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Rx Rx Rx
Fycompa 2 mg, Fycompa 4 mg, Fycompa 8 mg

<perampanel=

Thudie nay chi ding theo don thube
Boe kv hudng diin sir dung trude khi ding
DE xa thim tay tré em

TEN THUOC
Fycompa 2 mg
Fycompa 4 mg
Fycompa 8 mg

THANH PHAN CONG THUC

Thanlt p.ﬂ-é.u froqr elrdr: MGi vién nén bao phim chira 2. 4 hoiic § mg perampanel.
Thénh phitn t duwge:

T4 duge voi tic dung da biét:

MBI vidn 2 mg chua 78.5 mg lactose monohydrat.

Mai vién 4 mg chiva 157,0 mg lactose monohydrat.

Mai vién § mg chira 149,0 mg lactose monchydral.

Dandy mue i chege ci’fiy dhi

Vién Fycompa 2 mg: g

Lactose monohydrat, hydroxypropyl wpllylose. thé it, povidon, ma,ncm stearatl, opadry My
cam (chira: hypromellose 2910, tale, macr y)I 8000, titan dioxid, oxid sit mau vang, oxid sit
mau da).

Vién Fycompa 4 mg:
Lactose monohydrat, hydroxypropyl cellulose thé it, povidon, magnesi stearat. opadry mau
do (chira: hypromellose 2910, tale, macrogol 8000, titan dioxid, oxid st miu do).

Vién Fycompa 8 mg:

Lactose monohydrat, hydroxypropyl cellulose thé it, povidon, cellulose vi tinh thé, magnesi
stearat, opadry mau tim (chira: hypromellose 2910, tale, macrogol 8000, titan dioxid, oxid sit
méu do, oxid sit mau den).

DANG BAO CHE
Vién nén bao phim:
Vién l'yccmpﬂ 2 mg: Vién nén bao phim mau cam, tron, hai mit 16i, 6 khic €275 rén mt

mat vit *2 trén méit km
Vién Fycompa 4 mg: Vién nén bao phim mau do, tron, hai mat 15i, ¢c6 khiic €277 wén mjt
mat va 4" trén mdt kia.
Vién Fycompa 8 mg: Vién nén bao phim mdu tim, trdn, hai mat 18i, 6 khilc €295 trén mit

mit v 8 trén mdt i-.m

CHI BINH

f‘ycompa duoe chi dinh dé diéu trj bo trg con ding kinh khaoi phat cue b ¢6 I10$:¢ khdng cb
com ding kinh toan thé hoa thir phat & bénh nhin ngwdi 160 v wé em tir 12 tdi trdr 1én bi
bénh ding kinh.

T pALANG, S
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Fycompa duge chi dinh dé d!cu tri bé trg con dgng kinh co elmg- co gift toan thé tién phit &
ngudi 16m va tré em tir 12 twéi trs 1€n bi bénh dgng kinh todn the vo ciin (xem phin Duge lye

Imv}

CACH DUNG, LIEU DUNG

Liéu diing

Newird 16n vi thanh thidu nién tiv 12 tubi i 1én i

Cin chinh lidu Fycompa theo dap img cia timg bénh nhiin dé 16i wu hda sy cin bing giiia
higu qud vi kha niing dung nap.

Nén uong perampancl mdt lin mdi ngdy trudic khi di ngi,

Con dong kink khei phdt cuc bo
Perampanel & lieu 4 mg/ngay dén 12 mg/ngdy d3 duge ching minh la cé higu qua ddi véi con
déng kinh khai phat cuc bo.

Nén ding lidu khoi diu Fycompa 2 mg/ngdy. C6 thé ting licu dua wén ddp (mg lim sing va
kha nang dung nap theo timg lugng t’%ng 2mg (mdi win hofic mdi 2 win, theo xem xét vé
thévi gian ban thai duge mé ta dudi day) dén liéu duy tri 4 mg/ngdy - 8 mg/ngay.

Tiiy theo dap trng lam sing va khd ning dung nap cia timg cé nhin voi licu 8 mu’n“ﬁy e
lh-: tang lidu theo lugng tang 2 mgfnaay dén 12 mg/ngdy. Bénh nhin dang ding céc thude
dong thoi ma khong lam rit ngdn thoi gian bén thai cia perampanel {xem phin Tuong tic)
nén duge chinh liéu khang thuong xuyén hon so véi khodng cich 2 twdn. Bénh nhan dang
ding cic thube dong thoi lam rit ngdn thoi gian bdn thai cia perampam.l (xem phén Itm'nﬂ
tac) nén dugre chinh lidu khdng thudmg xuyén Im'rt s0 vai khodng céach 1 tudn,

Con diong kinli co cing-co gidl todn thé tién plidt

Perampanel voi lidu 1én dén 8 mg/ngdy da duge chimg minh 13 ¢6 higu qui trong con ding
kinh co clmg-co gidt 1odn thé tién phat,

Nén dung licu khéi dau Fycompa 2 mg/ngdy. Co thé t ting liéu dua trén dé'lp img lam sang \.fé’l
kha nﬁn;, dung nap theo timg 1qu:11 Mrig 2 mg (mdi win hojic mai 2 tudn, theo xem xét vé
thai gian ban thai dwge md 1a d en Lléu duy tri Ién dén 8 mg/ngdy. Tuy theo dip ung
lam sang va kha niang dung ngp cia img cd nhan voi liéu 8 mg/ngdy, co thé tang liéu 18n dén
12 mg/ngiy ma co I.he ¢ hiéu qua & mt s6 bénh nhin (xem phan Canh bdo va than trong khi
sir dung thudc). Bénh nhin dang ding cic thube dong thai ma khong lam rit ngin thoi gian
béan thai cia perampancl (xem phan Tuong tic) nén d-.rm: chudn d§ liéu khong thuong xuyén
hon so véi & khoang céch 2 tuiin. Bénh nhan dang ding cée thude d:;:—ng thai lam rat ngdn thisi
gian ban thii cia perampanel {xem phan Twong téc) nén duge chuan d lidu khdng thuimg
xuyén hon so vii & khodng edch 1 wan.

Khi ngimg ding Fycompa, nén gidm lidu tir tir (xem phéin Canh bao va thin trong khi sir
dung thuoc),

Quén mat liéu: Vi perampanel ¢ thoi gian ban thai dai, bénh nhéin nén cho va ding lidu ké
ticp theo lich diing thude.

Néu quén nhiéu hon | liéu, trong mol théi gian lién e it hon 3 chu ki ban thdi (3 tudn ddi
v be,nh nhéin khéng ding thude chung déng kinh giy cam (mg chuyl.n héa perampanel,
I tudin déi voi bgnh nhan ding thude chong ding kinh gdy cam (mg chuyen hoa perampanel
(xem phiin Tuong tic), nén xem xét dé bit diu lai diéu tri tir mire lidu cudi cling.

Néu bénh nhan da ngimg diing perampanel trong mGt thoi gian lién te hon 3 chu ky bdn thai,
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khuyén cdo nén tuin theo cde khuyén nghi vé liéu ding khéi diu duge néu & trén.

Netdi cao tubi (65 tudi tra lén)

Céc nghién clru 1am sing vé Fycompa trong bénh djng kinh da khong bao gdm du s6 doi
trgng tir 63 tudi tré 1én dé xdc dinh xem ho ¢6 dap img khic so véi cic do: tugng tré hon hay
khong. Phan tich thong tin an todn trén 903 déi uong ngudi cao wdi duge didu 1 hﬁnb
perampanel (trong cdc nghién elru ma d6i duge thure hign vé cic chi dinh khong phai dong
!-:mh] cho thay khong ¢6 sy khdc biét lién quan dén wbi trong dir ligu vé an toan. Két hop véi
viée khong ¢ su khic btet lién quan dén tudi trong vige sir dung pcmmpanc[ két qué cho
thiy khong cin thiét du‘:u chinh liéu & ngudi cao tudi. Perampanel cin duge st dung thin
trong & nawdi cao tubi do khi ndng wong tée thude & nhimg bénh nhin diing nhi¢u thude
(xem phan Canh bdo va thin trong khi sir dung thude).

Suy thin
Khong cin thict di¢u chinh licu & bénh nhan suy thin nhe. Khong khuyén cdo sir dung & bénh
nhin suy thin trung binh hode suy thian ning hodic bénh nhin dang duge tham phin mdu.

Suy gan

Viée ting liéu & bénh nhin suy gan nhe v trung binh nén duge dira trén dap (mg lam sang va
kha ning dung nap. Boi voi bénh nhin suy gan nhe hodc trung binh, lidu dung c6 the duge
khéi déu v6i liéu 2 mg. Nén chinh liéu vdi mic 2 mg, khdng nhanh hon mdi 2 tudn dya trén
khé nang dung nap v hi¢u qua,

Liéu perampanel ddi véi bénh nhéin suy gan nhe va trung binh khéng duge vugt qué 8 mg.
Khong khuyen cdo su dung & bénh nhéin gan suy gan ndng.

Nhdm bénh nhan tré em
DG an toan va hiéu qua cua perampanel ¢ tré em dudi 12 tudi chua duge xde dinh. Hién chua
¢t dir licu.

Cich dlflrlg

Nén udng Fycompa duéi dang lidu dom trudge khi di nga. Co thé ding thude ciing hofic khdng
cing vdi thire an (xem phan Duge d . Nén nudt nguyén ca vién vai mét ly nudc.
Khong nén nhai, nghién ndt hodc chia \§ lhuoc ra. Khong thé chia vién thude chinh xdc vi

khong ¢6 vach beé. Pé dam bao udng du lidu, cin phai ubng nguyén ca vién ma khong nhai
hofic nghién ndt,

CHO‘\IG CHI PINH
Qua min vai hoat chat hodic véi bt k¥ 1 duge nao duge ligt ké trong myc Thinh phéin cong
thire,

CANH BAO VA THAN TRONG KHI SU DUNG THUOC

Y nghi tur tir

Y nghi i wr va hanh vi wr tlr di duge bio cdo & nhimg bénh nhdn duoe diéu tri bing thude
chcng, dgng Kinh trong mgt vai chi dinh. Mt phén tich tong hgp céc thir nghi¢m ngdu nhién
€6 dbi chitng véi gid duge vé cie thude chong dong kinh ciing di cho thily mét s ting nhe
nguy co vé ¥ nght wr wr va hanh vi wr ur., Co ché cua nguy co niy chua duge bict va cdc dir
liéu hi¢n ¢6 khong logi trir khit néing tang nguy co dbi voi perampanel.

Dn d6. can theo doi henh nhin vé cdc dau hidu ciia ¥ ngh tr tir, hanh vi i tr vi cdn xem xét
d:ul trl thich htlrp Cén Khuyén bénh nhin (v& nhimg ngudi cham séc bénh nhin) tim su wr
vén v 1é néu xuit hién diu hiéu cta ¥ nghi tyr tir hodic hanh vi ty tir,

wpw
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R&i loan hé thin Kinh trung uong y - 3

Perampanel ¢6 the gay chong mdt va buon ngo, do dé ¢6 the anh hudng den kha ning i xe
hode vin hanh may mdée (xem phan Anh hudng coa thuoe [én kha ning lai xe va van hanh
may moc).

Thude tranh thai dudme udne

O liéu 12 mg/ngay, Fycompa ¢6 thé lam giam hiéu qua cta thude tranh thai hormon chira
progesteron; trong trudng hop nay Lhuyen cdo nén ding thém cde bién phap tranh thai khong
¢6 hormon khi sir dung Fycompa (xem phén Tuong tic).

Két thiie diéu tri

Khuyén cdo ring viée ngimg thude ¢in duge thue hién tir tir dé giam thiéu kha ning gap con
co gidt hoi dmg (xem phin Cach ding, liéu dun;,] Tuy n]uem do thiri gian ban thai dai va
nong dj trong huyét trong gidm chim sau dé nén co thé ngimg pcrampane] dot ngdt khi that
sur can thiér.

Té nea
Co thé tang nguy co 1€ ngd, dac biét 1a & ngudi cao wdi; chua rd nguyén nhan.

Gay han

Hanh vi gay han va thii dich da dwgc bio cdo & nhimg bénh nhén duge didu tri bing
perampanel. O nhiing bénh nhin dugc diéu tri biing perampanel trong cdc thir nghiém lam
sang, gav hin, gidn dir va kho chiu di duge bido cdo thudng gdp hon & liéu cao hon. Hau hét
cic tac dung khong mong m udn dtmrc bdo cdo déu & mirc nhe hoic trung blnh v bénh nhan
tr hoi phuc hodic do didu chinh liéu. Tuy nhién, ¥ nghi lam hai ngudi khic, tan cong thé chit
hode hanh vi de doa da duoe quan sdt thiy & m-;ut s0 bénh nhin (<1% trong cde nghién ciu
lam sang vé perampanel). Bénh nhin v ngyoi cham soc cin duoe tr viin dé théng béo cho
chuyén vién y 1€ ngay lap tic neu nhqﬂ%yla/m trang hodic cde hinh vi ¢ sir thay déi ding
ké. Nén giam liéu perampanel néu cac tridu chimg xay ra va nén ngimg ngay 1ap tic néu cdc
tri¢u chimg nang.

Kl_u'] ning lam dung thude ) ) )
Cin thiin trong & nhimg bénh nhan ¢é ticn st lam dung thudic v ciin theo doi bénh nhin vé

cdc triéu chimg lam dung perampanel.

Thude chéng dong kinh gdy cam {mg CYP 3A ding dong thoi

Ty 1¢ dap (g sau khi diing thém perampanel & liéu ¢6 dinh it hon khi bénh nhin duge ding
thuée chéng dong kinh giy cam (ng enzym CYP3A  (carbamazepin, phenytoin,
oxcarbazepin) dong thoi khi so sanh vai 1y 1€ dép (g & bénh nhin duge ding thudc chéng
dong Kinh khéng gdy cam (mg enzym dbng thoi, Cén theo dai dap (g cta bénh nhin khi ho
dunrc -:huven ddi tir thude chong dong kinh khong gdy cam {mg enzym dung dcng theri sang
thudc c]wng déng Kinh gdy cam (mg enzym va ngugc lai. Tay thcu dap 1 (g lam sing va kha
ning dung nap ctia timg ¢ nhén, licu diing ¢ the ting ha_\f giam 2 mg tai mot thoi diém (xem
phin Céch ding, liéu ding).

Cic thude khdc gy cam (mg hodic (rc ché eviochrom P430 ding dong thoi (ngoai thude
Bénh nhan can duoc theo ddi chit ché vé kha nang dung nap va dap (mg lim sang khi ding
thém hofic loai bo thude gay cam img hodc thude e ché cytochrom P430, vi néng dé
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perampanel trong huyét twong ¢6 thé giam hodc ting: ¢d thé can phai diéu chinh licu
perampanel tuong (ng.

Fycompa chira lactose, do dé nhing bénh nhin ¢6 cdc vin dé di truyén hiém gip vé khong
dung nap galactose, thicu hut Lapp laclase hodc kém hap thu glucose-galactose khong nén
diing thude nay.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nir ¢6 kha ning mang thai va bién phdp tdnh thai & nam vi nir

Khong khuyén cdo ding Fycompa & phy nir ¢6 kha niing mang thai ma khong sir dung bién
phap trdnh thai trir khi thue sircan thiét,

Phu nir mang thai
So lugng dir ligu con han ché (it hon 300 két qua mang thai) tir viée sir dung perampanel ¢

phu nir mang thai. Cdc nghién ciru trén dong vit khong cho théy bt ky tac dung gay quii thai
nio o chudt cﬁm. v tho, nhl.mg déc tinh déi voi phéi da duge quan sdt thiy & chudt cng véi
liéu gay doc cho dong vit me. Khong khuyén cao ding Fycompa trong khi mang thai.

Cho con bl
Cic nghién cira & chudt edng cho con bit di cho thdy sy bai tiét perampanel vishode cic chét

chuyén héa cia né trong sira. Chua rd ligu perampanel ¢6 duge bai tict vio sita me hay khéng.

Khéng thé loai trir nguy co dbi voi tré so sinh/tré nho. Phéi quyu dinh ngimg cho con bi hay
ngimg/tranh diéu tri bang Fycompa, cén cdn nhic Igi ich cia viée cho bt me ddi vai tré vi lgi
fch clia viée didu tri d6i véi ngudi me.

Khi néing sinh sin
Trong mét nghién ciru vé kha ndng sinh san & chudt cbng, chu ky déng dyc kéo dai va khing
déu di duge quan sit thiy & liéu cao (30 me/kg) trén chudt cﬁna cdi; tuy nhién, nhimg thay

ddi nay khong anh huong dén kha ning :;:%séja sur phdt trién _phm giai doan som. Khéng
Qe

¢6 anh hudng ndo dén kha nang sinh s a chudt cong due. Anh hudng ¢ia perampanel
trén kha nding sinh san cua ngudi chua dugeRac dinh.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Fycompa ¢6 dnh hudng vira phai trén kha niing li xe vi vin hinh médy méc.

Perampanel ¢ thé gay chong mit vt budn ngi nén ¢6 thé anh hudng dén kha ning ldi xe
hodc vin hanh médy mdée. Can Khuyén bénh nhan khong nén ldi xe, vin hanh mdy moc phic
tap hofic tham gia vio cde hoat dfng nguy hiém khac cho dén khi biét duge perampanel anh
hudéng nhur thé nao dén kha n.m-r cua ho dé thue hién cic cdng vige ndy (xem pimn Canh bio
v than trong khi sir dung thude va phin Tuong tic).

TUONG TAC ‘ ‘ ‘
Fycompa khing duge xem ki thude gy cam tg manh hoiic thude (e ché manh cytochrom
1’450 hodic enzym UGT (xem phan Duge dong hoc).

Thude tranh thai dudng udng

O nhimg phy nir khée manh ding 12 mg Fycompa (khéng phdi 4 mg/ngdy hofic § mg/ngdy)
trong 21 ngdy ddng thai véi mot thude trénh thai két hop dudmg udng, Fycompa di cho thay
lam giam ndng dn levonorgestrel (cdc tri & Crax {nﬁng dd cao nhal trong huyét trong) va
AUC (dién tich dudi dudmg cong) trung binh mdi leai gidm 40%). AUC cia ethinylestradiol
khéng bi anh huomg bai Fycompa 12 mg trong khi Cu, gidm 18%. Do d6, nén xem xét kha

o
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ndng giam hiéu qua caa thude tranh thai dudng udng ¢ chira progestatif dbi vdi phu nir ¢éin
ding Fycompa 12 mg/ngdy va nén sir dung mét bién phip trinh thai ding tin cdy bd sung
(dyng cu diit trong tir cung (1UD), bao cao su) (xem phin Canh bao va thin trong khi sir dung
thude).

Kha ning wrong tie gita Fycompa (l1én dén 12 mg mot lan mBi ngdy) va cic thude chdng
ddng kinh (AED) khde dd duge danh gid trong cde nghién ciru lam sing va dinh gid trong
phin tich duge déng hoc quén thé cia 4 nghién ciru gop pha 3 bao g6m nhimg bénh nhin c6
con dgng kinh khai phét cuc b vi con dfng kinh co cimg-co gidt toan thé tién phat, Anh
huéng ciia nhimg tuong tac nay dén néng dé trung binh & trang thai 6n dinh duge tém tit
trong bang sauw.

Thuée chdng ding kinh

Anh huémg ciia thude

Anh hwing cia Fycompa

(AED) diing dong thai chéng djng kinh dén ndng dén nong d§ cia thude
di etia Fycompa chdng ding kinh
Carbamazepin Giam 2,75 lin Giam <10%
Clobazam Khdng anh hudng Gidm <10%
Clonazepam Khéng dnh hudng Khéng anh hudng
Lamotrigin Khong dnh hudng Giam <10%
Levetiracetam Khdng dnh hudmg Khang anh huing _
Oxcarbazepin Giam 1,9 lin Giam 35%"

Phenobarbital

Khdéng anh huong

Khong anh hudng

Phenytoin Giam 1.7 lin Khéng anh hudng

Topiramat Giam 19% Khong anh hudng
Acid valproic Khéng dnh hudng Giam <10%

Zonisamid Khéng dnh hudng Khong anh hudng

"' Chéit chuyén hoa ¢6 hoat tinh monohydronyearbazepin khong duge danh gia.

Mét s6 thude chéng dong kinh duge biét 1a thude gdy cam (mg enzym (carbamazepin,
phenytoin, oxcarbazepin) di cho thay lam tang d thanh thai cua perampanel va do do lam
giam nong do cua perampancel trong huyét wrong.

Carbamazepin, mét thube gdy cam (ng enzym manh da biét, lam giam 2/3 ndng do
perampanel trong mgt nghién eiru duge thyre hign trén céc déi trgng khoe manh.

MGt két qua tuong ty di duge quan sat thiy trong mdt phén tich duge dgng hoc quén thé &
nhimg bénh nhan ¢6 con dong kinh khoi phit cyc by ding perampanel [én dén
12 mg/ngdy va nhimg bénh nhin bi con dong Kinh co ¢lmg-co gidt toan thé tién phat ding
perampanel 1én dén § mg/ngay trong cde thir nghiém lam sing ¢6 déi chimg véi gia duge. b
thanh thai toan ph”m cia Fycompa lén‘LP, 1én khi duge ding voi carbamazepin (2,75 lan),
phenytoin (1,7 lan) va oxcarbazepin (1.9 lin) 14 nhimg thude da biét giy cam img enzym
chuyén héa thube (xem phan Duge dong hoc). Anh hwong nay can duge tinh dén va xir tri khi
thém vao hodic rat cde thude ching déng kinh nay khoi phéc d6 didu tri chia bénh nhan.

Trong mdt phan tich duge déng hoe quéin thé & nhitng bénh nhin €6 con dgng kinh khai phit
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cue b ding Fycompa lén dén 12 m,a’nj:dy trong cac thir nghiém lam sing co d6i chimg véi
oia duge, Fycompa khong anh huong ¢6 ¥ nghia lim sang dén dd thanh thai cta clonazepam,
levetiracetam, phenobarbital, phenytom. topiramat, zonisamid, carbamazepin, clobazam,
lamotrigin va acid valproic & liéu perampanel cao nhit da duge dénh gid (12 mg/ngay).

Trong mdt phﬁn tich duge dong hoe quén thé vé bénh ddng kinh, perampanel da lam giam d
thanh thai ciia oxcarbazepi 26%. Oxcarbazepin dugc chuyén hoa nhanh chong bdi enzym
cytosolic reductase thanh chal chuyén héa ¢é hopt tinh 14 monohydroxycarbazepin. Anh
huémg of perampanel trén ndng d§ monohydroxycarbazepin chua duge biét.

Perampanel duge dimg cho dén liéu higu qua 1im sing bit ké cic thubc chéng dong kinh
(AED) khc.

Anh lurdng ciia Perampanel trén co chit cia CYP3A
O cac dbi trgng khoe manh, F yeompa (6 mg mdt lin méi ngdy trong 20 ngdy) da lam giam

AUC ciia midazolam 13%. Khong thé loai trir sy giam Ién hom vé nong dg ctia midazolam
{hofic cic co chiit ctia CYP3A4 nhay cam khic) véi liéu Fycompa cao I|-:m

Anh huéng cia thude giy cam (g evtochrom P430 trén duge dong hoc cia perampanel
Nhirng thube gdy cam (mg manh cytochrom P450, nhu rifampicin va hypericum, duge dy
kién 14 s& lam giam nung, do cua perampanel. Felbamat di duge chimg minh [ lam giam
ndng dé cia mat sd thude va ciing ¢b thé lam giam nong do ciia perampanel.

Anh huémg ciia thude (e ché eytochrom P450 rén duoc déng hot cia perampanel )
O cic dbi urong khée manh, ketoconazol (400 mg mét lan moi ngay trong 10 ngdy) 1a thude
e ché CYP3A4 da lam ting AUC cia perampanel 20% va kéo dai thoi gian ban thai cioa ,

perampanel 15% (67,8 git so voi 58,4 gio). hhung thé loai trir cde anh huéng 1én hon khi
perampanel duge két hop véi mgt thude e ché CYP3A voi thdi gian ban thai dai hon
ketoconazol hode khi thude de ché duge ding trong théi gian diéu tri 1au hon. Nhimg lhuoc
ire ché manh cic isoform khac cia cy loclﬂm&FASﬂ ciing ¢6 thé ¢ kha ndng lam ting nong
A perampanel.

Levadopa, O cic d-:fii wong khoe manh, Fycompa (4 mg mt lin méi ngdy trong 19 ngiy)
khdng anh hudmg dén Cray holic AUC ciia levodopa.

3

Rugu

Mot nghién ciru vé twong tic duge ddng hoe & cdc déi tuong khde manh di cho thiy 1dc dong
cta perampanel trén cdc cong viée lién quan dén sy tinh tdo va canh gide nhur kha niing 14 xe
14 the dung cong hop holic higp ddng vdi e donj, cia rirgu, Ding da lidu perampanel 12
mg/ngdy lam ting mire dd gidn di, 10 lan va trim cam theo nhur durge danh gid hﬂng céch sir
dung dir liéu cla thang dinh gid 5 diém vé trang thai khi siic (xem phin Dm;m lue hoe).
Nhimg anh hudng nay cling o thé quan sét lhay khi Fycompa duge dimg két hop vai cdc
thude chéng trim cam khée tac dung trén hé than kinh trung vong (CNS).

Nhdm bénh nhin tré em

Cdc nghién ciru vé wong tic thude chi duge thyce hién & ngudi ki,

Trong mot phan tich duge dong hoc quin thé & cdc bcnh nhén thiéu nién trong cée nghién
clru lam sang pha 3, khong cé sir khic biét dang cha ¥ gitta nhém bénh nhan nay va nhém
bénh nhin ndi chung,
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TAC DUNG KHONG MONG MUON

Tém tit hd so vé an todn

Trong i1 ¢a cde thir nghigm c6 d6i chimg va khong déi chimg & bénh nhin ¢6 con déng kinh
khai phat cuc b, 1639 bénh nhan d3 ding perampanel, trong d6 1147 bénh nhin da duge
diing trong 6 thing va 703 bénh nhiin di duge dimg trong thai gian ddi hon 12 thang.

Trong cae thir nghiém co dbi chimg va khong déi chimg & bénh nhin ¢o con dgng kinh co
clmg-co gidl todn thé tién phat, 114 dfir trgng di ding pcrampancl trong sb do 68 doi trong
dii durge ding trong 6 théng va 36 doi tong da duge dimg trong thai gian dai hon 12 thang.

Cde tic dyng khong mong mudn dan dén naime dicu u_-i:

Trong cdc thir nghiém ldm sdng c6 doi chimg pha 3 vé con dng kinh khéi phat cuc bg, ty 1¢
ngirng dicu tri nhur 12 két qua cda mdt tae dung khong mong mudn 1a 1,7%, 4,2% va 13,7% 6
nlm‘ng bénh nhin duge chon ngdu nhién dé dun;, perampanel & liéu khuyén cdo 4 mg, 8 mg
va 12 mg/ngay, theo thir iy tueng (mg, vé 1,4% ¢ nhimg bénh nhin dwge chon ngiu nhlcn de
ding gia duge, Cac tde dung khdng mong mudn lhuum, Lfli] nhdt (> 1% trong toan bd nhom
perampanel va lon hon so voi nhém gia duge) din dén ngimg diu trj 14 chong mat va budn
ngu.

Trong céc thir nghiém lam sang ¢6 déi chimg pha 3 vé con dong kinh co clmg-co gidt todn
thé tién phat. ty ¢ ngtmg diéu tri nhur 14 két qui cia mdt tdc dung khong mong mudn i 4,9%
o nhimg bénh nhin dm;ﬂc chgn ngiu nhién d¢ dang perampanel 8 mg va 1,2% o nh‘mg bénh
nhin duge chon ngau nhién dé ding gid duge. Tac dung khong mong muédn thudng nhat gdp
nhét din dén ngimg diéu tri (= 2% & nhém perampanel va [ém hon so véi nhom gia duge) li
chdng mét.

Béng danh sich cac tic dung khéng mong mudn

Trong bang dudi diy, ede tac dung khéng mong mudn, da duge xdc dinh dua trén danh gid vé
co 50 dir lidu an todn cua ede nghién ciu lam sing day du vé Fycompa, duge ligt ké theo
nhém hé cor quan va tan suat. Danh gia ban diu d duge thye hién bﬁng cich xem xét tit ca
cde the dung khdng mong mudn xudt hién trong didu tri (TEAE) trong céc nghién citu mi doi
pha 3 vé bénh dong kinh dd xay ra ¢ = 2% I:u,.nh nhan trong toan b nhém Fycompa. Cac tdc
dung khéng mong mudn sau diy cung duge xem xét: ty 1 mie cao hon so vai gia duge: mire
dé ning, muc d6 nghiém trong vi ty 1¢ ngimg diéu tri do cae tac dung klmng mong mudn;
phén tich vé viée sir dung thude va ddp img vai liéu dunb Vil s déng nhil v die tinh duq:rc
Iy cia F ycompa. Cic tie dl,m mong mudn xudt hién trong diu tri xay ra & tfm sudit it
hon va dap tme cdc tidu chudmyirong tr nhu ddi voi cde tic dung khong mong mudn xudt
hi¢n trong diéu tri thudng gip hon ciing duge xem x€ét, Quy wde sau diy da duge sur dung dé
phéin loai cac tac dung khém= mong mudn: rat thudmg gap {} 1/10), thuémg gap (= 1/100 dén
<1/10), it gdip (= 1/1000 dén < 1/100), hiém gdp = 1/10000 dén < 1/1000).

Liéu 2 mg/ngay da khong duge dua vio danh gid niy vi liéu nay kh-ﬁng duge xem Ia lidu 6
higu qua va ty 1€ cic tac dyng kh&ng mong muon xuét hién trong diéu tri (TEAE) & nhém liéu
do thudmg wrong duong hode !h-lp hom so vii ty 1¢ TEAE & nhom diing gia duge,

Trong mbi nhom tan _suél._ cde tac dung khong mong mudn duge trinh bay theo thir tr mie 4
nghiém trong giam dan.

I Nhém hé co quan Riit thudmg giip Thudng gip it oip

| Rdi loan chuyén héa va Giam sir ngon migéng

n
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dinh dudng Ting sy ngon migng

Rii loan tim thin Gay hén Y nght ty tir
Gian dir C6 ging tyr Wr
Lo du
Trang thai 10 1an

Réi loan hé thin kinh Chéng mat Mt diéu hoa

trung wong Buon ngt Loan vin ngdn

R&i loan thing bang
D2 b kich thich

Roi loan mit Song thi
Nhin md
Réi logn tai vi mé dao Chéng mit
Rdi logn tiéu hoa Budn ndn
Rdi loan hé cor Xrong vi Dau lung
mé lién két
Rii loan todn thin R6i loan dang di
Mét moi
Ciin lim sing Téang cin
Ciic bién ching do tén Té nga
throng, ngd dje vi thi
thuit

Nhom bénh nhiin tré em
Dya trén co s& dir ligu thir nghiém 1am sing cua 165 llm:u nién, tén sudt, loai va mirc 4§ nang
clia tée dung khong mong mudn & thidu nién duge dy kién 14 s& tuong tr nhur & ngudi lam,

Thiing bdo ngay cho bic sy hoge dugre sy nliieng pldn dng co hai gép phdai ki sie dung
thude

QUA LIEU VA CACH XU TRI

Kinh nghigm vé qua liéu perampanel O ngudi con han ché. Trong mét bio cio v qué Ilcu do
¢d v ¢6 thé da din dén mot lidu 1én dén 264 mg, mdt bénh nhin da glip cic bién ¢d vé thay
doi trang théi tinh lhan kich ddng, hanh vi giy hin va da hdi phuc ma khong c¢6 di chimg.
Hign khéng ¢6 thude gidi 4o %ﬁﬁu ddi vai tdc dung cia perampanel. Cén phai cham soc
hd 1rg chung cho bénh nhi gom theo ddi cdc dfm hi¢u sinh ton va quan sat tinh trang
lam sang cia bénh nhin, Do thoi gian ban thai dai cia thude, cdc tac dung gy ra boi
perampanel co thé kéo dii. Do 4 thanh thai than thiip. cdc can thigp dic bigt nhur lgi tiéu bt
buie, thim phan mdu hode truyén mau khéng chiic c6 gid tri.

DUOC LUC HQC
Nhom duge I¥ e ligu: Thude chong dong kinh, cac thube chéng dong kinh khic, ma ATC:
NOZAX22

Co ché tac dung .
Perampanel la chat dau tién trong nhom (first-in-class) doi khang chon lge, khong canh tranh,
clia thy thé ionotropic g-amino-3-hydroxy-5-methyl-4-isoxazoleproprionic acid (AMPA)
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glutamat trén 1 bio théin kinh sau synap. Glutamat 1a chét dﬁn tmyén thiin kinh kich thich
chinh trong hé l.han kinh trung wong va lién quan dén nhidu rdi loan thin kinh gay ra do kich
thich qua mie 1é bao l.han kinh. Su hoat héa thy thé AMPA boi glutamat duge cho 13 chiu
trdich nhiém déi véi hiu hét sy din truyén nhanh kich thich qua synap trong ndio. Trong cde
nghién ciru in vitro, perampanel khong canh tranh v&i AMPA dé gin két véi thy thé AMPA,
nhung sy gin két ciia perampanel di b cdc chét dbi khang thy thé AMPA khong canh tranh
ddiy ra, cho thiy perampanel ld chit d6i khang thu the AMPA khong canh teanh.. n viiro;
perampanel irc ¢hé sy ting calei ndi bio do AMPA (ma khéng phdi do NMDA) giy ra. In
vive, perampanel 1am kéo dai dang ké do 1r€ cia con ddng kinh trong mdt mé hinh con déng
kinh duge gay ra bai AMPA,

Co ché chinh xdc dé perampanel phat huy tic dung ching dgng kinh trén ngudi viin con cén
duge [am séng 16 hodn toan.

Tie dung duge lue hoe

MGt phan tich duge dong hoe-duge lue hoe (vé hiu qua) di duge thye hién dua trén cic dir
liéu gop tir 3 thir nghiém vé hiéu qua dbi véi con dong kinh khéi phat eye bd. Ngodi ra, mjt
phin tich duge ddng hoc-duge lue hoe (vé hiéu qua) di duge thie hign trong mét thir nghi¢m
vé hidu qua dbi véi con dong kinh co r:l.'mg- co giél: toan the tién phit. Trong ¢ hai phin tich,
viée sir dyung perampanel tuong quan voi sir giam tan sudt con dong Kinh.

Hi¢u ning tam thin van déng. Ding don va da liéu 8 mg va 12 mg lam suy gidm hig¢u ning
tam thin vin déng & nhirng ngudi tinh nguyén khoe manh theo kicu lién quan dén lidu. Téc
ddng cua perampanel trén cde cong viée phire tap nhu kha nang 14i xe i téc t.flunj, chng hodc
hiép dong voi tée dung lim suy gidm cia rugu, Kiém tra higu nang tam thiin van dong g vé
mire ban diu trong vong 2 wan tir khi ngimg ding perampanel.

Chire nang nhén thire. Trong mét nghién ciru & nhimg ngudi tinh nguyén khoe manh dé danh
gid dnh hudng cda perampanel dén sy tinh tdo va tri nhé bﬁnt. cich sir dung mdt b ticu
chudn danh gid, khéng ¢6 dnh hudmg nio ciia perampanel da duge tim thiy sau liéu don va da
cua perampanel [én dén 12 mg/ngay.

Sur tinh tdo va khi sfie. Mire d@ tinh tdo giam theo kiéu lién quan liéu diing & cic a6i lrgng
khoe manh duge ding liéu l:cmmpanel 4-12 mg/ngay, Khi siic xiu di chi sau khi diing liéu 12
mg/ngiy;: nhitmg thay doi vé khi siic nong nhe va phan dnh sy giam tinh tho néi chung Ding
da liéu pcrampancl 12 mg/ngay Wﬂéﬁlﬁﬂb anh huémg cia rugu trén sir canh gidge va tinh
tdo va lim tang mie do gign dir, G trdm cam theo danh gia bing cia thang ddnh gid 5
diém vé trang thai khi sfc (profile of mood states).

Dién sinh Iy tim. Perampanel khong lam kéo dii khoang QT hi¢u chinh (QTc) khi duge ding
véi liéu hang ngay lén dén 12 mg/ngdy va khong ¢6 tic dong lién quan liéu ding hode quan
rong trén lim sang trén thai gian QRS.

Hiéu qua v d6 an toan trén ldm sing

Com dgng kink khéi phat eve bi

Higu qua cua Fycompa di v&i com ding kinh khai phat cue b da dm;rc xde dinh trong 3 thir
nghié¢m, ngdu nhién, mi doi, doi chung. v gid dl.rgrc. da trung tam diéu tri bd trg trong 19
tin ¢ bénh nhin nguwdi 16n v thi iéu nién, Cac dbi tugmg di ¢o con dong kinh khoi phit cuc
bd, co holic khong 1oan thé héa thir phat v khong duge kiém sodt dav dit bing 1-3 1hu6u
chong dong kinh (AED) ding déng thovi. Trong giai doan ban diu 6 tudn, cdc déi twong can
phai ¢ nhiéu hon 3 con dgng kinh ma khdng cé khoang thoi gian ndo khong c6 con djng

hei &
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kinh qua 25 ngéy. Trong 3 thir nghi¢m ndy, cic dbi tuong dd c6 thoi gian bi bénh dang kinh
trung binh khodng 21,06 nam. Tir 85,3% dén 89,1% s6 bénh nhan dang diing 2-3 thude chéng
d-;mﬂ kinh cting mdt lc. ¢o hodc khdng ¢ didu wri dong thoi bing kich thich day than kinh
phé vi,

Hai nghién ciru (Nghién ctru 304 va 305) da so sanh liéu Fycompa 8 va 12 mg/ngdy voi gia
duge v mdt nghién ciru thir ba (Nghién ciru 306) da so sanh liéu Fycompa 2,4 va8 mgfn;,ay
vai gid duwge. Trong ca 3 tha ngluém sau mét giai doan ban diu 6 twan dé thiét 1ap tan sudt
con dong Lmh trwdie khi chon ngdu nhién, cic ddi lugng dl.rqrc chon ngﬁu nhién vi ting héu
dén liéu ngdu nhién, Trong giai doan chinh liéu & it ca 3 thic nghiém, didu trl duge biit dau
véi fidu 2 mg/ngdy va ting lén mdi tudn v lrong tang 14 2 mg/ngay cho dt,n héu mue tidu.
Cée déi lugng gfip cde e dung I-:hon}, mong muon kKhong thé chiu duge ¢o thé van con dun"
cung mdt liéu lrgng hojic duge giam liéu xudng liéu dung nap trude d6. Trong ca 3 thir
nghiém, giai doan chinh liéu duge tiép theo boi mot giai doan duy tri kéo dai 13 tdn, trong
d6 cae bénh nhin duge duy trl véi mot licu Fyecompa on dinh,

Ty 1 gdp vé ngudi ddp (mg 50% 1a 19% vai nhom ding gid duoe, 29% vai nhom ding 4 mg,
35% vii nhom -:Juug, 8 mg va 353% vdi nhom ding 12 me. | "v‘lq:»l anh Iuw'ng oy nizhn théng
ké trén sy giam tan sudt con dong kinh 28 ngdy (1 h:c ban diu dén giai doan diéu tri) khi so
val nhom diing gid duge di duge quan sit thiy véi diéu trj bing Fycompa & lidu 4 m gfng&y
(Nghién ciru 306}, 8 mu’ny&y (nghién ciru 304, 305 va 306) va 12 mg/ngdy (Nghién ciu 304
va 305). T¥ 1€ ngudni ddp ing 50% ¢ cdc nhém ding 4 mg, 8 mg va 12 me Jdn lugt 12 23,0%.
31.5% va 30,0% Khi pcmmmml duge dimg két hgp voi thude chdng dgng kinh gdy cam (ng
enzym va la 33.3%, 46.5% va 50,0% khi perampanel duge dimg két hop véi thude chéng
dong kinh khong gdy cam dmg enzym. Nhuﬂ; nghién ciru ndy cho thiy ding perampanel &
liéu 4 mg dén 12 mg. mot Kin mdi ngay ¢d hiéu qua hon dang ké so véi 2id duge. dudi dang
diéu tri b tror & nhém bénh nhin nay.

Dit liéu tir ciie nghién ciu doi chimg voi gia duge cho thiy sir cai lh1¢n trong vige kiém soat
con dong kinh da duge quan sat thily véi liéu F Fycompa 4 mg mql lan mdi ngiy va lgi ich nay
duge ting cuo'ng khi tang li¢u Ién 8 mg/ngay. Khéng quan sit thay loi ich vé higdu qua o ligu
12 mg so vai licu 8 mg trong nhom bénh nhan néi chung. Lgi ich vai liéu 12 mg di duge
quan sdt thay & mdt sé bénh nhin dung nap Ilcu 8 mg vi khi ddp tng ldm s:mg, v lidu dé 14
khéng di. MGt su giam ¢6 ¥ nghia lim sang a@_tén suzil con ddng kinh so vdi gia duoc da dat
duge sdm vao luﬁn thir hai cua viée ding 1 it bénh nhén dat duge licu hing ngay 4 mg,

1.7-5,8% bénh nhén ding perampane! trong cdc nghién clu lam sang da khong c6 con déng
kinh trong auol giai dogn duy tri 3 thing so vdi 0%-1,0% bénh nhan ding gia duge Khong ¢6
dir ligu nio vé anh hudmg clia viée ngimg thude chong dong kinh ding d %ng thixi d¢ dat duge
dom tri liéu bing perampanel,

Nghién erra mr rong nhén ng

97% benh nhin hoan thinh cac tha nf,lliém ngau nhién & nhimg bénh nhén ¢6 con déng kinh
khéi phat cuc bél da duge dua vao nghién ciru mo rhng nhan md (n = 1186), Cic b¢nh nhin tir
thir nghiém ngau nhién duge chuyén sang ding perampanel trong 16 tuan, tiép theo 13 mot
giai dogn duy tri ddi han (= | ndm). Liéu hdng ngay trung binh | 10,05 mg.

Con dang kinh co cimmg- co gidt toan 1hé tién phdt . )
Fycompa dudi dang dicu tri bd trg cho bénh nhén tir 12 wai trdr 1en bj ddng kinh todn thé vé
cin trii qua con dong kinh co clmg-co gidt toan thé tién phat da dwge thict Ep trong mdt
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nghién ciru da trung tam, ngdu nhién, mo dai, dbi chirng voi gid duge (Nghién ciu 332). Cic
bénh nhén du diéu kién khi ding mot liéu 6n dinh cia 1-3 thude chong dong kinh 1ra| qua it
nhil 3 con déng kinh co cimg-co gidt toin thé tién phit trong giai doan ban diu § wan duge
chon ngiu nhién vio nhém ding chompd hojic gid duge. Nhom ddi tugng nghién ciru bao
abm 164 bgnh nhin (Fycompa N = 32, gid duge N = 82). Cée bénh nhin dtrl;rc chinh liéu
trong 4 twédn dén lidu muc tiéu 8 mg mdi ngay hodc lidu dunfgF nap cao nhat va duge. diéu tri
thém 12 tudn voi mire lidu cudi ciing dat duge vio cudi giai doan chudn dé liéu. Tong thoi
gian didu trf 14 17 tudn, Thude nghién ciu da duoe dimg mot lan mdi ngay.

TV 1¢ ngudi dip (mg 50% déi véi con dgng kinh co eimg-co gidt toan thé tién phat trong giai
dogn duy tri & nhom perampanel (58.0%) cao hon ding ke so véi ¢ nhom gia duge (35,8%),
P=0,0059. Ty 1g nguﬁ: ddp tmg 50% la 22.2% khi perampanel duge ding két ho‘p véi thude
chons_ dong kinh gay cam img enzym va la 69,4% khi perampanel duge ding két hop voi
thude chong ddng Kinh khong gdy cam (ng enzym. Sé déi trong dimg perampanel va dang
ding lhur_:-c chong dang kinh edy cam img enzym il (n=9). I'h'ly d6i phin tram trung binh
vé Ian sudl con dong Kinh co cimg-co gidt toin thé tién phat mdi 28 ngay trong gial doan
chudn di lidu va giai doan duy i (két hr:op) s0 véi trude khi chon ngdu nhién [6n hon véi
perampanel (-76,3%) so voi gid duge (-38,4%), P <0,0001. Trong giai doan duy tri 3 thing,
30,9% (25/81) bénh nhan ding perampanel trong cdc nghién ciru lam sang dd khéng ¢6 con
djng kinh co ciing-co gidt todn thé tién phat (PGTC) so véi 12,3% (10/81) bénh nhin ding
i duge.

Céc dang khde ciia con dong kinh toan thé vé cin

Higu qua va dd an toan cia perampanel & bénh nhin ¢6 con dgng kinh gidt rung co chua
duge xée dinh. Céc dir liéu hi¢n ¢6 chua di dé dua ra bit ky két lun nao.

Hiéu qua ciia perampanel trong didu tri cdc con dang kinh ving ¥ thitc chua duge chimg
minh,

Trong Nghién ciru 332, & nhirng bénh nhin ¢é con déng kinh co cing-co gidt toan thé tién
phat (PGTC) 1a nhimg newdi ciing dii ¢6 con dong kinh gidt rung co déng thoi, 16,7% (4/24)
bénh nhin ding perampanel khong ¢6 con dgng kinh so vai 13,0% (3/23) bénh nhén ding gia
duoe. O lI|lﬂ'11" bénh nhéiin ¢6 con dong kinh ving v thirc dong thoi, 22.2% (6/27) bénh nhén
ding pcr.:mpm'u.l khéng ¢d con dd h so vdi 12,1% (4/33) b-._.nh. nhan dimg gia dugce.
23,5% (19/81) bénh nhin ding pxﬁ&ﬁd khong co tat ca cac con dong kinh so vai 4,9%
(4/81) bénh nhin ding gii duge. '

Giai dogn nghién ctei ma rong nhan me

Trong s& 140 déi tugmg da hoan thanh Nghién ciru 332, 114 dm tuong (81,4%) da di vao giai
doan nghién cru mo rgng. Cac bénh nhin tir thir nghiém ngau nhién duge chuyén sang diing
perampanel trong 6 tudn, tiép theo la mot giai doan duy tri dai han (= | ndm). Trong giai doan
nghién ciru tm‘r rong, 73,7% doi trong b lidu perﬂmpam.l hiang ngay lén hon 4-8 mg/ngay va
16,7% c6 liéu hang ngay 16n hon 8-12 mg/ngdy. S giam tén sudt con dong kinh co cimg-co
aidt todn thé tién phat (PGTC) it nhdt 50% da duge quan sit lhi’ly & 63, 9% dédi lugng sau 1
ndm diéu tri trong giai doan nghién ciru mé rong (so véi tin sudt con dong kinh ban diu cia
h trudie khi ding perampanel). Nhimg dit lidu ndy phit hop véi nhimg dit ligu thay déi phan
trim vé tan suat con dong kinh va cho ihﬁy ty 1& ngudi dép (mg 50% vé con dong kinh co
cung <O 2idl 1odn Ih-e tién phat thuémg dn dinh qua théi gian tir khoang tudn thir 26 cho dén
cubi ndm thir 2. Két qua tuomg tr cing duge quan sit lha} khi tit ¢a cde con dong kinh vi
con dong kinh vang ¥ thire so vii con dong kinh gidt rung co duge dinh gia theo thai gian.

o
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Chuyén sang don 17 ligu
Khang ¢o dir li¢u nio ve anh hudng cia viée ngimg thude chdng dong kinh ding dong thoi
dé dat duge don tri lidu bing perampanel.

Nhom bénh nhan tré em

Co quan quan Iy duge pham Chau Au (EMA) di hodin nghia vy d¢ trinh két qua nghién ciru
véi Fycompa & mét hojic nhiéu phan ahém bénh nhan tré em vé bénh déng kinh khang, tri
(héi chimg déng kinh lién quan dén sir khu tra va hm chimg dgng kinh lién quan dén wéi)
(xem phﬁn Liéu ding. cach dung dé biét thong tin vé st dung & thiéu nién).

Ba nghién ciu then chét, mi d6i, dbi chimg voi gia duge pha 3 bao g,om 143 thiéu nién tir
12-18 tdi. Cic két qua & nhitng thiéu nién nay ciing twong ty nhur cée két qua duge quan sat
thiy & nhém bénh nhén ngudi lon.

Nghién ciru 332 bao 5-::—:11 22 thiéu nién tir 12- 18 tudi. Cic két qua & nhing thiéu nién nay
ciing trong i nhur cic két qua duge quan sét thdy & nhom bénh nhin ngudi 1ém.

DUQC PONG HOC

Duge dong hoc cua perampanel da duge nghién ciru & cie dbi trgng ngudi 1ém khoe manh
(tudi tir 18-79 wdi), ngudi Iém vé thiu nién ¢6 con déng kinh khai phét cuc bd vi con ddng
kinh co cimg-co gidl toan thé tién phat, ngudi lén bi br‘,nh Parkinson, ngudi 16m bj bénh thin
kinh do ddi thao duome, noudi 1én bi bénh xo cling rai rdc va cc ddi tugng bj suy gan.

Hap thy
Sau khi u::mg1 perampane! duge hip thu d& ding ma khéng co bing chimg cho thily chét nay

¢6 chuyén hoa qua gan bude diu rd rét. Thire dn khong anh huong dén mic do hip thu nhung
lam cham téc dg hap thu. Khi ding vdi thie an, néng dd dinh trong huyét wong giam va
chiim 1 gidr so vai diing thude khi doi.

Phan b

D liéu tir cde nghién ciu in vire cho thiy perampanel gin két khodng 95% vdi protein
huyét trong.

Céic nghién ciru in vitro cho thiy pcmmpancl khong phai la mdt co chat hodc chit (e ché
ding ké clia cdc polypeptid vin chuycn anion hitu co (OATP) IBI va 1B3, chit van chuyén
anion hitu co (OAT) 1, 2, 3 va 4, chat v én cation hiru cor (OCT) |, 2, va 3, v cie chit
vin chuyén diy thudc ra P-glycop ¢protein khéng ung thu vi (BCRP)

Chuyén héa sinh hoe
Perampanel duge chuyén héa manh qua qud wrinh oxy hoa ban du vi glucuronid héa theo

sau, Sy chuyen hoa oxy hoa ban diu qua trung gian cia CYP3A dya trén k&t qui cia cdc
nuh'mn clru in vitre si dung cde enzym CYP cla ngudi thi 1o ht;rp vil microsom gan nguoi.
Tuy nhién, su chuyén héa nay chua duoce gidi thich hoin toan va céic con dudmng khae khong
thé durge loai trir,

Sau khi diing perampanel ¢6 danh déu phong xa, chi ¢ mét hugng nho cic chit chuyén hoa
cua perampanel di duge quan sit thdy trong huyét trong.

Thai trir

Sau khi ding mét liéu pm'amp'mel ¢6 dénh ddu phong xa cho 8 d6i tgng cao wdi khoe manh,

30% phong xa duge thu hdi da duge tim thiy rong nude tiéu v 70% trong phan. Trong nuéc

£
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tiéu va phan, lugng phong xa duge thu héi ndy chii yéu bao gdm mdt hén hop cde chit
chuyén hoa oxy hoa va chat chuyén hoa lién hop. Trong mdt phin tich duge ding hoe quan
thé gom cac dir liéu gop tir 19 nghién ciru pha |, tiz trung binh cia perampanel la 105 gid.
Khi dimg két hop voi carbamazepin 1d thuoe gay cam dng manh CYP3A, t)2 trung binh la 25
gidr,

Sir tuvén tinh/khang tuyén tinh

0 cic déi wong khoe manh, ndng do cia perampane! trong huyét twong tang t¥ 1§ vdi lidu
dime rong khodng tr 2-12 mg. Trong mgt phdn tich duge ::i-;‘m?1 hoc quin the ¢ nhimg bénh
nhan e6 con dong kinh khai phit cue bd ding perampanel 1én dén 12 mg/ngdy va nhitng bénh
nhan ¢6 con déng kinh co ¢limg- ¢o gidt toan thé tién phat ding perampanel Ién dén 8
mg/ngdy trong cdc thir nghi¢m lim sang c6 dbi chimg véi gia duge, moi quan hé yén tinh
gitra liéu diing va ndng d§ ciia perampanel trong huyét twomg da duge ghi nhin.

Céc nhém bénh nhin dic biét

Shy gen .

Durge dong hoc cha perampanel sau mit licu duy nhit 1 mg da duge dinh gid & 12 ddi wong
suy gan mire d¢ nhe va trung binh (Child-Pugh logi A v B, theo thir i twong (mg) 5o vai 12
ddi wrgng khoe manh phit hop vé nhan khau hoc. D thanh thii biéu kién trung binh cia
perampanel khong gin két & cic doi wwong suy gan nhe la 188 ml/phit so v&i 338 ml/phit &
ciic d61 chimg phi hop, va ¢ cie doi wong suy gan trung binh la 120 ml/phit so véi 392
ml/phit & cdc dbi ching phi hop. Tyz dai hon & cie doi tugng suy gan nhe (306 giy so vdi
125 giér) v cde d6i tugng suy gan trung binh (295 gid so vai 139 gidy) so voi clic déi trgmg
khoe manh phi hop.

Suy than

Duge déng hoe cia perampanel chua duge danh gid chinh thire & bénh nhan suy than.
Perampanel duge thai trie g.'in nhur duy nhét qua sy chuyen hoa, tiép theo 1a sy bai tiét nhanh
cdic chit chuyén héa; chi mt lugng nhé céc chat chuyén héa cia perampanel duge quan sit
thiy trong huyét tuong. Trong mot phin tich duge ddng hoe quin thé & nhitng bénh nhin ¢d
con dong kinh khai phdt cuc b ¢d dd thanh thai creatinin trong khoang tr 39-160 mlfphit va
ding perampanel 1&n dén 12 mg/ngay trong cdc thir nghiém ldm sing ¢d doi chimg vai gia
dwoe, dg thanh thai perampanel khéng bi anh hudmg bi d thanh thii creatinin. Trong mt
phin tich dugc déng hoc quin thé. & nhimg bé F;!P'I bi com ddng kinh co cimg-co gift todn
thé tién phat ding Fycompa 1én dén 8§ mg ¢ mdt nghién ciru lam sang cd doi chimg
vOi gia duge, 4 thanh thii cia perampanel khdng bi anh hudng boi d§ thanh thai creatinin
ban dau.

Giidri tinh )

Trong mét phén tich duge dong hoc quén thé & nhimg bénh nhin c6 con dgng kinh khai phat
cuc b diing perampanel [én dén 12 mg/ngdy vi nhimg bénh nhin ¢6 con ddng kinh co cimg-
co gidt toan thé tién phat ding perampane! lén dén 8 mg/ngdy trong cdc thir nghiém lam sang
6 déi chimg voi gia duge, d thanh thai coa perampanel & nir 14 18% (0,54 lit/giés) thap hon
50 vai o nam (0.66 lit/gid).

Noweai cao fuGi (63 tuii e 1én) )

Trong mgt phén tich duge dong hoe quin thé & nhiing bénh nhin ¢6 con ddng Kinh khai phit
cue b (dd tudi tir 12-74 woi) va con dgng Kinh co cimg- co gidt toan the tién phat (dd LG L
12-58 tudi) va ding perampanel én dén 8 hode 12 mg/ngiy trong cdc thir nghiém lam sang
6 ddi chimg voi gia duge, khong quan st thiy anh huong ddng ké cia tuoi dén dé thanh thai
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ciia perampanel, Khang cin xem xét ditu chinh lidu & ngudi cao wdi (xem phin Liéu ding,
cich ddng).

Nham bénh nhan tré em ; : ;

Trong mdt phin tich duge dong hoe quin theé & cac bénh nhin thiéu nién trong cdc nghién
ciru lam sing pha 3, khéng ¢é sy khic biét ding chd ¥ giita nhdm bénh nhin ndy va nhém
bénh nhdn néi chung.

Cic nghié in ciru v l.l.l'm'lg tic thude

Bl gid teeng teie ;hm:.-c i vitre

U ehé enzym ehuyén hoe thude

Trong microsom gan ngudi, perampanel (30 pmol/l) ¢6 the dyng ire ché viu trén CYP2CS va
UGTIA trong 56 céc enzym CYP va UGT chinh cha gan.

Cem tmg enzym cbnyeu héa thude v

So vl cdc thude dbi chung dirong (bao gém-ph arbital, rifampic mj perampanel da dm;rc:
tim thiv gay cam (g yvéu CYP2B6 (30 pmol } vi CYP3A4/S (= 5 nmol/l) trong so cde
enzym CYP v UGT chinh ciia gan trong té bio gan nguiri nudi cly.

QUY CACH PONG GOI

Vi PVC/nhdm.

Fycompa 2 mg — hop 28 vién (Hop 4 vi x 7 vién), hip 7 vién (Hop | vix 7 vién)
Fycompa 4 mg — hop 28 vién (Hp 2 vi x 14 vién).

Fycompa 8 mg — hop 28 vién (Hop 2 vi x 14 vién).

PIEU KIEN BAO QUAN
Béo quan khéng qud 30°C,

HAN DUNG .
48 thang ke tir ngdy san xuit

TIEU CHUAN CHAT LUQONG
Tiéu chudn co s&

CO SO SAN XUAT
Eisai Manufacturing Ltd,
European Knowledge Centre, Mosquito Way, Hatficld, Hertfordshire ALTO9SN, Anh

TUQ.CUC TRUNG
pRUCING PHONG

Pham Chi Vein Hand;



