

2.2 Patients with Renal Impairment

Renally impaired patients (creatinine clearance less than 30 mL/min) do not require any special dosage change when
taking BANZEL [see Clinical Pharmacology (12.3)]

2.3  Patients Undergoing Hemodialysis
Hemodialysis may reduce exposure to a limited (about 30%) extent. Accordingly, adjusting the BANZEL dose during the
dialysis process should be considered [see Clinical Pharmacology (12.3)].

2.4  Patients with Hepatic Disease

Use of BANZEL in patients with hepatic impairment has not been studied. Therefore, use in patients with severe hepatic
impairment is not recommended. Caution should be exercised in treating patients with mild to moderate hepatic
impairment [see Use inSpecific Populations (8.7)].

2.5  Patients on Antiepileptic Drugs (AEDs)
Patients on valproate should begin at a BANZEL dose lower than 10 mg/kg/day (children) or 400 mg/day (adults). For
effects of other AEDs on BANZEL see Drug Interactions (7.2).

3 DOSAGE FORMS AND STRENGTHS

Film coated Tablets: 200 mg (pink) and 400 mg (pink). Tablets are scored on both sides.
Oral Suspension: 40mg/mL.

4 CONTRAINDICATIONS
BANZEL is contraindicated in patients with Familial Short QT syndrome [see Warnings and Precautions, QT Shortening

(5.3)].
5 WARNINGS AND PRECAUTIONS

5.1  Suicidal Behavior and Ideation

Antiepileptic drugs (AEDs), including Banzel, increase the risk of suicidal thoughts or behavior in patients taking these
drugs for any indication. Patients treated with any AED for any indication should be monitored for the emergence or
worsening of depression, suicidal thoughts or behavior, and/or any unusual changes in mood or behavior.

Pooled analyses of 199 placebo-controlled clinical trials (mono- and adjunctive therapy) of 11 dif-
ferent AEDs showed that patients randomized to one of the AEDs had approximately twice the risk
(adjusted Relative Risk 1.8, 95% Cl:1.2, 2.7) of suicidal thinking or behavior compared to patients ran-
domized to placebo. In these trials, which had a median treatment duration of 12 weeks, the estimated
incidence rate of suicidal behavior or ideation among 27,863 AED-treated patients was 0.43%, compared to 0.24%
among 16,029 placebo-treated patients, representing an increase of approximately one case of suicidal thinking or
behavior for every 530 patients treated. There were four suicides in drug-treated patients in the trials and none in
placebo-treated patients, but the number is too small to allow any conclusion about drug effect on suicide.

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as one week after starting drug
treatment with AEDs and persisted for the duration of treatment assessed. Because most trials included in the analysis
did not extend beyond 24 weeks, the risk of suicidal thoughts or behavior beyond 24 weeks could not be assessed.
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The risk of suicidal thoughts or behavior was generally consistent among drugs in the data analyzed. The finding of
increased risk with AEDs of varying mechanisms of action and across a range of indications suggests that the risk
applies to all AEDs used for any indication. The risk did not vary substantially by age (5-100 years) in the clinical trials
analyzed. Table 1 shows absolute and relative risk by indication for all evaluated AEDs.

Table 1: Absolute and Relative Risk of Suicidal Behavior and Ideation

Risk
Placebo Drug Relative Risk: Difference:
Patients Patients Incidence of Additional
Indication with Events with Events Events in Drug Drug Patients
Per Per Patients/Incidence with Events
1000 Patients 1000 Patients in Placebo Patients Per 1000
Patients
Epilepsy 1.0 3.4 35 24
Psychiatric 57 8.5 15 29
Other 1.0 1.8 1.9 0.9
Total 24 43 18 19

The relative risk for suicidal thoughts or behavior was higher in clinical trials for epilepsy than in clinical trials for
psychiatric or other conditions, but the absolute risk differences were similar for the epilepsy and psychiatric indications.

Anyone considering prescribing Banzel or any other AED must balance the risk of suicidal thoughts or behavior with the
risk of untreated illness. Epilepsy and many other illnesses for which AEDs are prescribed are themselves associated
with morbidity and mortality and an increased risk of suicidal thoughts and behavior. Should suicidal thoughts and
behavior emerge during treatment, the prescriber needs to consider whether the emergence of these symptoms in any
given patient may be related to the iliness being treated.

Patients, their caregivers, and families should be informed that AEDs increase the risk of suicidal thoughts and
behavior and should be advised of the need to be alert for the emergence or worsening of the signs and symptoms of
depression, any unusual changes in mood or behavior, or the emergence of suicidal thoughts, behavior, or thoughts
about self-harm. Behaviors of concern should be reported immediately to healthcare providers.

5.2 Central Nervous System Reactions

Use of BANZEL has been associated with central nervous system-related adverse reactions. The most significant of these
can be classified into two general categories:

1) somnolence or fatigue, and 2) coordination abnormalities, dizziness, gait disturbances, and ataxia [see Adverse
Reactions (6.1)].

5.3 QT Shortening

Formal cardiac ECG studies demonstrated shortening of the QT interval (mean = 20 msec, for doses > 2400 mg twice
daily) with BANZEL treatment. In a placebo-controlled study of the QT interval, a higher percentage of BANZEL-treated
subjects (46% at 2400 mg, 46% at 3200 mg, and 65% at 4800 mg) had a QT shortening of greater than 20 msec at
T compared to placebo (5 - 10%).

Reductions of the QT interval below 300 msec were not observed in the formal QT studies with doses up to 7200 mg/
day. Moreover, there was no signal for drug-induced sudden death or ventricular arrhythmias.

The degree of QT shortening induced by BANZEL is without any known clinical risk. Familial Short QT syndrome
is associated with an increased risk of sudden death and ventricular arrhythmias, particularly ventricular fibrillation.
Such events in this syndrome are believed to occur primarily when the corrected QT interval falls below 300 msec.
Non-clinical data also indicate that QT shortening is associated with ventricular fibrillation.

Patients with Familial Short QT syndrome should not be treated with BANZEL. Caution should be used when
administering BANZEL with other drugs that shorten the QT interval [see Contraindications (4)].

5.4 Multi-organ Hypersensitivity Reactions

Multi-organ hypersensitivity syndrome, a serious condition sometimes induced by antiepileptic drugs, has
occurred in association with BANZEL therapy in clinical trials. One patient experienced rash, urticaria,
facial edema, fever, elevated eosinophils, stuperous state, and severe hepatitis, beginning on day 29 of BANZEL
therapy and extending over a course of 30 days of continued BANZEL therapy with resolution
11 days after discontinuation. Additional possible cases presented with rash and one or more of the following:
fever, elevated liver function studies, hematuria, and lymphadenopathy. These cases occurred in children less than
12 years of age, within four weeks of treatment initiation, and were noted to resolve and/or improve upon BANZEL
discontinuation. This syndrome has been reported with other anticonvulsants and typically, although not exclusively,
presents with fever and rash associated with other organ system involvement. Because this disorder is variable in
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Dizziness was reported in 2.7% of BANZEL-treated patients compared to 0% of placebo patients, and did not lead to
study discontinuation.

Ataxia and gait disturbance were reported in 5.4% and 1.4% of BANZEL-treated patients, respectively, and in no placebo
patients. Balance disorder and abnormal coordination were each reported in 0% of BANZEL-treated patients and 1.6%
of placebo patients. None of these reactions led to study discontinuation.

All Adverse Reactions for All Treated Patients with Epilepsy, Double-blind Adjunctive Therapy Studies: The most
commonly observed (>10%) adverse reactions in BANZEL-treated patients, when used as adjunctive therapy at all
doses studied (200 to 3200 mg/day) with a higher frequency than in placebo were: headache, dizziness, fatigue,
somnolence, and nausea.

Table 2 lists treatment-emergent adverse reactions that occurred in at least 3% of pediatric patients with epilepsy
treated with BANZEL in controlled adjunctive studies and were numerically more common in patients treated with
BANZEL than placebo.

At the target dose of 45 mg/kg/day for adjunctive therapy in children, the most commonly observed (=3%) adverse
reactions with an incidence greater than in placebo, for BANZEL were somnolence, vomiting and headache.

Table 2: Incidence (%) of Treatment-Emergent Adverse Reactions in all Pediatric Double-Blind
Adjunctive Trials by Preferred Term at the Recommended Dose of 45 mg/kg/day (Adverse Reactions occurred in
at least 3% of BANZEL-treated patients and occurred more frequently than in Placebo Patients)

BANZEL Placebo
Preferred Term (N=187) (N=182)

% %
Somnolence 17 9
Vomiting 17 7
Headache 16 8
Fatigue 9 8
Dizziness 8 6
Nausea 7 3
Influenza 5 4
Nasopharyngitis 5 3
Decreased Appetite 5 2
Rash 4 2
Ataxia 4 1
Diplopia 4 1
Bronchitis 3 2
Sinusitis 3 2
Psychomator Hyperactivity 3 1
Abdominal Pain Upper 3 2
Aggression 3 2
Ear Infection 3 1
Disturbance in Attention 3 1
Pruritis 3 0

Table 3 lists treatment-emergent adverse reactions that occurred in at least 3% of adult patients with epilepsy treated
with BANZEL (up to 3200mg/day) in adjunctive controlled studies and were numerically more common in patients
treated with BANZEL than placebo. In these studies, either BANZEL or placebo was added to current AED therapy.

At all doses studied of up to 3200 mg/day given as adjunctive therapy in adults, the most commonly observed (>3%)

adverse reactions, and with the greatest increase in incidence compared to placebo, for BANZEL were dizziness, fatigue,
nausea, diplopia, vision blurred, and ataxia.

Table 3: Inci (%) of T Emergent Adverse in all Adult Double-Blind Adjunctive Trials (up
to 3200mg/day) by Preferred Term (Adverse Reactions occurred in at least 3% of BANZEL-treated patients and
occurred more frequently than in Placebo Patients)

its expression, other organ system signs and symptoms not noted here may occur. If this reaction is
BANZEL should be discontinued and alternative treatment started.

All patients who develop a rash while taking BANZEL must be closely supervised.

5.5  Withdrawal of AEDs

As with all antiepileptic drugs, BANZEL should be withdrawn gradually to minimize the risk of precipitating seizures,
seizure exacerbation, or status epilepticus. If abrupt discontinuation of the drug is medically necessary, the transition to

another AED should be made under close medical supervision. In clinical trials, BANZEL discontinuation was achieved
by reducing the dose by approximately 25% every two days.

5.6  Status Epilepticus

Estimates of the incidence of treatment emergent status epilepticus among patients treated with BANZEL are difficult
because standard definitions were not employed. In a controlled Lennox-Gastaut syndrome trial, 3 of 74 (4.1 %) BANZEL-
treated patients had episodes that could be described as status epilepticus in the BANZEL-treated patients compared with

none of the 64 patients in the placebo-treated patients. In all controlled trials that included patients with different
11 of 1240 (0.9%) BANZEL-treated patients had episodes that could be described as status epilepticus compared with none
of 635 patients in the placebo-treated patients.

5.7  Laboratory Tests

Leucopenia (white cell count < 3X10° L) was more commonly observed in BANZEL-treated patients (43 of 1171, 3.7%)
than placebo-treated patients (7 of 579, 1.2%) in all controlled trials.

6 ADVERSE REACTIONS

6.1 Controlled Trials

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.

Placebo-controlled double-blind studies were performed in adults and in pediatric patients, down to age of 4, in other
forms of epilepsy, in addition to the trial in Lennox-Gastaut syndrome. Data on CNS Reactions [see Warnings and
Precautions (5.2)] from the Lennox-Gastaut study are presented first. Because there is no reason to suspect that adverse
reactions would substantially differ between these patient populations, safety data from all of these controlled studies
are then presented. Most of these adverse reactions were mild to moderate and transient in nature.

Common central nervous system reactions in the controlled trial of patients 4 years or older with Lennox-Gastaut
syndrome treated with BANZEL as adjunctive therapy [see Warnings and Precautions (5.2)]

Somnolence was reported in 24.3% of BANZEL-treated patients compared to 12.5% of placebo patients and led to
study discontinuation in 2.7% of treated patients compared to 0% of placebo patients. Fatigue was reported in 9.5%
of BANZEL-treated patients compared to 7.8% of placebo patients. It led to study discontinuation in 1.4% of treated
patients and 0% of placebo patients.

BANZEL Placebo
Preferred Term (N=823) (N=376)

% %

Headache 27 26
Dizziness 19 12
Fatigue 16 10
" ’ Nausea 12 9
Somnolence 11 9
Diplopia 9 3
Tremor 6 5
Nystagmus 6 5
Vision Blurred 6 2
Vomiting 5 4
Ataxia 4 0
Abdominal Pain Upper 3 2
Anxiety 3 2
Constipation 3 2
Dyspepsia 3 2
Back Pain 3 1
Gait Disturbance 3 1
Vertigo 3 1

Discontinuation in Controlled Clinical Studies

In controlled double-blind adjunctive clinical studies, 9.0% of patients receiving BANZEL as adjunctive therapy and 4.4%
receiving placebo discontinued as a result of an adverse reaction. The adverse reactions most commonly leading to
discontinuation of BANZEL (>1%) used as adjunctive therapy were generally similar in adults and children.

In pediatric double-blind adjunctive clinical studies, 8.0% of patients receiving BANZEL as adjunctive therapy and 2.2%

receiving placebo discontinued as a result of an adverse reaction. The adverse reactions most commonly leading to
discontinuation of BANZEL (>1%) used as adjunctive therapy are presented in Table 4.

Table 4: Adverse Reactions Most Commonly Leading to Discontinuation in Double-Blind Adjunctive Trials (At The
Recommended Dose of 45mg/kg/day) in Pediatric Patients

BANZEL Placebo

Preferred Term (N=187) (N=182)
% %
Convulsion 2 1
Rash 2 1
Fatigue 2 0
Vomiting 1 0
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In adult double-blind adjunctive clinical studies (up to 3200 mg/day), 9.5% of patients receiving BANZEL as adjunctive
therapy and 5.9% receiving placebo discontinued as a result of an adverse reaction. The adverse reactions most
commonly leading to discontinuation of BANZEL (>1%) used as adjunctive therapy are presented in Table 5.

Table 5: Adverse Reactions Most Commonly Leading to Discontinuation in Double-Blind Adjunctive Trials (up to
3200 mg/day) in Adult Patients

BANZEL Placebo
Preferred Term (N=823) (N=376)
% %
Dizziness 3 1
Fatigue 2 1
Headache 2 1
Nausea 1 0
Ataxia 1 0

Other Adverse Events Observed During Clinical Trials:

BANZEL has been administered to 1978 individuals during all epilepsy clinical trials (placebo-controlled and open-label).
Adverse events occurring during these studies were recorded by the investigators using terminology of their own
choosing. To provide a meaningful estimate of the proportion of patients having adverse events, these events were
grouped into standardized categories using the MedDRA dictionary. Adverse events occurring at least three times and
considered possibly related to treatment are included in the System Organ Class listings below. Terms not included
in the listings are those already included in the tables above, those too general to be informative, those related to
procedures and terms describing events common in the population. Some events occurring fewer than 3 times are also
included based on their medical significance. Because the reports include events observed in open-label, uncontrolled
observations, the role of BANZEL in their causation cannot be reliably determined.

Events are classified by body system and listed in order of decreasing frequency as follows: frequent adverse events-
those occurring in at least 1/100 patients; infrequent adverse events- those occurring in 1/100 to 1/1000 patients;
rare-those occurring in fewer than 1/1000 patients.

Blood and Lymphatic System Disorders: Frequent. anemia. Infrequent. lymphadenopathy, leukopenia, neutropenia,
iron deficiency anemia, thrombocytopenia.

Cardiac Disorders: /nfrequent: bundle branch block right, atrioventricular block first degree.

Metabolic and Nutritional Disorders: Frequent: decreased appetite, increased appetite.

Renal and Urinary Disorders: Frequent: pollakiuria. Infrequent: urinary incontinence, dysuria, hematuria, nephrolithiasis,
polyuria, enuresis, nocturia, incontinence.

7 DRUG INTERACTIONS

Based on in vitro studies, rufinamide shows little or no inhibition of most cytochrome P450 enzymes at clinically relevant
concentrations, with weak inhibition of CYP 2E1. Drugs that are substrates of CYP 2E1 (e.g. chlorzoxazone) may have
increased plasma levels in the presence of rufinamide, but this has not been studied.

Based on in vivo drug interaction studies with triazolam and oral contraceptives, rufinamide is a weak inducer of the
CYP 3A4 enzyme and can decrease exposure of drugs that are substrates of CYP 3A4 [see Drug Interactions (7.3)].
Rufinamide is metabolized by carboxylesterases. Drugs that may induce the activity of carboxylesterases may increase the
clearance of rufinamide. Broad-spectrum inducers such as carbamazepine and phenobarbital may have minor effects
on rufinamide metabolism via this mechanism. Drugs that are inhibitors of carboxylesterases may decrease metabolism
of rufinamide.

7.1 Effects of BANZEL on Other AEDs

Population pharmacokinetic analysis of average concentration at steady state of carbamazepine, lamotrigine,
phenobarbital, phenytoin, topiramate, and valproate showed that typical rufinamide C, . levels had little effect on the
pharmacokinetics of other AEDs. Any effects, when they occur, have been more marked in the pediatric population.

Table 6 summarizes the drug-drug interactions of BANZEL with other AEDs.

Table 6: Su y of drug-drug i of BANZEL with other antiepileptic drugs
AED Influence of Rufinamide on AED Influence of AED on Rufinamide
Co-administered concentration?) concentration
. Decrease hy 19 to 26%
0/ b)

Carbamazepine Decrease by 7 to 13% Dependent on dose of carbamazepine

Lamotrigine Decrease by 7 to 13%" No Effect
Decrease hy 25 to 46%°,9

Phenobarbital Increase by 8 to 13%" Independent of dose or concentration of
phenobarbital
Decrease by 25 to 46%°,9

Phenytoin Increase by 7 to 21%" Independent of dose or concentration of
phenytoin

Topiramate No Effect No Effect
Increase by <16 to 70%°

Valproate No Effect Dependent on concentration of valproate
Decrease hy 25 to 46%°,9

Primidone Not Investigated Independent of dose or concentration of
primidone

Benzodiazepines © Not | No Effect

a) Predictions are based on BANZEL concentrations at the maximum recommended dose of BANZEL.

b) Maximum changes predicted to be in children and in patients who achieve significantly higher levels of BANZEL, as
the effect of rufinamide on these AEDs is concentration-dependent.

c) Larger effects in children at high doses/concentrations of AEDs.

d) Phenobarbital, primidone and phenytoin were treated as a single covariate (phenobarbital-type inducers) to
examine the effect of these agents on BANZEL clearance.

) All compounds of the benzodiazepine class were pooled to examine for ‘class effect’ on BANZEL clearance.

Phenytoin: The decrease in clearance of phenytoin estimated at typical levels of rufinamide (C, . 15 ug/mL) is predicted to
increase plasma levels of phenytoin by 7 to 21%. As phenytoin is known to have non-linear pharmacokinetics (clearance
becomes saturated at higher doses), it is possible that exposure will be greater than the model prediction.

7.2 Effects of Other AEDs on BANZEL

Potent cytochrome P450 enzyme inducers, such as carbamazepine, phenytoin, primidone, and phenobarbital appear to
increase the clearance of BANZEL (see Table 6). Given that the majority of clearance of BANZEL is via a non-CYP-dependent
route, the observed decreases in blood levels seen with carbamazepine, phenytoin, phenobarbital, and primidone are
unlikely to be entirely attributable to induction of a P450 enzyme. Other factors explaining this interaction are not
understood. Any effects, where they occurred were likely to be more marked in the pediatric population.

Valproate: Based on a population pharmacokinetic analysis, rufinamide clearance was
decreased by valproate. In children, valproate administration may lead to elevated levels of rufinamide by up to 70%.
Patients stabilized on BANZEL before being prescribed valproate should begin valproate therapy at a low dose, and titrate
to a clinically effective dose. Similarly, patients on valproate should begin at a BANZEL dose lower than 10 mg/kg/day
(children) or 400 mg/day (adults) [see Dosage and Administration (2.5)].
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7.3  Effects of BANZEL on other Medications

Hormonal contraceptives: Co-administration of BANZEL (800 mg BID for 14 days) and Ortho-Novum 1/35” resulted in
amean decrease in the ethinyl estradiol AUC,, of 22% and C__ by 31% and norethindrone AUC_,, by 14% and C__ by
18%, respectively. The clinical signif of this decrease is unknown. Female patients of childbearing age should be
warned that the concurrent use of BANZEL with hormonal contraceptives may render this method of contraception less
effective. Additional non-hormonal forms of contraception are recommended when using BANZEL [see /nformation for
Patients (17)].

Triazolam: Co-administration and pre-treatment with BANZEL (400 mg bid) resulted in a 37% decrease in AUC and a 23%
decrease in C_,, of triazolam, a CYP 3A4 substrate.

Olanzapine: Co-administration and pre-treatment with BANZEL (400mg bid) resulted in no change in AUC and C_, of
olanzapine, a CYP 1A2 substrate.

8 USE IN SPECIFIC POPULATIONS
8.1 PREGNANCY

Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. BANZEL should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus. Rufinamide produced developmental toxicity when administered
orally to pregnant animals at clinically relevant doses.

Rufinamide was administered orally to rats at doses of 20, 100, and 300 mg/kg/day and to rabbits at doses of 30, 200,
and 1000 mg/kg/day during the period of organogenesis (implantation to closure of the hard palate); the high doses are
associated with plasma AUCs =2 times the human plasma AUC at the maximum recommended human dose (MRHD,
3200 mg/day). Decreased fetal weights and increased incidences of fetal skeletal abnormalities were observed in rats
at doses associated with maternal toxicity. In rabbits, embryo-fetal death, decreased fetal body weights, and increased
incidences of fetal visceral and skeletal abnormalities occurred at all but the low dose. The highest dose tested in rabbits
was associated with abortion. The no-effect doses for adverse effects on rat and rabbit embryo-fetal development (20
and 30 mg/kg/day, respectively) were associated with plasma AUCs = 0.2 times that in humans at the MRHD.

In a rat pre- and post-natal development study (dosing from implantation through weaning) conducted at oral doses
of 5, 30, and 150 mg/kg/day (associated with plasma AUCs up to =1.5 times that in humans at the MRHD), decreased
offspring growth and survival were observed at all doses tested. A no-effect dose for adverse effects on pre- and
post-natal development was not established. The lowest dose tested was associated with plasma AUC < 0.1 times that
in humans at the MRHD.

Pregnancy Registry

To provide information regarding the effects of in utero exposure to Banzel physicians are advised to recommend that
pregnant patients taking BANZEL enroll in the North American Antiepileptic Drug Pregnancy Registry. This can be done
by calling the toll free number 1-888-233-2334, and must be done by patients themselves. Information on the registry
can also be found at the website http://www.aedpregnancyregistry.org/.

8.2 Labor and Delivery
The effect of BANZEL on labor and delivery in humans is not known.

8.3 Nursing Mothers

Rufinamide is likely to be excreted in human milk. Because of the potential for serious adverse reactions in nursing
infants from BANZEL, a decision should be made whether to discontinue nursing or discontinue the drug taking into
account the importance of the drug to the mother.

8.4  Pediatric Use

The safety and effectiveness in patients with Lennox-Gastaut syndrome have not been established in children less than
4 years. The pharmacokinetics of rufinamide in the pediatric population (age 4-17 years) is similar to that in the adults
[see Clinical Pharmacology (12.3)]

8.5  Geriatric Use

Clinical studies of BANZEL did not include sufficient numbers of subjects aged 65 and over to determine whether they
respond differently from younger subjects. In general, dose selection for an elderly patient should be cautious, usually
starting at the low end of the dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac
function, and of concomitant disease or other drug therapy.

Pharmacokinetics of rufinamide in the elderly is similar to that in the young subjects [see Clinical Pharmacology (12.3)]

8.6 Renal Impairment: Rufinamide pharmacokinetics in patients with severe renal
impairment (creatinine clearance <30 mL/min) was similar to that of healthy subjects. Dose adjustment in patients
undergoing dialysis should be considered [see Dosage and Administration (2.3) and Clinical Pharmacology (12.3)].

8.7  Hepatic Impairment: There have been no specific studies investigating the effect of hepatic impairment on the
pharmacokinetics of rufinamide. Therefore, use in patients with severe hepatic impairment is not recommended. Cau-
tion should be exercised in treating patients with mild to moderate hepatic impairment [see Dosage and Administration
2.4)].

9 DRUG ABUSE AND DEPENDENCE
The abuse and dependence potential of BANZEL has not been evaluated in human studies.

10  OVERDOSAGE

Because strategies for the management of overdose are continually evolving, it is advisable to contact a Certified Poison
Control Center to determine the latest recommendations for the management of an overdose of any drug.

One overdose of 7200 mg/day BANZEL was reported in an adult during the clinical trials. The overdose was associated
with no major signs or symptoms, no medical intervention was required, and the patient continued in the study at the
target dose.

Treatment or Management of Overdose: There is no specific antidote for overdose with BANZEL. If clinically indicated,
elimination of unabsorbed drug should be attempted by induction of emesis or gastric lavage. Usual precautions should
be observed to maintain the airway. General supportive care of the patient is indicated including monitoring of vital signs
and observation of the clinical status of the patient.

Hemodialysis: Standard hemodialysis procedures may result in limited clearance of
rufinamide. Although there is no experience to date in treating overdose with hemodialysis, the procedure may be
considered when indicated by the patient’s clinical state.

1" DESCRIPTION

BANZEL (rufinamide) is a triazole derivative structurally unrelated to currently marketed antiepileptic drugs (AEDs).
Rufinamide has the chemical name 1-[(2,6-difluorophenyl)methyl]-14-1,2,3-triazole-4 carboxamide. It has an empirical
formula of C,H,F,N,0 and a molecular weight of 238.2. The drug substance is a white, crystalline, odorless and slightly
bitter tasting neutral powder. Rufinamide is practically insoluble in water, slightly soluble in tetrahydrofuran and in
methanol, and very slightly soluble in ethanol and in acetonitrile.

F
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BANZEL is available for oral administration in film-coated tablets, scored on both sides, containing 200 and 400 mg of
rufinamide. Inactive ingredients are colloidal silicon dioxide, corn starch crosscarmellose sodium, hypromellose, lactose
monohydrate, magnesium stearate, microcrystalline cellulose, and sodium lauryl sulphate. The film coating contains
hypromellose, iron oxide red, polyethylene glycol, talc, and titanium dioxide.

BANZEL is also available for oral administration as a liquid containing rufinamide at a concentration of 40 mg/mL.
Inactive ingredients include microcrystalline cellulose and carboxymethylcellulose sodium, hydroxyethylcellulose,
anhydrous citric acid, simethicone emulsion 30%, poloxamer 188, methylparaben, propylparaben, propylene glycol,
potassium sorbate, noncrystallizing sorbitol solution 70%, and an orange flavor.

12 CLINICAL PHARMACOLOGY

12.1  Mechanism of Action
The precise mechanism(s) by which rufinamide exerts its antiepileptic effect is unknown.

The results of in vitro studies suggest that the principal mechanism of action of rufinamide is modulation of the activity
of sodium channels and, in particular, prolongation of the inactive state of the channel. Rufinamide (> 1 uM) significantly
slowed sodium channel recovery from inactivation after a prolonged prepulse in cultured cortical neurons, and limited
sustained repetitive firing of sodium-dependent action potentials (EC,, of 3.8 uM).

12.3  Pharmacokinetics

Overview

BANZEL is well absorbed after oral administration. However, the rate of absorption is relatively slow and the extent
of absorption is decreased as dose is increased. The pharmacokinetics does not change with multiple dosing. Most
elimination of rufinamide is via metabolism, with the primary metabolite resulting from enzymatic hydrolysis of the
carboxamide moiety to form the carboxylic acid. This metabolic route is not cytochrome P450 dependent. There are no
known active metabolites. Plasma half-life of rufinamide is approximately 6-10 hours.

Absorption and Distribution

Following oral administration of BANZEL, peak plasma concentrations occur between 4 and 6 hours (T ) both under fed
and fasted conditions. BANZEL tablets display decreasing bioavailability with increasing dose after single and multiple
dose administration. Based on urinary excretion, the extent of absorption was at least 85% following oral administration
of a single dose of 600 mg rufinamide under fed conditions.

Multiple dose pharmacokinetics can be predicted from single dose data for both rufinamide and its metabolite. Given
the dosing frequency of every 12 hours and the half-life of 6 to 10 hours, the observed steady-state peak concentration
of about two to three times the peak concentration after a single dose is expected.

Food increased the extent of absorption of rufinamide in healthy volunteers by 34% and increased peak exposure
by 56% after a single dose of 400 mg, although the T___was not elevated. Clinical trials were performed under fed
conditions and dosing is recommended with food [see Dosage and Administration (2)].

Only a small fraction of rufinamide (34%) is bound to human serum proteins, predominantly to albumin (27%), giving
little risk of displacement drug-drug interactions. Rufinamide was evenly distributed between erythrocytes and plasma.
The apparent volume of distribution is dependent upon dose and varies with body surface area. The apparent volume
of distribution was about 50 L at 3200 mg/day.

Metabolism

Rufinamide is extensively metabolized but has no active metabolites. Following a radiolabeled dose of rufinamide, less
than 2% of the dose was recovered unchanged in urine. The primary biotransformation pathway is carboxylesterase(s)
mediated hydrolysis of the carboxamide group to the acid derivative CGP 47292. A few minor additional metabolites
were detected in urine, which appeared to be acyl-glucuronides of CGP 47292. There is no involvement of oxidizing
cytochrome P450 enzymes or glutathione in the biotransformation process.

Rufinamide is a weak inhibitor of CYP 2E1. It did not show significant inhibition of other CYP enzymes. Rufinamide is
a weak inducer of CYP 3A4 enzymes.

Rufinamide did not show any significant inhibition of P-glycoprotein in an in-vitro study.

Elimination/Excretion

Renal excretion is the predominant route of elimination for drug related material, accounting for 85% of the dose based
on a radiolabeled study. Of the metabolites identified in urine, at least 66% of the rufinamide dose was excreted as the
acid metabolite CGP 47292, with 2% of the dose excreted as rufinamide.

The plasma elimination half-life is approximately 6-10 hours in healthy subjects and patients with epilepsy.

Special Populations

Gender: Population pharmacokinetic analyses of females show a 6-14% lower apparent clearance of rufinamide
compared to males. This effect is not clinically important.

Race: In a population pharmacokinetic analysis of clinical studies, no difference in clearance or volume of distribution
of rufinamide was observed between the black and Caucasian subjects, after controlling for body size. Information on
other races could not be obtained because of smaller numbers of these subjects.

Pediatrics: Based on a population analysis in 117 children (age 4-11 years) and 99 adolescents (age 12-17 years), the
pharmacokinetics of rufinamide in these patients is similar to the pharmacokinetics in adults.

Elderly: The results of a study evaluating single-dose (400 mg) and multiple dose (800 mg/day for 6 days) pharmaco-
kinetics of rufinamide in 8 healthy elderly subjects (65-80 years old) and 7 younger healthy subjects (18-45 years old)
found no significant age-related differences in the pharmacokinetics of rufinamide.

Renal Impairment: Rufinamide pharmacokinetics in 9 patients with severe renal impairment (creatinine clearance <30
mL/min) was similar to that of healthy subjects. Patients undergoing dialysis 3 hours post rufinamide dosing showed
a reduction in AUC and C_, by 29% and 16% respectively. Adjusting rufinamide dose for the loss of drug upon
dialysis should be considered.

Hepatic Impairment: There have been no specific studies investigating the effect of hepatic impairment on the
pharmacokinetics of rufinamide. Therefore, use in patients with severe hepatic impairment is not recommended. Caution
should be exercised in treating patients with mild to moderate hepatic impairment.

13 NONCLINICAL TOXICOLOGY

13.1  Carci is, M of Fertility

Carcinogenesis: Rufinamide was given in the diet to mice at 40, 120, and 400 mg/kg/day and to rats at 20, 60, and
200 mg/kg/day for two years. The doses in mice were associated with plasma AUCs 0.1 to 1 times the human plasma
AUC at the maximum recommended human dose (MRHD, 3200 mg/day). Increased incidences of tumors (benign bone
tumors (osteomas) and/or hepatocellular adenomas and carcinomas) were observed in mice at all doses. Increased
incidences of thyroid follicular adenomas were observed in rats at all but the low dose; the low dose is <0.1 times the
MRHD on a mg/m? basis.

Mutagenesis: Rufinamide was not mutagenic in the in vitro bacterial reverse mutation (Ames) assay or the in vitro
mammalian cell point mutation assay. Rufinamide was not clastogenic in the in vitro mammalian cell chromosomal
aberration assay or the in vivo rat bone marrow micronucleus assay.

Impairment of Fertility: Oral administration of rufinamide (doses of 20, 60, 200, and 600 mg/kg/day) to male and female
rats prior to mating and throughout mating, and continuing in females up to day 6 of gestation resulted in impairment of
fertility (decreased conception rates and mating and fertility indices; decreased numbers of corpora lutea, implantations,
and live embryos; increased preimplantation loss; decreased sperm count and motility) at all doses tested. Therefore, a
no-effect dose was not established. The lowest dose tested was associated with a plasma AUC = 0.2 times the human
plasma AUC at the MRHD.

14 CLINICAL STUDIES
The effectiveness of BANZEL as adjunctive treatment for the seizures associated with Lennox-Gastaut syndrome (LGS)
was established in a single multicenter, double-blind, placebo-controlled, randomized, parallel-group study (n=138).
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Male and female patients (between 4 and 30 years of age) were included if they had a diagnosis of inadequately
controlled seizures associated with LGS (including both atypical absence seizures and drop attacks) and were being
treated with 1 to 3 concomitant stable dose AEDs. Each patient must have had at least 90 seizures in the month prior
to study entry. After completing a 4 week Baseline Phase on stable therapy, patients were randomized to have BANZEL
or placebo added to their ongoing therapy during the 12 week Double-blind Phase. The Double-blind Phase consisted
of 2 periods: the Titration Period (1 to 2 weeks) and the Maintenance Period (10 weeks). During the Titration Period,
the dose was increased to a target dosage of approximately 45 mg/kg/day (3200 mg in adults of > 70kg), given on a
b.i.d. schedule. Dosage reductions were permitted during titration if problems in tolerability were encountered. Final
doses at titration were to remain stable during the maintenance period. Target dosage was achieved in 88% of the
BANZEL-treated patients. The majority of these patients reached the target dose within 7 days, with the remaining
patients achieving the target dose within 14 days.

The primary efficacy variables were:
« The percent change in total seizure frequency per 28 days;
< The percent change in tonic-atonic (drop attacks) seizure frequency per 28 days;

« Seizure severity from the Parent/Guardian Global Evaluation of the patient’s condition. This was a 7-point
assessment performed at the end of the Double-blind Phase. A score of +3 indicated that the patient’s seizure
severity was very much improved, a score of 0 that the seizure severity was unchanged, and a score of -3 that the
seizure severity was very much worse.

The results of the three primary endpoints are shown in Table 7 below.

Table 7: Lennox-Gastaut Syndrome Trial Seizure Frequency Primary Efficacy Variable Results

Variable Placebo Rufinamide
) . . -32.7
Median percent change in total seizure frequency per 28 days -11.7 (p=0.0015)
Median percent change in tonic-atonic seizure frequency per 14 -42.5
28 days ) (p<0.0001)
e ) ) . 53.4
Improvement in Seizure Severity Rating from Global Evaluation 30.6 (p=0.0041)

16 HOW SUPPLIED/STORAGE AND HANDLING

BANZEL 200 mg tablets (containing 200 mg rufinamide) are pink in color, film-coated, oblong-shape tablets, with a
score on both sides, imprinted with “€ 262” on one side. They are available in bottles of 30 (NDC 62856-582-30).

BANZEL 400 mg tablets (containing 400 mg rufinamide) are pink in color, film-coated, oblong-shape tablets, with a
score on both sides, imprinted with “€ 263” on one side. They are available in bottles of 120 (NDC 62856-583-52).

BANZEL Oral Suspension is an orange flavored liquid supplied in a polyethylene terephthalate (PET) bottle with
child-resistant closure. The oral suspension is packaged with a dispenser set which contains a calibrated oral dosing
syringe and an adapter. Store the oral suspension in an upright position. Use within 90 days of first opening the bottle,
then discard any remainder. The oral suspension is available in bottles of 460 mL (NDC 62856-584-46).

Store the tablets at 25°C (77°F); excursions permitted to 15°- 30°C (59°F - 86°F). Protect from moisture. Replace cap
securely after opening.

Store the oral suspension at 25°C (77°F); excursions permitted to 15°- 30°C (59°F - 86°F). Replace cap securely after
opening. The cap fits properly in place when the adapter is in place.

17 PATIENT COUNSELING INFORMATION

Patients should be informed of the availability of a Medication guide and they should be instructed to read the
Medication Guide prior to taking BANZEL.

Patients should be instructed to take BANZEL only as prescribed.

17.1 Suicidal Thinking and Behavior - Patients, their caregivers, and families should be informed that antiepileptic
drugs increase the risk of suicidal thoughts and behavior and should be advised of the need to be alert for the
emergence or worsening of the signs and symptoms of depression, any unusual changes in mood or behavior,
or the emergence of suicidal thoughts, behavior, or thoughts about self-harm. Behaviors of concern should be
reported immediately to healthcare providers.

As with all centrally acting medications, alcohol in combination with BANZEL may cause additive central nervous
system effects.

Patients should be advised to notify their physician if they experience a rash associated with fever.

BANZEL should be taken with food.

Patients should be advised about the potential for somnolence or dizziness and advised not to drive or operate
machinery until they have gained sufficient experience on BANZEL to gauge whether it adversely affects their mental
and/or motor performance.

Female patients of childbearing age should be warned that the concurrent use of BANZEL with hormonal contraceptives
may render this method of contraception less effective [see Drug Interactions (7.3)]. Additional non-hormonal forms of
contraception are recommended when using BANZEL.

Patients should be advised to notify their physician if they become pregnant or intend to become pregnant during
therapy. They should also be encouraged to enroll in the North American Antiepileptic Drug Pregnancy Registry if
they become pregnant. To enroll, patients can call the toll free number 1-888-233-2334 [see Use in Specific
Populations (8.1)].

Patients should be advised to notify their physician if they are breast-feeding or intend to breast-feed.

Patients who are prescribed the oral suspension should be advised to shake the bottle vigorously before every admin-
istration and to use the adaptor and oral dosing syringe.

When applicable patients should be advised that Banzel oral suspension does not contain lactose or gluten and is
dye-free. The oral suspension does contain carbohydrates.
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17.2 Medication Guide
BANZEL (ban-‘zel)
[rufinamide]

Tablets and Oral Suspension

Read this Medication Guide before you start taking BANZEL and each time you get a refill. There may be new information. This
information does not take the place of talking to your healthcare provider about your medical condition or treatment.

What is the most important information | should know about BANZEL?
Do not stop taking BANZEL without first talking to your healthcare provider.
Stopping BANZEL suddenly can cause serious problems.

BANZEL can cause serious side effects, including:
1. Like other antiepileptic drugs, BANZEL may cause suicidal thoughts or actions in a very small
number of people, about 1 in 500.

Call a healthcare provider right away if you have any of these symptoms, especially if they are
new, Worse, or worry you:

. thoughts about suicide or dying

. attempt to commit suicide

. new or worse depression

. NEW or Worse anxiety

. feeling agitated or restless

. panic attacks

. trouble sleeping (insomnia)

. new or worse irritability

. acting agaressive, being angry, or violent

. acting on dangerous impulses

. an extreme increase in activity and talking (mania)
. other unusual changes in behavior or mood

. Suicidal thoughts or actions can be caused by things other than medicines. If you have suicidal thoughts
or actions, your healthcare provider may check for other causes.

How can | watch for early symptoms of suicidal thoughts and actions?
. Pay attention to any changes, especially sudden changes, in mood, behaviors, thoughts, or feelings.
. Keep all follow-up visits with your healthcare provider as scheduled.

Call your healthcare provider between visits as needed, especially if you are worried about symptoms.
Do not stop BANZEL without first talking to a healthcare provider.

. Stopping BANZEL suddenly can cause serious problems. Stopping a seizure medicine suddenly in a patient

who has epilepsy can cause seizures that will not stop (status epilepticus).
2. BANZEL may cause you to feel sleepy, tired, weak, dizzy or have problems with coordination and walking

What is BANZEL?
BANZEL is a prescription medicine used with other medicines to treat seizures associated with Lennox-Gastaut syndrome (LGS) in
adults and children 4 years of age and older.

Itis not known if BANZEL is safe and effective in the treatment of Lennox-Gastaut syndrome in children under 4 years of age.
Who should not take BANZEL?

Do not take BANZEL if you have a genetic condition called familial short QT syndrome, a problem that affects the
electrical system of the heart.

What should I tell my healthcare provider before taking BANZEL?
Before you take BANZEL, tell your healthcare provider if you:

. have heart problems

. have liver problems

. have any other medical problems

. have or have had suicidal thoughts or actions, depression or mood problems

. are pregnant or plan to become pregnant. It is not known if BANZEL can harm your unborn baby. Tell your

healthcare provider right away if you become pregnant while taking BANZEL. You and your healthcare provider will
decide if you should take BANZEL while you are pregnant.

. BANZEL may make certain types of birth control less effective. Talk to your healthcare provider about the best birth
control methods for you while you take BANZEL.

o If you become pregnant while taking BANZEL, talk to your healthcare provider about registering with the
North American Antiepileptic Drug Pregnancy Registry. You can enroll in this registry by calling 1-888-
233-2334. The purpose of this registry is to collect information about the safety of antiepileptic medicines
during pregnancy.

. are breastfeeding or plan to breastfeed. BANZEL may pass into your breast milk. You and your healthcare provider
should decide if you will take BANZEL or breastfeed. You should not do both.

Tell your healthcare provider about all the medicines you take, including prescription and non-prescription medicines,
vitamins, and herbal supplements.

Taking BANZEL with certain other medicines can cause side effects or affect how well they work. Do not start or stop other medicines
without talking to your healthcare provider.

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

How should | take BANZEL?

. Take BANZEL exactly as your healthcare provider tells you. Your healthcare provider will tell you how much BANZEL
to take.
. Your healthcare provider may change your dose. Do not change your dose of BANZEL without talking to your

healthcare provider.
. Take BANZEL with food.
. BANZEL tablets can be swallowed whole, cut in half or crushed.

1.6.2

BANZEL® (rufinamide)

. If you take BANZEL Oral Suspension instead of BANZEL tablets, shake the bottle well before you take each dose
Measure your dose of BANZEL Oral Suspension using the bottle adapter and dosing syringes provided.

See the complete Instructions for Use below for information on how to use the dosing syringes and measure
your dose of BANZEL Oral Suspension

. If you take too much BANZEL, call your local Poison Control Center or get emergency medical help right away.

What should | avoid while taking BANZEL?

o Do not drink alcohol or take other medicines that make you sleepy or dizzy while taking BANZEL until you talk to
your healthcare provider. BANZEL taken with alcohol or medicines that cause sleepiness or dizziness may make
your sleepiness or dizziness worse.

o Do not drive, operate heavy machinery, or do other dangerous activities until you know how BANZEL affects you.
BANZEL can slow your thinking and motor skills.

What are the possible side effects of BANZEL?
See “What is the most important information | should know about BANZEL?”

BANZEL may cause serious side effects including:

. BANZEL can also cause allergic reactions or serious problems which may affect organs and other parts of your body
like the liver or blood cells. You may or may not have a rash with these types of reactions

Call your healthcare provider right away if you have any of the following. Symptoms may include:
. swelling of your face, eyes, lips, or tongue

trouble swallowing or breathing

a skin rash

hives

fever, swollen glands, or sore throat that do not go away or come and go

swollen glands

yellowing of your skin or eyes

dark urine

unusual bruising or bleeding

severe fatigue or weakness

severe muscle pain

© e 000000 00

e Your seizures happen more often or become worse
Call your healthcare provider right away if you have any of the symptoms listed above.

The most common side effects of BANZEL include:

. headache
. dizingss
. tiredness
. sleepiness
. nausea

. vomiting

Tell your healthcare provider about any side effect that bothers you or that does not go away. These are not all of the possible side
effects of BANZEL. For more information, ask your healthcare provider or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store BANZEL?

. Store BANZEL tablets and oral suspension at 59°F to 86°F (15°C to 30°C)
Tablets

] Keep BANZEL tablets in a dry place.

Oral Suspension
] Replace the cap securely after opening.
] Keep BANZEL Oral Suspension in an upright position.
] Use BANZEL Oral Suspension within 90 days of first opening the bottle.

Keep BANZEL and all medicines out of the reach of children.

General Information about the safe and effective use of BANZEL

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

harm them.

This Medication Guide summarizes the most important information about BANZEL. If you would like more information, talk with your
doctor. You can ask your pharmacist or doctor for information about BANZEL that is written for health professionals.

For more information, go to www.banzel.com or call 1-888-274-2378.
What are the ingredients in BANZEL?

Tablets

Active ingredient: rufinamide

Inactive ingredients: colloidal silicon dioxide, corn starch crosscarmellose sodium, hypromellose, lactose
monohydrate, magnesium stearate, microcrystalline cellulose, and sodium lauryl sulphate, iron oxide red,
polyethylene glycol, talc, and titanium dioxide.

Oral Suspension

Active ingredient: rufinamide

Inactive ingredients: microcrystalline cellulose and carboxymethylcellulose sodium, hydroxyethylcellulose, anhydrous
citric acid, simethicone emulsion 30%, poloxamer 188, methylparaben, propylparaben, propylene glycol, potassium
sorbate, noncrystallizing sorbitol solution 70%, orange flavor.

The oral suspension does not contain lactose or gluten and is dye-free. The oral suspension does contain
carbohydrates

Manufactured by Eisai Co., Ltd.
Marketed by Eisai Inc., Woodcliff Lake, NJ 07677
Revised March 2011
This Medication Guide has been approved by the U.S. Food and Drug Administration.

© 2011 Eisai Inc. Printed in U.S.A

BAN479
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BANZEL® (rufinamide)

17.3 BANZEL Oral Suspension Instructions for Use
Instructions for Use
BANZEL (ban-‘zel)
[rufinamide]

Oral Suspension

Read the Instructions for Use before using BANZEL Oral Suspension and each time you get a refill. There may be new
This leaflet does not take the place of talking with the doctor about your medical condition or treatment.

Prepare the BANZEL Oral Suspension dose

You will need the following supplies: See Figure A

© BANZEL Oral Suspension bottle

* Bottle adapter

 Dosing syringe (2 dosing syringes are included in the BANZEL Oral Suspension box)

Figure A

bottle
=

1.6.2

BANZEL® (rufinamide)

Figure F

Your total daily dose of BANZEL Oral Suspension is. mL.
Take BANZEL in 2 equally divided doses:
Morning dose = mL  Evening dose = mL

Note: The doctor may change your dose, especially when you are first starting BANZEL Oral
Suspension.

If your morning and evening doses are more than 20 mL each, measure each dose using either:
®  2syringes, or
* 1 syringe, taking two steps to draw up the medicine in that same syringe

Step 1. Remove the BANZEL Oral Suspension bottle, bottle adapter, and 2 syringes from the box. See Figure A
Step 2. Shake the bottle well before each use. See Figure B
Figure B

shake well j A

\V/

Step 3. Uncap the bottle and insert the bottle adapter into the bottle. See Figure C.
Figure C

bottle adapter

/

=

Once the bottle adapter is installed, it cannot be removed. See Figure D
Figure D

See Figure E
Figure E

Step 5. Insert the syringe into the upright bottle and push the plunger all the way down. See Figure F

Step 4. Check the morning or evening dose in milliliters (mL) as prescribed by your doctor. Locate this number on the syringe.

Step 6. With the syringe in place, turn the bottle upside down. Pull the plunger to the number of mL needed (the amount of liquid
medicine in Step 4). See Figure G.

Figure G

Measure the mLs of medicine from the white layer at the end of the plunger, not the black layer. See Figure H
Figure H

measure to
white end
of plunger

=@
N

Step 7. If the dose is more than 20 mL, you can either use:

© 2 syringes, or

1 syringe, taking two steps to draw up the medicine in that same syringe

For example:

If your dose is 30 mL, draw up 20 mL in the first syringe and the remaining 10 mL in the second syringe.

or

If your dose is 30 mL, draw up 20 mL in the single syringe and squirt the medicine into your mouth, then draw up the remaining 10
mL in that same syringe.

Repeat Steps 4 through 6 when drawing up the remaining dose of medicine, if your dose is more than 20 mL.
Step 8. Remove the syringe from the bottle adapter.

Step 9. Slowly squirt BANZEL directly into the corner of your mouth. If you need 2 syringes for your dose, slowly squirt the
medicine from the first syringe into your mouth, then slowly squirt the medicine from the second syringe into your mouth.
See Figure |

Figure |

Step 10. Rinse the syringe (or syringes) with tap water after each use. See Figure J
« Fill a cup with water

© Pull back on the plunger and draw the water from the cup into the syringe

© Push on the plunger to release the water into the sink

Figure J

Step 11. Cap the bottle tightly. The cap will fit over the bottle adapter. Store the bottle upright at 59°F to 86°F (15°C to 30°C).
See Figure K

Figure K
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TH 2 5@ < (BUCTADASERMRE : 043%, 77 BAREE:
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2. B KO O SO OBERRIE DR

3. 7 SEYRE FEAE O FE ]

Zhae - R
BE 4 5 4 A
rorE

(FLd7e L)

[H SRR R VED ZEAE AN ]
AFNE, FEEEEEOSHEIIREO L TIX A & AIEIC KR
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1 B 2B TRZICR DL L, Z0%II2AZTLIT1
AM&EL LT 400 mg LA RT3 5, #RFHEILAE
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B, FEWRIC X 0 HEREH & & 2 22 O EPE T E T 5
2N, HEF2 AU EOREZHITT1 HAHELE LT 400mg

(WARFNImOFLTANARKEFA L TERTL L, (H
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Rx&HTT1HRAZEE L TA00mg LRI D752 &,
<s£E>

2. FI DK
e "N R
IR 4y
BEE |mma—r % I
T4
{1/ RayFTTAY q"@ (:GD == *E;?Z
g 100mg | 7% Rt
Fopl [ () K ) - EE (ng) - B & () BIRA Y
102 54 187 4.0
SRIIN
4 say|A—7 ¥ (el D|==| #wrr
% 200mg |7 5% A B
E262 (B4 () - 272 () - B = (ng) - B )| BIFRAY
1520 6.2 374 45
[3heE - ZHER]

DM TANAETTRLEHRENED 5N
Lennox-Gastaut JEIRFFIZ & 1T 5 BMERER VB D RAEIZHT
M TANAEEDHRARE

(A% - AE]
ALl /R
{KE 15.0~30.0kg DIFE : EE. LT F I FELT, Y
N2HMEIX1H200mg =1 H2EIZHIFTEEZICROKRS L.
FN®RIF2BZEICTIBRAEZE LT200mg LTI Di#ftEd 5,
HIFFHSE181000mg &L, 1 B 2EICHFTEZICEOE
535, 4. fERICEY. 1 B 1000mg 8% 4 VEEETE
FigET 50, =L 2 BUEOBEREHITT 1 BEEEL
T 200mg LT DTS5 &,
RKE30. kg LLEDIES - BIADAE - AEI26S,
A
BE. LI« FIFELT, YO 2 BMEIE 1 B 400mg % 1
B2EIIAHCERZIROBREL, TO®%IE2AZLIZTA
FAZE& LT 400mg LT O#iET 5, HiFAEIAE 30.1~
50. Okg MEHIZIZ 1 B 1800mg. {AE 50. 1~70. Okg DEHI(C

Al EDNR ABJmULDMNRRUEREA
15.0~ 30. 1~ 50. 1~ 70. 1kg

e 30. Okg 50. Okg 70. Okg HUE
1-2

HE 200mg/ B 400mg/ B
sEE 2 BHE&EIC 2 BHE&EI(C

U 200mg AT D 400mg L F9 D

HiET 5, wiET 5,
id=d 1000 1800 2400 3200
= mg/ B mg/ B mg/ B mg/H

e <Pk - BEICEEY SEALOIE o
(1) AFNIMOFTAPAKE G L THEAT S 2 &,

(FEINBRFERBRIC 35\ C L AHIHIE 5 ORI |
BRiz7eun,) 5
AT aEF N UL LD XY ARAO M
BEN ERT2 2 ERH 50T, AROBEORIC
I EEICEREBIE L AN SRS 2 L, (KE |
30. Okg Al 85 CIAIAE 30. Okg LL EOBH LY |
LRXARPBRADONTNS - ORICESETS |
Z b, (REAER RO TEmEEE) OESMH)
[(EALDEE]

1. RERSE (ROBECITREICHRETEZE)

() LDHL T AP AIRICKE LT L —JE UL TSR
DWEEIEN b % BE (KR OB 51T X 5 @O =
PR ST s, TERRENER] OESR)

(2) iTHsREREE O b 5 I URAIIITIRCRB S h D 7=
., MPRER ERT 2 BZRANH 5, [EEARLA
MER) OHEZBH)

(3) JeKHE QT EMIERERED B (QT RGN | ke
THBENNG D, [EE R EARNES ) [EYEE)
DIEZR)

2. EELERNER

() AFIOF G L0 TADABERIRER S Hbh b 2
LB DHOT, ARG IILEE ORI A 48
L, TANABBRIENA U841 i) 2
BEITD 2 &, Fh. ARBEGRICH 2RO
R UE T A A ERRRIE DS OBINAFED B
TS E TR, ASHIEE HAAgE O 6 BV A {20 FE L T
LIk,

Q) AKIDOEFIZ LV REB RS DD Z ERHEHDT,
AR OBEA otz > THEHACIERE L, B 2500
LNTEA L, 52T 57 CHlEu e E s
F79 2L, BINRIZBN T, F695 0985 2
Y LFRB ST VDT, RIS K OFEVE DO FER A

o1-

I—Ho et



A4/ ~A0O2EE100mg, R££200mg

ROLATHEITEET D2 &,
()M TIZRB T D HE G ROBB AR LGPk
&0 TAPAFEIEOEEESNL T AN VEBKE
NHLOLNDZLEDNHDLDT, FHOFKE 2Pk
DAL, BEOREAFLZEEOBANGEDBIZ

Beh eIk L2TER b RnEa2Rs, kel

EH 2 B LITHRaICEEL, T B ET T

45z,

(4) L O JF i AERE

FREIONT 2 LetiImitsh T

W2 R EOFRRMENERMEE RS &)
Wr S DG EIZDOHR, BEOIREZEEICBE LA
NHEHITHZ L L, HBEICR U TR EZ
T 57 R RMEEZITO Z L,
G) AFBEEIZ LY QT RIfRAEE I EHET D2 nn
BB, JeRME QT FHMEE BERED BT 1Tk LTI,
R LA RN EEE BIE S L S h b s
WCOREET DL L L, ARG & O 51X
EMHNCDENREZ EiT 570 L, BEORELY
EEICBETLZ L, ([FRpEhE) oESR)

(O) MRS, TEEN - 1) - KA EERE

O T

ZHTENHDHOT, AHIEEGHOBEITITHTE
DOIERE, e ) BB F SERV L O TR

T2 &,
3. #EH%R

AANTEIC AL ARF LT AT F—BTRBEND,
(ISEp@hne ) DIEBM)
BERERE (BERICERT B2 8)

T, BESTTA
FoOREZFHET 25
&,

A4S BRAEIR - $EETIE | W - SRR T
AT m g T N | A OM PR b | AR A LD
UL ATLILDRHH0 | R#BEETHD

HIVKRF T A
79— NIE
i KAl 7Y
7T ANET
T2,

AV
— ., 77U IF
2185 o =
v

AR 0D i, 7 B S A
T 5 REERH
Do

R IT R TH
2

By, mhRAT Y
IR, hET—
b, V=3 R,
FUT YT L)

ZE N G AHN O MK | B IX A T h
T2 EESD| D,
5. ETo, MHFHEH
DI HPREE LA
ToHrBENEH D,
CYP3A4 (X I [FFFEA OB EAR | AHI D CYP3A4 (T
CYP3A) TR [H#EL., fEHZHEEIS | X3 2 FEIEH
NDHEAK| (ZaxN|grBEANHDL, (ITLDEEXD
P, B na,

R (=7
=) A KNT Y
F— . T
=0

FAF3EA O R 2 e
L, R Z#E &
BELBLNBDH D,

P (AW C &
2o

4. BlER

R E TICENFE IR L ORI GEHRBRTLT 1«

I REHLGESNZE8HIDH B, 41 fi (70. %) \ZEIE
HRRO o, EREWERIL, Bk (20.7%) . &K
JEE (17.2%) g (12.1%) . 555 (10.3%) Th o7,
() EXGREHERD
1) MBUEE MR (BRI IHNER & L T35,
BENH LI, & HIZY o HifER, R E
MR EE ORI £F 5 HEZRBUE IR H
LbNAZENHDLOT, BEETHIITITH, 2
DX IRIERD S b HAIE, &5 EFIE

S0

1.8.1

L. BEERAEEIT) 2 L,
SE) S IR B K OSME O TR T O A S h 7zl
{E BRI & LT,
() Z0taDEI A=Y

WD X5 REWERRRD SN HEITIE, BRI
Ul Ea1T5 2 &,
L0%EA L | 3~10%ATM | 3%A %%fﬂﬂ
BEE™ ®
HILER BHE | EL
PN
o, (R
AR | R EEPED | RMRE | OB
ES F, TA | BT, | "B
MAER | EBK
LN/ S B Nt
B, B
Z 0t R UEN
i FEH
D) ENEARBICR T 2 A RBURE I ESWT, %31
oL,

E ) SEFRR R COLME SN ZRIERIZBEERI L Lz,

3 Zo LS RERNES L bREBEA I, BE5E Pk

ek,

5. alE~DEE

— WA S CIXAERSENME T L TVWAO T EEL

THEHT 2L, B, SMETORBRTIE, qling &Ik

EEE L O T EYEEEICH L AREITRD LTV

20, (TERPEhRE ] OES M)

6. 1Tim. ER. RILBE~AORE

() IR SOTIIR LW B el REME O & D ld A ITiT, Th#
FoORENEBRIEE ERD &HE SN DA DO
Beh5dHZ L, ([BHERT, MRS v MRS L
EELIHFTIRT v M IR LT, FEM OBET R
D DR K ORI INNHI OB IR A HRE STV D,
F7-. IR T v MIZ 150mg/kg ARG L L &,
RE R IR 9 5 HAESOIE O HA R RO
BN K OV A= W 00 2 2 R B 0 s il S st 35 S 41T
W5,)

Q)T O NITRE 35 2 L&l Stx G
BHET AR RIS 2L, (T P L
RS- LT o7 ReEROKE L E X,
HIF P A~BATT B Z LA HESNTVS, ]

1. INRE~ADEE

M ARERE, BrER, JLIR, 4R U R E15ke

KRGO L6 5 22T LTy, (BN

R IZ BV CTHEARBRIE RV, )

8. BERSE

AFN O FA GAZKT D BFHEANTE S TOAR, E =

BEMTONIGEITIE, BlEE 512470 SIS

U CHEN: - BYER S 21T 5 2 &, E72. AANTMEET

IRV —HREMRTH Y HELL TV DIEROREIZ

b U T BT O£z EB+T5 2 &,

9. BRLDEFE

SR AZfFHE - PTPEAE DS IPTPY — b B H L

TIRATA L o#E+T 528, (PTPY— FOFEAIZ X

0 ARSI BIERE AT L, B AR

Z LU CHERRIAR S O EE R A IHEZ %2 2 & A

HEINTND,)

10. EDMDEFE

WAL CEM S NI BHOT TANATRIZE TS, TA

DA, KRR RS At B & LT21990D 7T & 7R ek R bl

HREOMFHERIZBN T, ARESER O E B D%

U RN, TCADPAEOIRBAETT 7R ittt

LTRSS R TANASEIRARE : 0.43%, 75

I—Ho et



A4/ ~A0O2EE100mg, R££200mg

TR L 0.24%) . FLCANAKDORARETIZ, 77k
REEL ERI000AHT2 D 1L.INZ W EHAE S (95%
{EHEIXH : 0.6-3.9), 7=, TADABREDOYT I
— 7T, 7T AR E ER1000AHT- 0 2. AN\ &
AHEInTn5,

(el
1. mARE

(1) REHRS GEAT—4)

fERER A R RV T 472 R&E 1 B 2[ENCHT T,
800mg/ B ML ABICENFEEMMBL, 3 HI LIS
HE L7238 800, 1600, 2400 M TX 3200mg/ A™® |z
B 2 EFRAE O S M R B HERS R ORI EhRE <
FA=BIILUTOEBY THD WREDIKED L

filf +AE AR 2213 72, 1£10. 8kg), (@)
(ng/mL)
301 —A—  3200mg/ H (n=10)

-€-  2400mg/H (n=14)
-+ 1600mg/ H (n=14)
800mg/ H (n=15")

)
S
T

T 7/ AN T BEE

S
i

0 2 4 6 3 10 12 (hr)

BEHER A C 0 S B B-F D 5 R 0D M A rh R EEHERS

(Mean+SD)
# EEGREOIEYFRE T A —H
L C.. £ A,
%‘(‘Ekg‘ n
(mg/ FD) (ug/mL) (h) (ug-h/mL)
800 147 | 8.93 = 1.89 500 84.90 = 22.80
(2.00, 6.04)
3.00
1600 1| 1558 432 | o000 | 153,00 £ 46.20
3.50
2400 M 2041 £ 5,75 | o0t o | 201,00 £ 65.70
4,00
3200 10| 2318 56,06 | () (00 o0 | 229.00 £ 5710

(Mean=SD)
2)800mg/ H OZ$ 5. L7z 1 filid, e il e o0 P i o B i
G, HYBRE T A —F OFEEOFE D ITER =,
b) thatefit (/M. S of)
QBEOEE WEAT—42)
TERERAIC 400mg Zfa e T R OV #4 S HE[alf% O 4 57
Lizb &, B%ESCIHERT L biffEhLr > ¢
2 RO C, HONAUCHEZZ AL 56% K T 34% L5 L 7228,
t BNt L 1T ETH -T2, (@)
MFEREREEE
34% (in vitro, ¥ 0.62~4. 83umol/L)

(@)

B
N7 4F 2 Roe MUGENCEET 2 BRI LR
FUZRATT—EThD, i, EREITEIETN
WCARIEETH D, & M TIEF F 7 v— L4 P450 12 X Dk
BRI S T 2 FF A BTGB v o 7=,

(@®)
4 Hilt HAEAT—4R)
R A BPEIC Y- 7 4 2 K 600mg & &4 2 Al
BOFED Lzl &, %5% 48 Bl E CIKiR5ED

_3-

1.8.1

6O TAHM & LT 29 REIERE LTRP LY [
L &htz, $eh1% 168 B E T2k 5B 85%D ikt
HEA IR 2 B 149N FE R 2 B[R S Tz, (®)

.ERE GMEAT—%)

PR E S (66~77 i%) MCOMERERE AN Z X L LT
7 4 F X ROHFER O #G5R (400mg) ) & KERN
B hg (800mg/ H) ™ DHEMBREA A L7-fER, v
74 F RO Cp LY AUC I IICBIET 2 A B 7072
RO b einolz, (®)

.BEREEEEE MEAT—4)

BHSEEREERE (VLT F=0 7 U T T A 30nL/5y
i) 127 4 F 2 F 400mg % A1 HARE 0B 5.
L 7= e D S B RE I LR s A O K EhRE & AL L T
72o V7 4 2 K 400mg Otk BB 15 3 K]
BB % 52 T AR B o C,, KOV AUC 132
I 16% K TR 29%K T L7z, (@)

-RWHEEER

() BRERHE GBEAT—4)
DIRTAMAE
HORTAMARICHT BT TS FORE
FHESEMB BT OFRER LV . L7 ¢ X FOFHIC
KB INNR=PE, FERIXY, T/ NLEH
— VT == b A O MBEPREOEBT 21%LHN
Thote, £, 7 == A »OMmBEFHREEZ 7~21%
FREEDETFRIESNEN, 7= M1 IR
DIFEFNREL RTT-D, 7 == b OMBEFIEE T
ETVTHRIEE ERIAFREESH D, B, PET~
— F ROV T aBE~OEEBIIFRD LN T,
(®)
LI 4F 2 FIZRHT MR TADAEDORE
FHEMERMBIREMT OFER LV, I ~EE L 7
= by, VI RUVEORT = /) 2L E X =)L,
NT7 4 F I ROMBERRELZERTIEDL I ENRS
iz, —F, S 7afgix, v7 4 I FomEhi
JE% BS X4, FRIZ 30kg RIOBFITINT, 85%F
TEREEIAEERNH D, B, FERIF b
BT <— MR OR T OT Y U ROIRA O BT
BB T, (@)
F PRI CADAROH E/ER O —& Y

22~30%j5 0 »
(I NR= P DR RITHEAT)

NN

Tz )R —)

Tx= kA 26~50%j/0
7RV

~ QR0 b)
2V a i L4~ 8%

(VT B B IR AT
a) RS BIREE 71 5> B O T RIE

b) OB IIA DT C AP AROE I A, (RF TR
B OMERNARAFT B (RREFEORD K OB X 0 bk
BOWTHEESWVIIKRELARD),

) NUT IS LA

TERERR A 21 Bl V7 ¢ F 2 K 800mg/H™ % 1 H 2 [
25T T 11 AMBBICRKER A #E L e 5
FUT YT 50 26mg A BEIHERG Lz & & Bl
HEFLWELTRY 7Y T 40 C, KOAUC (FZNTE
FU 24% % OV 36%E T L7, (©)
NASUHEY

TR A B 19 Fillc L7 4 F 2 R 800mg/H™ % 1 H
2 \NZA3C 11 BRI BICER NG L, Hikik 5
BRHZA T B bmg #BBICOHHE S LIz &, H
M ER L i L TA T oD ¢, KOVAUC (25
BIIFRO Do Tz, (@)
HEOFMIZE (= F =L TR T TF—/ 35ug K/

I—Ho et



A4/ ~A0O2EE100mg, R££200mg

NTF AT 1 Ing )

TR A M 24 NS DBHTEIE (L B 1 R KUVL >
472 K 1600mg/ B®P % 1 A 2 NIy T 14 AR &%
WCRERAFRGE L&, V7 472 RO =T
ZNVTEARNT VA —ND C,, KOVAUC 1L, V7 53
RIEPEHIRG & bhilis L CENZI 3I% KO 22%K T L7z,
—F. Iz F2TarD C, ROVAUC X, FREhn
18% &% OF 14%1& F L 7=, ()
2) In vitroRE&

N7 4TI ROINEFTERAT T —RIZ L HHHIT
SV RBRIZ R E SRS AR R ST, (@)
. OTHRRICX T 2%E HEAT—4)

fERER A 117 B2V 7 ¢ 2 K 2400, 3200, 4800 J (¥
7200mg/ B X7 T R% 1 H 2 B4 TREIC 3
AP oM ERORE® L, S5IC7 7 v REETIX
1 HRIOKRIEBICER > 70 400mg BB
BRI G L7k QTcF M2 MIE L7z, QTcF bR
2400~7200mg/ H ¥ 5T, 77 AR L LK 16.1
~20. 2msec %EHE L7, (@)
# W E B ST QIcF BIROR—R F A 92 bH DZAL

DILVT 4 F I RETTHREDEDRE K

S5 ﬁ%ﬁ 77 L RO
(1) [90%EHEX ] (msec)
N7 4F IR 1 —16.7
2400mg/ H [—20.3, —13.1]
N7 4F IR g —16.1
3200mg/ H [—19.5, —12.7]
AT 4F 3R \ —20.2
1800mg/ [—24.2, —16.2]
N7 4FI R \ —20.2
7200mg/ H [—24.3, —16.1]
XL TOXY L \ 18.7
400mg/ A [14.9. 22.5]
H) ENTORBAE - AgL s, (THE AZ)
DIHSHR)
(& PR #E)

M EMBRR (CEFREERR)

A 15. Okg LA E T 4~30 3% D Lennox-Gastaut JEMERE
BE BB R GUCARFI LT 7 2R % 12 R #%IC
ROEE3 2 ZEEMR IR (Lot TANAR L
OPFRPE) & Fhi L7, MEFFH=IL 15. 0~30. Okg
DOBEIZIT 1 H 1000mg, 30. 1~50. Okg DEHIZIL 1
H 1800mg. 50.1~70.0kg DHEFEIZIZ 1 H 2400mg,
70. kg LLEDOHEFEIZIT 1 B 3200mg L&ELTZ, D
FEGL, AHIEECILBRE. - BORAFBEEN 7 7 2R E &

L U CH RIS LT, (®)
TRIE - B IEAE NT 4 F I REE 75 R
BEREAAL R Y (28 51 ) (30 51)
rh —24. 20% —3. 25%
RMEL FeRAE —93.5%, 27.2% | —8L1.6%, 151.9%
BER = © —26. 65%
[90%15 48 X [ ] [—40.30%, —11.80%]
PR E @ 0.003

a) FEAFBEZ L RIT, Bl (4 BF) &AM (i
A 2 JE [ KR OV SR 10 JEE) oI I HB L2
FAEE AR, N 28 bl ) OFIESHEICHE LT
R L7,

b) XHRIR B OBWIN T T &K a7z L& BRA LT,

¢)Hodges—Lehmann # & i

d) Wilcoxon ANZFIRE D p i, A EAKAEIL MR 10%

1.8.1

(2) REAR 55 ER
BB Z T T Lz b4 Bl xige b LT, B#RS
A (KER16.3 5 A) 2EiiL7-, TOME, &
FEAMRERA L 35\ N TR « B FEAEBEIE O D3 ke L
TR B, #5540 BHE ORE - BiARIEHEELE L
R (PRAE) 1T-47.60%TH -T2, F7-. BIEARI

(T 68. 5% T -o7= (37/54 f5) (@)
. (f=

9ZZ£i§f: 128 | 248 | 328 | 4o
%K 46 43 42 41
P fiE —39.30% | —40.60% | —46.80% |—47.60%
I —100.0% |—100.0% | —100.0% |—100.0%
fe KAl 125. 2% 85. 7% 75. 0% 833. 2%

a) FEVRBHIE AL, 0 TTT ARRABR OB (4 81) DRAE
Pz _R—2T (b U, FRHER O KR A 0D 7
HENZSIEEL L2 36 ERE A2 . e 28 H 72V OFEAE
BHEEICHR U CHE LT,

E37E S
1. FRMER
(1) TR E 71
~ U ARUT v FORKERIE LI LT Z O
BIPERRIEHR < By DL (2) €71 5 0 bR %
R (®)
(2) AT T
CYRCBY BT LU LT — AR E
Pl L7e2s, 7w B CEdmsl Ligd-7e, w7 A8
DEAACINENT - NN s ¥ L

1 % i H IR RO IN] L7z, (®)
G Fr R TET L

F BT DI REBL A I L7, (@)
2. {EFARFE

N7 47 I FOERABEFILHE L TRV, in
vitro BEE RS BAKTMET N U AF v R L
OEENREIN TS, V7 4 RIET > RN
BRI O EALRATE T R Y 7 AT ¥ FLVORIE
MALREN S ORI EZRIES YT, £, vV ADF
BEFRRSIRIC BT 27 b U o MMRAFVETE Y E AL O R
T TR RS K A i L7 (®)

(AR B Y S EEFERMER]

: V7 4+ 2 K(Rufinamide)

1 1-(2, 6- Difluorobenzyl)—1/#1, 2, 3—triazole
—4-carboxamide

 C HFN,0

0 238. 19

&
5=

WY
NN
oo B RR

WIBEZEHMMIR LT 4T 2 FIZAGROFRRIEOHERT
D, REIAX ) —NVEORT F Tk
Fa 7 7 AZETIic< <, =%/ —
BTt R= RV LR TETFITL
<L KIZIEE A EET R,

59 238°C (5 fiR)

MERREL - log P=0.65 (1—A 27 X% /—)L,/K)

ol
Iir

tl\

I—Ho et




A4/ ~A0O2EE100mg, R££200mg

(2 %]

A7 RAUEFE100mg oo 100 & (PTP10T X 10)
A7 ROUEE200Mg  ooveeerreeeenes 100 & (PTP10T X 10)

(OF =2

@ENEE

@ LG

@R

@G

(OFasa) g%

@OFENEE

@FEEE

ONEEL
@OPerucca, E.

@Williams, E.

@FENEE

B AR -

@HENE R

GrEEE

® LG
@GR
® LG

(EEX#]
XHkERES
S E N ERE RN 2 k5 & U7 IR SR 1
MR E & GRER (SMERER) (IN0-0001)
SEANBERERAZ R E LTcBEFED
AR MERER) (IN0-0002)
VT 45 RO invitrot MLIEE
Ff G (IN0-0003)
N7 4RO in vitro Ut (IN0-0004)
SME RSN 2 kPG & LTz Me-r
o X RHEER 5RO L s A8 3R
Ok ERR) (IN0-0005)
SME N GERE i 2 kG & U TR
55 1 FH B[R] K OV A $ B IF D 47 Bl il

AR UMERR) (INO-0006)
BRI E R E AR & LT3 E)
MR (UHERER) (IN0-0007)
PERHLT A ASE O RS T g
fidT (IN0-0008)

N7 42 FOREFSEWEIREMET  (IN0-0009)
et al. :!Epilepsia,

49(7) 1123 (2008) (IN0O-0010)
T. et al. :Drug Metab. Lett.,

5 280 (2011) (INO-0011)

SMEAMERE R A Z 351 D QT/QTe 7F-Al
R (O ERER) (IN0-0012)
Lennox-Gastaut Jit (EREEE & Xt 5 &
U 72 B PR S A — T B e isakigr (1=
WEtER) (IN0-0013)
Lennox-Gastaut SEEREBFE 2 kf4 &
U 7 B bR 5 IR Ao = 01 42 53Xk (1]

PRER) (IN0-0014)
R RBELAN T DEH (T v b,
~UR) (IN0-0015)

SEWFHE RIS HAER (=7 2) (INO-0016)
FU N 2R AEAR (k=) (INO-0017)
A F U F x RS BIER (IN0-0018)

[XmkEERE - HREHSHLEDE K]
T—PA KRS BEERY FT A

7Y —& A% 0120-419-497

BEMRSE T @

18.1
I—HAa kA3t

RRHXRXNA14-6-10
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A4/ X0OE100mg, [E1£E200mg 1.8.2

1.8.2 ZhHE - 2%, HE - HEK O O ERHL

1.8.2 #hEE - R, A& - RERUZDOHRERM
1.8.2.1 #hEe - MR RVZ DHRERH

[/;jjﬁb * ;‘7]%’
MOFLTAMDAIE TSR ED 72V Lennox-Gastaut JEMEREIZ BT 2 3R EFEAE MK OWL,
TIFRAEZT T DI T AMAIKE OPFFEE

[%hiE - Zh R DFEMRM]

Lennox-Gastaut SEfERE (LGS) IXEER TADAEMREREO—2>TH Y, TANADZEKOZ
WroFEERERE L L THW B ILTUW S [Epileptic Syndromes in Infancy, Childhood and
Adolescence (1985 FAIRIFEIT) | Tid, HAURYZL LGS ORRKAIFEE L TRD 3 AAZEIT b
T35,

DTAMPAFELE « FRIEFEAE, W37]§§VF FEETI R D FFEANCERO b D, 7221, FRIEH
RFME, I 7 m=—%MF, HERELRENPBEOOLNLELE LD D,

DM WEERRIC ST 5fii PEIRIRIE A (slow spike and wave complex) DOFEFE, MEHR
i 1z ¥ ?5%1Mﬁ@@&¢ﬁ%&%ﬁﬁ(mwmwﬁ%%)@ﬁ%

VAR EDREN &= F U T ¢ [EE BRI

FERRBRCIX, AMEICBWT, 4~30 5D LGS BEEMG L L7 7 v R R _EH 5
AR (FME 0022 3ER) 23F i S, LGS BT 2 0FHRE L L TORMER VLMD R
Mz, TORE, FOMEOEEFMER & U CERE LI-RRBIEEELSLER, EE - Bi%
VESEREZS b (BRIE - DL VESERE 1Y, SRIEBIERIE O 3B 5 % & ﬁbfzgaﬁ%t
O OFNEBEEEICAEHL LT fE), BARERRIEIRFTIC 3BT 2 BIEREIEE Y 7 A — LD F XTI
WT, V7 4 I RTHERBEENR w&nt(%n%h pO%M]MM%I&UpO%M)
WK EEE T, AREIIARERAAE I A% Lennox-Gastaut JEBERE (4 melL b)) (2£E 9 FAEIT XS
THOAMRE #2806 - hRE L TKGR SN, T TIALFEAIN TN,

ENTIE, 4~30 WD LGS MEERNRE LT TR - HEEHREERR (EN 304 &
B 12T, AIFEOHARN LGS BF X 2 0FHEE L L TOARME R VLM 2 Mt Lz,
T E X, 5RE - PRESEEE (LR GREEVERIE O ERE A AFE LT 28 H
M7z 0 OFIEBEEICERR LTE) & L, MEFEIEIT LGS IZBW TR b EBEEICRD LD
HETHDHE EHIZ, BHED QOL 2 L KT I EREISBEOFRK & 70D Z Enbik
MEENREWRIETH D, T2, BAOBRETBEFREROAR TIIERER REDOFEIZE > TH
WIREBIELE XBT 2 Z ERRS TRHREWEERHHT-0H ?Lfﬁﬁbto&ﬁﬁ%@%%
FHIRE 2T O BROBFEKMEL, HE L O s O REZEEE X WM 10%ERE L, £0
AEAL, RIE - BORIEMEEIFEICEBNT, V74P I NETAHEE iﬁﬁ%nx D BT
(p=0.003), F7=, BIKFHMEEE & L CiRE L7-TRE « B RVEEEE 50%I0 2B, MR 1ERE
FEZEAL =R, /f}&“ﬂﬁz%f;pﬂﬂﬁ WZBWThH, V74 FEECTARREGENHED O (ThEh,
p=0.074, p<0.001 K& X p=0.007),

LAVEIZOWTIE, EWN 304 RERKLOERWN 305 HEROL T 1 F 3 RG] DOFEA IR D 5,
F72BIERIEIR (20.7% [12/58 f5il]), BAkEGE (15.5% [9/58 f511]), mMaM: (10.3% [6/58 f5il])
Tholz, TNOLORWEROEEEITWTNO|E IHEETH Y FEGFIRICL Y EE L,
FEWBRGREOZEER OEAFEIIBRGFTH Y, EMEGRIIH -2 E R OB T 2 H
RO LN hoTz, £, FBHOHPI TANAIRE FERLREHER L OB AR E X
RO LI Tz,

INHLORERK Y, RIEOFFHIFIEIL, LGS OHFEIREEKIER TH Y QOL K F DR & 72
STWDHHRERIEL PPN BIECH L THETHY, @EICHERTLIZEICED U AT % kA

I—H %KX E4t



A4/ X0OE100mg, [E1£E200mg 1.8.2

1.8.2 #hE - AR, Mk - FRROE OB ERIL
DERRHIRNR 7 ¢ v PERHTE D LB BN,

VL EOEERBREAE I Z, BEFEOF CANARDOIDEE - W RE2SHE L LT, AEORHE -
RARIRLD LBV HRE LT,

728, ERNT 4RO LGS BEICKT 5 AREDOEGREBRITRNZ &0nn, JRAIE LT 4 5%
KIGOBREFIWAKN B ET 52 LIFHERTERNEEZDN, 4 HARHO LGS BEFIZEW TR
DT AN AIRIZ X DIEE TIXRIENIH S e WgGE, JFHEE LS L TARERE O =— XX
TFETDHEEZLNDZ E0D, DEE - IRICB W TERGHRERO FIRITZE LW LI
L7,

I—Ho et



A4/ X0OE100mg, [E1£E200mg 1.8.2

1.8.2 ZhHE - 2%, HE - HEK O O ERHL

1.8.2.2 Ri% - RERUZ DHERM

[ - H&E]

4L ED/NR

{RHE 15.0~30.0kg DIGA @%, V74 FIRELT, &AO2 ARIZ1 H200mg 2 1 H 2
BN CRZICRAOKE L, ZO%IT 2 BZEIC 1 BAELSL LT 200mg LLFJ o4

%, MEFFFHEIZ 1 BH 1000mg &L, 1 H ZEKﬁTTﬁ% IROBET A, B, Rk
D, 1 H 1000 mg % 2 72\ VEEPH Cu a2 23, #HEF2 AU EofEEH T Tl HHE
ELT200mg L FF2179 2 &

R 30.1 kg L EDGE - slAOHNE « HEIZHED

BN

WH, V74 FIRELT, &OIO2 BEIZ 1 H400mg 2 1 H 2 BT TREZICR DS
L, TO%IZ 2 HZ L2 1 HAEL LT 400mg LA B4 5, MekEFHEIZAE 301~
50.0 kg DHEFIZIE 1 H 1800 mg, K 50.1~70.0 kg DHEF 21X 1 H 2400 mg, KE 70.1 kg LA
FoOBEIZIZ T H3200mg &L, 1 H2ENZHT TREICROKES TS, 28, ERICIDHE
FEHEZ B2 72\ WHEiE CHEEERT 52, HEEF 2 AU LEOMBEE2H 7T 1 BHEELT
400 mg L2179 2 &

[k - HEORERML]

(H#H ik
AIED IR 8~12 B TH B 7=, 1 H 2 AR GICRE Lz, £z, SMEEEER
AIZ 600 mg ZHEREAKG L&, BRFEICL>TRANAS AT AT YT 1 (AUC)
D3 34~40%ENNT D Z ERHER SN2, AREITEZICESGTDHZ LI LT,

Q) H-EOHiHE LR
AHA 1 H 2 BKERS LEESICmIET L7 o F I FEEET 2~3 H CEFIREICET
H7-0, AEFZ2 A LICHMETAZ LI L,

GBI &, HEETTIE, MR R
HAAND LGS AT 2 AZED AN Ot 2 et L2 EWN 304 s8R O BAs &,
WEGE, BAEMER =T, SME 0022 BB TiEEZSEIC, KEXSHICE 1.8.2-1
DEBYBE LT,

I—Ho et



A4/ ~A0O2EE100mg, R££200mg

1.8.2

1.8.2 #hee - AR, Mk - HEROZ OBERIL

& 1.8.2-1 KRERRAIOHEAERVEESZE (EN 304 358
15.0 kg~ 30.1 kg~ 50.1 kg~
E 30.0 kg 50.0 kg ~70.0 kg | 70.1 kg~
AT w71
(1~2 H H) 200 mg/H 400 mg/H 600 mg/ H
AT w72
é (3~4 A B) 400 mg/H 800 mg/ H 1200 mg/H
AT w73
E’: (5~6 A B) 800 mg/ H 1200 mg/H 1800 mg/H
7| RAT7v74 1000 mg/H 1800 mg/H 2400 mg/H 2400 me/ H
THA~) | (AEHERER | (FERmm | (AR &) s
AT w75 3 B B 3200 mg/H
OHBE~) (BIEMER &)

EN 304 REROFERICNZ, DT —4%2—F (CCDS) #&&\2 LT, BB,
B, MEBHAEEZUTOLBVRELE,

DN, A - AESEMEC /25 2 L 2B 57201, [EN 304 3R
BOBMAEEZSEICLT, REICL DT 400 mg/H 2B HAEICHE
L7z, 50.1 kg L EDRCATIE, EWN 304 iR TOHREGIFIECHTE
WHETHIBT A LD, BEEOBENDITLVEE LR
ETHD, —J, 4 o/ (15.0~30.0 kg OHE) TiE, EN
304 FRABR O BALAH B HE U C 200 mg/ H & BHAR FH & IZF%RE L=,

C Y - FHENEMECR D 2 AR S0, EHN 304 RBROS RS
EARIIZ, CCDS #5&I2 LT, BATIZ2 HZEIZ—1 400 mg/H LA
T, 4 Ll Lo/ (15.0~30.0 kg DBE) TiE 2 BT LI
200 mg/ HUAFFoOMETHZLIC LTz, WTFhOKEOBRETY, H
W 304 ARER CTOMEETIEICHS TR 72 HEBINTH 208, Lotk
DBEPLIZIVEET LVRETH D, £72, AT 8~
12 FEfE &4 <, ARRETH &GN O 2 B CHERH R B8 AT
BBTHDLZ NG, BEORRT 4y MRRESBRDLILDLZ LT
WeE 25,

cEAN 304 REBRCHME R OVZ AR S U BEMER A EICE T T
FE LTz,

PG &

SRR

HEFF B

(4) 3% 58 0 ji T

PUCAMDAIRIZ X D2 YIEHR TIE, BIEMHIDIR EBERONRT U ANEETH L, =
D=, FLCANAKOE 58T, AEARD N5 HEEEN T~ 0BEICHE LT
EICHTHESREL 75 2 &M E LV, KT, LGS IZBWTITBEEDO RN NETH S 7=
W, EHBRGRHICIIREICHE I REOERLLBE L CHREREEZRFNTIHERAET S,
EN 304 RBRCIE, HEINZBEMFFHEIVIERAETH-TYH, BEICL> UTH
N HEDOFREMER H 5 Z LR ENT- (2548 HBMR), ZOMELZESE 2, BEEIX
HERFF B2 2 W TIER A O EOZIZ L > CGEEB T2 2 Lic Lz, £z,
WEMEHZBET 5720, BERICHEET 256 0R 5T ERMICHLE TS 2 &I
L7,

I—Ho et



A4/ X0OE100mg, [E1£E200mg 1.8.2

1.8.2 #hee - AR, Mk - HEROZ OBERIL

1.8.2.3 Fi% - REICEEYS 2HERLOIERVUEORERL

[ - AEICEES A EoiEE]
(OAFNIMOFLTANAKE AL THEAT 5 2 L, ([ERNERRBRICRB VT, AFIEMEE
TOMEHRBRIT /2, ]

[HE - HEICBE S DM EoEE RO DR GERHL]
ARHETIL, ENERRBRICE O TR TOMERRBRIZ AN L 6RE LT,

[k - AEICBEET 2648 EoiE]

QT aliEF N T AEORIC X AR OMAPREN ERETDHZE08HDLDT, REIOE
HoBZE, EEICERZBZE LN OMEET S L, KE 30.0kg R0 -BH TIIAE
30.0kg LEDBRE LD S REREERBEO LN TVWDLIZORFICERETHZ &, (THAEEM]
KON THEyEEE) oES )

(5 - HEICEET 20 H EOER RO Ok ERL]

KIETIL, HAEADTANVBEDT —F Z2 - LSRRI Ic L0, L7 alg
FLT7 4 FIRDT VT T A% 12~46%IK T S, L7 4+ ROMFEFREZ 14~85%H
MERELHZ LR ENT (253242 HEBER), 2O, v 7afgt U v A2+ 58
FHTCIE, MEICERZBELVOMET S LICL, FICKREREENBDONZAKE
30.0 kg At O EFE N6 L CIIoRH L THEEMAEE 35 Z L IT L7,

B, NATalgr b T AEFAT AR TCIIAERENLEE RS EENSH DL &
TEEWMETALEITIH D 0D, LLFOHBIC XY A g i I BE S BIER I
WUy hr— LT 52 ERARETH D,

- R THIESEIC K D ET D - O B I RN R RETH D,

- ARSI 8~12 KR LW, FEHEGONREI LGS, KSRk #E

RPN FRETH D,
- ARIOENN KOS EEERR TS SN TR ERFRLORERIZa Y b e —/La[§ET
b, KFEEROBFITFEBORELEE) A7 ITRBD LT,

M 2 OSKIE TS L7 m R BERIBIIC >V T SR EIE RELTWSA, ERoLiy,
R O [ TP VB 2 BRI EIC D s f BB T SRR T B T b AL L
WA SCEO A - FIRE AL T B A TIRAEF, ko I8 5 2 & 2%
G LOHIE L=,

I—Ho et



A4/ ~A0O2EE100mg, R££200mg

1.8.3 FAHALDIE (X) RUZTOHRTIRA

A EOEFER M OZ OFRERNZ LR LIz, 2k,

1.8.3

183 fH EDEE (8) KUZOREMRA

REIZ DT> TIE, AIEORIRFER K&

OERRR AR AT IS &, AEDEFENET —Z 2 — F (CCDS) M USMEIZ I T 2 IR 303FE

WRICHHEOHH FoExEE25EL LT,
%606 5, WK 94E4 A 25 H),

M T 1= B AR TS AT SCE O RLHE IS DV T (R
MR R A IR SCE O REHREBIC OV T CR&LER 59 7,

Rk 94 A 25 B) KOV TEBEAERS O EOEEREEHEICOVWT) GEH 607 7=,

PR O 425 B) ITHEMLL TRROE L T2,

A EOERE ()

BEARIL

#2E] ROBEIZIT®RE LRV L)

AFNORRSY XL R U 7 — Vi E Rz 5t LB EUE O
BEFERE D 8 5 B

AFNORA XX b U 7 — )V iE BRIkt
UIBHUE DOBEFERED & 5 BB TIIAFI D
WEIZL>TT T 7 4 FF% v —HERN
H OIS AREMEN B 5 T2 O ATH & 3% 8
L7,

[EHEOBE
LEEHE ROBECITERICRETS L)

(D DHT T AMAIRITH LT LV —E T RIB R
DEAERED & 2 8 (AR O8R5 X 2w HoEiE B
FERHE SN TWD, THERZEWER] OHESHE]

(QNTHERERETE O & 5 B CAAITITRTRH# S h 572
O, MPREN LT8R 5, [HERL
ARHEF ] DOEZM)

(3)c KM QT MiFAEMREDEE (QT fHkE) it H
Wy oRehnindd, EEREANER], Y
g OHESM)

(WARBNI B G RICEE R L ERETH
ZIBBUEREGEREN & D i D ATRENEN
bbb, ZOH, ot TANAZEIZ
RLT LAVX—XITHIB OB &
LEFICH L UIEERICRET L2 L
L7,

() RE IR T 23 AR H D AR N B RE I K IE

WA R U7 BRI L S0 L C
W2, L L, —RICHTHERERE R
FHCIXERENMK T L TR Y, AAl
DIVTZ U ANKRTTHB8E00NH
HZEMBRELE,

QYARFNTAMNE N BEFE RN Z X G & LT
QT/QTc FEAfiFABRIZF VT, 2400~
7200 mg/ B &5 L7-BRCAREKD B G-
WBHE L7= QT EAMEEANRO 61
Toe TD72%, QT MEAMGITHE D HAIFH
FEMEDZEIRIE AT DM MEY D Y 2 7
DRV RYE QT FMIE R D B
RLUTCIHEERICRG T2 L L,
725, [EWN K OYMEOERRRERIC I
T RIS 5 ERIR I R & 72
DAL K O OFEEITRD b e o
776

QLEEREARNEE

(WAFNOEEIZ LD TANAERIRERS S b b
ZERHDHDOT, AFEGHIXBEEOREL 5
WCHIER L, CANAERBIRENECZ5A1I213E

(ARFNTRBSLE DS LB EIE & L
T, TADAVERIRERDLDNDE
INRHDHT NG, EEMWEDTZD

I—Ho et




A4/ ~A0O2EE100mg, R££200mg

1.8.3

183 fH EDEE (8) KUZOREMRA

Ul 2479 2 &, Fio, AFFEGHRITHT-72
FEAERL O B ST C Ao A EERIR BE O FE D HE 0
IR BT H AL, AN G-k O SV &
EEIHWT 5 Z &,
QABNDOEHGIZIVRERHLDONDZ ENHDHD
T, KHEOBEGICHT- > TI SIS L, B
DRD ENTGEITE, G52 PIET 57 LiEy)
IRAVEEAITH b, FR/NRIZBWNT, BZO)
IR TR LR ST VDT, RIB KO
AEDIEIRNED SN GEIITEETHZ &,

GuEAFICBIT 2 HREEDEE B ERL W LE S
XD, TADLARBIEOHEE T TANAER
RERHLONDZENHDHDOT, KAlOFKE %
HIET 2 5BACE, B2 ORI ELZ OB
HEGIZEG ZHIE LR T b WiEa &R
x, e td 2 B LITHRAICEEL, 1 B
PLENTFTHRIET D Z &,

(4 EE DT REIE E B E 1Tk 2 L ethimat s h
TWARWE=D, JEE OGN ERIEL EER S
EHIM SN DG AIC DI, BEOIREZEEIZE]
BLNbkETRZELEEL, HBEILLTES
BAET A EMEU R NEEITO Z &,

GC)ARFFEIZXL Y QT MRS WEIZHEMT 2%
N D728, FeRME QT EMIEMEREDBE I L
TiX, BEEOFRENGERMEE LR 2 L&
NOGEICOREESTDZ L L L, AAIBERTKL
OB FIXEMOICOERRELEMT 570 8,
BEOWRELZEEICBSETHZ L, ([HEpEhhE)
DI ]

OGRS, EET) - £« KIFEEREIFEOK T A
EZHZERHHDOT, AFEGHORBEIZIZAE
B B D JEIRE, fEMRA ) BIEICiEE SRV E
IEETHZ &,

WCARTHZRE LT,

Q) FE B K OB BNV DIEIR T EHE 2 8
[ T b D IR mBUEE R R T 5 A
R D, ZHHDERNRED LN
7285 EE, AHE OBEMENGTE S
R WIRY IX, KAIOEGZHIEL,
W RAEZITH) ZEREE LW &
M, EEMEED - OICAKE A RE L
776

QAR TIHWE T IEDE NI DN T
BARE LT — 2T, — e
2, HLCTADAIED RS
IR LY, TAPARIESHE T
TAMMDAERRIREENE U D RN H
HIENHONTNWAZ LMD, EE
Mk D7 OIZARTH 2R E LT,

GHEEOIFHEREZ AT 2 BHFIC
KT HAREREE DU A7 X 5Tk
RNZ e, FEREMAEL DT DITARIH
ERTE LT,

(5) e RKME QT EAFIEERE D BEITXTT 5
AEEE DY 27 13T WN
s, FEMEDTOICRIEY
BRE LT,

(6) AR AN TR 25 O AR P 5% D BIE A
NEHETOHLDLNIBENRH D
LG, EEME D OICAKREZRE
L7,

I—Ho et




A4/ ~A0O2EE100mg, R££200mg

1.8.3

183 fH EDEE (8) KUZOREMRA

3AREER

AFNIFEIZAINVAF 2 AT 7 —BTR# SN D,

(FEEwEhRe ) OESM],

PEREE (BFACT

BTszd)

AN 5

FE DRI -
w7k

i

e
el

h=
by
5|

=1
NP

RSP A

R S
A AOH
RO

(RS,
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St S

vy
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NPt
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FE RIS ST

el
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R
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O
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—8| ¥718
o
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S
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=
TS HFE R
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o
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(IR ENRG

CYP3A4 (X

AR RIS U ETFRES M
SEEIW O E

R O
p
dS| A

OFH N
=

A/’/w

i

o B
OV QP

Sy
A
o

ﬁ%mé
Oy
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e
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R
P S

NN,
A%
H

]
SEEH

P ORE
S

&
o
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Ees
SN
XA
o ¥

K

&

O

T AT

< rafgt Yo L>
ThADAEBE EXRE LR O R
LM B REMNT OFE R, NIV
T, v TufEt b ALK
0, ARHN O M HE R R R 85% 1 -
TAHARENRS D Z EBRRENTZ, 2D
728, KKl T afgp) U o A&
AT 258 C3EE2ET 5,
<Txz=hrAfY, Tz /))LEX—)L,
U IRy, BARTEEL >
ThAMDABE EXSRE UTERRBR DR
R BRI OFE R, Zh 5 3RA &
OO XY, KAEIO MAEFRE MK
THRREMENO L Z ENREINTZ, F
72, 7x= kA%, KAIEOGEHICK
0 R EE N EEINS % RTREMEDN B D =
EWRENTZ, ZDd, AFlEZNnS
R ZOEHT G A ICITEREZ T 5,
<CYP3A4 (Xix CYP3A) TH# &
% HEH >

R N 2 %15 & U 72 B R SE BB Ok
B, AKFIEOHFHIZEY, RUTY T A
D Cpax XY AUC 13ENTI 24% K& D
36%(K N L7z, LAEXD, AKFEOHFH
W2k, NUT VT AEED CYP3A4 (R
X CYP3A) T =45 3A o 4 h
BEMEFT 2 0ERHY, KAlL
CYP3A4 (X% CYP3A) THR#&EH D
WA Z PR T 25 ICITEREZ T 5,
<R FREATSE >

fRERER N ot 2 5 & U 72 i R SR EE R B
DOFER, AKRHEIIfEFRLE Y - BHIKBL
FUEH (mF =R NT A — L
358 MOV V= F ATy Img AFH)
OPFRICE Y, =F =LA TG —
VD Cpax XN AUC 1, V7 4F 3 KIE
PEARRCHE LZENRZ I 31% KDY 22%
KFLEZ, —F, /JVZFATaoD
Coax XY AUC 1%, ZNZF1 18% LT
14%IKF L=, LLEXbv, AKHEOHH
W2k, AKFLIIfRLE S - KRV
A DR DR SR 0D iU AR R
KT DAlEetER S 0, A &R 0BT
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A4/ X0OE100mg, [E1£E200mg 1.8.3

183 fH EDEE (8) KUZOREMRA

2RI 258 EEZET D,

4.BIER
AR E CICEWNE I FH R OE#RE5H R TV 7 ¢ | Lennox-Gastaut JEEREZ %5 & L7ZEN
T REHREEINZ S8 B0 5, 41 # (70.7%) (2 | ORI T 5 REIERSS O E %
BIER RN @E O bz, EElER X, @R | ~L
(20.7%), BAIEE (17.2%), Wit (12.1%), {#H
(103%) THo7=,
(WERZEIERD I
DBEUEREGER (RERD) MMk e Lk | DEAERRRTERE S Tnian
B, REBHOH, S6I0U L SEEE, e | 25, AAIO CCDS 2 ZFITHIE L
Wi, MR E S OSSRk A A S EE A BEOE | T
KRN ERNHDLDOT, BIBE+HDIAT
VW, ZOERIERDD Db BaeIcx, &S
ZHIEL, @Y EEITH L,
)M E PR B K ONE O T Ik TO A A S
TZRIWERIZHEAR & LT,

)% DAL DOEIfEFED (2)Lennox-Gastaut JEEREZ XfHR & L7z
WD XD RRWEANRD LN GEICE, R | NERRBRAGE (EW 304 3R & OEN
CCHEEIZRAEEITH Z &, 305 RERICBITHLT 4 F 3 RELEH O
10%Lh b | 3~10% | 3%Adm | #ER | | fFEEE) IR SxRE LT,
A BTED
WEE D F95
e BRI HEL
R, g
mt, fERL
R i (1S FENE D | RERER | R
F Fuvy, T | JUdE, E | M, mE

AINAE | BENGH, iR
FEIRTE, JL g

Pk, BH
i
Z DAty R W7,
B,
Hi

HE DEWNEERRERIC T 5 BIE B 12 &
DN, FHEREEZTE LT,

H 2)5h E PR ERER T O At S 7o BIVE 1A
FEARBHE LT,

E3HZOX D BRIERDE S b2 GEIcX, &
HAfiEd5Z L,

I—Ho et



A4/ ~A0O2EE100mg, R££200mg

1.8.3

183 fH EDEE (8) KUZOREMRA

5. EEAE~DRE

—RRICEEE CIAEREBRENMITL WSO T,
BLTHRETDHZ L, 0B, HAETORRTIE, &
W L IEEIRE L ORTT, RYBERRICH LR E
RH LTV, [[FEMENRE ] OES)

ShE 0031 RBRTIX, FME R E
8 B, MEFEERA 7 Bl& kfg L L HRE S
o O AR $¢ - D SEM BN RE 2 KR L 7=,
ZTORER, EilnE LIRS ORYEIE
ICHH S RETIRBD bR hoT-, L
L, —fRICEinE CI3AEMESEMIT L
TWAHZENEL, BEEETHZ Lo
OARIEZBRE LT,

6.4L5F, ER, RABREFE~OEL

(DiTh SXUFEENR LTV 2 FTREMED & D im N2 I, TRIE
EoFRENERMEE BB D &HET S D5E O
BehET 2528, ([BMFERT, IR v MoE L
7l X, FEERT v b LR L C, REWOEEE
D D HE5R & OMAREHEANNH DR A A T
%, F£77, WEIET > MIZ 150 mgkg RO 5 Lz
& X, HEEEIC IR T D AP O A R E
RO N M O A R 00 A 1% A B O BNl 23 ¥ 45
EhTns,)

QUFAF O NIZITEET 5 Z L &#tlS, xS d
BHET A GACIEELEPIEsES 2, (T b
BORTHXIC M7 47 FEROEELEE
X, AHFHA~BITTDZ EnHEEN TN S, ]

(D EW K& Q& E R 38R Chl b, e b
~OFGIZET D 22T ST
WV, —F, BER (7 v MED
150 mg/kg) THIARFSE T 2O HIN KA
OVERZREOHEINIH A @S < Tn
Do ZDT, REOMHEHITIER Lo
BIEMENERMEE A S B S
LEIWZRarZ & LT,

Q#EM (7> FERTHF) 2B T
AHNOHIF~DOBATRRO iz LD
WENDH L0, BIHF O NTIT
54252 LakT, SUEETRET
LEEICIFELEPIESES L E L
77

1/ NRE~DEE

IRHAERERE, BrER, 2R, 4R XUIRELS ke
i DRI HKET DL EMIIHESL LT Zevy, ([EAN
fifg R BRBR (2 Fo W TR R BRI X 7220, )

EIN AR RS CICHAERER, B4R,
FLR, 4 AR SUIIRE 15 kg RKiDOSh
RT3 D RPN STV RN T
EMNLERE LT,

S HERE

AN O B 5T DEEANTE DAL TR,
WERSENMTbESAICIE, BEE ++012iT0,
BTG UCER: - B EaiTHo 28, £, K
FNT MBI L0 —HBREFRETH Y, FBEL T
WD ER OFREE G U CHLENT O i 2 B &+ 5
Z &,

AKHKID CCDS 25 & % E LT,

9. WH ELorE

FANRATIE - PTPOREEOSANIPTP Y — F 2 HHLY H
LCRATD L H>EETSHZ &, (PTPY— DA
WZXD, EOSAHNARIERME~EIAL, HICIE%
LEkZ U CHEMBIARSED BEERAIHNEE RIS
ZENHEINTND,)

F T 240 5 [PTP O#Af ¥ IcD
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M.C. Rouan,
. C C. Souppart, ) J.
Automated analysis of a novel anti-epileptic compound, CGP L Alif 1995 C.R.B. Laboratories Chromatogr.
1 4.22.1.1 |33101, and its metabolite, CGP 47292, in body fluids by high- B I Ciba-Geigy S E B ZEGE
erformance liquid chromatography and liquid-solid extraction D. Moes, (RS (77 R) 1995;667:307
P d graphy q ' J.B. Lecaillon, -13
J. Godbillon
CGP33101: Synthesis of carbon-14 labelled compound. F e
22.1. =] ZEEE
2 4.2.2.12 Laboratory Notebook Z-826.2. - AAA na HAR SR
Concentrations of CGP 33101 in plasma and urine of rats after e e i
o E| 2\ =20
3 4.2.221 single oral administration of 30 mg/kg. . ClREEIERAER) ? HE o ARAmEAY
Plasma and urine concentrations of CGP 33101 and its main F
4 4.2.2.2.2 |metabolite, CGP 47292, in pregnant rats, following peroral Hh[E] P ST R
administration of '*C-labeled CGP 33101.
5 42223 Pharmacokinetics of rufinamide in guinea pigs after single - 5 (._2 _ * S K AR
T Iperoral administration of RUF331. (F52 %) e
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Plasma kinetics of CGP 33101 in dogs following the !;(4’7\!
6 42.2.2.4 |administration of a single intravenous (5 mg/kg) and oral (5, 60 S E TR | FEAE R
and 600 mg/kg) dose of "*C-labeled CGP 33101.
TTUA
Biliary function and disposition of rufinamide (RUF331) in a
7 4.2.2.2.5 |bile duct-cannulated dog during a three-month treatment with _ hE P A R
600 mg/kg daily. (AAR)
Concentrations of CGP 33101 and its metabolite, CGP 47292,
in plasma of one male and one female cynomolgus monkeys - -
4222, . L . 1 -1 S : BEGE
8 6 after single oral administration of 300 mg/kg body weight of ' - M HP# SER
CGP 33101.
(FZ722A)
Absorption, pharmacokinetic, and excretion of C-labelled O
9 42227 ’ 1 -1 - AR
CGP 33101 (rufinamide) in the cynomolgus monkey. - ' ' e E] e AR R
Plasma and urine concentrations of CGP 33101 in baboons
following the administration of a single intravenous (3 mg/kg) 1 el
10 42228 | SHAE HBEEE
and oral (5 mg/kg and 275 mg/kg) dose of "*C-labeled CGP CREFIERAER) M P SR
33101. TTUA
11 | 4.2.2.2.9 |Absorption and disposition studies in baboons. e it BE | P4NES| TR | 2EBER
Absorption and distribution studies in male mice after BN
12 | 42231 1 -1 EN A
administration of ['*C] CGP 33101. - LB PHEL | AL ARATRER
13 4.2.2.3.2 |Absorption and disposition studies in rats and dogs. . 1'-19- AR S E RN ER ZEER
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Investigation of the passage of radioactive substance(s) across
14 | 42.23.3 |the placenta in pregnant rats treated perorally with '*C-labelled [ it BE | % P4NES| FENTR | FEE R
CGP 33101.
Disposition in the dam and transfer of radioactive substance(s) ! A 7\!
15 42234 |tothe embryo-foetal compartment of rabbits after peroral 1_-1' FANES| A PR
administration of "*C-labelled CGP 33101.
TTUA
16 | 42241 |Biotransformation of [*C] CGP 33101 in the male mouse. | o | s | s
Effects on biochemical liver parameters as well as on plasma
17 4.2.2.4.2 [thyroid hormones following oral administration (gavage) to _ 1_-1' A [E PR FEAmE R
male mice. AAA
Metabolic stability of various antiepileptic agents during 1 F e
2.2.4. i =] SRk BEEE
18 4.2.2.4.3 incubation with rat hepatocytes. - (EHIERER) AAA s A kot
Biotransformation of ['*C] CGP 33101 in the bile duct- S
19 | 42244 1 -1 PANES N | R R
cannulated male rat. _ ' AA A = ! *
Exploratory 1-month oral toxicity study in rats - hepatic 1 S e
LLA. . o o JJ: A = i Y
20 4.2.245 microsomal enzyme analysis. CREETERER) S A HAR R
Effect of CGP 33101 on liver enzymes in male rats after S e
2.24. 1 -1 E] ek iy
2 4.2.2.4.6 repeated peroral administration. - _ ' AA A FHA FEPYHR APAEOR
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2 42247 Biotransformation of [ "C] RUF331 in the bile duct-cannulated 1__1' * S R SR
dog after repeated peroral dosing of 600 mg/kg. (A4 2)
Biotransformation of [14C] CGP 33101 in the male dog after a F O e
23 | 422438 1 -1 EN RTAT
single peroral dose of 5 and 60 mg/kg. _ ' AAA na HAR R
24 4.2.2.49 |Biotransformation of [*CJRUF331 in the cynomolgus monkey. ' 1'-19- % PANEs| FEPHR A R
Characterization of the main compound in gall bladder crystals
25 | 4.2.2.4.10 |from cynomolgus monkeys in a 13-week oral toxicity study with - it BE | % P4NEs| FENTR | FEAER
CGP 33101.
Characterization of the main metabolites in bile and urine, and
26 |4.2.2.4.11 |in gall bladder granules of cynomolgus monkeys in a 52-week ' it BE | % P4NEs| FENTR | FEGE R
oral toxicity study with CGP 33101.
Disposition of radioactive substance(s) in the immature rat after ,
27 | 4225.1 1 -1 EN LERE
peroral administration of 5 mg/kg "“C-labelled CGP 33101. - _ - AAA e HAR SR
Excretion of CGP 47292 and a cysteinyl-containing metabolite
28 | 4.2.2.5.2 |of CGP 33101 in urine of a male and a female Cynomolgus _ 1'-19- TR S E R | FHmE R
monkey after a single peroral dose of 300 mg/kg of CGP 33101.
Excretion of fluoride in the urine of male mice after chronic
29 | 42.2.53 [treatment for 14 days with doses of 0, 40, 120, and 400 mg/kg | | | | A I It BE | s SMEL | AR | REARER
of CGP 33101.
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423 FEMERER
1 4.2.3.1.1 |Acute oral toxicity in the mouse. 1 -1 P4NES| A FEA &
AA A

2 4.2.3.1.2 |Acute oral toxicity in the rat. - 15--1_ % S E A B¢

3 4.2.3.1.3 [Acute intraperitoneal toxicity in the rat. - 19--1' % P4NES| A B¢

4 4.2.3.1.4 |Acute exploratory oral toxicity study in beagle dogs. - 19-—1_ % PANES| A B¢
3-month range finding toxicity study in mice (administration in F : S

50| 42320 o I ik BC | wE SMEL | AR | REARER
Plasma concentrations of CGP 33101 at the end of 3-month =7 v
2. L 1 -1 - R

o | 42s2s [Psmscncnmions o ssio | om0 | e | e

7 4.2.3.2.3 [13-week feeding study in mice. 1 -1 - P4NES| RN R P
CGP 33101: Analysis of plasma samples from a toxicology 13- 1 -
2. _ - . ] iR BEGE

8 4.2.3.24 week feeding study in mice (MIN .4183). _ ClEEIERAER) < e HAR =R
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9 4.2.3.2.5 |10-day oral rangefinding study in rats. - 19--1_ % P4NES| RN ER ZEER
! AAA !
10 4.2.3.2.6 |28-days palatability study in rats. _ 1'-1- ? PANES| FhN R PTG
TIUA
Plasma concentrations of CGP 33101 at the end of a 28-day 1 F -
- i BEGE
I 42327 palatability study in rats. I Cls EERAER ) AA R e HAR HEH
12 | 4.2.3.2.8 |Exploratory 1 month oral toxicity study in rats. [ it BE | + P4NEs| TR | FEGE R
>
13 4.2.3.2.9 | Exploratory 1-month oral toxicity study in rats. - l'—lS- % P4NEs| A B¢
14 | 4.2.3.2.10 |3-month oral toxicity study in rats. - 19-—19- % P4NES| A B2l
15 [4.23.2.11 |CGP 33101: Pilot 13-week feeding study in rats (MIN[JJ4109). | | | | | N IR It BE | - SME | R | BB
CGP 33101: Analysis of plasma samples from rats in a 1 P
o ] BEZGE
16 423212 toxicology pilot 13-week feeding study (MIN.4109). _ CGREEERFEH) K M FEPH HEH
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E2080: A 13-Week oral gavage dose range toxicity study in the S
- E| ElA N
17 423213 . " e 2 -2 SMEL | AR | REARER
T 5
18 423214 fa6t/52-week oral toxicity study (admixture with the diet) in the _ | '-l _ - S N Tl
. TTA
19 | 4.2.3.2.15 |Peer review of a 52 week study in CD rats. - (i&ﬂ:%@)ﬂifﬁﬁ ) ! PN TR | 2EER
==
o
Plasma concentrations of CGP 33101 during a 26/52 week oral
20 | 4.2.3.2.16 |toxicity study in rats with admixture of the drug to the diet for _ 19--1' P4NES| N FEHm &k
intended daily doses of 20 and 200 mg/kg. TTUA
10 day oral dose range finding study in beagle dogs including 1' F -
21 |42321 . J £ BEEE
3217 pathology report (appendix). - GREEERFH) AA A FHE PR SRR
Plasma concentrations of CGP 33101 in dogs and rabbits during |
22 | 4.2.3.2.18 |a treatment with a daily oral dose of 600 mg/kg to dogs and 200 I (= AR ICEE ) % P4NEs| TR | 2EER
or 600 mg/kg to rabbits for 10 days. o
23 | 4.2.3.2.19 |3 month oral (capsule) toxicity study in dogs. [ E  BE | * P4NEs| TR | FEAE R
E3
Plasma concentrations of CGP 33101 in dogs at the end of a 3 | -
24 | 4.2.3.2.20 |month oral toxicity study with repeated administration of 60, _ S A ) P4NES| PR LB G R
200 or 600 mg/kg of CGP 33101 once daily. He TTA
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25 4.2.3.2.21 |3 month oral (capsule) toxicity study in dogs. _ 1'-1- * S E PR PR

*
CGP 33101: 13-week oral (capsule) toxicity study in mature m = e e
- E| B4 N
26 | 4232225 MINJ1002). ] it BE | o SMEL | AR | REARER
CGP 33101 Plasma concentrations in mature dogs after repeated
27 | 4.2.3.2.23 [administration of 1, 5, and 200 mg CGP 33101 per kg of body ] it BE | SMEL | AR | REARER
weight during a 13-week oral (capsule) toxicity study. (TF0R)
28 | 4.2.3.2.24 |Supplementary oral toxicity study in beagle dogs (19 weeks). e it BE | % P4NEs| TR | FEGE R
Plasma concentrations of CGP 33101 in 6 dogs during a 4.5- |
29 | 4.2.3.2.25 [month oral toxicity study with repeated administration of 600 I (B ERCAE ) % P4NEs| TR | 2EER
mg/kg of CGP 33101 once daily. e
CGP 33101 26/52-week oral toxicity study in beagle dogs = T
- E| A S
300 | 423226 | by a d-week recovery period. I it BE | - SMEL | AR | REARER
Plasma concentrations of CGP 33101 in dogs after single and
31 |[4.2.3.2.27 |repeated oral administrations of 20 or 200 mg CGP 33101 per _ 19.-19. PN N | FHmE R
kg body weight once daily for 12 months. TR
32 | 4.2.3.2.28 |1 month oral Range Finding Study in baboons. ] it BE | * P4NEs| FENTR | FEARE R
ES
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Plasma concentrations of CGP 33101 in two male and two
female baboons at the end of a 1 month oral toxicity study with 1 -
D E| 7;2% e N
33 |423.2.29 repeated administration of 30 or 300 mg/kg of CGP 33101 once . CREFIERAER) ? PHE HAH YR
daily. 7
34 | 4.2.3.2.30 |13-week oral toxicity study in monkeys (MIN [JJ4143). [ ] it BE | SME | FEER | REAEOR
CGP 33101: Analysis of plasma samples from a toxicology 13- 1- ? -
s 5] BEER
33 4.23.231 week oral toxicity study in monkeys (MIN .4143). _ CREEEREAR) K S FEPIH Sl
36 | 4.2.3.2.32 |6/12 month oral toxicity study in cynomolgus monkeys. [ + P4NES| TR | FEE R
PE
CGP 33101 Plasma concentrations in cynomolgus monkeys
37 | 4.2.3.2.33 |after repeated administration of 20, 60 and 200 mg/kg body _ 19-—19- P4NES] N | FHImE R
weight of CGP 33101 during a 6/12-month oral toxicity study. )
38 [4.2.3.3.1.1 [Bacterial mutagenicity test on CGP 33101. I (iﬁﬂ:; TERCAE 7)) m SME | N | SEEH
==
39 14.2.3.3.1.2|Salmonella and Escherichia/liver microsome test. - 19--1_ % P4NEs| A B2l
Point mutation test with Chinese hamster cells V79 (OECD T
- : BEGE
40 423313\ e, ] it BE | % SME | AR £ o
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a1 423314 glh‘r/;)trrrcl)osome studies on Chinese hamster ovary cell line CCL 61 . t Bt | % S i | e
4 423321 E;;l;zrs anomaly test in somatic interphase nuclei of Chinese - 1‘;-_19- % S N 2GR
5 423320 }Sl;itlesrt ecrhromatid exchange studies on somatic cells of Chinese . - % S i | e
44 14.2.3.3.2.3 |Micronucleus Test, Rat (OECD conform). - 19-—1' % P4NES| N B &
45 |4.2.3.3.2.4 [E2080: Rat Micronucleus Test. [ 202 . SMEL | R | AR
46 la23411 i(jll:) 1393.)101: 104-week oral carcinogenicity study in mice (MIN _ 19-_19- [ K SR
CGP 33101 plasma concentrations in mice after repeated
47 |4.2.3.4.1.2 [administration of 40, 120 and 400 mg of CGP 33101 per kg of I it BE | SME | RN | RRAEE R
body weight during a 104-week oral carcinogenicity study.
43 l423413 ﬁ(jﬁ 6333)101: 104-week oral carcinogenicity study in rats (MIN _ 19-_19- N S KN SR
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CGP 33101 plasma concentrations in rats after repeated
49 |4.2.3.4.1.4 |administration of 20, 60 and 200 mg/kg body weight of CGP _ 1--1' PANES| PN A A
33101 during a 104-week oral carcinogenicity study.
CGP 33101: A fertility and reproductive toxicity (segment I) = fa
_ =] &
S0 4235110 s MINJ1019). I it BC | SMEL | AR | REARER
E2080: An oral gavage fertility and early embryonic S e
..... . 2 -2 JJ: : = i S
SEo]4235.12 development study in the rat. - _ (- e A RIS
52 |4.2.3.5.2.1 |Preliminary oral (gavage) embryotoxicity study in the mouse. ﬂ:l o S R BEEE
(BEEIERAER)
Preliminary toxicity study with CGP 33101 in pregnant rats -
..... o . >, 1 -1 i ZEEE
53 |42:3.5.22 (preliminary to developmental toxicity (teratogenicity study). _ 9- 9- PHE A YR
Developmental toxicity (teratogenicity) study with CGP 33101 = e e
1 -1 S (R
54 [423523] I - SME | HENER | AEAERE
10-day oral range finding study in female rabbits including 1 -
..... . d = : BEEE
35 |42.3.5.24 pathology report (appendix). . CiE EERAER ) e AR FEH
Preliminary toxicity study with CGP 33101 in pregnant rabbits -
..... o . >, 1 -1 t: BERE
36 |423.5.2:5 (preliminary to developmental toxicity (teratogenicity) study). - 9- ' AAA sHE FEPI#R B
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Developmental toxicity (teratogenicity) study with CGP 33101 F S
57 423526 ° i I it BE | s SMEL | AENER | REARER
58 14.2.3.5.2.7|E2080: An oral embryo-fetal development study in the rabbit. - 2(--2(. . P4 A FRA &
CGP 33101: A perinatal and postnatal reproductive (segment m S
59 (4235301 oy in mice MINJ4024). ] E BE | P SMEL | AR | RPAECR
CGP 33101: A perinatal and postnatal reproductive (segment ) < T
60 423532011 by in rats MINJ1229). I it BE | o SMEL | AR | RPAECR
CGP 33101: A modified perinatal and postnatal reproductive = e e
- £ EI\/ N
61 423533 (segment I1I) study in rats (MIN .4097). _ 19- 19- K HE P AR
CGP 3310107y b Wi N4 G LD JEPE M 36 L UM AL I
62 |4.2.3.5.3.4 115 (Segmentlll) 28R - 7 £ GIHIC LOFHL 72l 20> . it BC | [ ] E |t | SEER
REBUC I B S 725 (FL R AR . (AA)
63 |4.2.3.5.3.5|An oral pre- and postnatal development study in rats. ] -2 4N FENTR | FEARE R
R 2 )
An oral (gavage) dose range-finding toxicity study of RUF331 ) = S s
64 1423.54.1 in neonatal and juvenile albino rats. - 1- 1' B e AR el
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65 423542 A l‘O-Week oral (gavage) toxicity study of RUF331 in neonatal _ 1'_1' S 2P ST

albino rats. B A
A 10-week oral (gavage) toxicity study of RUF331 in neonatal
66 [4.2.3.5.4.3 [albino rats. Toxicokinetic report: determination and - 1_-1' S E A ek FTAMG At
toxicokinetics of RUF331 in rat plasma. KIH)
CGP 33101: Pilot 2-week oral (capsule) toxicity study in young -

..... - E SEEE

67 |423544, MINJ1045). I It BC | ShE | AR £ o
(F72R)
CGP 31101 Plasma concentrations in young dogs after repeated
68 |4.2.3.5.4.5 [administration of 6, 200 and 600 mg/kg body weight of CGP e it BE | SME | AR | REARE
33101 during a pilot 2-week oral (capsule) toxicity study. (T50%)
CGP 33101: 13-week oral (capsule) toxicity study in young m . o e
- E8 ; = 5
69 [423.54.6| 3 MINJ 1055, I it BE | o SMEL | tRPE | ARG
CGP 33101 plasma concentrations in young dogs after repeated
70 |4.2.3.5.4.7 |administration of 1, 5 and 200 mg CGP 33101 per kg of body I t BE | SME | kRN | REAEEE
weight during a 13-week oral (capsule) toxicity study. (TFP%)
E2080: An oral dose range-finding toxicity study in Juvenile " S
. ] . ;/ﬁ% 1/ S
L |423.548| 0 o ] 202 ShE | N | ZEER
HFH
72 1423549 E2080: A 14-week oral gavage toxicity study 1.n the juvenile _ S N ey
beagle dog followed by a 4-week recovery period.
HFH
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Primary skin irritation/corrosion study with rufinamide in the H e
- B3 =/ “ S
73 4.2.3.6.1 rabbit (4-hour semi-occlusive application). _ 1- 1' Ea na HAR R
24 |403.71 1 [Assessment of contact hypersensitivity to rufinamide in the I t Bt | H S i | e
""" albino guinea-pig (Maximization-Test). Ea e
Assessment of the physical dependence liability of orally
75 14.2.3.7.4.1 |administered CGP 33101 in cynomolgus monkeys (diazepam _ 1'-1- C4NEs| A B¢
standard). s
Assessment of the psychological dependence in the monkey =7 e e
- £ =\ N
76 |42.3742 0 astric route). I it BE | s SMEL | AR | REARER
77 14.2.3.7.7.1 |Activated sludge respiration inhibition test with rufinamide. ' 1-—1§- % C4NEsS| LA FFAM &R
Determination of ‘ready’ biodegradability: carbon dioxide (CO,) H e
78 |4.23.7.72 1 -1 S R
evolution test (modified Sturm test) with rufinamide. - - FTUH SHE Gaabi R
79 |4.2.3.7.7.3 |Fresh water algal growth inhibition test with rufinamide. - l--l' M S E PR &
80 |4.2.3.7.7.4|Acute toxicity study on daphnia magna with rufinamide. - 1_-1‘. M P4NES| A B¢
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1 4.3.2.4.1 |Hayes W, editor. Principles and methods of toxicology, 4th Edition. Philadelphia: Taylor & Francis; 2001. p.987.

2 4.3.2.4.2 |Hoger H, Gialamas J, Jelinek F. Multiple osteomas in mice. Vet Pathol 1994; 31: 429-34.

Luz A, Murray AB, Schmidt J. Osteoma, spontaneous and virus-induced, mouse. In: Jones TC, Mohr U, Hunt RD, editors. Cardiovascular and musculoskeletal
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4 4.3.2.4.6 |(Ballantyne B, Marrs T, Turner P. General & applied toxicology Volume 1. New York: Stockton Press; 1993. p.649.
Maurer JK, Cheng MC, Boysen BG, Squire RA, Strandberg JD, Weisbrode SE et al. Confounded carcinogenicity study of sodium fluoride in CD-1 Mice. Regulatory
5 43.2.4.7 .
Toxicol Pharmacol.1993; 18: 154-68.
6 43.2.4.8 [Klaassen CD, editor. Casarett & Doull’s toxicology, 6th edition. New York: McGraw Hill; 2001. p.196.
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7 43249
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Influence of food intake on the kinetics of a single 600 mg dose.| .. . . 1B A% s i
N N _ E5 ] ;;q ey
5.3.1.1.1 (YL EHPHO02955) Ciba-Geigy Limited l_ 1_ (A1 2) PANEs PR Bk
Intra- and inter- subject variabilities in bioavailability of CGP Ciba-Geigy
33101 after 400-mg single oral doses of suspension and 200-mg . - 1t % = Sz s
S3LL2 | Corp(f?;iir;h Eisai it BE | CRED P4NEs| PR ZHE R
U E 035 5xR)
A randomized, open-label, three-way crossover trial to compare .
the relative bioavailability of rufinamide oral suspension and Novartis LB A% S
: _ E3 d /&\ s
53113 rufinamide tablets in healthy subjects. Plgorma(l)crzlit;;al 1_ 1_ CKIE) 7 HAR kil
(4ME01023450) P
A randomized, open-label, 4-period crossover trial to compare
the bioavailability of single 400 mg doses of rufinamide Wiz
5.3.1.1.4 |(E2080) administered as the marketed tablet with 3 suspension Eisai Limited 2 -2 (% PANES| LA SE LR
formulations manufactured using different homogeneity speeds
(4+[E00335R)
CGP 33101441 [F] SR ) IVT A A 1t s
. . - ES ; HEBE
S3121 | (s EPLO0GIIR) 57 —pisizi | R (7 A) S B
Bioequivalence of two 200 mg tablets of rufinamide after single . . o
5.3.1.2.2 |administration of a 600 mg dose to healthy male volunteers. Labora(t}(;lires Ciba- It B | (1% P4NES| FENER BEGR
(SME015750) &
A randomized, open-label, three-way crossover trial to evaluate
the definitive bioequivalence of 400-mg rufinamide tablets .
manufactured by Novartis Vi PR
. _ E3 4 75 b % iy
53.1.23 with., v ~in healthy fed Phca(l)‘ma(l)izltliz;al 1_ 1_ CRIED S PN Eigr
subjects after a single oral dose of 400 mg of rufinamide. P
(41003654 5%)
A randomized, open-label, three-way crossover trial to compare
the bioavailability of single 400 mg doses of rufinamide Novartis e
5.3.1.2.4 |administered as the Final Market Image (FMI) and as the Pharmaceutical 19--1_ ( 7{§ S PR SE G R}
Clinical Service Formulation (CSF) in healthy subjects. Corporation
(4t [E0037385%)
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Rufinamide£100 mg, 200 mg, FLU400 mgDEH T BT 7 | 4 o 2+ [ N - ‘ S e s
10 | 53.1.2.6 DI WA (A BN ) PARRSH | BN FhPN R R E R
Rufinamide$E 0D & £7% 570 2 BH 00 A=Wy~ [R) S5 MR . N 2 . N i
~ N . - - /S 5 — o E3 R ENR faelly
I | 53027 | g fnamidef 100 mgfe 2200 mefEn ¥ 25 B100 o) TP ARt - O PARAS | EA FPE R R
PR ERBRORBRSEICEH BEDWRH 2 . . . . S el
12 | 53128 [ ARHRROFRRIUBIOR00EOEIE |« —prpotai | o2l | =i EA | e |
Aty
b L SYAHIMEIC 5.2 BB O EF— . . . \ P
13| 53129 [PUOEDTOLEIIIIHESASRRORH—TE ) > —yrpovaie | 2l | =i | EA | HeE | R
BE e O FEDOVRHZE X . . . . ST v
14| 532,10 [F20805 100 me LN U200 me VEDIRHIEROHR I | = e ¢ st v 2 | TP at | BN | e | PR
Plasma concentrations of CGP 47292, a metabolite of CGP
33101, in two patients following a single 800 mg oral dose of !
15 5.3.1.4.1 |CGP 33101 or repeated b.i.d. application of weekly rising doses - (i&ﬂ:%ﬁaﬂ ) S PR SE G R}
(400, 800, 1200, 1600 mg/day). Description of the analytical meE TTUA
procedure.
96-well disk plate solid phase extraction and parallel column
chromatography coupled with UV detection for the quantitative - o
16 53.1.4.2 determination of RUF331 in plasma in presence of concomitant () e ek SEER
anti-epileptic drugs. Method description and validation.
17| 53,043 [peermination of CUP 33101 in human plasma and urine by * WE | HeE | BERE
gh performance liquid chromatography. T
Automated method for the determination of CGP 33101 in
human plasma by high-performance liquid chromatography : Sl
18 53.1.4.4 using either the Zymark BenchMate Workstation or the ASPEC IO HE P ESed
system.
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Cross-comparison of CGP 33101 concentration values measured|
19 5.3.1.4.5 |in spiked plasma samples with methods used at CIBA-GEIGY, S P ZEGR
Ardsley, USA and at C.R.B., Rueil-Malmaison, France.
Quantitative determination of CGP 33101 in small plasma
20 | 5.3.1.4.6 |aliquots by high-performance liquid chromatography and UV - S E RN SEERL
detection.
A quantitative analytical method for the determination of CGP
21 5.3.1.4.7 {33101 in human plasma using high performance liquid - ShE A ZEGR
chromatography.
An automated anaytical method for the determination of CGP
22 5.3.1.4.8 {33101 in human plasma using high performance liquid _ an ShE FENER ZEER
chromatography.
Amendment No.1 to DMPK(US)R00-1862. Quantitative
23 5.3.1.4.9 |determination of RUF331 in human plasma by LC/MS. Method [ ] PANEs L BB EE}
description and validation.
24 1531410 Valldatlon‘stufiy report for method AM-034-R0: Determination - PR N BEGE
of rufinamide in human plasma by LC/MS/MS. -
CKED
Partial validation report addendum No. 1 for method AM-034-
25 5.3.1.4.11 |R1: Determination of rufinamide in human plasma by - P4NEs] FENER AL R
LC/MS/MS. CKIE)
Automated determination of CGP 33101 and its main
26 | 5.3.1.4.12 [metabolite, CGP 47292, and detection of CGP 47291 in human - EAEd R ZERE
urine by high-performance liquid chromatography.
27 531413 S.tablh.ty of CQP 33191 and 1.ts main metabolite, CGP 47292, in HIE e BEWE
biological fluids and in solution.
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Report for stability evaluation of rufinamide in human whole 2 e
E3 ] = v N
28 S33 LA od (K2EDTA) for method AM-034-R0. I (HREEIERAEAR) CRIED) o+ HAR AR
Validation Report Addendum No.4 for Method AM-034-R0:
29 | 5.3.1.4.15 |Extended long-term sample storage stability study of rufinamide| ||| | | | | VeS| R BB
in human plasma at -20°C by LC/MS/MS.
Validation Report Addendum No.3 for Method AM-034-R0:
30 | 5.3.1.4.16 |Additional Long-term sample storage stability study for _ PANES| PR BEER
rufinamide in human plasma at -70°C by LC/MS/MS. CKRIED)
Validation report addendum No. 2 for Method AM-034-R0:
31 531417 Stogk‘ solution stability at‘4 C and QC sample long-term storage - SE P S
stability study of rufinamide in human plasma at -70°C by CKIE)
LC/MS/MS.
M.C. Rouan, . .
C. Souppart Ciba-Geigy Ltd. 1.
Automated analysis of a novel anti-epileptic compound, CGP 33 .L Alif ’ (AAR) Chromatog
32 |5.3.1.4.18 |101, and its metabolite, CGP 47 292, in body fluids by high- e C.R.B. Laboratories| #}[= raphy B ZEGR
.. .. . . D. Moes, . .
performance liquid chromatography and liquid-solid extraction. . Ciba-Geigy 1995;667:3
J.B. Lecaillon, (T35 ) 07-13
J. Godbillon
532 b MEFRFENEZ - SR EhRE B E o BRI R
=1 {‘)J%’ﬁ‘g*/l’ S e N T = == =l ¥ s éqzﬁﬁg*/,' *
iz =5 LA kL EH ek R it 191 ] REBREMIEET | WA | felkEs BELR
In-vitro binding of CGP 33101 to human serum proteins, human !
1 5.3.2.1.1 |erythrocytes and serum proteins from rat, dog, baboon and - (2 8 ) ShE N ZEER
marmoset. He
Hydrolysis of the ester by-product 2* in liver and S
£ 3 =\ >
2 53.2.2.1 plasma of rat and man in vitro. - PHE P AT
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E2080: Identification of responsible enzyme for rufinamide T—HW AR ESHE -
3 53.2.2.2 hydrolysis in human liver microsomes. - 2(- _2(. (&) Ele P A EORE
E2080: Induction potency of E2080 for cytochrome P450, UDP- ey
4 5.3.2.2.3 |glucuronosyl transferase and carboxylesterase in human [ 202 (A 25 = EN L FEALE
hepatocytes.
Evaluation of CGP 33101 as an inhibitor of human P450 1 ; =T s
s | 53004 et - . W S| kv | DR
E2080: Inhibition potency of E2080 against carboxylesterase T — AR -
6 3:3.2.2.5 using human liver microsomes. _ 2(. _2_ (&) Ele P ARt
E2080: Investigation of rufinamide hydrolysis and the impact of Eisai Inc. ; S R
7| 53226 | L oate on hydrolysis. ] 202 CRED SME | FENER APA R
8 5.3.2.3.1 |Mechanistic transport studies across Caco-2 cell monolayers. - ($&¢]£ L) I PANEs R ST
o (AA2)
9 5.3.2.3.2 |Stability studies across Caco-2 cell monolayers. ' (iﬁﬂ:li ) S E PR AT &
e (AA R)
E2080: Transcellular study of E2080 using MDR1 expressing I = vl
10153233 " e 2 -2 (El_ziz) 5[ I ek R At
533 ERREMEEE (PK) RBRHEE
= %i'fﬂ‘g*;,’ h- =p e s =p —_ H =) 3 = ézlz'fﬂfﬁg*;l' .
i Fae 2 A~V EE R 5 i 11 ] PR S AT WHE | fEEs BEGE
s NIZH 1T 5 CGP 33101 Hi[al & 5K D Z2 2MER L U¥Y N o
U | 5331 ot AN AR T BE e me | e | AR
(IEINEPI-001745%) -
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fi AN 35 1F 5 CGP 3310 e ¢ 5 IFF D e M3 KL OVEER L .
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2 | 53302 |[BiEok RAHA IRt BC e m | A | eRmEE
([EIPNEPI-0027%5) B
Acute study on tolerability and kinetics of CGP 33 101 in e
3| 53.3.13 |healthy volunteers Ciba-Geigy GmbH | 1 (Fp o) SE |t | BEER
(S EIA18475%)
Single rising dose study (600 mg-2100 mg) on tolerability,
pharmacodynamics and pharmacokinetics of CGP 33 101 in . ) 1t % - SR
4 533.14 healthy volunteers Ciba-Geigy GmbH |  1Sj}- 1 (KA ) PNES| FEN R S5 G R}
(U EA233585R)
Dose-proportionality of CGP 33101 after administration of Ciba-Gei s
5 5.3.3.1.5 |single 200, 400, 800, and 1200 mg oral doses to healthy subjects e 1_-1- e PANES| PR SEE R}
h Corporation CKIE)
(4t E047K5R)
Pharmacokinetics, disposition and biotransformation of
rufinamide(CGP 33101) in healthy male volunteers after a e
6 5.3.3.1.6 |single oral dose of 600 mg 14C-radiolabelled preparation Ciba-Geigy, Limited.|  1j}-' S (= 4,@7(\) PANEs PR SEE R}
administered with food.
(4 EHPHI2137K5%)
Multiple dose study on tolerability, pharmacodynamics, and
pharmacokinetics of CGP 33 101 in healthy volunteers (100 — S 1 1 A% ; S
7 53.3.17 1400 mg) Ciba-Geigy GmbH it Br | (KA ) PANES] FEPH 5 Gk
(U EA202505%)
Double-blind, Crossover, Placebo-controlled, Weekly Rising
Dose, Multiple Application Study on Tolerability and . . 1t % e
= - e JJ: 2//% g >
8 53.3.18 Pharmacokinetics in Healthy Volunteers Ciba-Geigy 1- 1_ (FEE) e ok TR
(JHE AE/MD275)
A Double-Blind, Placebo-Controlled, Ascending Multiple-Dose
Study to Evaluate the Safety, Tolerability, and Pharmacokinetics| Eisai Medical 1B A% = v
’ -2 . 3 2 iy
? 53:3.1.9 of Rufinamide in Healthy Subjects Research Inc. 2(- _ CKIED HE HAR AT
(4t [E001385R)
A pharmacokinetic evaluation of rufinamide in an elderly Novartis 5
10 | 5.3.3.3.1 |subject population. Pharmaceutical it BE | ( iK ShE L SE LR
(4+E00317885%) Corporation
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An open-label, parallel-group study to evaluate the .
pharmacokinetics of rufinamide in subjects with chronic renal Novartis 3fEE% S
: _ E5 : 2> Py
1 53.3.3.2 failure in comparison with healthy controls. Plggmiiz}[lig;al 1_ 1_ CKIE) 7 HAR kil
(Sh[E1029345) P
Single-center, open-label, pharmacokinetic trial investigating
the interaction between rufinamide and an oral contraceptive . 1itaax e
_ Ed ;/3 parsly
12 5:3.3.4.1 [Ortho-Novum 1/35] in healthy female volunteers. Novartis 1- 1_ CKED M HPH SRR
(hE0145888)
An open-label, three-period trial to determine the interaction Novartis
effects of rufinamide on the pharmacokinetic profile of Pharmaceutical 1% P
_ Ed j//% parsly
13 3:3.34.2 triazolam, a cytochrome 3A4 substrate. Corporation, Eisai 1_ 1- CkE) PHE P SR
(4 E01045K5%) Limited
An open-label, three period trial to determine the interaction .
effect of rufinamide on the pharmacokinetic profile of Novartis 1% .
3 _ B3 % pasly
14 53343 olanzapine, a cytochrome 1A2 substrate Phca(l;maocreel}tlité;al 1_ 1- CKIED) e ok HEH
(4ME01053k5R) P
Population Pharmacokinetic and
Pharmacokinetic/Pharmacodynamic Analyses of Rufinamide in N A 2 S v g
Ir— — d - E| =13 1 N
15 33.3.5.1 Subjects with Lennox-Gastaut Syndrome (E2080-J081-304, FARARAE (HEE H£H) IR aab AR
CRUF331 0022)
Pooled population PK and PKPD analyses of rufinamide studies .
. . . . EMF Consulting, 2 P~
16 5.3.3.5.2 |in patients with epilepsy: CRUF331 0016, -0018, -0021, -0022, Eisai Ltd R . P - P4NEs] N BEE R
-0027, AE/ET1, and AE/PT2 (EMFFR2004/014/01) ‘ e
Pooled population PK and PKPD analyses of rufinamide studies
in patients with epilepsy: CRUF331 0016, -0018, -0021, -0022, | EMEF Consulting, 2 ) = S s
17 33353 -0027, AE/ET1, and AE/PT2: Drug-drug interaction population Eisai Ltd. (HEEEREA) #HE FEPIH Cael
pharmacokinetic analyses (EMFFR2004/019/00)
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Influence of CGP 33 101 on event-related brain potentials in e
1 5.3.4.1.1 |healthy volunteers Ciba-Geigy GmbH £ BE | (| 4,@) S RN R Z2EGR
(FMEA2373BR)
A Double-Blind, Randomized, Placebo-Controlled, Active
Comparator-Controlled, Parallel-Design Trial of the Eisai Medical I
2 5.3.4.1.2 |Electrocardiographic Effects of Rufinamide In Healthy 2(- -2(- e PANEs PR AR
. .. Research, Inc. CKE)
Subjects: A Definitive QTc Study
(4+[E002585R)
5.3.5 ARWEK OV i s
VR AT L e e ] B ST .
wog | TR 54 b ok RIRHEN | BB | e | eias | T
E2080 DL /7 A+ HAM—JEMEREBE R RLLIZT TR
;(Ad-ﬁg :ig*ﬁttﬁigﬁsﬁ . 5 22%@% B 5 .
1| 53511 [([EPN304385R) —¥r et | 20 -2 () E |t | REEER
Multicenter, Randomized, Double-blind, Placebo-controlled,
Parallel Trial Comparing the Safety and Efficacy of
Rufinamide As Adjunctive Therapy Relative to Placebo in Eisai Medical ki
) . isai Medica i 5% 7
2 53.5.12 l;;gzﬁsm \thh Inadequately Controlled Lennox-Gastaut Rescarch, Inc 1'-2_ CRE D, o) P48ES] R AR
(44E 00227 5#)
E2080 DL /7 A H AM—EMBEREE 5t R L LT fikfe = 4
RBR S
30| 53521 |(EHM3053ER) o tart | 2dj-seet (a Py | AN | RREEOR
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4 | 53523 [FEIRR e A  Eva 220t E | A | ERmEE
252 | (EIN3053ABR, S2il4Eqt) A& - (o) : e
Multicenter, Randomized, Double-blind, Placebo-controlled,
Parallel Trial Comparing the Safety and Efficacy of Rufinamide
As Adjunctive Therapy Relative to Placebo in Patients With Eisai Medical R
- _ _ AxX - S AR RS
5 5.3.5.2.2 |Inadequately .Controlled Lennox-Gastaut Syndrome — Open Research, Inc 19- 2(- CRE D, o) ShE N REAT &
Label Extension Phase
(4+E0022E7-ER)
6 5.3.5.3.1 |Integrated Summary of Safety (S kG 22 BT H) Eisai Medical 2 - P4NES| R SELG R
2433 Research, Inc (HREEIERER) B
7| 53532 [AtHCHT A AR TR | IO - EA | | sERE
[==]
CGP 33101 B2 A3 S5 TIAH ER A AR JoE \of
EPI-0043 5k T A B} AxX : . SR
8 | 53541 |(H wBR) 52 e | R (HA) ES [ I S E 55 Gk
CGP 33101 il A\ RIS IARER R FRBRIZ B DA BT xd
Dl 5 AR S INVT A A i 7 i 3% = ; PR
7242 (m R 00sm) 77—~ R AL Rl (AA) E | R abail
Multicenter, Double-blind, Randomized, Placebo-control, 5-arm
Parallel Trial in In- or Outpatients with partial Seizures on up to
Three Concomitant Antiepileptic Drugs to Investigate Efficacy ' 6612k .
10| 5.3.543 land Tolerability (Dosages 200/400/800/1600 mg/d) Novartis Pharma AG| 11 (M) SHE | R | BB
(4MEAE/ET135)
Multicenter, Double-blind, Randomized, Placebocontrolled,5-
arm Parallel Trial in In- or Outpatients with Partial Seizures on
up to Three Concomitant Antiepileptic Drugs to Investigate Eisai Medical .
11 5.3.5.4.4 |Efficacy and Tolerability (Dosages 200/400/600/1600 mg/day) Rlsal ; 1Ica 19-_2(- (%ﬁﬁ%) HhIE] PINaE BEER}
(Open-label Extension Phase) csearch, nc
(4MEIAE/ETIERBR)
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Add-on, Single-dose, Placebo-controlled Tolerability Trial of
CGP-33101 in Epileptic Male Adults. Ciba-Geigy 1t .
12 | 53545 ) 1 -1 i stk BEGE
(JFEIAE/PTI38) Corporation - CR ) PHE | R FE
Multicentre, Double-blind, Randomised, 2-armed Parallel
Weekly Rising Dose Trial in Patients with Epilepsy on up to 2
Concomitant Antiepileptic Drugs (AEDs) to Investigate _ iy e
13 5.3.5.4.6 |pharmacokinetics and Tolerability in Single (Open Design) and| Novartis Pharma AG 1"1- (M) SHE KPR ZERR
Multiple Dose (Double-blind; 400/800/1200/1600 mg/d)
(4 EAE/PT27A5R)
Four-week Ascending Double-blind Multidose Add-on
Pharmacokinetic and Tolerability Trial in Male Epileptic Ciba-Geigy 2Jiti % ——
_ E5 . 7}3 7 S
14| 53547 |, 00 Corporation it Br | CRIED ANES| FEP R e e
(4 EAE/PT3FER)
Safety and efficacy of high- versus low-dose rufinamide
monotherapy in patients with Eisai Medical .
18t it I
. . . _ : BEER
15 | 535438 inadequately-controlled partial seizures Research, Inc -2 CRE") o+ KL EER
(4+E0016745%)
Safety and Efficacy of High Versus Low Dose Rufinamide
Monotherapy in Patients with o . -
. , Eisai Medical 14J7% -
_ _ E5 ] 72/% % S
16 | 53.54.9 Inadeq}lately Controlled Partial Seizures (Open-Label Research, Inc 12 CRES) ShE RN R Bigkt
Extension Phase) .
(41E0016EER)
Multicenter, Randomized, Double-blind, Placebo-controlled,
Parallel Trial Comparing the Safety
and Efficacy of Rufinamide As Adjunctive Therapy Relative to Eisai Medical 49 % .
17 |5.3.54.10 1 -2 L ot BEBR
Placebo in Patients With Inadequately Controlled Primary Research, Inc ' _ CKIE) e A SEH
Generalized Tonic-Clonic Seizures.
(44 [E00185X5%)
A multicenter, double-blind, placebo-controlled, randomized,
parallel-group trial of
rufinamide as adjunctive therapy in patients with inadequately Fisai Medical 39Ez% o
18 5.3.5.4.11 |controlled primary generalized tonic-clonic seizures (open-label Research, Inc 1_'2(- ( ﬂ%/pgf) ok KPR ZERR
extension phase) .
(4 E0018E#ER)
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53.5.4.12

A multicenter, double-blind, placebo-controlled, randomized,
stratified, parallel-group

trial of rufinamide as adjunctive therapy in children and adults
with inadequately controlled partial seizures

(A+E0021AFER)

Novartis

Pharmaceuticals

E
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53.54.13

A Multicenter, Double-blind, Placebo-controlled, Randomized,
Stratified, Parallel-group

Trial of Rufinamide as Adjunctive Therapy in Children and
Adults with Inadequately Controlled Partial Seizures (Open-
label Extension Phase) . (This report presents data from the
adult stratum only.)

(4+E0021 AEER)

Eisai Medical
Research, Inc
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A5 st
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SHE
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53.5.4.14

Multicenter, Double-blind, Placebo-controlled, Randomized,
Stratified, Parallel-group

Trial of Rufinamide as Adjunctive Therapy in Children and
Adults With Inadequately Controlled Partial Seizures. (This
report presents data from the pediatric stratum only.)

(4+E0021PFER)

Eisai Medical
Research, Inc
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SEGE
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53.54.15

A Multicenter, Double-blind, Placebo-controlled, Randomized,
Stratified, Parallel-group

Trial of Rufinamide as Adjunctive Therapy in Children and
Adults With Inadequately Controlled Partial Seizures (Open-
Label Extension Phase) . (This report presents data from the
pediatric stratum only.)

(41E0021PE#ER)

Eisai Medical
Research, Inc

-
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FEPN R
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53.5.4.16

An open label, multi-center, add-on safety and tolerability study
of weekly ascending doses of CGP
33101 in pediatric patients with inadequately-controlled seizures

(FME00277858)

Eisai Medical
Research, Inc

-

2 7%
CKE)

ZANES|

FEPN R

SEGH
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53.5.4.17

An Open-label, Multi-center, Add-on Safety and Tolerability
Study of Weekly Ascending

Doses of CGP 33101 in Pediatric Patients With Inadequately-
Controlled Seizures

(41 E0027E7ER)

Eisai Medical
Research, Inc
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2
CKED)

SHE
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38

I—H ket



A4/ ~A0O2EE100mg, R££200mg

1.121

112 fAF&ER—%

= %%1#1%*4 e =p e e =P e e L 4 N e ng’fﬂﬁg:*;l' .
%77 %7':'7 XA R~V %‘% uﬁgﬁ%ﬁ@/ﬁﬁ FEﬁ ui%ﬁ;@ﬁlﬁi}ﬁ% i&*@#ﬁ ‘T%%jzwb 5%%*’[’
Multicenter, Double-blind, Randomized, Placebo-control,
Parallel-group, Monotherapy Study of Rufinamide in Inpatients
ith Refractory Partial Seizures Who Have Completed an Eisai Medical 20t g% S
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