Anh huéng ctia Perampanel trén co chét cia CYP3A

O céc dbi tugng khoe manh, Fycompa (6 mg mot 1an mdi
ngay trong 20 ngay) da lam giam AUC cua midazolam
13%. Khong thé loai trir sy giam 16n hon vé nong do cia
midazolam (hodc cic co chit cia CYP3A4 nhay cam
khac) véi lidu Fycompa cao hon.

Anh huéng ciia thube giy cam g cytochrom P450 trén
duoc dong hoc cia perampanel:

Nhimg thudc gdy cam tng manh cytochrom P450, nhu
rifampicin va hypericum, duoc du kién 13 s& lam giam
ndng d6 ciia perampanel. Felbamat di dugc ching minh
1a 1am giam ndng d6 cua mot s6 thude va ciing c6 thé lam
giam nong do clia perampanel.

Anh huong cua thube trc ché cytochrom P450 trén duoc
dong hoc cia perampanel:

O céc d6i twong khoe manh, ketoconazol (400 mg mot
1an mdi ngay trong 10 ngay) da lam ting AUC ciia peram-
panel 20% va kéo dai thoi gian ban thai cia perampanel
15%. Khong thé loai trir cac anh huong 1én hon khi
perampanel duge két hop voi mot thude tre ché CYP3A
v6i thoi gian ban thai dai hon ketoconazol hozc khi thude
{rc ché dugc dung trong thoi gian diéu tri 1au hon. Nhimg
thudc trc ché manh céc isoform khéac cua cytochrom P450
cling ¢ thé c6 kha nang lam ting ndng do perampanel.
Levodopa. O cac d6i tugng khoe manh, Fycompa (4 mg
mot 1an mdi ngay trong 19 ngay) khong anh huéng dén
C, ., hoac AUC cua levodopa.

Ruou:

O céc doi tuong khde manh, tac dong ctia perampanel trén
cac cong viée lién quan dén su tinh tdo va canh giac nhu
kha ning 14i xe 14 tac dung cong hop hodc hiép dong véi
tac dong cua ruou. Dung da liéu perampanel 12 mg/ngay
lam ting muc d6 gian dit, 10 13n va trAm cam. Nhimg anh
hudng nay ciing c6 thé quan sat thay khi Fycompa duoc
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dung két hop véi cac thude chong tram cam khac tac dung
trén h¢ than kinh trung wong.

Nhoém bénh nhéan tré em:

Céc nghién ctru vé tuong tac thudc chi duoc thuc hién &
nguoi lon.

Trong mot phén tich dugc dong hoc quan thé & cac bénh
nhan thi€u nién trong cac nghién ctru l1am sang pha 3,
khong c6 su khac biét dang chu y gitta nhom bénh nhan
nay va nhom bénh nhan néi chung.

ANH HUONG CUA THUOC LEN KHA NANG LAI
XE VA VAN HANH MAY MOC

Fycompa c6 anh huong vira phai trén kha nang lai xe va
vén hanh mdy méc. Perampanel c6 thé gdy chong mat va
budn ngu nén c6 thé anh huong dén kha nang lai xe hoac
van hanh may moéc. Can khuyén bénh nhan khong nén lai
xe, van hanh may méc phurc tap hodc tham gia vao céac
hoat dong nguy hiém khac cho dén khi biét duoc peram-
panel anh hudng nhu thé nao dén kha nang cua ho dé thuc
hién cac cong viéc nay.

QUA LIEU VA CACH XU TRi

Kinh nghiém vé qua liéu perampanel & ngudi con han ché.
Hién khong co thuQc giai doc dac hi¢u doi véi tac dung
cua perampanel. Can phai cham soc ho trg chung cho
bénh nhan bao gém theo dodi cac dau hi¢u sinh ton va quan
sat tinh trang 1am sang cua bénh nhan. Do thoi gian ban
thai dai cua thudc, cac tac dung gy ra boi perampanel co
the kéo dai. Do do thanh thai than thap, cac can thiép dac
biét nhu lgi ti€u bat bude, tham phan mau hodc truyén mau
khong chac co gia tri.

PIEU KIEN BAO QUAN

Béo quan khong qua 30°C.

HAN DUNG: 48 thang ké tir ngdy san xuat.

Nha san xuat: Eisai Manufacturing Limited
(D/c: European Knowledge Centre, Mosquito Way,
Hatfield, Hertfordshire, AL10 9SN - Anh)

Moi thong tin chi tiét vé san phdm xin vui 10ng lién hé:

VAN PHONG PAI DIEN EISAI (THAILAND)

Cong ty dang ky: Eisai (Thailand) Marketing Co., Ltd. MARKETING CO., LTD. TAI TP. HCM. )
(D/c: No. 93/1, Unit 603-604, 6th Floor, GPF Witthayu (P/c: Phong 8.6 & 8.7, tang 8, toa nha e.town 3, s6
Tower A, Wireless Road, Lumphini Sub-district, Pathum 364, dwong Cong Hoa, phwong 13, qudn Tdn Binh,

Wan District, Bangkok Metropolis - Thailand)
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c6 hoac khéng co con

dong kinh toan thé hoa

th&r phat & bénh nhan
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12 tudi tré Ién bi bénh
dodng kinh.
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CO CHE TAC DUNG (%)

' Thu thé AMPA 1‘ Thu thé khac

r Thy thé NMDA w Fycompa
* - = - .
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” 9 v
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r Thu thé AMPA & Glutamate % Fycompa

- Thu thé AMPA: Thu ghé ionotropic a-amino-3-hydroxy-5-methyl-4-isoxazoleproprionic acid (AMPA)
glutamate trén t€ bao than kinh hau synap

- Glutamate la chat dan truyen than kinh kich thich chinh | trong hé than kinh trung wong va lién quan dén
nhiéu rdi loan than kinh giy ra do kich thich qua mirc té bao than kinh. Sy hoat hoa thu thé AMPA béi
glutamate duoc cho 13 chiu trach nhiém ddi voi hau hét sy dan truyen nhanh leh thich qua synap trong
ndo. Trong cac nghlen clru in vitro, perampanel khong canh tranh vé1 AMPA dé gan két véi thu thé AMPA,
nhung su gan két cua perampanel da bi cac chat o1 khang thy thé AMPA khong canh tranh day ra, cho thay
perampanel 13 chit d6i khang thu thé AMPA khong canh tranh. In vitro, perampanel {rc ché su tdng calci
ndi bao do AMPA (ma khong phal do NMDA) gay ra. In vivo, perampanel lam kéo dai dang ké d6 tré cta
con dong kinh trong m¢t md hinh con dong kinh dugc gay ra boi AMPA.

Co ché chinh xac dé perampanel phat huy tac dung chéng dong kinh trén ngudi van con can duoc lam sang
to hoan toan

o

(*) Tham khao ¢ muc Duoc lyc hoc, To huong dan sir dung thuéc Fycompa

~ . . ~ . n n . Tai ligu thong tin thuoc
HIEU QUA VA DO AN TOAN TREN LAM SANG (%)
Con dong kinh khéi phat cuc bo (*)
Thiét ké nghién ctru pha III

Hiéu qua ciia Fycompa d6i v6i con dong kinh khéi phat cuc b6 dé duoc xac dinh trong 3 thir nghiém, ngau nhién,
mu doi, d6i ching voi gia dugce, da trung tim diéu tri bd tro trong 19 tuan & bénh nhan ngudi 16n va thiéu nién.

Tiéu chi chgn bénh

( C6 con dong kinh khoi phat cuc b

( Khéng duoc kiém soat day du bang 1-3 thube chong dong kinh ¢

C6>5 con dong kinh ma khong c6 khoang thoi gian nao kho
qua 25 ngay trong 6 tuan dau

Trudce khi chon loc e
Pha mu do6i

ngau nhién

Chinh liéu Giai doan duy tri

12 | 12mg/ngay § E

) 1 0 > (=)

8 H 3 g

— 6 0

4 |1 8 8mg/ngay (Z) § (%If

2 | 6 3 5

4 £ g

| 2 | A 4mg/ngay 'Eo g

| &

Dit liéu 2 2mg/ngay 'So
L Gia duoc > D

L — 6Tuin —!
Tham gia Chon ngau nhién
Dir liéu tong hop vé cac thir nghiém ngau nhién, mu doi pha I1I

L 13Tubn ———

Ty 1€ dap tng 50%

Fycompa liéu 4mg 29%
Fycompa liéu 8mg 35%,

Fycompa lidu 12mg

I I I 1 I I I I 1
0 5 10 15 20 25 30 35 40
Nghién ctru mé rong nhan mé (*)
97% bénh nhan hoan thanh cac thtr nghiém ngﬁu nhién & nhitng bénh nhan c6 con dong kinh khai phat cuc bd c}ﬁ
duogc dua vao nghién ctru mo rong nhan mé (n = 1186). Cac bénh nhan tir thir nghiém ngau nhién dugc chuyén
sang dung perampanel trong 16 tuan, ti€p theo 1a mot giai doan duy tri dai han (= 1 ndm). Li€u hang ngay trung
binh 13 10,05 mg.

(*) Tham khao ¢ muc Duoc luc hoc, To huong dan sir dung thuée Fycompa
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Con djng kinh co cirng- co gidt toan thé tién phdt (PGTC) (*) CACH DUNG

Tai liéu théng tin thudc

Thiét ké nghién ctru

Fycompa dudi dang diéu tri bd tro cho bénh nhan tir 12 tudi tro 1én bi dong kinh toan thé vo can trai qua con dong
kinh co ctrng-co giat toan thé tién phat da dugc thiet 1ap trong mot nghién ctru da trung tam, ngau nhién, mu doi,
doi chung véi gid duge (Nghién ctiru 332).

Tiéu chi chon bénh

(—[ C6 con dong kinh toan thé v6 cin ]

—( Dung mét liéu 6n dinh cta 1-3 thudc chéng dong kinh ]

Tang lidu theo timg luong ting 2 mg (mdi 2 tuan)

Ddi tugng Trai qua it nhat 3 con dong kinh co cing - co gidt toan thé tién phat trong giai
>12 tudi doan ban dau 8 tuan

dén liéu duy tri 4 mg/ngay - 8 mg/ngay.

Céc bénh nhan dugc chinh liéu trong 4 tuan dén liéu muyc ti€u 8 mg moi ngay hodc li€u dung nap cao nhat va
dugc dicu tri thém 13 tuan véi mirc licu cuoi cung dat dugc vao cudi giai doan chuan dg licu

béi tuong dugc chon
ngau nhién (n=164)

v v

Gia dugc (n=82) [ Perampanel (n=82) ]

- — — N O I
A 0 - n=82 n—=82 1001 @ Placebo
B Perampanel
S 204 SR
_S g E0
= 2 E 58,0
=9 _40- 09 60 (p=0,0059)
s ~ - -38,4 g =
=
B g &£
S 2 S 404
z 2 607 o &
=5 o]
& -80- 76,5 § 201
(p<0,0001)
m Placebo 0 -
-100- ® Perampanel n=82 n=82 | |
Lieu khoi dau
Thay d6i phan trim trung binh vé tan suat con ) Ty 1 nguoi dap ing 50% ddi v6i con dong kinh 1
dong kinh co clrng-co giat toan thé tién phat moi co cung-co giat toan thé tién phat trong giai doan
28 ngay trong giai doan chuan do lieu va giai duy tri
doan duy tri

(*) Tham khao 6 muc Duoc lyc hoc, To huong dan sir dung thuéc F ‘ycompa




THONG TIN KE TOA

TEN THUOC
Fycompa 2mg, 4mg, 8mg
THANH PHAN CONG THUC

Thanh phin hoat chét: Mbi vién nén bao phim chira
2mg, 4mg, 8mg perampanel.

DANG BAO CHE

Vién nén bao phim

CHI PINH

Fycompa duogc chi dinh dé diéu tri b6 tro con dong kinh
khq(”)i phat cuc bo c¢6 hoac khong c6 con dong kinh toan
thé hoa thir phat ¢ bénh nhan nguoi 16n va tré em tur 12
tudi trd 1€n bi bénh dong kinh.

Fycompa duogc chi dinhq dé diéu tri b6 tro con dong kinh
co cung-co gidt toan the tién phat & nguoi 16n va tré em
tir 12 tuoi trd 1€n bi bénh dong kinh toan thé vo can.
CHONG CHI PINH

Qu4 min v6i hoat chét hodc véi bat ky té dugc ndo dwge
liét ke trong muc Thanh phéan cong thuec.

CACH DUNG, LIEU DUNG

Liéu dung

Nguwoi lon va thanh thiéu nién tiv 12 tuéi tré lén

Con dong kinh khoi phat cuc bo:

Perampanel & liéu 4 mg/ngay dén 12 mg/ngay da duoc
chung minh 14 c6 hi€u qua doi véi con dong kinh khoi
phat cuc bd.

Con dbng kinh co cirng - co gidt toan thé tién phdt:

Perampanel voi lidu 1én dén 8 mg/ngay d dugc chung
minh 1a c¢6 hi€u qua trong con dong kinh co clrng-co giat
toan thé tién phat.

Nén dung lidu khai dau Fycompa 2 mg/ngay. C6 thé ting
lidu dva trén dap ung lam sang va kha nang dung nap
theo tung luong tang 2 mg (mdi tuan hodc mdi 2 tuin)
dén lidu duy tri 1én dén 8 mg/ngay. Tuy theo dap u ng lam
sang va kha nang dung nap cua ting ca nhan voi lidu 8
mg/ngay, c6 thé tang lidu 1én dén 12 mg/ngay ma co thé
c6 hi¢u qua & mot s6 bénh nhan. Bénh nhan dang dung
céc thude dong thoi ma khong 1am rit ngén thoi gian ban
thai cia perampanel nén dwgc chuin do lidu khong
thudng xuyén hon so véi & khoang cach 2 tuan. Bénh
nhan dang dung cac thudc dong thoi lam rit ngin thoi
gian ban thai ciia perampanel nén duoc chuin dé liu
khong thuong xuyén hon so v6i & khoang cach 1 tuan.
Khi ngimg ding Fycompa, nén giam liéu tir tir. Quén
mot liéu: Vi perampanel c6 thoi gian ban thai dai, bénh
nhan nén chd va ding liéu ké tiép theo lich dung thudc.
Néu quén nhiéu hon 1 lidu, trong mot thoi gian lién tuc it
hon 5 chu ky ban thai (3 tuan d6i voi bénh nhan khéng
dung thubc chéng dong kinh gy cam tmg chuyén hoa

Tai liéu théng tin thudc

perampanel, 1 tuan ddi voi bénh nhan ding thude chdng
dong kinh gdy cam ung chuyén hoa perampanel, nén xem
xét dé bt dau lai diéu tri tir mure lidu cudi cung. Néu bénh
nhan da ngirng dung perampanel trong mot thoi gian li€én
tuc hon 5 chu ky ban thai, khuyén cdo nén tuan theo cac
khuyén nghi vé liéu ding khéi dau dwoc néu & trén.

Nguwoi cao tudi (65 tuoi tré lén):

Khong can thiét diéu chinh lidu & ngudi cao tudi. Perampan-
el can dugc st dung than trong ¢ nguoi cao tudi do kha nang
tuong tac thuoc ¢ nhitng bénh nhan dung nhiéu thudc.

Suy thdn:

Khong can thiét diéu chinh lidu & bénh nhan suy than nhe.
Khong khuyén céo st dung ¢ bénh nhan suy than trung
binh hoac suy than nang hodc bénh nhan dang dugc tham
phan mau.

Suy gan:

Viéc tang liéu & bénh nhan suy gan nhe va trung binh nén
dugc dua trén dap ung lam sang va kha nang dung nap.
Déi v6i bénh nhan suy gan nhe hodc trung binh, lidu dung
c6 thé dugc khoi dau véi lidu 2 mg. Nén chinh liéu voi
mirc 2 mg, khong nhanh hon mdi 2 tuan. Liéu perampanel
dbi voi bénh nhan suy gan nhe va trung binh khong dugc
vuot qua 8§ mg. Khong khuyén cdo st dung ¢ bénh nhan
suy gan nang.

Nhom bénh nhan tré em:

Do an toan va hi€u qua cia perampanel ¢ tré em dudi 12
tuoi chua duoc xac dinh.

Cach dung:

Nén uéng Fycompa liéu don trudc khi di ngi, cting hodc
khéng cing véi thirc &n. Nén nubt nguyén ca vién v6i mot ly
nuéc. Khéng nén nhai, nghién nét hodc chia vién thude ra.
Khong thé chia vién thudc chinh xac vi khong ¢ vach bé.

CANH BAO VA THAN TRONG KHI SU DUNG
THUOC

Y nghi tw tu: Can theo ddi bénh nhan vé cac diu hiéu cua
y nghi ty ttr, hanh vi tu tir va can xem xét diéu tri thich hop.
Can khuyén bénh nhén (va nhitng ngudi chdm soc bénh
nhan) tim sy tw vin y t& néu xuit hién d4u hiéu cua y nghi
tu tr hodc hanh vi tu tar.

Roi loan hé than kinh trung wong: Perampanel c6 thé gay
chong mat va budn ngu, do do6 c6 thé anh hudng dén kha
nang lai xe hodc van hanh may moc.

Thuéc tranh thai dwong uong: O lidu 12 mg/ngay, Fycom-
pa c6 thé 1am giam hiéu qua cta thudc tranh thai hormon
chtra progesteron; khuyén céo nén dung thém cac bién
phap tranh thai khong c6 hormon khi str dung Fycompa.

Két thiic diéu tri: Viéc ngung thudc can dugce thuc hién tur
tir dé giam thiéu kha niang gip con co giat hdi ung. Tuy
nhién, do thoi gian ban thai dai va néng do trong huyét
twong giam cham sau d6 nén c6 thé ngimg perampanel dot
ngot khi that sy can thiét.

Té ngd: Co thé ting nguy co té ngi, dic biét 1a & nguoi
cao tudi; chua rd nguyén nhan.

Gdy hdn: Hanh vi gdy han va thu dich da dugc bao cdo.
Gay hén, gian dit va khé chiu dd duoc béo céo thuong
gip hon ¢ lidu cao hon. Hau hét cac tac dung khong
mong mubn dugc bdo cdo déu & muc nhe hodc trung
binh va bénh nhan ti hdi phyuc hodc do diéu chinh liéu.
Tuy nhién, y nghi lam hai ngudi khac, tin cong thé chat
hodc hanh vi de doa da dugc quan sat théy & mot sb
bénh nhan (<1% trong cac nghién ctru 1am sang vé
perampanel). Bénh nhén va ngudi cham séc can duge
tu van dé thong bao cho chuyén vién y té ngay lap tirc
néu nhan thiy tim trang hodc cac hanh vi ¢ sy thay
d6i dang ké. Nén giam lidu perampanel néu cac triéu
chting xdy ra va nén ngimng ngay lap tic néu céc triéu
ching nédng.

Khd ndng lam dung thuéc: Can than trong & nhirg bénh
nhan co tién st lam dung thudc va cin theo doi bénh
nhan vé cac tridu chimg lam dung perampanel.

Thudc chéong dong kinh gdy cam g CYP 3A ding dong
thoi: Can theo ddi dap tng cua bénh nhan khi ho dugc
chuyén di tir thuéc chdng dong kinh khong géy cam
ung enzym dung dong thoi sang thudc chong dong kinh
gay cam ung enzym va nguoc lai. Tuy theo dap ung lam
sang va kha ning dung nap cia timg cé nhan, liéu ding
c6 thé ting hay giam 2 mg tai mot thoi diém.

Cdc thudc khdc gdy cam img hodc trc ché cytochrom
P450 dung dong thoi (ngodi thuoc chong dong kinh)
Bénh nhén cin dwgc theo ddi chat ché vé kha ning
dung nap va dap ung lam sang khi dung thém hodc loai
b6 thudc gy cam ung hodc thudc trc ché cytochrom
P450; c6 thé can phai diéu chinh lidu perampanel
tuong ung.

Fycompa chtra lactose, do d6 nhitng bénh nhén c6 cac van
dé di truyén hiém gap vé khong dung nap galactose, thiéu
hut Lapp lactase hodc kém hép thu glucose-galactose
khong nén ding thudc nay.

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

Phu nit co khd nang mang thai va bién phap tranh thai ¢
nam va nit: Khong khuyén céo dung Fycompa & phy nit
c6 kha ndng mang thai ma khong st dung bién phap
tranh thai trir khi thuc sw can thiét.

Phu_nit mang thai: Khong khuyén céo ding Fycompa
trong khi mang thai.

Cho con bii: Chua 1 liéu perampanel c6 duge bai tiét
vao sita me¢ hay khong. Khong thé loai trir nguy co d6i
voi tré so sinh/tré nho. Phai quyet dinh ngumg cho con
bl hay ngu’ng/tranh diéu tri bang chompa can can nhéc
loi ich cua viéc cho bu me ddi véi tré va loi ich caa viéc
diéu tri ddi voi nguoi me.

Khd ndng sinh san: Anh huong ciia perampanel trén kha
nang sinh san ctia nguoi chua dugc xac dinh.
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TAC DUNG KHONG MONG MUON

Quy wdc phan loai cac tic dung khong mong mubn: rat
thuong gap (> 1/10), thuong gip (> 1/100 dén <1/10), it gap
(> 1/1000 d&n < 1/100), hiém gip (> 1/10000 dén <
1/1000).

Rdt thuong gdp: R6i loan hé than kinh trung wong: Chéng
mat, buon ngu.

Thuwong gdp: Réi loan chuyén hoa va dinh dudng: Giam
su ngon mi¢ng, tang sy ngon miéng; Roi loan tdm thén:
Gay han, gian di, lo au, trang thai la 13n; Ri loan hé than
kinh trung wong: Mit diéu hoa, loan vén ngon, rdi loan
thang bang, d& bi kich thich; RSi loan mit: song thi, nhin
mo; Roi loan tai va mé dao: chong mat; Roi loan ti€u hoa:
budn non; Roi loan hé co xuong va mo lién két: dau lung;
R6i loan toan than: r6i loan dang di, mét moi; Can lam
sang: tang can; Cac bien ching do ton thuong, ngd doc va
thu thuat: té nga.

It gap: Réi loan tAm than: Y nghi tu tu, ) géng tur tur.
Nhom bénh nhén tré em:

Tac dung khong mong mubn & thiéu nién duoc du kién 1a s&
tuong ty nhu ¢ nguoi 16n.

TUONG TAC

Fycompa khong duoc xem 1a thudc gdy cam umg manh
hodc thudce rc ché manh cytochrom P450 hodc enzym UGT.

Thudc tranh thai dudong ubng:

O nhing phu nit khée manh ding 12 mg Fycompa (khong
phai 4 mg/ngay hodc 8 mg/ngay) trong 21 ngay ddng thoi
v6i mot thude tranh thai két hop duong udng, Fycompa da
cho thdy lam giam ndng do levonorgestrel.

Tuong tac giita Fycompa va cac thudc chong dong kinh khac

Thudc chéng dong Anh huong cla Anh hudng cua

kinh (AED) dung thude chong dong | Fycompa dén nong

dong thoi kinh dén nong d¢ | d6 cua thudc chong
cua Fycompa dong kinh

Carbamazepin Giam 2,75 lan Giam <10%

Clobazam X Giam <10%

Clonazepam X X

Lamotrigin X Giam <10%

Levetiracetam X X

Oxcarbazepin Giam 1,9 1an Giam 35%"

Phenobarbital X X

Phenytoin Giam 1,7 lan X

Topiramat Giam 19% X

Acid valproic X Giam <10%

Zonisamid X X

D Chét chuyén hoa c6 hoat tinh monohydroxycarbazepin
khong dugc danh gia.

X: Khong anh huong
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