T4 NEEEERA 2 mg

BT 2 &H

AERICRBESN-BRICERLIIENRVABTOER
FT—H A HAXKHICHYFET,
LEZFHRZEAEEAUSNOENBMICRIAT S &
FTEFEEA

I—H 1M %X &4t
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1.5 ERXEREOE/REURAREDER
1.51 BERXEIHEROER
1.51.1 [XL&IZ

NFTZ RN (BT, £2E) X, =—FA XSt OUF, =—%FA) PAIH LEFHRLE
WMThH5,

AL, VIS RABEBRICEL L THFET S5 AMPA ( o-amino-3-hydroxy-5-methyl-4-
isoxazolepropionic acid) B )& I VERZAME (LIF, AMPA ZZ4E) (BIRAY R IEH G UL
AlTHY (Hanada, et al. 2011), BEFOHTANARL IR HIEABFEAT 5, AMPA &
EIXTANPABEORET RIS T T RAZN LI GRICEERRBZHSLBEIRTEY

(Graebenitz, et al.. 2011), AFEIIENSLZIMHETHZLICI VI TANAERZRET 5 LHE
IhTWa,

BE, ENTIE TRARD 4 B EO/NRTADABEICBIT 5HORE (CRIESRER
B2 ETe) (Tx¥ 2 HARER OOFRRE] WIS TRAKRD 12 R ED/NETANABEIC
B 2 RERARRBIEICH T 5 0EMARE] 2808 - R E LT, AEROA (74 273 2mg,
FE 4 mg K ONRIAKL 1%) &R TS (R 15.1-1) .

& 1.51-1 RS UARXLEOFRIOERAEZRKR

N N /NR

HRSULHR A 12 %Ll E 4 U b 12 R
HoaRE (CZRESE | BARE ©) O @)
{LRIEE &) OF S O O O

SRIEEI R FEE B A O O X

AARBFEIL, & 151-1 TRLEBROFOEIIDRIZESE, RAKRD 4 mLL ED/NR
TANPAMVBEICBIT 2 —BHICROBRETERWVBAORERIEL LT, REFEHAZHE
5HDTHD,

1.5.1.2 TAMADOBRRKEUEDLE

TADME, TADAMERELZS B TREEERLBMETIROBE TH D, P
EHR=a—a ORGP BRI EEICE S RENAKEHRT 28820, TOREE
MR VXA 00 BLEE R J OISR O R BRRREASR D TEHE T, RIE I/ NVZ I VEER, %EIC
T y~7 X VEEEE (GABA) 23, TN ENFEELMREEDELE L TEHS ZEXmoh T3S
(Lees, 2000)

A, ®E, KE, /NUz—RETEBISNZEEREORER, TADLADERJORE
X 1 BRRMEPRLES, UBERL BT, 50 AATHEMIZEL, 60 L ETIXEN -
TINS5 Z L ASFESR SN TV 5 (Hauser, et al., 1983), x7=, FERBOERERIL, 10BRET
HEIN4 55, F0O#%IT 50 AT TIHIZIEHTOICHEZE L, 60 UL ETHUHEMT 5 (Hauser,
et al., 1993; Beghi, 2020), 2017 FEA S @& BEME TIZEARD TANABEEIL 21 77 8000 A
LHERF SN TWE R, EBRIZIIZEN LD 2 <, HUREERESH» OBEBRELIIN 100 HA
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tbnbhTnd (EEBE A, 2007),

TADABRIZEDIERPE—BIRTH Y, RATADAIRZBIT HEDIEGESTA FF7A4 T
X, MERITHEA L VBREL, 2~3 BRITo=ER, B LA2VEEITE, ZAREEREZIT S,
2 20 L 3 EEOM TANARBR CRIEMFINELNR2VEAICIE, TADASNBHERDTEE
HEZEERTRETHD,] ERENTVS (AERTANAESR, 2005),

TANPAEDIGRIL, BRI BREGICIVEELZ 2 e —LTHZLREELINTEY,
—RENCREHICDE 5, HRAICERE L TOWERTANARZEBMICHET5Z L1, BEbh
RBERESLTANAEBREZSIEREZITEERS D720, L TAPAEOER S IEREER &
ENTWVD (AARMRES, 2018), FMEICL ) —FICEROBRENE LVRERE LTSS
ZBWThH, BEARERHICIZFEED Y A7 B/BESNE 28, FA—FEUINREROEH
I X AR OBELUSNDOEREZMGETH ZENZEE LN E SN TV (Patel, et al., 2015; Uribe,
et al, 2017), L2 L, ENTHEAFERZFTADLATED S H, AMPA ZEEIZIERTHARED
R L R D RERBFOERAIZ 2V (25.1.31F),

Lo T, REEHANL, AEROFNCLVBEEEZa P e—AL LTWHEBEIZLE-T, AEiff
HEIZBOWTHIRREMGE T DT OOERERIGRIEL R D, £, AEROFZRAL T2
WTADAVBEIZBWTS, FiloRipEiR L LT AMPA ZAGEHRIERICESHTA,
AR ZBIMAT D Z L NAIREL 22 D,

1.5.2 RAROER

AEEHFNL, —FHICEAEOROBENTERVTANPABREFICHTH2REFREL LTH
EPThHDH, ENTHRELZEDDICHZY, EXMLERESGSHE CIT, 8 Lolm#
ERER (15211 H), BARARUSNEAREFERAZRE LZERKRE 1 MR8 (E2007-
A001-050 8%, LLF 050 3BR) OFERITMA T, HAOBIEXIERERMRBEIEEZE TS 2% E
DODABRNTANABEZNG L LI-ENERKRS 2 AR (E2007-J081-240 3Bk, LLUT 240 3A8k)
FEML, AREEGERDLARRERENA~G Y FEZZBEOREER OCEEEEZFHE L ERICES
WTC, REFEHNAIZRE T L L LK,

FEROBERRER (050 RBR K240 RBR) 2B 21RBRE T, YOHEEZTFELTWERT YV
RFN8mg FEHA] (RTFURFAELT80mg &) ZEHA LA, LrL, TrRlomd AR
AF|IDOEBRKRICKIT AERREL S, AEFEHAIL 8 mg LV HEARETRESNIHELEZ
LEZoN, FRFEEEOHIBAEERGEE EOBEEFEROBANID, <T7 /3% 2mg
ERA (RT3 E LT 20mg Fie) PEFR=—XITHELTWDH LWL, FARIIEST,
FEARBHRICBONTL, TRFEORAIL LTI RN 2 mg EFRAFZHBHET 5.

(AR DA OERBRRIZBIT SRR

- FEREEIZ 2mg TH D,

- HREECRHT 2HEAFER D CYP3A ZFETH5Z LAMONTWVARTADPATEL DO
AREICBWTIE, #EFAET4mg UL S meg R bERFRETH S,
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1.5 BREXIIERORER UBHBORE

1.5.21 BiELOFNEMERVEBERERT—42 /1 \v5r—2
1.5.2.1.1 XEBIEDREE

FREERFIOMZICHY, BNTE 2 &[] Aot BoFamE#kE O EoxtwEs)
EREML, PIRHEROHRARBRHE LR L,

A oElRsilagey  [euRey | |
I - o= e R L, €oRE, T
|
I ¢ 5 B S LD R AR R T, EROKE
sz, 2] £ Aos || BEamzc, NG
I - i 2 PR L, i) O B 2157,

ok, I | N I ———
Wow<, 2o &) Acs )] mssmmE, | AoxansziTor- (. oz B
N | [ESe
|
I 5V E S L o EE A, 72, [ IR L <,
I [ D - /> A7, 3 NI R LR T L — 7
W B-37uaTFHARN) T P UACLDBEE~DEEBROT T 74 7% —0DY A 7ITH
LT, BEREOT=FY 72TV, 7T 747X —0NEBLIHE ORI Z ERTIHER L
T ECOERTHIIRANTREL OBIE 2187,

1.5.21.2 BREBRT—42 /v 5—2

£ 1.52-1 ITAKBHFBICBTIEERRBOT—F v r—, K 1.52-1 ITRERAI OB
DR 2R LTz, 2017 4E 11 A~20184E2 HIZ 050 RBR 2 E TEM L, D% 20184E 11 A
~2019 45 12 A2 240 RBRZ ENTER L 7=,

£ 1521 ZEBBRBEICHTIBET— 5 /v r—o
BT VA TRERE

BB K S o R UK 5 Ak EEFER A gg ﬁgﬁﬂ
DR 5 ~
F—F LT AR L 12mg (B SHllc R+ 5
1= FExf R &, s=H) IR A 48
%1 R fRERE R A 2 Wy o= | EREA - 30, 60 i3 90 4yEIE 7??’«*&’ 5 (A& 53.1.1.1
(050 BB A —si— Bl g AR & 5 ey A 18)
|IEAL BEA : BiREIFEO#& S ]
R % 8
mp | R e | Ty DR RE
%2 HRE T;}"Uw&:/v% Skt B 1 H8~12 mg # 30 4yM#iR | LTHEELE 21 53521
(240 B £ (12 ﬁuj:; Aty (4 B EoZeER
UAEM

T—HA et




NG URFI 1.5 ERX IR R OfER R VPR ORE

RB | cWF | % [ @l* § WF
AR

HIERE, WEI AR U &
&R

S5
FEER AR AR
wE

Z Oft (Bl RER & O i RER)
R EAER

*HEBE
HE %148 | E2007-A001-050 Bk
H A& %248 | E2007-J081-240 RBE
B 1.5.2-1 AEOEEER
1.5.22 BROEH

1.5.2.21 RHEICET 3R

EHFIAFEL LTORT X3RRI OB R ORBFIECET I HRIEI=—FAIck
WTERR L,

BEF (7 0 2 ESHFFER 2 mg) OAF, REFHEW CITHEE R ORER HIEICBET 2 HEt
ROREMRRIIT—FAIZBWTER L7z, REEFRRIL 60 @ H £ TOTE TRRZ it
FTHY, BFERFIZIICEA L TORREZE TS,

1.5.2.2.2 JEEGEREAER
152221 EB

SEOFHRGERERESS L L TORERFTARBEFICBWNCT, NhEEMT 238 1%, BE
AR FERMNEE 7 4 2282 mg, R4 mg) EHREONE CHAFEL KL, FHi-
PRI ER Lo Tz,

1.5.2.2.2.2 EPEhE
SEIOFHREGEKEREL L L TORERFTARBPHEICENT, BEARBFEERGEE 174
2 3E2 mg, [FISE4 mgl EYEREEONE CHAFR L HIET L, Fi-2EYEhERERiIEH
Lo T=hs, ERNBERARRZREZRORT ARV OMETRERELS T v F2 RV
E R ORERGIC L5 BIAEERBRO X axxF 0 7 2 LTEK L, HEBIRNES
% HEET v NOHHPHERT v PR vmWmEPREL R L., £/, #Z7 v MZ 1 H1E48
IR S L C b s iR RS 7 8 1580 B e o T, b ERIIBAR B FEER
HEEDRER & DFEIZ R DT,

1.5.2.2.2.3 &%

SEIOHFHBEGREEEM L L TORERTARBFICBWNC, BEARBHESRMHEL (7 1
2238 2 mg, [FIFE 4 mg) BHIEICEE L-RBoOM, FHiCBHRNESEARAZANT IR

4 T—HA et
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BREERLE (7 y MERAWEEBRORERSIZX 2 BHFEERRE O Mgz Ay
B mERER)

RZ ARV 8mg HHAIZ T » MT 0.83 mgkg #EIRNEE LR, B#EICER LZ&EH
fLDERITA NS, ARFPEHAEE L5 EEZ T EIENZ LR shis, £k,
T RV 8 mg TEHANL E2007 DRAAIRE & LT 500 pgmL TF 7 £ARIZ L 28BE O
NHLNTHDD, 250 pg/ml ¥ TORE TIXBEMMEIZA DN o7z, BLELD, <XF U 3x
V8 mg EFAF O RFTEFEER EOEICBET AR T oy VBV D LB 2 b,

1.5.2.2.3 BBEKRER
1.5.2.2.3.1 §RHCHT 2 FHRHDNNAATARAASE) 71 REEER (050 HER)

AARANROSMEANRERA 48 6 (EARAN 18 flZETe) ZXHIC, REEHA 12 mg % 30 47,
60 43 XiZ 90 73fEl CHEIFAIRNEGRHR S L7256 0, AEER 12 mg ZHEEROLE LZHEIC
KT EINRAFTTRATEY T 4 ZRET 5720, —7, ElEHIL, 7o XF— 1 —0DEK
1 FRER A KE TER L7,

FOFER, AIEGEANK T HAREERAND Cax (30 53KV 60 577 EEIRNFHER ER) 134D
ZHREMDOEEDFHISN TH - 7253, AUC (30 9K 60 sy f# RN E IR 58 124£WFa
REMEOREREZ- LT\, 22, 28 L L TOEFITIM L 90 o EHIZBVTIE, &
FIEFFNEEGFED Cu L AUC ITWTH O ARREREEROE L BL LT, £z, AED
BEA 12 mg BEE 5 & EHA] 12 mg BB SE (30 47, 60 2 & Ut 90 43 IR AR e 1% 5-5F)
DREMT B 7 7 A MIRERBOBRRNWI LR INTE,

152232 12 BRULDTALABEERNRE LEEFLH SIHAA~NOYYEZRER (240 BE)

12 UL EORSRE (CRESBRIEREIELZET) ITREMRRBIEEZAETAERATADA
B 21 fledgic, AEEFOFERAE (8~12 mg/H) OARFETHA (30 HMIEIRA R
5, 4 B ~VEZBEOREMRVOEFHEEZFHMET 52 L2 B, —7, RO
BRIREE 2 HRBRAZENTER L7, BIKFHEEE & LT, RXEEFRANO BRI -mEOED
R CMEF T o RRVIRE A LB LT,

ZORR, ERHMICEET 28 EFFS GEFHAER 1 Fl, EHEARS R O/
AE 1B, WTFRHEBE) 2RE, AEFEHABAEOAFERIRBDOLNT, KEOHEHIKD
EHBICBWTREET B 7 7 A MICKE BV o Tz, 72, AEOROHEE DL #K
NG R GOV R 252 & T, MIEPRT U RFVBEICEELRENIT RS, TAMLARE
BEE R ORI ST REE IO bhi o7,

153 &8

UELDOREL Y, AEROA LAEERANOEMENE, TEMERVCEIET a7 7 A VK
ERERIINL, AEREFAIAEROFORBTREL LTOT 07y A VEMIZLTWS L
Ez2b5, AEREFEHBEZREREL LTHAHWVWSZ LT, AEELAZRAFTOTANAVBEICE
WTIE, BAREIZE0ROBEPEERRICEAEOESFWIC L 2RERBLLOY 27 ZELEL,
MR 2 REa Y Pu— LB TE 5, 72, AERBEMO TANALBEIZBWHNTY, A

5 ——H A et
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1.5 IR I33E R OB K B ORERE

HIZE 0RO 5D REERRH I H7- 2158 L LT AMPA SEGEHIERICESS TAN
IMEBREEZTELI R 74y baeblebd LeEZXS, UELY, REERAZER 1.53-1 TR
T IHEEIIHE] YT THERVHAR] 0By, AEROAICHT 2REREOTRS
REERMLE LTHIFET S,

£ 1531 FEEBHBICETLIDEIHE,. RERUVAE ()

H H N R
RESIIBIR | —RMICROBRER TERVWBAEICBITS, TROBEIIRTHT 3R
IV O B O RERE
TADAVBEDOESRIE (ZRESRIERIEEZET)
DI TANAETHERBENRRD bRV TANPABEOEE M3
Rl 2P T ANAIE L OBFRRE
RERVCHE | X733 0ROBENHLEFNEIVBEZ H5E -

(Eo7lE CHRESRIEBEEEZET) ITHAVWLEE)

[EARE] [(DRRRRE]

BE, BRARR® 4 U EO/RNRBIZIERT oz vE0®RE5LFRLC 1| AR
Z, 1 B 1[E 30 5ULENT TREFHIRNERET 5, 72720, 4P E 125
Hojils D/NRA~DOF 5L 90 43 & T 5,

(FRERREECHVSEHE)

[DFRmE]

BE, RARC 12 @ EO/NRIZIZRT AR VENKELRLT 1 B AE
Z, 1 H 1[E 30 43LL LX) CTEBEEIRNE ST 5,
R URFNVOREATREGITSI AR 2R ET A -

(Eo7lE CHRESRIEBEEEZET) ITHAVWLEE)

(AR E]

BE, RARCT4BUEO/NRIZIZRT 83 LT1 A 1E 2 mg DO
EXVBtaL, 20k 2 BAEL EORBEZHIT T2 mg TOWET 5, MR
AEIZ 1B 1B 4~8 mg & L, 30 3L ENT CRERIRNEET 5, 7272
L, 4mPlE 12 BRmO/NR~DOBERERIL 90 57 LT 5,

[DFRmE]

BE, RARO 12@EL EO/NRIZiF<T 3% v LT1 A 1E2mg D
EXVBtEL, 2% 1 AR LEORERE HIF T 2mg o4 5,

AR ORBMERET M TAPAEZHALZWEEOMRAREIX1 A 1H
4~8 mg, HFATAEEOMBERAEIZ1I B 1E8~12 mg & L, 30 4L kA
T T REERNEET 5,

BE, 4k RERBO/NRIZIZNT % E LT A 1E2 mg D
EXVBtEL, ZD#% 2 AU LEORERE HIT T 2mg o4 5,
FRIORMERET 2 TAPAREZHA LRWEEOMFARIZI1 B 1H
4~8 mg, FATABEOMERHREIZ1I A 1E8~I12 mg Lt L, 90 it T

6 ——H A et
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1.5 EIRXITFE R OEE R VR ORER

AR 55,

(RERRBEECHAVIEHE)

[OFR L]

BE, RARC 1R2BUED/NRIZIFRT iz LT1 A 1E2mg O
EXVBtAL, 2% 1 AR LORERE HF T 2mg o845,
FRIORMEZRET 2 TAPAREZHA LRWEEOMFARIZ1 B 1H
S mg, BFATAHAOMBFERAEIZIR 1ES~12mg & L, 30 5Ll ENTT
RiERIRNE 5T 5,
RTUNRFNVOBEARENSEFN O EZ DHBAE. RURT 3R LO%
OREICELLARF 2R ETIHEOVTROHAICB N TH, ERICEY
BHEBTESN, | HERBREERUOHEBFEIUTOLEBY ET5Z
L,
(Eo7lE CHRESRIEBEEEZET) ITHAVWLEE)

(AR E]

AR 4 Ll Eo/pRIZIE, 2 @R EOREZ HT T 2 mg LT 0
HEEL, 1 BEm8mg £TET5,

[DFRmE]

AR O 12 &l Eo/RRIZIE, 1EBLL EDOREZ HT T2 mg LT 0@
HHERL, 1 Bfm 2mg£TET 5,

4 Ll B 12 mREo/NRIZE, 2 BRI EORMREEZ HIT T 2 mg LT3 01
HHERL, 1 Bfm 2mg£TET 5,

(FRERREECHVSEHE)

[DFRmE]

AR 12 el Eo/pRIZIE, 1EEL EOREZ ST T2 mg LT 0@
HERL, 1 A& 2mg £ TET 5,

1.5.4 B3

Beghi E. The epidemiology of epilepsy. Neuroepidemiology. 2020; 54(2): 185-91.

Graebenitz S, Kedo O, Speckmann EJ, Gorji A, Panneck H, Hans V, et al. Interictal-like network activity
and receptor expression in the epileptic human lateral amygdala. Brain. 2011; 134(Pt 10): 2929-47.

Hanada T, Hashizume Y, Tokuhara N, Takenaka O, Kohmura N, Ogasawara A, et al. Perampanel: A novel,
orally active, noncompetitive AMPA-receptor antagonist that reduces seizure activity in rodent models of
epilepsy. Epilepsia. 2011; 52: 1331-40.

Hauser WA, Annegers JF, Anderson VE. Epidemiology and the genetics of epilepsy. Epilepsy. Ward AA Jr
(ed), Raven Press, New York. 1983; 267-94.
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Hauser WA, Annegers JF, Kurland LT. Incidence of epilepsy and unprovoked seizures in Rochester,
Minnesota: 1935-1984. Epilepsia. 1993; 34: 453—68.

Lees GJ. Pharmacology of AMPA/kainate receptor ligands and their therapeutic potential in neurological
and psychiatric disorders. Drugs. 2000; 59(1): 33-78.

Patel SI, Birnbaum AK, Cloyd JC, Leppik IE. Intravenous and intramuscular formulations of antiseizure
drugs in the treatment of epilepsy. CNS drugs. 2015; 29(12): 1009-22.

Uribe A, Zuleta-Alarcon A, Kassem M, Sandhu GS, Bergese SD. Intraoperative seizures: anesthetic and
antiepileptic drugs. Current pharmaceutical design, 2017; 23(42): 6524-32.

FEHEBEAN. FHRITANPATELIERIE L OGFRAREICOWT. BARFEHFHMSE 2007; 1292): 116—
8.

HAMBRFES TADPAVESETA R4 22018, B EFER: 2018; 117.

HARTADPAFES. BATADPAMIBIT 2 DIRETA 74 . ThAoPARFZ. 2005; 23(3):
249-53.
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A A Y.” 1.6 AHEIC BT AEARREICET &8

1.6 ABICE T HERARRFICETHEH
1.6.19EIZH T HEEE - FaikiR

2023 4 7 ARFRT, X5 U RRXNVERFITWTHLOETH AR I TWRY, Fiz, 2023 47
ARRD, XT3 NVROFDOER « FFARAIIUTO LB Y TH 5.

£ 1.6.1-1~K 1.61-5 2R TOERR - FPRLZ R Lz, AETRELESRENBHEIHL
DX T7 4TV R, AXVARVPT vr~v—7 Tholz,

R URFVEARN, 12 R EDOTADPABEOHSRE (CRIESBIEEIEEZET) 10t
TAHHRARECOWT, BA, XKEH, KN, FEALL 76 » ETEBEZREL T\ 5,

£72, RRUEDOTADLABEORSFNE (CRESBRIEEIEEL ST (O 5 BEAFREICS
WT, BA, XE, FEZL 19 yETERBEEELTWS, 61T, 4aRUEDTANLABED
HaRlE (CRESRIERELET) 1T 2165 (BAIROGHARE) & LTHA, KE, I,
PEZRE, 52 yETEREZRGEL TV 5,

I HIT, 12 U EDO TANARBRE ORERRFEEIITHT 5 0EAMEIZOWVWT, 2014 4 8 AIZ
BN B OCKENC TRGRHEEZITo . UEHFEICOWTIE 12 »ETERRBEZERELTWS, &5
(2, TR EOTANPABE OREMRFEIEICHT 265 & L CEMN T 2020 4 11 A 10 BIZER
Shiz,

#£ 1.6.1-1 RSUNRIILEOAFOLHFROEKE - Falkin
(12BULEDTANABEICE TS5BS RIEICHT H6EHEEE)

E4 WR7E4 AFRER R
EU (FFFE%ER27 5 EH) FYCOMPA 20124E7H23 A
N x— Gl 201248 H27H
TAAT LR Eili= 20124F9 H12H
PR S ANVSVEY EiV EilN 20124E7H23H
KE il 20124E10A 22A8
A A il 20124E12A 140
ol ar il 201344 A4H
raFTFT Gl 20134E7H 1R
=30 Gl 20134E8 H23H
A4 AT )L Gl 20134E8 H18H
7 7 7 B REER il 20134F12A15H
L= Gl 201443 H27H
ik .t 201444 2R
A—ARZIUT EilN 201445 H23H
wiL .t 201448 A6 H
T HR— Gl 20144E9H 120
AF L3 F.E 20144E11A 100
<A EilN 20154E4 H9R
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1.6 AAEIC BT 2 ERRIRFICET 2 &6

£ 1.6.1-1 RSUNRILEOFOLHFROEKE - Falkin
(12BULEDTANABEIZCE T 5EHRIEICHT H5EAEE)

S Bk 7E4 AFRER R
ZA il 2014412 30R
74U EY G 20154E3 A31HA
7 Ux—Fh il 20154E4 H13H
EAES| M.k 201547 A 10H
LR Eill= 20154E12H21H
A K Eill= 201642 H 16 H
A7 =l 201643 A28 A
A% S 201645 H2A
Txrv— Gl 20165E6 A 15 A
EN R El= 20164E7H24H
ET7Uh Gl 201742 H 168
YT IET il 20174E7H 19 A
Fe—r Gl 20174E6 A 15 A
HRTT EilN 20174E8 H15H
ISN—L— Gl 20174E11 A 7H
NREALE Gl 20194E1 24 A
~RF A Eill= 201943 H20H
HH— )L S 201944 A 4R
TAErF il 20194E4 A 16 A
TIFHA Eil= 201947 H20H
PSS S Eil= 20194E9H6 H
iE N 2019F9 A20H
FU il 2019411 A 8H
PreT il 2019411 A21A
JrRTx S 20204E3 12 A
=77 K S 20204104220
~2— Gl 202048 A4
=a—P—=FF il 202049 A3 H
FIET EilN 20204E12A3H
AVF A il 20224124208
Ry U il 202246 A7H
apET El= 20234E3H3H
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F 1.6.1-2 RSUNARILEOAFIOLEROEKE - Falkin
(12BU LD TANABEICE T 585 RIEICHT HEFEE)

HRFE4 ARRERA R
P eS| FYCOMPA 201747 H26
T4UEY M.k 20174114 20A
ais Gl 201849 H10H
B .t 202041 H23H
EE il 20204E5A19H
E7T7YUh M.k 20194E12H9H
P T il 20194E11A421A8
TR Tx Gl 20204E3 A 12H
NERE EilN 20194F1H24H
ThErF EilN 20194F4H16H
F il 2019411 A 8H
s T R il 20204E10A22A
~JL— Eili= 202048 A4 A
TN Gl 202142 A8H
tiE =l 20214E7H28 A
FIET il 2020412 A3 A
v HR— Gl 20224£6 A10H
Tyrv— Eil= 20234E5H24H
AV Fh il 20224E12420A

# 1.6.1-3 RSUNRIILEOAFOLHFROEKE - Falkin

ARUENRBRBOTADAVBEICE T HBHREICHT S6fARE)

HRFE4 ARBEA R
P eS| FYCOMPA 201849 H27H
AL AFT] Gl 201944 H2H
F Eill 20194E11H8H
BA Eill 20204E1H23H
EE = 20204E5 A 19
EU (HFEYER285 H) Eill 2020411 A10A8
J IV o — s 20204E11H 10
TAAFVR Rk 20204E11H 10
A& (TRLl k) Rk 202042 A25H
tiE ElS 202147 H28A
L Gl 202146 A7H
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1.6 AAEICE T AERRREICET &R

F 1.6.1-3 RSUNRILEOAFOLHFROEKE - Falkin
UBLLE12EXRBO TANMABREIZBIT 380 #EICHT 26EEE)

E4 HRFE4 ARBEA R
T4 UV Rk 202042 A 13 R
F—=ARZ VT Q2rELLE) Ak 202142 A 118
aiF il = 20204E12A 7R
77 R Gl 2020410 A 220
2 Gl 202048 H4H
FIET Rk 202041243 H
A F Gl 20204E10A1H
ZA Eill 20224E1 A 18H
ma—P—=F K Gl 202244 A28 A
v HR— G 20224E6 A 10H
N Gl 202249 H21R
AV Fh Gl 2022412 A20A
Tk il = 2023#E1A11H
EY % 8% Rk 202341 A 19AR

F 1.6.1-4 RSUNRIILEOAFOLHFROEKE - Falkin
(12BU LD TANABEICE T 52RERRKREICHT 26iBEE)

E4 WR7E4 KRBEA A
¥ FYCOMPA 201546 H19H
EU (HFEYER27» H) Ak 201546 A 22 H
TAAT K Eill= 20154E6 A22H
VeFraffr Rk 201546 H22H
J g = — [F.E 20154F6 A 22 H
B 7 Rk 201546 H29H
T4V Eil= 20154E11H 118
AL AT Eill 2015411 A 24R
bt [F.E 20154F12A 1H
AA A Rk 20163 H4H
N F.E 201643 A28 A
ik s 20164E4 22 A
Lt Eil= 2016%E5 A 10H
F—=ARZUT Rk 201645 H12H
BEE Rk 2016%E7H14H
LR v Rk 201647 H15H
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B z—h Eil 20174E3 A28 H
<l =7 Rk 2017423 H29H
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INF Rk 20184E10A 3H
RERE L Eil= 201941 A24H
Tyrv— Eil= 20194E7H1H
A~ RFA Ak 20194E3 4201
FAPLF Eil= 20194E4H 16 H
TN Rk 20194E7H3A
TFA Rk 201947 H20H
A¥F Eill 2019429 H27H
F Ak 20194F11 4 8H
Fo T Eill= 20194E11H21H
77U Rk 20194E12A9H
A2 FRTT Eill= 20204E7H12H
2= L= Rk 20174F11A 7H
YO TIET Rk 2020428 H9H
5B —n Rk 20194E4 4R
Fe—r Eill 20174E6 A 15H
=77 Fi Rk 20204E10H 22H
AL — Eill 202048 H4H
FIET Rk 20204E12A3H
—a—P—5F Rk 20204E9 A3 R
CunRTx Rk 202043 H12H
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1.6 20EICHITHHRAXE

RT3V A A OB OB GEFHREZE (SmPC : Summary of Product Characteristics) & U
E O XEOTR (BE) 2% 1.62-1 (Rl £, BRNORGEREE, KEOTRAM
& RUOGE¥EPET—F— b (CCDS) ZIFfFLTE,

1.6 AHEIC BT AEARREICET &8

F 1.62-1 HEICBTARZ UNRIILEORDRHXE

WWET LA 64y, FYCOMPA (I, 1
A1, ®EMIBEARET 5, EMmT, &
BEOEFESCHRIZIS U T, FYCOMPA O
HIEERAI 2007 L b,
B L LT, FYCOMPA D NREH A3
ERRETH B,
HBaRET 2R - AR
AZ U RFMT, 4~12mg/ H OB RTEHS
BEOBEICAH THDZ LIRS TS
o RN, FEHMRO4EL Eo/NEEIBEIC
B AHBRHEICOWTLUTOR 1 ICEHT
5,

F1 BOREBEICHT HHIERE

A | DNRBE (4~115)
Fr LUFER]

BRI *E
7KREH 201247 A 23 B (%ME) 2012410 A 22 A (B4 %4E)
20154 6 A 22 H (GRERIRIEE) 2015 4F 6 A 19 B CGRERFEE)
5| AT S0
202345 A 20214 12 B
{ERkA
HR5E4 FYCOMPA FYCOMPA
A - & TANBI—T 4 7 HE  2mg, 4mg, 6mg | 74N A3—T 4 78 2mg, 4mg,
, 8mg, 10mg BT 12mg 6mg, 8mg, 10mg KT 12mg
# 0 BRI A : 0.5 mg/ml & D REEH : 0.5 mg/ml
BHE « DR |4 WU EDOTAPABEICBTDHSEE (|4 MU EOTADABEICET SESREE
R BIEOFELZMDRV) 1T | (CRESRIEEEOFELZBDAR) (T
% P Ak *TDiaH
TR EOBRBEESR TAPALVBEICBIT S | RERUEOTADABEICET 5MERK
SRELRREEIC X3 2 OFAMIE RIEICK T 20 REE
ik AR | A9 E BEMORER AT ARED D | BARECKHTIRE - AR
, FYCOMPA DREIIFBEDORICITIEUT | sz i oS

FYCOMPA OHESRRLGHEIX, 1 H 182
mg RERRORETHB, FOH%k, 18
FILA EORRT 2 mg/ BT 2T 5,

1H1E4mg DABETHDRBEDWND

A, HERBHERF R OEMIT 1 A 1B 8~12
mg CTH5H, 1B 1B 12mg DAETIE, 1
H 1[8] 8 mg |2~ THAEMEE DWA 2R
BRRRED-TH, BHERADKIBIZHEM
Lic, HREEMN G CYP3A4 BERHRE
HEETIMTADLAEEE TR % HFH
LTa%6, AERESHEEINLS,

RERASREICHT 2 HE - Ak
[Figaih 3v =
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1.6 AHEIC BT AEARREICET &8

F 1.62-1 HKEIZCBEFTARZ UNARIILEORDFHXE

B KE
FH |30k | 20kg | 20ke || FYCcOMPA m3tes2BRsARRIE, 1 B 1[E2
R |k |k | kil || metEAEORETHE, TO%, 18
# ( 30 kg FILL_EOREIRE T 2 mg/ B oW+ 5.
12 5% Feiili HEEHEFFAHEIZ 1 A 1B 8 mg TH D, 1
Uk A 1 [ 8 mg AAE T2 5 FENH O
) LB 5 BETIE 1 B 1[E 12mg I &
HER (2ny |2mg |1mg | 1my WARET7 4w FRBHEBEENRDHD, PRERE

WsHE | B 5] B 5]

HAEW |(2my [2my [1mg | 1mg
B @ |8 B H B
G a@ | a& | a® | a=&
1) mok | mok | sk | moe
OME | orE | OmE | omE
EET | 2TT | 2ET | =T
T) <) T) <)
HEBHE [4—8 [4-8 [4—6 [2-4
FHAE |mgR |mgH | mgH | mgH
HEW |(2mg |2mg |[1mg |05
B e B B mg/H
3 1@ | a@& | am | 08
&) Mok | msk | pse | ESLE
omE | ommE | omm | PHE
rzg | wmd | wmg | EEY
) 9 ) ©
R | 12mg | 2mg | 8my | 6mg
mHAE |8 B B B

BRAERT 12 R EOBEEHBE~ORES
TOHE

AF U NFNAOEET 2 mg/ADORENHH
Wi 5, TO®K, BEDHES L OBEEICE

MR CYPIAA BERFEM 2 H T 5
T AEEELERNZUH L TA5E,
AERERHERE IS,

PREN OB ZERFEEEORTAIPA
KEHFALTHI5HE

Txz=bAYy, ANNR=EE, F7 2D
NARBE e FEERFBEEOTR T oD
EEUHREN LA CYPIA4 BRFE
% F+ 5 EHiZ FYCOMPA o i #F i
EzETSE5, BRFBEEOMTANA
EZHFAL TV L BEITEIT D FYCOMPA
OHEEBLEARIT 1 A 18] 4 mg ORLERT
RATH D, £OH%, 1EFELLEORRAT
2mg/ AT OWHET 5, BERRIZBWT
MEFFFHBIIRES. ShizhoTo, BBERRT
B L-RAXAREIZ1A 16 12mg ThHo
7

IR OPREN LIRS CYP3IAL BERTH
O TADPARERET 556 BE
DIFFEL T A U bATIEEL, BRESER
EUORFHEICOWTEBELZEERIZE=FY
YIFHRIE, BEICEoTE,
FYCOMPA O F & FRE 73 %217 72 % ATREME:
Bbd,

P REREE 2 F 5 5 BEIIS T 2 A R
BERUPEETEEREE 2T T 588
BT FYCOMPA OHEIERALERAEIZ 1 A 1
B 2mg THH, £OH, 2 EMLLEDM
FC2mg/ BT 2HET 5, RAHERE

8
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1.6 AHEIC BT AEARREICET &8

F 1.62-1 HKEIZCBEFTARZ UNARIILEORDFHXE

R KE

DF, MHERAED 4~8 mg/ AET 2 mg/A ¥ | 13, BEMKEREELZAT28E2 6mg
OB D, &6, 8mg/ATOMEX DR |, PHEETHMERELZHET 2BE N 4mg
DREOBEEIIELT, 2 my/AETHE | Thd, MEMMEREELATBETO
FTHILENTED, RTURRAOERME | ERITHER S,

B S ERVERBHFRARE SN TV 2 BE | gmmtemEr 45 8%

T, 2 BEAEOMRTHERIET 5o | pa o 2 g 2wy jmE
N7 SFNOFRME RS EOTAB | 2 4y o FYcoMPA 2
RBESSNTOORETIE, 1 BMUAEOM | o sz ppommp oz

W ORRRRET. E5%, ARMGLERICTS L biket
DBERIT> B

WEEHT 2 5617 L T\ 5 BE Tof A ITHEE
AFURFAOEEL 2 mg AORENSH

Ihizuy,
W5, 0%, BRIRBIUARERICE
S&, HEFHREO 4~8 mg/ET 2 mg/A T2 Ll
#ET5, X517, 8mg B TOMEL OEEHS s Tt 2 B LR E HiT THE
BRUAFHCELT, RmgBET2mgR | T2
FTOMBTHZLENTED, LT3R D
R 2 S R WA AR ES N T
W5 BETIE, 2 BFELL MR THERE
EIT9, T U RO EREIE5
ERRHFARESL TS BETIE, 1 BH
UEORBCTHEME 21T,
EED 20kg Ll E 30kg KON REABE (4
~11R) ~OREEITIHE
ARG R FNORET 1| mg HOREN G
W5, 0%, BRIRBIUARERICE
S&, HEFHHAREO 4~6 mg/ HET 1 mg/ AT
OET 5, E5I2, 6mg B TOMEx DR
PRERVUEAFHEIIECT, Smg/BET1 mg/
AT olET5 LR TES, RTx%N
DR 2B S WERBFRR S Sh
TWAHBETIE, 2 BRELU EORRTHER
HiZz1T D, 7 A ARNVO¥EH & EE S8
HERBFAREINTVWAEETIE, 1 &
FLL_ EORRE THERE 21T 5,
HED 20kg RIGO/PRIBE (4~1158) ~
O®EZ{THBE
ARG RN FNOREIT 1| mg HOREN G

9 T —FA A




A A Y.” 1.6 AHEIC BT AEARREICET &8

F 1.62-1 HKEIZCBEFTARZ UNARIILEORDFHXE

BN KE
W5, 0%, BRDIRBIUEREEICE
S&, HEFHAREO 2~4 mg/ET 1 mg/ATD
WMET5, 61T, 4mg/A TOE~LX DKL
BRUOEAFMHITIEC T, 6mg/ HE T 0.5mg/ B
FTORBTHILRTED, 2T 3FAD
R 2 S R WEAIR AR E ST
W5 BETIE, 2 BFELL MR THERE
EIT9, T 3FRNOERRAZERSES
EHBRARESNTWABETIE, 1 #AH
UEORBCTHEME 21T,
HREMAREECHT2HE - AR
RF R FNVE, Smy/H ETORETHRER
REEDOERICAD THD Z LARENTY
%, A, BEHAERC 7 B Eo/NEHEE
\CBT A HERARIC OV T TOXR 2 I8
T5,

F2 RERARBIEREIHTHHERE

A | NRBE (T~115)
B | LLFEER

HiE 30kg | 20kg | 20kg
MR |k | ok | ki

# ( 30 kg
1215 il
Bk

R | 2my |2mg | 1my | 1mg
BA%G | B H A B
ik

AR |2my |2mg |1mg | 1mg
Wi | A = H H

@ | gm | am| am | o=
B | e | ek | e | moe
B) | omms | omes | oms | s
rzy | 2z | 22 | 2z0
o |l |lo |o

10 T —FA A



A A Y.” 1.6 AHEIC BT AEARREICET &8

F 1.62-1 HKEIZCBEFTARZ UNARIILEORDFHXE

REH KE

HelE | ks |4—8 |4-6 |2-4
HEFF | mg/B | mg/B | mgE | me/H

AR | xc

A |2mg |[2mg | 1mg |05
Wi | A H B mg/H
@ | am | a@| a® | =&

B | moce | ek | R | msE
B) | omms | omes | oms | s
rg | 2zl | 220 | 2z
o o lo [o

MR | omy | 2mg | Smg | 6mg
| R = = =
A&

BRAEVC 12 B EOFEHBE ~ORE %
ToHE

AF U NFNAOEET 2 mg/ADORENHH
WD, TO%K, BEDRBLUOEEEICE
S&, HEFHHAREO 8mg/ HE T2mg/A 328
BT 5, I5lZ, 8myH TOME~x DEERZHE
EUOBEHICIE LT, 12 mg/A £ CHETS
ZEMTED, T RO E
SHRVWERBFARESA TVWDOIRET
X, 2 AR EORR THERE 21T 5. ~
T VRN EHE S D EAR A
BESNTWABETIE, 1 BRI EORE
THERSHZ1T .

REA 30kg LA ED/NEHIBE (T~1188) ~
OEEEITHHE

AF U NFNAOEET 2 mg/ADORENHH
WD, TO%K, BEDRBLUOEEEICE
S&, HEFHHAREO 4~8 mg/AE T 2 mg/ AT
SEET 5, EbIZ, 8my A TOMEx DEEE
FREUVIEFEICE LT, 12mg/AE T2mgy/
A ofET 22 MTES, T35
ORI & i S e WEFIAE AR S S
TW5BETIE, 2 BRI EOHRETHER

11 T —FA A



LT R RIN

1.6 AHEIC BT AEARREICET &8

F 1.62-1 HKEIZCBEFTARZ UNARIILEORDFHXE

R

KE

BZiTH, ~T U\ NOF P EEMESE
LERBRFAB/ESATHSBETIE, 18
FLL_ EORRRTHERE 2175,

REA 20kg LA L 30kg RO /NEHBE (7
~11R) ~OREEITIHE

ARG R FNORET 1| mg HOREN G
W5, 0%, BRIRBIUARERICE
S&, HEFHHAREO 4~6 mg/ HET 1 mg/ AT
OET 5, E5I2, 6mg B TOMEx DR

HEERCEFHEICIGCT, S mg/BET 1 mg/

AT olET 5 LR TES, T 3%N
OB B S E e WERIR AR E SR
TWAHBETIE, 2 BRELU EORRTHER
#2175, 2T RV 0ERH % i S8
LERBAB/ESATHSEETIE, 18
LA EORRETHERE 2175,

FEAS 20kg RIMO/NEHEE T~115) ~
OBREEITIRE

ARG R FNORET 1| mg HOREN G
Wt 5, TORk, BRMRE LUEEMRICE
S&, HEFHHAREO 2~4mg/AET 1 mg AT
ORET 5, E6I2, 4mg/ B TOEx DR

HERECEFMEICIECT, 6mg/A £ T 0.5 mg/

A ofET 22 MTES, T35
DA & 5 SR VWEFAGFRBESh
TWABETIL, 2 BHEL EOHRETHER
BEATH. T U 3RO A S
ZEFADBIAREIN TV 2BETH, 1 &
LA LD THERME 2175,

P
cll

AAN ORI E R BN 3 D8

Rt

BT

s . fEA 1
DEE

Ik

B

WL OPOBIETH TADAEREE Sz
BEICBNT, BRIERVHBTANRE
T3, HTAPAEDERAILTF &
FABBRBROAFY T TV A TH, BESE
EUCHEEITADI A7 bk ERBRD

ER MR CITRIORIER

o REZR L Ui s EERIZ B
T, BERUCHEMSICERT SRIER N
HLEBEL 778 R 6%THo/ -
DIZ#F LT, FYCOMPA 8 mg/ BEER U} 12
mg/ BEIZFN T 12% K1 20% Th o7z

12
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L6 AEICEBIT A ERRREICET 28R

F 1.62-1 HKEIZCBEFTARZ UNARIILEORDFHXE

R

KE

BERTW3, ZOYAITDAH =KX LTFRH
ThHY, BEBLNATWET—#IT, ~F
RENVOERITHED VA EROREEES
ETHLOTIERW, LiEd-T, BERISE
EUOHBITADEREC>WTHEELZE=FY
YL, mORERERNTAZ L, £
BE (RUBEOMEE) 13, BREEUT
HETAOBESEN TGS ICIIEMOS
ERDBHZ L,

HIER A ERUE (SCARs)

BATHY, EMmEBEIT RN H S
PEAEUEERE (DRESS) K UR R KSR
JEMEE (SIS) 2BV EERMAENG
(SCARs) HRT 3 px R E|\ZEE L TH
HEEINTHa,

MR ITBE ~SERROEREBHAL, K
REBUG % EER B%T 5 2 &, DRESS D
SERIE, BISh b5 D BHERITIE, BB, %
2, VU iR, RFERERT, ArEeskegm
ZES, BEBHLLICIIED bR WES
T, BV o HEIRS OBRBUE DR
FERICHEBEZHL ) ZEREETH S,

SIS DIERIT, Blshb B 5 H AT, &K
EOHME (REEFRAKE) (EREEO
10%A0) , FLBEVERIRE, RuE7eEST, WA
D ¥ % FEER OFAIRFZE K& UV U TILH 72
IEREMESEEE, 2 DLl L ORSIENE S L ksE
M/ AMEREZMES .,

BEIZ NG UG E St R U ES
HNWIEE, <7 o3z g &R iE
LIAERREEE TS 2L (WEITERL

T .
BEIIART ARV ERE LT SIS £i2id
DRESS 2 EOEERRILEZE Z LT2EE,
NI URFMZEDIEREFR LN L,

RMEERVI A7 0 =—F{E

o ZNHDERITARERENTHY, 2K
HIZTRREBRAA TR 6 BEAPIZ R L7243, 37
ELARE b R RBHBZ LI,
FYCOMPA B¥ I, BCGE R OB |7 B
FTHEWERD O b, EELENER, MED
BIfER, AENE, RETHRUHREPILE
ICESTRIER OBER 7 7 RIS
THEbhoi,

AT, BoREERRL LT 7R
X BHBIZBWT, FYCOMPA B TIX 7 7
AR A THER R U ROERD
mEEIC#REShE. ZhbDFEZDS L
, FYCOMPA BHIZH1T 2 BHEH 2%, k
T, 7 ERBLY 2@ o FERIT,
SHlgE, W, BYRUORETH- 1
o ZDIENIT FYCOMPA BT 7 EHR#E
K0 EBEEICRRD LB, AFERERE
B, BEALE, MBRUHENRTTS
o, ThHOFEHO—EILX, ERLES
RU%az & TFHE LTHREINE,
TIPS OBIETER I W -RABREE
g ERBR R OCHFERRRIZBNT,
FYCOMPA 3% 5- S B 4,368 il 5
b, BZANSE (B 75 01%THESH
Teo BNGRE (BOH) 1TRREIC
FYCOMPA it ahicBETHLHESh
TWa,

R EEZR S E LIBERARICBWT,
IO DESHITFHEEF OB, BBAAT
BOBEE, H25\VIHMEBERUERELZHS
AR OEROFEIZHIDLTRO b
. —HIOBE T, BEFEOBMEROEL
BRH LN, EEMEORBWRER AL
ERFEMEEDESL AT 2BFIINL
DERRBRHOBRAEIATND, TAa—
Jb& FYCOMPA OffRIZ LY, RIEL 2
% &9 RS OFE LR U Y OERHBRD
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LT R RIN

L6 AEICEBIT A ERRREICET 28R

F 1.62-1 HKEIZCBEFTARZ UNARIILEORDFHXE

R

KE

REERV I A7 0 =—FIET =R
TAPAVBETERLSTWRIETHY, =
NoDORIEEZFERVELIELIHTAIA
EhHohTnad, ZhboREEZFBE
2%t LT, FYCOMPA ##57 513, BF
EE=FVTTHIL,

PR RIEE

AT URRTREED R OMEIR 2 F %
THAREMER H Do, B BhELERE TR
BIEORNICEEZ RIET RS 5,
% O SRR

FYCOMPA [ 2 mg/ BOHET, 7rF A
7T R E SR T 5 RVE VEEOR
AR T S E L AREM D H 5, FYCOMPA
DERFICZ DL S TR ERT 5546
1%, RVE R IR LIS OB A B INAYIT
fEATAZ BRSNS,

A

FicmimE T, BEOY R 75 ERTHER
iZHh 5, BHIIAATH S,

o e OHE R REE

AZ LRIV GG THCEME R UECE DIEF
BREIR TV, BERRBROFTAT 1
INPEE SER T, MARICRDIC
ORECENE, B0 BRI R Uk R R
FEOREEENE AT, ZhHDFEDIZL
AEBEXRIHEETHY, FBBEERY
ITHERES®ICEE L, L, thAZE
D=, HERRTH D WVIX BB RITE)
B—EROEF TR bl (BEERBRT 1%
Kilh) . RASEOHHEFLHREI LT
o KEMTE H D VI TR ICBE LA
Do, BERUITEEFIEDIC~V
A TEMZORREMSZ L, Zok5%k
FERDAE U BEIE, A5 okl EEEL
, MEOBESIELICHRELHIET L,

bz, FYCOMPABEHFOBEFIXZT Vo
—VOEREBETSZ &,

SREMARELXSR L LRRRRICED
THRROEBDBHEER I THREN
s bhi,

FYCOMPA D3 #t 5 S /- EHEHERE TR o
LREMER L, BE, $2EXS,
B, B, BriEELR UL R LW/
R TH -7,
TAPALSIOEG TEE S -RRICE
WT, LT FABTTI RIS
HEE ISR b RHEEL, KR4,
ERERUEREThH-o -, KEHFEHAE
IZBWT, BMEE (SR, 98,
=8, =iE) RUME GF=, #ELkE
, RALH, LEEE SHREShTHD
BELBEONBEROFREICH LT,
FYCOMPA [JIFHEED Y A7 & LR S&
HAREMEYEH L LEBRATLIETHD
o FYCOMPA O#: 5 & e 5B 6
b1 ABRET, BICWARZHER
L73m6-e, IR EROEER (A
BEHEE) HD5VIIERICH DL T HR
EE LR, BEEE=FY TS
i, ThoDERPEBR LSS,
FYCOMPA DR ZHET 5 Z &, FEME
R-THEBEOTIHETIHE60, B
b+ 584812, FYCOMPA D5 %tk
, ERERRIM AT Z L.
BERITARUVEREE

FYCOMPA Z&iefi TAM AL, BIGIZ
PbHT, ZhbLDERBEEINEE
ETHRSENIARITAOY 27 & L5
IED, MTALAERBREINTNDE
FHTH, TOMECLHEISIIHIPDLT,
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L6 AEICEBIT A ERRREICET 28R

F 1.62-1 HKEIZCBEFTARZ UNARIILEORDFHXE

R

KE

ELA D AIEEME
EMERAOBEN S D BETITEELLL,
AT RN EAOERIZOVWTERE L E=
FVTTHIE,
CYPIAFEEROH LM TADALEL OB
iz

CYPIABFRHEMERAOH DM TADAE (
HNRTEY Yy, Tx=bAfy, FZADN
REEY) BREEIN TV IBETIE, BER
FEEAORWR TAMAEREESRLTW
HBEFICHART, TR EEERARET
BN LSS ORBFEBRMEI -T2, FRATT
AL BERFEEROLRWER N LH D
EANTE Y 2 D560, TOFOTIEL
2{T9B81E, BEORIGEZE=FY /¥
5L, BESERVAEFEEISELT, AR
P—EZ 2mg TOEBE IR TS,
FrZu—AP450HE THEEHO H Sl
D_FATAPAZEDSO) FH| & OPER

F + 7 v — L P4s0 FHEIERASUIAFER D
HHER EFBNIFIETEHEEIL, T
ARFNO M REAME T UL EH3 2 7TRE
HERBH DD, BEERUERREERIC
F=FVTTHE, RRITBELTAT
RENVOBERGFHLEICRDEERD D,
i 364

ARG RN MO T ADPAEOGFRAIC X
DiFEE (EICHFEEROBM) OEFERE
ERTW3, HEERO LABBEESh-EE
, HEOE=F# ) FEBitTsZ L,
A

FLEERRE

FYCOMPA (X7 7 h—RAZEH/T 578,
RBEERBTHLITTZ 7 F—ARMHE,
Lapp 7 7 #—¥RZEXZFINa—R -

O, BRESEXITEFITAORILEL
, HOAIVEIESIITHORT REITo
WTE=F Y T E2ITHRETHD,

11 FEOT T AN AED T F & R RREEER
R 199 BB (BAREROOFREE) ©
BFERETIZB VT, WTFhhOMTADA
HKICEEALINLBETIE, F7ERIC
EEALIN-BE TR TERSEIT
HETAOU A7 B2 FETho T (%
XU AZ 18, 95%CI: 1.2~2.7) , #5
HAE O RAEAS 12 BE O Zh 6 ORRIC
BT, BETAXIZARSEOHEERS
X, 77 EREE (16,020 ) 75024%T
HoTeDIZH LT, FUTAAIER (
27.863 ) 12 043% ThHV, HELZEXIT
B & TAIZIREFIH 530 ] Z &0 1 oE|
ETHEMT S Z ERRSE,

I ORRBICET D HRAORIUFEIT,
MTADLAIEREDR aF, 77 REED ok
Thofehl, BB RN, BRERICH
THERAOEEI OO THEREZES Z LT
TER,
MTADAKIZ L 2 BREEUIBEFITA
DY A7 EFIE, UTAPAEORE R
Mo LiEEE LW BOERH RO b
. FRATE S B A 238 U T L.
ZOMBIICED DNRBROIT & A Ei3#
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IS ETE RV,

AT AR ORI 5F b e—
L P450 FFEH| OFE
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REZETsE5LELLH, FATTIEK
ISR QM RE LR 25 B 23w
HEMEMREE TE AR, Felbamate |I—E D3
FOBREZBETIELIZLEBRRINTED,
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24

T —H A PRt




LT R RIN

1.6 AHEIC BT AEARREICET &8

F 1.62-1 HKEIZCBEFTARZ UNARIILEORDFHXE

R

KE

3fEELEERBRIC BT AR EHILICE - =RIE
RAFEERRIE, XT38/ Smg HT4.9% K
U7 Z7ERBET12%Thotz, BEHIEIC
FEoREBEENMOBWER (T FL8t
IZBITARBEEN 2% L7 T EREEL
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LT
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B &0
P B R EUE 1 0 2 2
IR NETADAME 4 BLLL 12 %)

HBORERVREMNAREEELXRL L
ZHERRBIZBOWTRT VARV RES
NiE-FEMBE 196 flOBERRT — & <—
ARES L, FEHBE BT TR
n77A ML, FEABECTRAMBELY
MRE CRE ST B LIRE, RABRE
LRELEEB X BIA,

ek, A — 7 EBRARIZBNT, 7
YARFMIBRBESHT 4 UL 12 BRI O
NEIEBE 180 FIOBREKRRT — & ~—R(C
3L &, MRABE BT 2 Z&MTn 7
7 ANV, NRBMBE TRARUEFEHEE
LV mEEICRE I ER, SRt %
BHRUOHEBEZRE, RARUFERES L
FRTHD LEZBND,

NRBEE ST DIEARERT =2 05
13, hE, HE, FIRBERE, 2 U R
EEF 1 (IGF-1) Off, FBHHERE (Aldenkamp-
Baker neuropsychological assessment schedule

[ABNAS]), 47H) (Child Behavior Checklist

4 LA B 12 ARG O/NR T A A BE Z Xt
S o UicBRREER 2 RBRIZBWTEF 225
A3 FYCOMPA 25 3h, Z?d 5 H 110
Bl dia &b 6 ALLE, 21 flAd7z
LY 1EMERESN, 4mUE 12 R
WONRTAPABETROONFEE
ST RMULOBRETROLN-FEE
SLEEILTWE,

SRE AT LE

RERREEZGRLE L7 7 R ER
B R4 oZEMEI,
FYCOMPA (1 B 1[El18mg) A& It
BESIBIRED LN, #57%MREMET
BHY, FHHERII2TE THoT,
RERREEZGRLE L7 7 R ER
B AR CBITLIRMERT T 7 AL
X, B xtEs LeER ERl, 2
EU3) SEEIL TV,

F 3z, MEMARREEZGSRL LHE (
FAE4) 2B\ T FYCOMPA 8 mg #£ T 4%
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[CBCL]) BRUFHE OGN (Lafayette
Grooved Pegboard Test [LGPT]) & irpkE
BEURZBICHTZ AT A —FDbIX
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Wi, L, NRICBT 558, HEE, R
&, NGWHEER CEER~ORMIS (14
PE) BB W TIXEERATH S,

UEOBEILRD LN, P27 7 EREEL
0 LEBBEOEmP - RERORRRLY
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use FYCOMPA®
safely and effectively. See full prescribing information for FYCOMPA®.

FYCOMPA® (perampanel) tablets, for oral use, CITT
FYCOMPA® (perampanel) oral suspension, CITI
Initial U.S. Approval: 2012

1.6.2

Severe Renal Impairment or on Hemodialysis: Not recommended (2.5)
* Elderly: Increase dose no more frequently than every 2 weeks (2.6)

— DOSAGE FORMS AND STRENGTHS ——— S

e Tablets: 2 mg, 4 mg, 6 mg, 8 mg, 10 mg, and 12 mg (3)
® Oral Suspension: 0.5 mg/mL (3)

WARNING: SERIOUS PSYCHIATRIC AND BEHAVIORAL REACTIONS
See full prescribing information for complete boxed warning.

e Serious or life-threatening psychiatric and behavioral adverse reactions
including aggression, hostility, irritability, anger, and homicidal ideation
and threats have been reported in patients taking FYCOMPA (5.1)

e Monitor patients for these reactions as well as for changes in mood,
behavior, or personality that are not typical for the patient, particularly
during the titration period and at higher doses (5.1)

¢ FYCONMPA should be reduced if these symptoms occur and should be
discontinued immediately if symptoms are severe or are worsening (5.1)

INDICATIONS AND USAGE

FYCOMPA, a non-competitive AMPA glutamate receptor antagomist, is indicated

for:

e Treatment of partial-onset seizures with or without secondarily generalized
seizures mn patients with epilepsy 4 years of age and older (1.1)

e Adjunctive therapy in the treatment of primary generalized tonic-clonic seizures
in patients with epilepsy 12 years of age and older (1.2)

DOSAGE AND ADMINISTRATION———F—

Dosing in the absence of moderate or strong CYP3A4 inducers

e Starting dose: 2 mg once daily orally at bedtime (2.1, 2.2)

e May increase dose based on clinical response and tolerability by increments of
2 mg once daily no more frequently than at weekly intervals (2.1, 2.2)

* Recommended maimntenance dose in monotherapy or adjunctive therapy for
partial-onset seizures: 8 mg to 12 mg once daily at bedtime (2.1)

* Recommended mamtenance dose in adjunctive therapy for primary generalized
tonic-clonic seizures: 8 mg once daily at bedtime (2.2)

* Measure oral suspension using provided adaptor and dosing syringe (2.7)

Dosing in the presence of concomitant moderate or s CYP3 A4 inducers: see

section 2.3

Specific Populations

e Mild and Moderate Hepatic Impairment: Maximum recommended daily dose 1s
6 mg (mild) and 4 mg (moderate) once daily at bedtime (2.4)

* Severe Hepatic Impairment: Not recommended (2.4)

CONTRAINDICATIONS
None (4)

——————————WARNINGS AND PRECAUTIONS

* Suicidal Behavior and Ideation: Monitor for suicidal thoughts or
behavior (5.2)

* Neurologic Effects: Monitor for dizziness, gait disturbance, somnolence,
and fatigue (5.3)
Patients should use caution when driving or operating machinery (5.3)

e Falls: Momnitor for falls and injuries (5.4)

* Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)/
Multi-Organ Hypersensitivity: Discontinue if no alternate etiology (5.5)

e Withdrawal of Antiepileptic Drugs: In patients with epilepsy, there may
be an increase in seizure frequency (5.6)

ADVERSE REACTIONS
Most common adverse reactions (=5% and >1% higher than placebo)
include dizziness, somnolence, fatigue, irmitability, falls, nausea, weight
gain, vertigo, ataxia, headache, vomiting, contusion, abdominal pain, and
anxiety (6.1)

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

DRUG INTERACTIONS

* Contraceptives: 12 mg once daily may decrease the effectiveness of
hormonal contraceptives containing levonorgestrel (7.1)

* Moderate and Strong CYP3A4 Inducers (including carbamazepine,
oxcarbazepine, and phenytoin): increase clearance of perampanel and
decrease perampanel plasma concentrations. When moderate or strong
CYP3A4 inducers are introduced or withdrawn, monitor patients
closely. Dose adjustment of FYCOMPA may be necessary (2.3, 7.2)

——————————USE IN SPECTFIC POPULATIONS
Pregnancy: Based on animal data, may cause fetal harm (8.1)

See 17 for PATIENT COUNSELING INFORMATION and
Medication Guide.

Revised: 12/2021
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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS PSYCHIATRIC AND BEHAVIORAL REACTIONS

e Serious or life-threatening psychiatric and behavioral adverse reactions including aggression, hostility,
irritability, anger, and homicidal ideation and threats have been reported in patients taking FYCOMPA (5.1).

e These reactions occurred in patients with and without prior psychiatric history, prior aggressive behavior, or
concomitant use of medications associated with hostility and aggression (5.1).

e Advise patients and caregivers to contact a healthcare provider immediately if any of these reactions or changes
in mood, behavior, or personality that are not typical for the patient are observed while taking FYCOMPA or
after discontinuing FYCOMPA (5.1).

Closely monitor patients particularly during the titration period and at higher doses (5.1).
FYCOMPA should be reduced if these symptoms occur and should be discontinued immediately if symptoms
are severe or are worsening (S.1).

1 INDICATIONS AND USAGE

1.1 Partial-Onset Seizures
FYCOMPA is indicated for the treatment of partial-onset seizures with or without secondarily generalized seizures in
patients with epilepsy 4 years of age and older.

1.2 Primary Generalized Tonic-Clonic Seizures
FYCOMPA is indicated as adjunctive therapy for the treatment of primary generalized tonic-clonic seizures in patients with
epilepsy 12 years of age and older.

2 DOSAGE AND ADMINISTRATION
2.1 Dosage for Partial-Onset Seizures

Monotherapy or Adjunctive Therapy

The recommended starting dosage of FYCOMPA in adults and pediatric patients 4 years of age and older is 2 mg once daily
taken orally at bedtime. Increase dosage no more frequently than at weekly intervals by increments of 2 mg once daily based
on individual clinical response and tolerability.

The recommended maintenance dose range is 8 mg to 12 mg once daily, although some patients may respond to a dose of
4 mg daily. A dose of 12 mg once daily resulted in somewhat greater reductions in seizure rates than the dose of 8 mg once
daily, but with a substantial increase in adverse reactions.

Dosage adjustment is recommended with concomitant use of moderate or strong CYP3A4 enzyme inducing drugs, which
include certain antiepileptic drugs (AEDS) [see Dosage and Administration (2.3)].

2.2 Dosage for Primary Generalized Tonic-Clonic Seizures

Adjunctive Therapy

The recommended starting dosage of FYCOMPA in adults and pediatric patients 12 years of age and older is 2 mg once
daily taken orally at bedtime. Increase dosage no more frequently than at weekly intervals by increments of 2 mg once daily
based on individual clinical response and tolerability.

The recommended maintenance dose is 8 mg once daily taken at bedtime. Patients who are tolerating FYCOMPA at § mg
once daily and require further reduction of seizures may benefit from a dose increase up to 12 mg once daily if tolerated.

Dosage adjustment is recommended with concomitant use of moderate or strong CYP3A4 enzyme inducing drugs, which
include certain AEDs [see Dosage and Administration (2.3)].
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2.3 Dosage Modifications with Concomitant Use of Moderate or Strong CYP3A4 Enzyme Inducers

Moderate and strong CYP3A4 inducers, including enzyme-inducing AEDs such as phenytoin, carbamazepine, and
oxcarbazepine, cause a reduction in FYCOMPA plasma levels [see Drug Interactions (7.2), Clinical Pharmacology (12.3)].
Therefore, in adults and pediatric patients 4 years of age and older receiving these concomitant enzyme-inducing drugs, the
recommended starting dosage of FYCOMPA is 4 mg once daily taken orally at bedtime.

Increase dosage by increments of 2 mg once daily based on individual clinical response and tolerability, no more frequently
than at weekly intervals. A maintenance dose has not been established in clinical trials. The highest dose studied in patients
on concomitant enzyme-inducing AEDs was 12 mg once daily.

‘When moderate or strong CYP3A4 inducers are infroduced or withdrawn from a patient’s treatment regimen, the patient
should be closely monitored for clinical response and tolerability. Dose adjustment of FYCOMPA may be necessary.

2.4 Dosage Adjustment in Patients with Hepatic Impairment

In patients with mild and moderate hepatic impairment, the starting dose of FYCOMPA is 2 mg once daily. Increase dosage
by increments of 2 mg once daily no more frequently than every 2 weeks. The maximum recommended daily dose is 6 mg
for patients with mild hepatic impairment and 4 mg for patients with moderate hepatic impairment. FYCOMPA is not
recommended for use in patients with severe hepatic impairment [see Use in Specific Populations (8.6), Clinical
Pharmacology (12.3)].

2.5 Dosage Information for Patients with Renal Impairment

FYCOMPA can be used in patients with moderate renal impairment with close monitoring. A slower titration may be
considered, based on clinical response and tolerability. FYCOMPA is not recommended in patients with severe renal
impairment or patients undergoing hemodialysis [see Use in Specific Populations (8.7), Clinical Pharmacology (12.3)].

2.6 Dosage Information for Elderly Patients
In elderly patients, increase dosage no more frequently than every 2 weeks during titration [see Use in Specific Populations

(8.5)].

2.7 Administration of Oral Suspension

FYCOMPA oral suspension, 0.5 mg/ml., should be shaken well before every administration. The provided adapter and
graduated oral dosing syringe should be used to administer the oral suspension. A household teaspoon or tablespoon is not
an adequate measuring device. 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 Instructions for Use].

Discard any unused FYCOMPA oral suspension remaining 90 days after first opening the bottle.

3 DOSAGE FORMS AND STRENGTHS
Tablets

e 2 mg tablets: orange, round, debossed with “2” on one side and “€ 275" on the other.
e 4 mg tablets: red, round, debossed with “4” on one side and “€ 277 on the other.

* 6 mg tablets: pink, round, debossed with “6” on one side and “€ 294" on the other.

e 8 mg tablets: purple, round, debossed with “8” on one side and “€ 295 on the other.
e 10 mg tablets: green, round, debossed with 10 on one side and “€ 296" on the other.
e 12 mg tablets: blue, round, debossed with “12” on one side and “€ 297" on the other.
Oral Suspension

0.5 mg/mL white to off-white opaque liquid suspension for oral administration.

4 CONTRAINDICATIONS
None.
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5 WARNINGS AND PRECAUTIONS

5.1 Serious Psychiatric and Behavioral Reactions

In the controlled partial-onset seizure clinical trials, hostility- and aggression-related adverse reactions occuired in 12%
and 20% of patients randomized to receive FYCOMPA at doses of 8 mg and 12 mg per day, respectively, compared to 6%
of patients in the placebo group. These effects were dose-related and generally appeared within the first 6 weeks of
treatment, although new events continued to be observed through more than 37 weeks. FYCOMPA -treated patients
experienced more hostility- and aggression-related adverse reactions that were serious, severe, and led to dose reduction,
interruption, and discontinuation more frequently than placebo-treated patients.

In general, in placebo-controlled partial-onset seizure clinical trials, neuropsychiatric events were reported more frequently
in patients being treated with FYCOMPA than in patients taking placebo. These events included irritability, aggression,
anger, and anxiety, which occurred in 2% or greater of FYCOMPA-treated patients and twice as frequently as in placebo-
treated patients. Other symptoms that occurred with FYCOMPA and were more common than with placebo included
belligerence, affect lability, agitation, and physical assault. Some of these events were reported as serious and life-
threatening. Homicidal ideation and/or threat were exhibited in 0.1% of 4,368 FYCOMPA -treated patients in controlled and
open label trials, including non-epilepsy trials. Homicidal ideation and/or threat have also been reported postmarketing in
patients treated with FYCOMPA.

In the partial-onset seizure clinical trials, these events occurred in patients with and without prior psychiatric history, prior
aggressive behavior, or concomitant use of medications associated with hostility and aggression. Some patients experienced
worsening of their pre-existing psychiatric conditions. Patients with active psychotic disorders and unstable recurrent
affective disorders were excluded from the clinical trials. The combination of alcohol and FYCOMPA significantly
worsened mood and increased anger. Patients taking FYCOMPA should avoid the use of alcohol [see Drug Interactions

(7.3)].
Similar serious psychiatric and behavioral events were observed in the primary generalized tonic-clonic seizure clinical trial.

In healthy volunteers taking FYCOMPA, observed psychiatric events included paranoia, euphoric mood, agitation, anger,
mental status changes, and disorientation/confusional state.

In the non-epilepsy trials, psychiatric events that occurred in perampanel-treated patients more often than placebo-treated
patients included disorientation, delusion, and paranoia.

In the postmarketing setting, there have been reports of psychosis (acute psychosis, hallucinations, delusions, paranoia) and
delirium (delirium, confusional state, disorientation, memory impairment) in patients treated with FYCOMPA [see Adverse
Reactions (6.2)].

Patients, their caregivers, and families should be informed that FYCOMPA may increase the risk of psychiatric events.
Patients should be monitored during treatment and for at least 1 month after the last dose of FYCOMPA, and especially
when taking higher doses and during the initial few weeks of drug therapy (titration period) or at other times of dose
increases. Dose of FYCOMPA should be reduced if these symptoms occur. Permanently discontinue FYCOMPA for
persistent severe or worsening psychiatric symptoms or behaviors and refer for psychiatric evaluation.

5.2 Suicidal Behavior and Ideation

Antiepileptic drugs (AEDs), including FYCOMPA, 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-conftrolled clinical trials (mono- and adjunctive therapy) of 11 different AEDs showed that
patients randomized to one of the AEDs had approximately twice the risk (adjusted Relative Risk 1.8, 95% CI: 1.2, 2.7) of
suicidal thinking or behavior compared to patients randomized to placebo. In these trials, which had a median treatment
duration of 12 weeks, the estimated incidence 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.

FYCO-US4519
4 I—HA A



43 EEFER 2 mg 1.6.2

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as 1 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.

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. Risk by indication for antiepileptic drugs in the pooled analysis
Relative Risk: . o ]
Placebo Patients | Drug Patients Incidence of Events RlSk. lefel ence-
. . ’ . _ . . Additional Drug
Indication with Events per with Events per in drug Patients/ . .
. . . ) Patients with Events
1000 Patients 1000 patients Incidence in er 1000 Patients
Placebo Patients P
Epilepsy 1.0 3.4 3.5 2.4
Psychiatric 5.7 8.5 1.5 2.9
Other 1.0 1.8 1.9 0.9
Total 2.4 4.3 1.8 1.9

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 FYCOMPA 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 illness being treated.

5.3 Neurologic Effects

Dizziness and Gait Disturbance

FYCOMPA caused dose-related increases in events related to dizziness and disturbance in gait or coordination [see Adverse
Reactions (6.1)]. In the controlled partial-onset seizure clinical trials, dizziness and vertigo were reported in 35% and 47%
of patients randomized to receive FYCOMPA at doses of 8 mg and 12 mg per day, respectively, compared to 10% of
placebo-treated patients. The gait disturbance related events (including ataxia, gait disturbance, balance disorder, and
abnormal coordination) were reported in 12% and 16% of patients randomized to receive FYCOMPA at doses of 8 mg and
12 mg per day, respectively, compared to 2% of placebo-treated patients. Elderly patients had an increased risk of these
adverse reactions compared to younger adults and pediatric patients.

These adverse reactions occurred mostly during the titration phase and led to discontinuation in 3% of FYCOMPA-treated
patients compared to 1% of placebo-treated patients.

These adverse reactions were also observed in the primary generalized tonic-clonic seizure clinical trial.
Somnolence and Fatigue

FYCOMPA caused dose-dependent increases in somnolence and fatigue-related events (including fatigue, asthenia, and
lethargy).

In the controlled partial-onset seizure clinical trials, 16% and 18% of patients randomized to receive FYCOMPA at doses
of 8 mg and 12 mg per day, respectively, reported somnolence compared to 7% of placebo patients. In the controlled partial-
onset seizure clinical trials, 12% and 15% of patients randomized to receive FYCOMPA at doses of 8 mg and 12 mg per
day, respectively, reported fatigue-related events compared to 5% of placebo patients. Somnolence or fatigue-related events
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led to discontinuation in 2% of FYCOMPA-treated patients and 0.5% of placebo-treated patients. Elderly patients had an
increased risk of these adverse reactions compared to younger adults and pediatric patients.

In the controlled partial-onset seizure clinical trials, these adverse reactions occurred mostly during the titration phase.
These adverse reactions were also observed in the primary generalized tonic-clonic seizure clinical trial.

Risk Amelioration

Prescribers should advise patients against engaging in hazardous activities requiring mental alertness, such as operating
motor vehicles or dangerous machinery, until the effect of FYCOMPA is known. Patients should be carefully observed for
signs of central nervous system (CNS) depression, such as somnolence and sedation, when FYCOMPA is used with other
drugs with sedative properties because of potential additive effects.

5.4 Falls

An increased risk of falls, in some cases leading to serious injuries including head injuries and bone fracture, occurred in
patients being treated with FYCOMPA (with and without concurrent seizures). In the controlled partial-onset seizure clinical
trials, falls were reported in 5% and 10% of patients randomized to receive FYCOMPA at doses of 8 mg and 12 mg per day,
respectively, compared to 3% of placebo-treated patients. Falls were reported as serious and led to discontinuation more
frequently in FYCOMPA-treated patients than placebo-treated patients. Elderly patients had an increased risk of falls
compared to younger adults and pediatric patients.

5.5 Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)/Multiorgan Hypersensitivity

Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS), also known as Multiorgan hypersensitivity, has been
reported in patients taking antiepileptic drugs, including FYCOMPA. DRESS may be fatal or life-threatening. DRESS
typically, although not exclusively, presents with fever, rash, lymphadenopathy, and/or facial swelling, in association with
other organ system involvement, such as hepatitis, nephritis, hematological abnormalities, myocarditis, or myositis
sometimes resembling an acute viral infection. Eosinophilia is often present. Because this disorder is variable in its
expression, other organ systems not noted here may be involved. It is important to note that early manifestations of
hypersensitivity, such as fever or lymphadenopathy, may be present even though rash is not evident. If such signs or
symptoms are present, the patient should be evaluated immediately. FYCOMPA should be discontinued if an alternative
etiology for the signs or symptoms cannot be established.

5.6 Withdrawal of Antiepileptic Drugs

There is the potential of increased seizure frequency in patients with seizure disorders when antiepileptic drugs are
withdrawn abruptly. FYCOMPA has a half-life of approximately 105 hours so that even after abrupt cessation, blood levels
fall gradually. In epilepsy clinical trials FYCOMPA was withdrawn without down-titration. Although a small number of
patients exhibited seizures following discontinuation, the data were not sufficient to allow any recommendations regarding
appropriate withdrawal regimens. A gradual withdrawal is generally recommended with antiepileptic drugs, but if
withdrawal is a response to adverse events, prompt withdrawal can be considered.

6 ADVERSE REACTIONS
The following serious adverse reactions are described below and elsewhere in the labeling:
e Serious Psychiatric and Behavioral Reactions [see Warnings and Precautions (5.1)]
Suicidal Behavior and Ideation [see Warnings and Precautions (5.2)]
Neurologic Effects [see Warnings and Precautions (5.3)]
Falls [see Warnings and Precautions (5.4)]
Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)/Multiorgan Hypersensitivity [see Warnings
and Precautions (5.5)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in
clinical practice.
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Partial-Onset Seizures
Adult and Adolescent Patients (12 years of age and older)

A total of 1,038 patients receiving FYCOMPA (2, 4, 8, or 12 mg once daily) constituted the safety population in the pooled
analysis of the placebo-controlled trials (Studies 1, 2, and 3) in patients with partial-onset seizures. Approximately 51% of
patients were female, and the mean age was 35 years.

Adverse Reactions Leading to Discontinuation

In controlled clinical trials (Studies 1, 2, and 3), the rate of discontinuation as a result of an adverse reaction was 3%, 8%,
and 19% in patients randomized to receive FYCOMPA at the recommended doses of 4 mg, 8 mg, and 12 mg per day,
respectively, and 5% in patients randomized to receive placebo [see Clinical Studies (14)]. The adverse reactions most
commonly leading to discontinuation (>1% in the 8 mg or 12 mg FYCOMPA group and greater than placebo) were dizziness,
somnolence, vertigo, aggression, anger, ataxia, blurred vision, irritability, and dysarthria [see Warnings and Precautions

(5.1,5.3)].

Most Common Adverse Reactions

Table 2 gives the incidence in the controlled clinical trials (Studies 1, 2, and 3) of the adverse reactions that occurred in
>2% of patients with partial-onset seizures in the FYCOMPA 12 mg dose group and more frequent than placebo (in order
of decreasing frequency for the 12 mg dose group).

The most common dose-related adverse reactions in patients receiving FYCOMPA at doses of 8 mg or 12 mg (>4% and
occurring at least 1% higher than the placebo group) included dizziness (36%), somnolence (16%), fatigue (10%), irritability
(9%), falls (7%), nausea (7%), ataxia (5%), balance disorder (4%), gait disturbance (4%), vertigo (4%), and weight gain
(4%). For almost every adverse reaction, rates were higher on 12 mg and more often led to dose reduction or discontinuation.

Table 2. Adverse Reactions in Pooled Placebo-Controlled Trials in Adult and Adolescent Patients with Partial-
Onset Seizures (Studies 1, 2, and 3) (Reactions = 2% of Patients in Highest FYCOMPA Dose (12 mg) Group and

More Frequent than Placebo)
Placebo FYCOMPA
=442 4 mg 8 mg 12 mg
% n=172 | n=431 | n=255

% % %
Dizziness 9 16 32 43
Somnolence 7 9 16 18
Headache 11 11 11 13
Trritability 3 4 7 12
Fatigue 5 8 8 12
Falls 3 2 5 10
Ataxia 0 1 3 8
Nausea 5 3 6 8
Vertigo 1 4 3 5
Back pain 2 2 2 5
Dysarthria 0 1 3 4
Anxiety 1 2 3 4
Blured vision 1 1 3 4
Gait disturbance 1 1 4 4
Weight gain 1 4 4 4
Cough 3 1 1 4
Upper respiratory tract infection 3 3 3 4
Vomiting 3 2 3 4
Hypersomnia 0 1 2 3
Anger <1 0 1 3
Aggression 1 1 2 3
Balance disorder 1 0 5 3
Diplopia 1 1 1 3
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FYCOMPA
Placebo
=442 4 mg 8 mg 12 mg
% n=172 | n=431 | n=255

% % %
Head injury 1 1 1 3
Hypoaesthesia 1 0 0 3
Pain in extremity 1 0 2 3
Constipation 2 2 2 3
Myalgia 2 1 1 3
Coordination abnormal 0 1 <1 2
Euphoric mood 0 0 <1 2
Confusional state <1 1 1 2
Hyponatremia <1 0 0 2
Limb injury <1 1 1 2
Mood altered <1 1 <1 2
Arthralgia 1 0 3 2
Asthenia 1 1 2 2
Contusion 1 0 2 2
Memory impairment 1 0 1 2
Musculoskeletal pain 1 1 1 2
Oropharyngeal pain 1 2 2 2
Paraesthesia 1 0 1 2
Peripheral edema 1 1 1 2
Skin laceration 1 0 2 2

Pediatric Patients (4 to <12 years of age)

In two studies in pediatric patients 4 to <12 years of age with epilepsy, a total of 225 patients received FYCOMPA, with
110 patients exposed for at least 6 months, and 21 patients for at least 1 year. Adverse reactions in pediatric patients 4 to
<12 years of age were similar to those seen in patients 12 years of age and older.

Primary Generalized Tonic-Clonic Seizures
A total of 81 patients receiving FYCOMPA 8 mg once daily constituted the safety population in the placebo-controlled trial

in patients with primary generalized tonic-clonic seizures (Study 4). Approximately 57% of patients were female, and the
mean age was 27 years.

In the controlled primary generalized tonic-clonic seizure clinical trial (Study 4), the adverse reaction profile was similar
to that noted for the controlled partial-onset seizure clinical trials (Studies 1, 2, and 3).

Table 3 gives the incidence of adverse reactions in patients receiving FYCOMPA 8 mg (>4% and higher than in the placebo
group) in Study 4. The most common adverse reactions in patients receiving FYCOMPA (>10% and greater than placebo)
were dizziness (32%), fatigue (15%), headache (12%), somnolence (11%), and irritability (11%).

The adverse reactions most commonly leading to discontinuation in patients receiving FYCOMPA 8 mg (>2% and greater
than placebo) were vomiting (2%) and dizziness (2%).
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Table 3. Adverse Reactions in a Placebo-Controlled Trial in Patients with Primary Generalized Tonic-Clonic

Seizures (Study 4) (Reactions > 4% of Patients in FYCOMPA Group and More Frequent than Placebo)
Placebo FYCOMPA 8 mg
n=82 n=81

% %
Dizziness 6 32
Fatigue 6 15
Headache 10 12
Somnolence 4 11
Trritability 2 11
Vertigo 2 9
Vomiting 2 9
Weight gain 4 7
Contusion 4 6
Nausea 5 6
Abdominal pain 1 5
Anxiety 4 5
Urinary ftract infection 1 4
Ligament sprain 0 4
Balance disorder 1 4
Rash 1 4

Weight Gain
Weight gain has occurred with FYCOMPA.

In controlled partial-onset seizure clinical trials, FYCOMPA-treated adults gained an average of 1.1 kg (2.5 1bs) compared
to an average of 0.3 kg (0.7 1bs) in placebo-treated adults with a median exposure of 19 weeks. The percentages of adults
who gained at least 7% and 15% of their baseline body weight in FYCOMPA-treated patients were 9.1% and 0.9%,
respectively, as compared to 4.5% and 0.2% of placebo-treated patients, respectively. Clinical monitoring of weight is
recommended.

Similar increases in weight were also observed in adult and adolescent patients treated with FYCOMPA in the primary
generalized tonic-clonic seizure clinical trial.

Elevated triglycerides
Increases in triglycerides have occurred with FYCOMPA use.

Comparison of Sex and Race
No significant sex differences were noted in the incidence of adverse reactions.

Although there were few non-Caucasian patients, no differences in the incidence of adverse reactions compared to
Caucasian patients were observed.

6.2 Postmarketing Experience

The following adverse reactions have been identified during post approval use of FYCOMPA. Because these reactions
are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency
or establish a causal relationship to drug exposure.

Dermatologic: Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS) [see Warnings and Precautions (5.5)]
Psychiatric: Acute psychosis, hallucinations, delusions, paranoia, delirium, confusional state, disorientation, memory
impairment [see Warnings and Precautions (5.1)].
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7 DRUG INTERACTIONS

7.1 Contraceptives

With concomitant use, FYCOMPA at a dose of 12 mg per day reduced levonorgestrel exposure by approximately 40% [see
Clinical Pharmacology (12.3)]. Use of FYCOMPA with contraceptives containing levonorgestrel may render them less
effective. Additional non-hormonal forms of contraception are recommended [see Use in Specific Populations (8.3)].

7.2 Moderate and Strong CYP3A4 Inducers

The concomitant use of known moderate and strong CYP3A4 inducers including carbamazepine, phenytoin, or
oxcarbazepine with FYCOMPA decreased the plasma levels of perampanel by approximately 50-67% [see Clinical
Pharmacology (12.3)]. The starting doses for FYCOMPA should be increased in the presence of moderate or strong
CYP3A4 inducers [see Dosage and Administration (2.3)].

When these moderate or strong CYP3A4 inducers are introduced or withdrawn from a patient’s treatment regimen, the
patient should be closely monitored for clinical response and tolerability. Dose adjustment of FYCOMPA may be necessary
[see Dosage and Administration (2.3)].

7.3 Alcohol and Other CNS Depressants

The concomitant use of FYCOMPA and CNS depressants including alcohol may increase CNS depression. A
pharmacodynamic interaction study in healthy subjects found that the effects of FYCOMPA on complex tasks such as
driving ability were additive or supra-additive to the impairment effects of alcohol [see Clinical Pharmacology (12.3)].
Multiple dosing of FYCOMPA 12 mg per day also enhanced the effects of alcohol to interfere with vigilance and alertness,
and increased levels of anger, confusion, and depression. These effects may also be seen when FYCOMPA is used in
combination with other CNS depressants. Care should be taken when administering FY COMPA with these agents. Patients
should limit activity until they have experience with concomitant use of CNS depressants (e.g., benzodiazepines, narcotics,
barbiturates, sedating antihistamines). Advise patients not to drive or operate machinery until they have gained sufficient
experience on FYCOMPA to gauge whether it adversely affects these activities.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to antiepileptic drugs (AEDs),

such as FYCOMPA, during pregnancy. Encourage women who are taking FYCOMPA during pregnancy to enroll in the
North American Antiepileptic Drug (NAAED) Pregnancy Registry by calling 1-888-233-2334 or visiting
http://www.aedpregnancyregistry.org.

Risk Summary
There are no adequate data on the developmental risk associated with use in pregnant women. In animal studies,

perampanel induced developmental toxicity in pregnant rat and rabbit at clinically relevant doses [see Data]. In the U.S.
general population the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2-4% and 15-20%, respectively. The background risk of major birth defects and miscarriage for the
indicated population is unknown.

Data

Animal Data

Oral administration of perampanel (1, 3, or 10 mg/kg/day) to pregnant rats throughout organogenesis resulted in an
increase in visceral abnormalities (diverticulum of the intestine) at all doses tested; maternal toxicity was observed at the
mid and high doses. In a dose-ranging study at higher oral doses (10, 30, or 60 mg/kg/day), embryo lethality and reduced
fetal body weight were observed at the mid and high doses tested. The lowest dose tested (1 mg/kg/day) is similar to a
human dose of 8 mg/day based on body surface area (mg/m?).
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Upon oral administration of perampanel (1, 3, or 10 mg/kg/day) to pregnant rabbits throughout organogenesis, embryo
lethality and maternal toxicity were observed at the mid and high doses tested; the no-effect dose for embryo-fetal
developmental toxicity in rabbit (1 mg/kg/day) is approximately 2 times a human dose of 8 mg/day based on body surface
area (mg/m?).

Oral administration of perampanel (1, 3, or 10 mg/kg/day) to rats throughout gestation and lactation resulted in fetal and
pup deaths at the mid and high doses (associated with maternal toxicity) and delayed sexual maturation in males and females
at the highest dose tested. No effects were observed on measures of neurobehavioral or reproductive function in the
offspring. The no-effect dose for pre- and postnatal developmental toxicity in rat (1 mg/kg/day) is similar to a human dose
of 8 mg/day based on body surface area (mg/m?).

8.2 Lactation

Risk Summary
There are no data on the presence of perampanel in human milk, the effects on the breastfed child, or the effects of the drug

on milk production. Perampanel and/or its metabolites are present in rat milk, and are detected at concentrations higher
than that in maternal plasma.

The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for
FYCOMPA and any potential adverse effects on the breastfed child from FYCOMPA or from the underlying maternal
condition.

8.3 Females and Males of Reproductive Potential

Contraception
Use of FYCOMPA may reduce the efficacy of hormonal contraceptives containing levonorgestrel. Advise women taking

FYCOMPA who are using a levonorgestrel-containing contraceptive to use an additional non-hormonal form of
contraception while using FYCOMPA and for a month after discontinuation [see Drug Interactions (7.1), Clinical
Pharmacology (12.3)].

8.4 Pediatric Use
Safety and effectiveness of FYCOMPA for the treatment of partial-onset seizures have been established in pediatric patients
4 years of age and older.

The safety and effectiveness of FYCOMPA in patients 12 years of age and older was established by three randomized
double-blind, placebo-controlled, multicenter studies, which included 72 pediatric patients between 12 and 16 years of age
exposed to FYCOMPA [see Clinical Pharmacology (12.3) and Clinical Studies (14.1)]. Use of FYCOMPA for the
treatment of partial-onset seizures in pediatric patients 4 years to less than 12 years of age is supported by evidence from
adequate and well-controlled studies of FYCOMPA in patients 12 years of age and older with partial onset seizures,
pharmacokinetic data from adult and pediatric patients, and safety data in 225 pediatric patients 4 years to less than 12
years of age treated with FYCOMPA [see Adverse Reactions (6.1) and Clinical Pharmacology (12.3)].

The safety and efficacy of FYCOMPA for the adjunctive therapy of primary generalized tonic-clonic seizures in pediatric
patients 12 years of age and older was established in a single randomized double-blind, placebo-controlled, multicenter trial
(n=164), which included 11 pediatric patients 12 to 16 years of age exposed to FYCOMPA; an additional 6 patients were
treated with FYCOMPA in the open-label extension of the study [see Clinical Studies (14.2)].

The safety and effectiveness of FYCOMPA for the treatment of partial-onset seizures in pediatric patients less than 4 years
of age or for the treatment of primary generalized tonic-clonic seizures in pediatric patients less than 12 years of age have
not been established.

Juvenile Animal Data

Oral administration of perampanel (1, 3, 3/10/30 mg/kg/day; high dose increased on postnatal days [PND] 28 and 56) to
young rats for 12 weeks starting on PND 7 resulted in reduced body weight, reduced growth, neurobehavioral impairment
(water maze performance and auditory startle habituation) at the mid and high doses, and delayed sexual maturation at the
high doses. CNS signs (reduced activity, incoordination, excessive grooming/scratching), pup death, decreased hindlimb
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