LYRICA

Rx

CANH BAO DAC BIET:

Chi stt dung thudc nay theo don.

Bac kj hudng din sir dung trudc khi ding.

Khéng diing qud liéu chi dinh.

Hay thong bio cho béc s7 biét néu xdy ra bt ky tic dung khdng mong mudn nio.
Hay tham khdo y kién bac s7 dé c6 thém théng tin,

Khéng sir dung thudc da qud han ding.

PE xa tim tay tré em.

1, TEN SAN PHAM

LYRICA

2. THANH PHAN DINH TiNH VA DINH LUQNG

Mai vién nang cing chira 75 mg hodc 150 mg pregabalin.

3. DANG BAO CHE:

Vién nang gelatin ciing )

Vién nang 75 mg: Vién nang gelatin cimg mau Tring va Cam, nip nang c6 chir
‘Pfizer’ va thin nang c6 chir ‘PGN 75" in bing muc den.

Vién nang 150 mg: Vién nang gelatin cirng mau tring, nap nang cé chir ‘Pfizer’ vi
than nang cd chir 'PGN 150° in biang muc den.

4,  DAC TINH LAM SANG

4.1 Chidinh diéu tri

Dau thén kinh

Pregabalin dudgrc chi dinh trong diéu tri dau than kinh & nguai lém,

Bing kinh '

Pregabalin duorc chi dinh diéu trj hd tro ddng kinh cuc bé, cé hodc khéng kém
theo déng kinh toan bé thir phit & ngudi lén.

R&i loan lo du lan téa

Pregabalin duoc chi dinh diéu trj ri loan lo 4u lan tda (Generalized Anxiety
Disorder - GAD) & ngudi Ién.

Pau co xo hda

Pregabalin duoc chi dinh dé didu tri chimg dau co xo héa (fibromyalgia).

4.2 Liéu ding va cich ding . .

Khoang liéu ding tir 150 mg dén 600 mg méi ngay dugc chia thinh 2-3 lan.
Pregabalin co thé uéng ciing thirc dn hodc khéng.

Dau thén kinh .

Diéu tri véi pregabalin co thé bit ddu véi liéu 150 mg méi ngay. Tiy theo dip tng
va khd ning dung nap clia timg bénh nhan, liéu diing c6 thé tang [&n 300 mg/
ngay sau khoang thoi gian 3-7 ngay, va néu can, cé the ting dén lieu toi da

600 mg/ngay sau khoang 7 ngay diéu tri thém.

BPau co xo hda

Liéu théng thuéng vé] hdu hét bénh nhan 13 tir 300 mg dén 450 mg/ngay duoc
chia lam 2 [dn. Mgt s6 bénh nhan c6 thé dat hiéu qua diéu trj tot hon vai lidu

600 mg/ngay. Nén khai diu voi lidu 75 ma, 2 lin/ngay (tirc 150 mg/ngay) va co
thé téng 1én dén 150 mg, 2 lan/ngay (titc 300 mg/ngay) trong véng 1 tuin ty theo
hiéu qua vi khd ning dung nap. Bénh nhin khdng c6 dép tng day di voi Iiég

300 mﬂg!ngéy cd thé ting Ién liéu 225 mgq, 2 Iinfng‘av (tirc 450 mg,fngay}. Néu can
thiét, & mot s6 b&nh nhan, thy theo dip tmg vi khi ning dung nap cUa timg bénh
nhén, c6 thé ting lén mirc lidu t5i da 1a 600 mg/ngay sau 1 tuan die_u tri thém.
Biéng kinh .

C6 thé bit ddu diéu tri bing pregabalin véi liéu 150mg méi ngay. Ty theo dap img
va kha ning dung nap cfxa‘n‘mg bénh nhan, lieu ding é thé tang lén 300 mg/ngay
sau 1 tudn. C6 thé ting dén liéu téi da 600 mg/ngay sau 1 tudn diéu tri thém.

R6i loan lo du lan téa

Khodng liéu ding tir 150 mg - 600 mg mdi ngay dugc chia thanh hai hodc ba ldn,
Can thueng xuyén danh gia lai nhu cau diéu tri,

C6 thé bit du diéu tri biing pregabalin véi lidu 150 mg/ngay. Dua trén dip tng
va kbi ni'lgng dung nap cllig ting bénh nhan, cd the tang Heul:éri 300 mg/ngay sau
1 tuan diéu tri. Sau khi diéu trj thém 1 tuan liéu ding cé}he tdng t6i 450 mg/
ngdy. Cé thé ting dén liéu ti da 600 mg/ ngdy sau 1 tudn diéu tri thém.

Ngung sir dung pregabalin

Néu phdi ngung dlng pregabalin, cin gidm lidu tir tir trong thei gian 18i thidu 1a
1 tuan.

Bénh nhan suy thin .

Giam liéu trén cdc bénh nhan ton thuong chirc ndng than phai tby theo timg ca
nhdn va theo téc dd thanh thai creatinin (CLer) (Xem Phan 5.2 Céc dic tinh duoc
déng hoc, Dugc ddng hoc & nhitng nhém bénh nhan dic biét, Suy than), duoc
trinh bay trong bang I, sit dung céng thirc dudi day:

{140 - tudi (ndm)} x ciin ning (kq)
72 x creatinin huyét thanh (mg/dl)
Véi céc bénh nhin dang phai thim tach mdu, liéu hang ngdy clia pregabalin cin
dugec digu chinh tay theo chirc ning than. Bén canh li€u dung hang ngay, nén
diing mét liéu bé sung ngay sau mai 4 gid thim tich mau (xem bang 1)

Bang 1. Diéu chinh liéu pregabalin theo chirc ning thin

Cler (mL/phuit) = (x 0,85 voi bénh nhan nir)

Thanh thai creatinin Téng liéu pregabalin hang ngay Ché dd liéu
(CLcr) (mL/phat) (mg/ngay)*
S =60 150 300 450 600 BID hodc TID
30-60 75 150 225 300 BID hoac TID
15 - 30 25-50 75 100-1501 150 QD hodc BID
<15 25 25-50 | 50-75 75 Qo

Ligu b8 trg sau khi thim tich mau (mg)**
Bénh nhin ding liéu don 25 mg/ngay: diing thém mat lidu bd sung 25 mg hodc

m
Bénh?‘lhﬁn diing liéu don 25-50 mg/ngay: ding thém mat liéu bd sung 50 mg
hodc 75 mg 3 G g
Bénh nhédn ding lieu don 50-75 mg/ngay: ding thém mat lieu bad sung 75 mg
hodc 100 mg
Bénh nhdn dung liéu don 75 mg/ngay: diing thém mét lidu bé sung 100 mg
Mc 150 mg
TID = Chia thanh 3 ligu/ngay.
BID = Chiathanh 2 lidu/ngay.
QD = Liéu don/ngay.
b Ténujf liéu hang ngay (mg/ngay) cin chia theo ch& dd liéu ndl trén dé cung cip
mg/liéu.
[ ** Ligu bd-syng Ja ligu bd suna thém duv nhit




Ding thuoc trén bénh nhan suy gan
Khéng can chinh liéu trén bénh nhan suy gan (xem Phan 5.2 Cac dic tinh duoc
d6ng hoe/ Duoc(ddnglhoc & nhitng nhdm bénh nhan dac biét, Suy gan).

Ding thuéc cho tré em va thiéu nién (12-17 tum)
Suan toan va hiéu qua cla pregabalin cho tré em dudi 12 tudi va thiéu nién chua
duoc thiét lap.

Khéng nén diing thudc cho tré em (xem Phén 5.3 Céc dir liéu an toan tién 1dm sang).

Ding thudc cho ngum cao tuo: (rren 65 tudi)

Nguoi cao tudi co thé can giam liéu pregabalin do chuc nang than suy giam (xem
Phdn 5.2 Céc dic tinh duoc dong hog, Dugc déng hoc ¢ nhi*tng nhém bénh nhin
dac biét, Ngudi cao tudi (trén 65 tudi)).

4.3 Chéng chi dinh,
Qua man voi hoat chat hodc bat ky ta dugc ndo cla thudc.

4.4 Canh bao va than trong dac biét khi su' dung

Cac bénh nhan véi cic bénh di truyen hiém gip vé rdi loan dung nap galactose,
thieu enzym Lapp lactase hoac kém hap thu glucose-galactose khong nén diing
thudc nay.

M6t s6 bénh nhan tiéu duofng bi ting can khi dung pregabalin ¢6 thé cin diéu
chinh viéc diing cic thudc ha dudmg huyét.

Sau khi luu hanh thudc, da c6 nhing bdo cdo vé phan ng qua mén, bao gém ca
phu mach. Can ngung st dung pregabalin ngay néu c triéu chiing phu mach,
nhu phit mit, phil quanh miéng, hodc phu dudng hd hap trén.

Piéu i bang pregabalin thuong Xay ra chong mdt va budn ngu ¢6 thé ting nguy
co xdy ra cac tai nan do chan 1 thuong (ngd) & ngudi cao tudi. Da co cac bao cdo
sau khi luu hanh thudc ve mat y thie, |G 13n va sa sat tinh than. Do vdy, bénh
nhan phau duoc cty dan can thin trong cho dén khi quen véi céc tac dung khéng
mong mudn c6 thé xay ra cla thudc.

Sau khl, luu hanh thudc, di cé bao cao vé tinh trang mo mat nht thai va mét su
thay doi khac vé thi !uc trén bénh nhan dung pregabalin. Khi ngung ding thudc,
cac triéu chimg vé thn luc na.y 6 thé sé hét hodc giam bét.

Chua c6 cac dir lieu day du vé vlec ngung sit dung két hop pregabalin véi cac
thudc chdng déng kinh khac dé dat 101 don tri liéu vai pregabalin, sau khi da kiém
soat dugc con dong kinh vori diéu tri két hop,

Trong | diéu tri ngdn han va dai han véi pregabalin, sau khi ngung thudc, dad quan
sat thay héi chung cai thudc trén mét s3 bénh nhan. Cac tac dung duoc nhac dén
gdm c6: mat ngu, dau dau, buén nén, lo 1dng, v md hdi va tiéu chay.

Pregabalin chua duoc xdc dinh 13 ¢ téc dong trén cdc thy | thé lién quan dén cac
loai thuoc bi lam dung hay_ khéng. Da c6 nhiing bao cdo vé  cac truong hop dung
thudc sai va Iam dung thudc sau khi luu hanh. Cing nhu bat ky loai thubc tac
dong trén hé than kmh trung uong [CNS} nao, can danh gia can than bénh nhan
dé tim hiéu vé tién s lam dung thudc va quan sét cic ddu hiéu dung sai hay lam
dung pregabahn trén benh nhan (vi du: biéu hién ting dung nap thudc, tang lieu
thudc, hanh vi tim ki€ém thudc).

Mdc di anh ercrng cla viéc ngirng thudc trén suy than co hoi _phuc chua duoc
nghién ciru mot céch cd hé thﬁng da 6 bdo cdo rdng chirc ndng than dugc cai
thién sau khi ngirng hodc g|am liéu pregabalin.

Méc dui chua xac dinh duoc moi quan hé nhan qua gitra viéc dung pregabalin va
bénh suy tim sung huyet nhung da 6 mdt s6 bao cao sau khi lru hanh thuéc vé
bénh suy tim sung huyet & mot s6 bénh nhan dung pregabalin. Trong mét s6 thir
nghlem ngan han trén cac bénh nhan khong c6 dau hiéu lam sang cua cac bénh
vé tim hoac mach ngoai vi, khong 6 mai lien hé ro rang gilra phu ngoai vi va cac
bién chirg tim mach nhu ting huyet ap hodc suy tim sung huyét. Do dir liéu trén
cac bénh nhén suy tim sung huyet ning con han ché, can than trong khi diin
pregabalin trén cac bénh nhin ndy (xem phin 4.8 Tac dung khéng mong mudn).

4.5 Tuwong tac voi cac thudc khac va cac dang tuong tac khac

Do pregabalin dugc thi trir chl yéu qua nudc titu 0‘ dang chua chuyén hoa,
}uo'ng thuoc chuyén héa khong dang ké (<2% cua liéu dung duorc tim thay trong
nuéc tidu & dang da chuyen hda), khdng trc ché chuyén hoa thudc in vitro, va
khong gan vai protein huyét tirong, pregabalin khéng tao ra tuong téc, hoic bi
tuong tac duoc ddng hoc.

Trong cac nghién ctu in vivo, khong quan sat thdy tuong tic droc dong hoe I.irn_
sang giira pregabalin véi phenytoin, carbamazepin, acid valproic, lamotrigin, """
gabapentm, Iorazepam oxycodon hoac ethanol Phan tich dugc dong hoc trén
ting nhém dol tugng, da chira rang cac thudc diéu tri tleu duong ding dudng
uang, cac thudc loi tiéu, insulin, phenobarbstal t!agabm va topiramat, khong co
anh hudng lam sang dang ké nao dén téc d thanh thai pregabahn

Diing dong thoi pregabalin véi cic thudc lranh thar dudng udng norethisteron va/
hodc ethinyl estradiol khdng anh hu'crng dén su 6n dinh v% duoc dong hoc cuaca
2 thudc. _Pregabalin c6 thé anh huéng t&i tac dung cua ethano'l v lorazepam.
Trong cac thir nghiém lim sang c6 d6i chirng, dung nhiéu lidu pregaballn dudng
uang két hop voi oxycodon, lorazepam, hoac ethanol khong géy tac dong lam
sdng quan trong nao dén hoat dong ho hdp. ., Pregabalin duong nhu lam tdng thém
roi foan nhan thirc va chirc nang van déng tong the gdy ra béi oxycodon.

Sau khi luu hanh thudc, da co cac bao cao vé suy hd hap va hon mé & bénh nhan
dung pregabalin va cac_ thudc uc che than kinh trung uong khac. Da ¢6 cac bao
céo sau khi luu hanh vé cac bién cd lién quan dén giam chirc ning duong tiéu hoa
dudi (vi du: tac ruot, liét ruot gay tac nghén, tao bon) khi dung pregabalin voi cac
thudc cb kha ning géy tdo bon, vi du nﬂu thufc giam dau nhém oplmd

Chua cé nghién ciu cu thé nao vé tuong tac duorc luc hoc duoc tién hanh trén
naudi tinh nauvén cao tudi.




4.0 _Anh huong trén kha nang sinh san, phu nir ¢6 thai va cho con bi
Bhulnirco, thai

Chua ¢6 cic dir liéu diy da vé viéc diing pregabalin trén phu ni¥ c6 thai.

Cac nghaen cuu trén dong va.t da cho thdy tic dung gay doc tren kha ndng sinh san
(xem Phan 5.3 Dir liéu an toan tién ldm sang). Chua biét ré vé nguy co cd thé xdy ra
trén ngudi. Do vdy, khéng nén ding pregabalin khi dang mang thai trir khi lgi ich
mang lai cho nguai me vuot trdi so véi nguy co co° thé xdy ra cho thai nhi. Nén st
dung cac bién phap tranh thai hiéu qud cho phu nir dang trong dé tudi sinh dé.

Phu nir cho con b

Pregabalin dvoc bai tiét qua sira & phu nir cha con ba (xem Muc 5.2 Cac ddc tinh
duogc dong hoc) Do tinh an toan cla pregabalin & tré nhé chura duoc biét, nén
khong khuyen 4o nudi con bang sira me khi dang diéu tri bang pregabalin. Khi
quyet dinh nén ngung nubi con bang sta me hay ngung diéu tri bdng pregabalin
thi can can nhic giira loi ich cua viéc nudi con bang sira me doi voi tré va ?m ich
khi didu tri bang thudc nay ddi vai ngudi me.

4.7 Anh huéng trén kha nédng 1i xe va van hanh may méc

Pregabalin c6 theé gay chéng mat hodc budn ngu v do vay c6 thé anh huéng téi
kha ndng ldi xe hodc van hanh may mac. Do vdy, bénh nhan duoc khuyén khéng
nén lal xe, vin hanh mdy phtrc tap hodc tham gia cac hoat déng mao hiém khic
cho dén khi xic dinh dugc thudc cé dnh hudng dén viéc thuc hién cac hoat déng
nay hay khdng.

4.8 Tac dung khdng mong mudn

Chuong trinh thir nghiém 1am sang véi pregabalin duorc tién hanh trén hon
12,000 bénh nhan dung pregabalin, trong d¢ trén 7. 000 ngudi tham gia thir
nghiém mu doi c6 ddi ching véi gia duoc. Céc tac dung khéng mong mudn
thuong gap nhat duoc bao cdo bac gdm chéng mét va budn ngd. Cac tac dung
khong mong muén thudng & mirc dd nhe dén vira. Trong tit ca cac nghién citu cd
dai ching, ty 18 ngung ding thudc do gdp tac dung khéng mong muén la 14% &
cac bénh nhin dung pregabalin va 5% o cac bénh nhan ding gia duoc. Cac tdc
dung khéng mong mudn dan dén vi€c ngung thudc nhiéu nhat & nhém ding
pregabalin 1a chéng mit va budn ngu.

Céc téc dyng khéng mong muon lién quan dén diéu tri duoc chon loc qua phan
tich gop tir dir liéu cda cac cudc nghten ciru 1am sang dLmrc liét ké trong bang
dudi day (Bang 2) theo phan loai hé thdng - co quan (System Organ Class - SOC).
Tan sudt clia cac thudt nglr sau day d woc dya vao cac tac dun? khéng mong

mudn ctia thudc 6 tinh chat nhin qua thun tiy trong bd dir liéu ter nghiem 1am
sang (rat thudng gdp (=1/10), thudng gdp (21/100, <1/10), it gdp (= 1/1000,
<1/100) va hiém gap (<1/ 1000))

Cac tac dung khong mong mudn cda thuoc liét ké trong bang cé thé lign quan
dén cac bénh tiém an va/hodc cic thudc phéi hop.

Bang 2: Tac dung khéng mong mudn xay ra trong thir nghiém lam sing

Phan loai  Tac dung khéng mong mudn

theo hé co

quan

Nhiém khuin va Nhiém ky sinh trung

Thuémg gip Viém mii hiu

R&i loan mdu va hé bach huyét

it gap Gidm bach cau trung tinh

Rdi loan dinh duéng va chuyén héa

Thudng gap Tang cam giac ngon miéng

it gip Chan En, ha dudng huyét

RAi loan vé tam thin

Thudng gdp Hung cdm, 1d lin, cdu kinh, trdm cam, rdi loan dinh huéng, mat
ngu giam ‘ham muén tinh duc

itgip Ao gidc, thao thirc, bdn chon tram cam, hung cam, tinh khi that
thuong, méng mi, khé dién dat bang o noi, tang ham muén tinh
duc, mat kha ning dat curc khodi.

Hiémgdp  Hodng loan, mit phan xa c6 didu kién, ther o.

R6i loan hé than kinh

Rg't thudmg Chéng mat, buén ngu

gap g

Thuéng gap Mat diéu hoa, diéu phoi bat thudng, run, loan van ngén, mat tri
nhé, suy gidm tri nhé, mat tdp trung, di cam, gidm cam gidc, giam
dau, réi loan thing bing, ngt lim.

it gap Ngat ching gidt co, tang hoat dong tam thin van dong, roi loan
van dong, chong mat tu thé, run hu‘u ¥, rung g|at nhan ciu, rot loan
nhan thirc, roi loan ngdn ngir, giam phan xa, tang xdc giac, cdm
gidc nong bong

Hiém gip Sung s/, foan khiru giac, gfam vin déng co, mit v| giic, chimg kho
VIEt

R&i loan vé mét

Hay gap Nhin m&, song thi

it gdp Mat thi giac ngoai bién, ro| loan thi luc, sung ma,t giam thi trwng.
glam thi lue, dau mit, mdi mit, hoa mat kh6 mat, ting chdy nuéc
mat, kich |.mg mat.

Him gdp  Dao déng vé thi luc, thay ddi cam nhan vé d6 sau clia anh, gian
dang tir, lac mit, ‘anh nhin bi sang.

R6i loan vé tai va tai trong

Thudng gip Mét thing bing

ft gap Ting thinh luc
RGi loan vé tim
itgap Nhip tim nhanh, block nh thit dé 1, nhip chim xoang

Hiém gip  Nhip nhanh xoang, loan nhip xoang
R6i loan vé mach

ft gip Ha huyét ap, ting huyét dp, néng bimg, dd birng, fanh chan tay
R&i loan hd hip, ngwc va trung thit
it gap Khé th, chay mau cam, ho, sung huyét mii, viém mii, ngay

Hiém gip  Tac nghén hong, khé mdi.




Réi loan duong tiéu hoa

Thuo‘ng gap Nan, tao bon, day hoi, trucrng bung, kho m|eng

ft gdp Bénh thuc quan hoi luu, tang tiét nudc bot, giam x{c giac ¢ miéng

Hiém gdp  Tran dich mang bung, viém tuy, khé nuét

R&i loan da va mé duéi da

ft gap Moc not san do, ndi mé day, toat mo hoi

Hiém g3p  Toat md hédi lanh

R&i loan vé hé co xwong va mé lién két

Thuorng gap Chuot rat, dau khép, dau lung, dau Chl co thit co tlr cung

it gap Sung cc khép, dau co, rung co, dau ¢, cirng co

Hiém gip  Tiéu co van

R&i loan vé than va dudng niéu

it gdp Tiéu khong kiém soat, bi tiéu

Hiém gdp  Suy than, thiéu niéu

R&i loan vé tuyé'n vii va hé sinh san

it gdp RGi loan cuong duo’ng, rdi loan tmh duc, cham phoéng tinh, dau
bung kinh

Hiém gdp  Pau vi, mat kinh, va tiét dich, to va

Roi loan toan than va tai cho

Thucmg gap Phu ngoai vi, phu ne, dang di bat thudng, ngi, cdm gidc say ruou,
cam giac bat thu'cmg. mét moi

it gap Phi) toan thdn, tirc nguc, dau, sét, khat, lanh run, suy nhuoc
Tham kham
Thu'o’ng gap Tang can

it gdp Tang creatin phosphokinase huyét, ting aiamn aminotransferase
huyet, tang aspartat aminotransferase huyet tang glucose huyét,
gidm sé luong tiéu cau giam kali huyét, gaam can.

Hiém gdp  Gidm té bio bach ciu, ting creatinin huyét.

Céc tac dung khong mong muén sau day dugc bao cao trong qua trinh THEO

Df)l SAU KHiI LUU HANH: _

R loan hé mién dich: it gap Quéa min; Hiém gip: phi mach, phan (g di ing.

Cac rdi loan hé than kinh: Rat thuong gip: Dau diu; it gidp: Bat tinh, sa sit tinh than

Cac roi loan vé mat: Hiém gip: Viém gidc macs

Cac rdi loan vé tim: Hi€m gip: Suy tim sung huyét

Céac réi loan hé hap, ngurc va trung that: Hiém gdp: Phii phéi

Céc rdi loan hé tiéu héa: Thudng gip: Budn ndn, tiéu chay; Hi€m gip: Sung ludi

Cac rdi loan da va mé duéi da: it gdp: Sung mat, ngira

Céc rdi loan vé than va tiét niéu: Hiém gip: Bi tiéu

R&i loan tuyén vii va hé sinh san: Hiém gdp: Vi to & nam®

Cac roi loan toan thén va tai ché: it gip: Khé chiu

§ Tan sudt xudt hién cta tac dung khong mong muon du'dc wdc tinh bang cach st
dung “Quy tac 3"

“Quy tic 3", con duo’c goi la cdng thirc Hanley, duoc su dung dé uérc luong gigi
han trén cla khoang tin cay 95% cla xac suat xay ra cac tac dung khong mong
muon chu‘a tung quan sat duorc trong cac tha nghiém lam sang. Quy tac nay cho
rang “Néu khong c6 ai trong s6 nbénh nhin c6 xay ra bnen 6 ma chiing ta quan
tam, thi chiing ta cé thé tin cay 95% rang xac suit dé xay ra bién co nay téi da la
3 trong n bénh nhan (nghia la 3/n). N6i cach khac, gi6i han trén clia khodng tin
cay 95% voi ty le9/nla khoang 3/n. Quy tac nay ciing dugc khuyén nghi tai
hudng dan tom tat dic tinh san pham cta EMA (EMA SmPC), thang 9 ndm 2009.

4.9 Qua liéu
Trong trmmg h0fp qua liéu nhu'ng khong qua 15 g, khong c6 tac dung khéng
mong muén bat ng& nao dugc bao cio.

Sau khl luu hanh thudc, cac tac dung phu pho blen nhat duoc bao cdo khi dung
qua lieu pregabahn bao gom rdi loan cam xiic, budn ngu, tinh trang 1 1an, tram
cam, lo au, va bon chon.

Diéu i qua !:ey pregabalin can bao gom cac bién phap hd g tong quat va ¢ thé
bao gom ca thim tach mau néu can thiét (xem Phan 4.2 Liéu dung va phuong
phap sir dung, Bang 1).- ;
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5  CAC BAC TiNH DUQC LY HOC

5.1 Cac dic tinh dwoc luc hoo

Niem i ligly Chong dong kinh. Ma ATC: NO3AX16.

Hoat chat chinh, pregabalin, 12 mét chit tvong tu nhu acid gamma-aminobutyric
(GABA) (acid (5)-3- (aminomethyl)-5-methylhexanaic).

Co ché tdc dung .
Pregabalin gin véi 1 tiéu don vi phu (a;- & protein) ctia kénh calci cdng dién thé
trong hé thong than kinh trung wvong.

Bing chimg tir mé hinh déng vt cé tén thuong than kinh chi ra rang pregabalin
giam gidi phéng chat dan truyén than kinh cél]l thu dau phu thudc vao canxi & tay
58ng, c6 thé thong qua su ngan cin van chuyeén canxi va/hodc giam dong canxi.
Bdng chirng tir cdc md hinh ddhg vdt khic c6 ton throng than kinh cho thay hoat
tinh giam dau cld pregabalin clng cd thé gidn tiép qua cdc tuang tac vdi cac con
dudng phé giao cam va serotonin.

Kinh nghiém lam san

Pau than kinh .
Hiéu qua clia thudc dd dugc chi ra tir cdc nghién ciu trong bénh than kinh do tidu
dudng va chirng dau than kinh sau zona. Hiéu qud ciia thudc chua duoc nghién
clru trong cac mé hinh dau than kinh khac.

Pregabalin da dugc nghién ciu trong 9 nghién ciru lim sén? o doi ching trong
tdi da 13 twén véi lidu ding 2 lan/ngay va toi da 8 tuan véi lieu dung 3 lan/ngay.
Nhin chung, cac s6 lidu vé an toan va hiéu qua cta ché do lidu 2 lan/ngay va

3 lan/ngay 1a tuong ty nhau.

Trong cac thir nghiém ldm sang trong toi da 13 tuin, da quan sat thay co gidm
dau trong tudn thir nhdt va dugc duy tri trong suét thoi gian diéu tri,

Trong cac thir nghiém 1im sang cé déi chimg, 35% bénh nhin duoc didu tri vai
pregabalin va 18% banh nhan duoc diéu tri vai gid duge da dat duoc mirc cai |
thign 50% & di€m dau. D&i voi bénh nhan khéng bi budn ngt, mirc ci thién vé
diém dau do ciing di duoc quan sat & 33% bénh nhin diey tri voi pregabalin va
18% bénh nhan ding gid duoc. V&i bénh nhn timg c6 budn ngi ty 1& dap dng la
48% doi voi pregabalin va 16% ddi val gia dugc.

Pau co xo héa 5 .
Bon trf liéu bang pregabalin duoc nghién clu trong 5 nghién ciru déi chimg bang
gia dugc, trong dé c6 3 nghién ciru trong 12 tuan véi liéu cd dinh, mat nghién
CUu trong 7 tuan voi liéu ¢g dinh va mdt nghién ciu trong 6 thdng dé danh gid |
hiéu qua ldu dai. Diéu trj bang pregabalin trong tat ca cac nghién ciu vdi lieu ¢d
dinh da dat dwgc mic gidm dau dang ké trong bénh dau co xo héa & ligu tir

300 dén 600 mg (2 1an/ngay).

Trong 3 nghién ctru véi liu ¢6 dinh trong 12 tudn, 40% bénh nhan diing
pregabalin dat mirc cai thién diem dau tir 30% tré Ién so véi 28% bénh nhan dung
gia duoc, 23% bénh nhan diéu tri dat mirc cai thién diém dau tir 50% tro lén so vai
15% bénh nhan ding gid dugc,

Pregabalin dat diém danh gid téng thé cao hon hin so véi gia duoc trong thang
diém PGIC (Patient Global Impression of Change - Cam giac thay dai tﬁng thé cua
bénh nhan) trong 3 nghién ctru liéu ¢ dinh trong 12 tuan (41% bénh nhan ding
pregabalin cam thdy d& han rat nhiéu hodc d& hon nhiéu so vdi 29% bénh nhin
ding gia dugc). Trong thang diém FIQ (bang cdu héi vé tac dung trén dau co xo
hoa), so vai gia duoc, pregabalin dat mirc cai thién co y nghia thong ké vé mat
chirc ndng trong 2 trén 3 nghién ciru véi lidu €6 dinh dugc dénh gia.

Diéu tri bang pregabalin cii thién dang ké chit luong gidc ngl theo dénh gid cla
bénh nhan trong 4 nghién ciru diing H%u ¢b dinh dugc tinh theo Thang dinh gid
gidc ng trong Nghién ciru két qua'y hoc (MOS-5S). Thang danh gid phu vé réi
loan giac ngu, chi sé van dé ve giac ngu noi chung MOS-55 va nhat ky chat luong
gidc ngti hing ngay.

Trong nghién ciu 6 thang, mirc cai thién dau, diém danh gid téng the (PGIC), chirc
ning (tong diém FIQ) v gidc ngui (MOS-5S Thang danh gid phu vé rdi loan gidc ngu)
duorc duy tri & bénh nhin ding pregabalin v6i thdi gian kéo dai hon gia dugc rd rét.
Ding pregabalin véi liéu 600 mg/ngay cho murc cai thién cao han vé chat luong
gidc ngd theo danh gid cda bénh nhan so vgi lieu 300 mg va 450 mg/ngay; tac
dung giam dau binh quén, diém danh gia 1ong the, va chi sd FIQ la tuong tv gira
liéu 450 mg va 600 mg/ngay, mic di fiéu 600 mg/ngiy duoc dung nap kém han.
Pong kinh

Pregabalin dugc nghién ciru trong 3 nsghién clru 13m sang c6 ddi chimng trong théri
gian diéu trf 12 tudn véi lidu ding 2 13n/ngay hodc 3 1an/ngay. Nhin chung, cic
56 liBu vé an toan va hidu qua cda cdc ché d8 lidu 2 1dn/ngay va 3 lan/ngdy la
tuong ty nhau.

D4 quan sdt thiy c6 gidm tin sd cic con dong kinh & tuin thir nhat.

R6i logn lo du lan tda

Pregabalin da duoc nghién citu trong 6 nghién clru lam sang c6 déjj chirng trong
théi gian 4-6 tudn diéu tri, mat nghién clru trén béanh.nhan 1én tudi trong thoi
gian 8 tuan va mdt nghién clru ngin ngira tai phat dai han cing véi mét giai doan
ngin ngira tai phat mu déi trong théi gian 6 thing diéu tri.

D3 quan st thiy c6 gidm cic triéu ching cﬁa‘rﬁi loan lg du lan tda theo thang
déanh gid dd lo du Hamilton (HAM-A) trong tuan thir nhat.

Trong cac nghién ci |am sang c6 déi chimg (thdi gian 4-8 tuig diéu tri), 52%
bénh nhin diéu tri bang pregabalin va 38% bénh nhin diéu tri bing gi duoc da
dat mirc cdi thién it nhat |3 50% téng 56 diém theo thang danh gid do lo &u
HAM-A tir trudc khi digu tri cho téi khi k&t thic didu tri.

5.2 Cac dic tinh dugc dong hoc y

Duoc dbng hoc dn dinh clia pregabalin 12 giéng nhau trén nhirng ngudi tinh
nguyén khoe manh, cic bénh nhin dong kinh dang ding thudc chéng déng kinh
va cac bénh nhin dau man tinh.

Hép thu

Pregabalin dugc hdp thu nhanh khi uéng lic d6i, nong dé dinh trong,huyét twang
dat dugc sau 1 gi& trong ca ché do diing don liéu va da lidu. Sinh khd dung
dudng udng cla pregabalin khodng 290% va khdng phu thudc vag liéu ding. Khi
st dung nhdc lai, tinh trang on dinh dat duog trong khoahg 24~ 48 gior. Ty |é hdp
thu cta pregabalin gidm khi diing ciing thirc @n dan dén C,.. gidm khodng

25 - 308 va t,,; b chdm khodng 2,5 gio. Tuy nhién, ding pregabalin cing véi
thirc &n khdng cd anh hudng Iam sang déng ké nao dén mirc dd hap thu pregabalin.
Phin bd _

Trong cag nghién ciu tién lam sang, pregabalin dé dang di qua hang rao mau nio &
chudt nhat, chubt cong va khi. Pregabalin qua duot nhau thai & chubt cbing va xudt
hién trong sira chuét. O ngudi, the tich phan bo biéu kién cla pregabalin sau khi dung
dudng uong 1a khodng 0,56 L/kg. Pregabalin khong gan v&i protein huyét tuong.

Chuyén héa

Pregabalin dugc chuyén héa khong déng ké trong co thé nguai. Sau khi ding
pregabalin co danh dau phong xa, khodng 98% hoat tinh phéng xa dugrc tim thiy
trong nuére tidu 1a cla pregabalin & dang chua chuyén héa. Dan xudt N-methylat
clia pregabalin, chit chuyén héa chinh cla pregabalin duoc tim thiy trong nuéc
tiéu, chiem khodng 0,9% liéu ding. Trong cac nghién ciru tién Iam sing, khang cé
ddu hiéy nao vé su bién dai pregabalin dang déng phin ti tuyén thanh dong phan
M AP DLl T L T SRRt T 1 O o EU L i . .



I hai trir

Pregabalin dugc thii trir khéi hé tuln hoin chil yéu do bai tiét qua thin dudi
@900 e hea.

Thi gian ban thai trung binh clia pregabalin 13 6,3 gio. Toc d6 thanh thai
pregabalin huyét trong va t6c dd thanh thai than ty 1€ thuan voi toc d thanh thai
creatinin (xem Phan 5.2 Cac déc tinh dugc dong hoc, Duoc dong hoc o nhitng
nhém bénh nhan dic biét, Suy than).

Cén phai diéu chinh liéu cho cic bénh nhin suy thin hodc phai thim tach mau
(xem Phin 4.2 Lidu diing vi phuang phép & dung Bing 1.

Tuyén tinh/ khéng tuyén tinh

Dugc ddng hoc clia pregabalin 14 tuyén tinh trang khoang liéu khuyén cao hang
ngay. Do bién thién duoc dong hoc gilra cac doi tugng cua pregabalin a thip
(<20%). Cac dic tinh duoc ddng hoc cia ché gé da lieu co thé du dodn duoc tir
cdc dir lidu clia liéu don. Vi vy khong can thiét phai kiém tra dinh ky nng dé
pregabalin trong huyét tweng. :

Duoc dong hoc & nhima nhém bénh nhan dac biét

Gidi tinh 3

Céc thi nghiém |am sang da cho thdy giéi tinh khéng c6 dnh hudng 13m sing
dang ke nao dén nong do cda pregabalin trong huyét tuong.

Suy thdn

Téc dd thanh thai pregabalin ty 1& thudn véi tdc @8 thanh thii greatinin. Thém vao
dé, pregabalin duoc loai bo hiéu qua khéi huyét trong gua thim tach mdu (sau

4 gitr tham tich mdu ndng 46 clia pregabalin trong huyét trong gidm khodng
50%). B&i vi thai trir qua thén |a dudng thai trir chinh, gan phai giam lieu cho bénh
nhan suy thin va ding liéu bd sung cho bénh nhan tham tich mau (xem Phan
4.2 Ligu ding va phuong phdp sir dung, Bang 1).

Suy gan

Chua c6 nghién cltu duge dong hoc cy thé nao duoc ti§n hanh trén bénh nhan
suy gan, Vi pregabalin duoc chuyn hoa khong ding ke va thai trir chd yéu qua
nudc titu duéi dang lihé-ng chuyén hoa, bénh nhan suy gan du kién s& khéng co
thay ddi dang ké vé ndng db cua pregabalin trong huyét tvong.

Ngudi cao tudi (trén 65 tudi) ;

Téc dd thanh thai pregabalin cé xu huéng giam khi tudi cao. Mirc giam cla téc dé
thanh tha| pregabalin theo dudng udng théng nhat v&i mirc gidm cia tde dd
thanh thai creatinin khi i cao. Co .tha;cén giam liéu pregabalin cho cac benh
nhan tén thuong chirc nang thin do tudi cao (xem Phan 4.2 Liéu diing va phuang
phap sir dung, Bang 1), :
Phu nir cho con bl
Dugc df.‘r:!g hoc ciia liéu gregabalin 150mg diing 12 gidt/ldn (iéu 300mg hang
ngay) da dugc khao st ¢ 10 phu nir dang 56 tiét sira, cac phu nir nay dang & giai
doan sau khi sinh tGi thiéu [a 12 tuan. Su tiét sira it anh hudng hodc khong c6 anh
hudng dén duoc déng hoc cia pregabalin. Pregabalin duoc tiet vao sira voi nong
do én dinh trung binh vao khodng 76% so véi nong dé thudc trong huyét tuong
clia me. Liéu pregabalin trung binh tir sira me ma tré nhin hing ngay (gia sir
lugng sira tiéu thu trung binh [2 150mL/kg/ngay) la 0,31mgrkg/ngay, liéu nay
tinh theo mg/kg sé 1a khodng 7% so vé&i li€u cla ngudi me,

5.3 Céc dif liéu an toan tién 1im sang

Trong cic nghién‘ci’ru théng thudng vé an toan duoc Iy trén déng vit, pregabalin
duorc dung nap tét & li€u diéu tri. Trong cic nghién r.r.'ru(vé dac tinh véi ligu nhac
lai trén chudt va khi, di quan sit thiy cic dnh hué’ng dén hé than kinh trung

wong, bao gom gidm van dong, téng vin dbng va mat kha ning diéu hoa co.
Thuaong quan sat thay hién tugng tang ti l& €0 vong mac @ chudt gia bi bach tang
sau khi dung pregabalin dai han ¢ liéu 25 lan lieu trung binh cho ngudi ¢ lieu
1am sang khuyén cdo téi da.

Téc dung gdy quai thai

Pregabalin khéng gdy qudi thai trén chudt nhit, chu@t‘cﬁng va tho. Bdc tinh gdy
quai thai trén chudt cdng va thod chi xdy ra khi ding lieu cao hon luong sir dung
trén nguoi. Trong cac nghién ciu doc tinh trudc hodc sau khi sinh, pregabalin
gdy doc tinh tang trudng trén con non cia chudt cong & liéu Ién hon 2 14n liéu tai
da trén ngudi.

Khd ning gdy dot bién gen

Pregabalin khéng gay hai cho gen dua trén cdc nghién ciru in vitro va in vivo,

Kha nidng gy ung thu

Céc nghién ciru 2 ndm vE kha ning giy ung thu cla pregabalin dugc tién hinh
trén chugt nhat va chugt cong. Khbng phit hién dugc khdi u nao trén chudt cong
dng liéu gap 24 lan ligu trung birih trén ngudi v&i liéu ding 1am sang khuyén
cdo toida la 600 mg/ngay. Trén chudt nhatvéi lieu diing tuong ty liéu ding trén
ngudi, khong thay co su tang khdi u nao, nhung o ghi nhan dugc mirc ting ty I8
u mach mau (haemangiosarcoma) & ligu cao hon. Co ché khdng gdy hai cho gen
cia su 3o thanh khoi u do pregabalin gdy ra trén chudt nhat bao gﬁrp cac thay
dbi vé tigu ciu va di lién vdi ting sinh té bao ndi mac. Cic thay d6i vé tiéu cau
khang xdy ra trén chudt céng va ngudi theo cic dir liéu 1am sang ngan han hodc
kéo dai co gidi han. Khéng co bang chirng nao vé cac nguy co lién guan trén ngudi.
Trén chudt cdng chura trudng thanh, céc loai ddg tinh khdng khéc nhau vé chdt so
voi trén chudt truong thanh. Tuy nhién chuét cong chua trudng thanh nhay cam
hon nhigu. O ligu didu tri, <6 cac ddu hiéu lim sang cta hé lhin}kinh trung wong
(CNS) 13 tang cutmg hoat ddng va nghién ring va mot sd thay ddi vé ting trudng
(irc ché tdng can nhat thoi). Cac tic dung trén chu ky déng duc dugc quan sat &
liéu cao gap 5 lan liéu sur dung trén ngudi. Cac tac déng trén hanh vi/nhan thirc
duoc phat hién trén chudt cdng chura trugng thanh tir 1-2 tuan sau khi ding ligu
>2 lin (phin xa nghe dat nggg Hodc >5 lan (kha ning ti€p thu/trf nho) lieu trén
ngudi. Viéc gidm phén xa nghe dot ngot duorc thy trén chudt cang chua trudng
thanh tir 1-2 tudn sau khi dung litu >2 1an liéu diéu tri trén nguoi. 9 tan sau khi
ding thudc, khdng con thay cac tac dung nay nira.

6. CAC DAC TiNH DUQC HOC

6.1 Danh muc ta duoc .

Lactose monohydrat, tinh bét ngé, talc, vé nang (chira gelatin, nuér, titan dioxid,
oxid sat do, natri laurylsulfat, silica colloidal khan, muc in méu den SW-5009/-9009.
6.2 Twong ky

Khdng ép dung.

6.3 Thdi han sir dung

36 thang k& tir ngay san xudt.

6.4 Nhirng lvu y dic biét khi bao quan

Bao quan dudi 30°C. Tranh anh sang va tranh am.

6.5 Tinh chit va dung lrong cia bao bi dong goi &

LYRICA (pregabalin) 75 mg: Hap 4 vi bang nhua PVC/Nhdm, moi vi chira 14 vién
nang cirng. ;

LYRICA (pregabalin) 150 mg: Hop 4 vi bing nhua PVC/Nhém, méi vi chira 14 vién
nang cirng. : " ’ )
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