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Hudng dan sir dung thudc

Rx— Thuébc ké don

LEBALIX 25 MG

Thuédc nay chi dimg theo don thudc.

Doc k) huémg ddn sie dung trueée khi ding.

Néu cdn thém théng tin, xin héi y kién bdc sT hodc dueoc s7.

Théng bdo cho bdc st nhitng tac dung khéng mong mudn gdp phai khi sie dung thuéc.
Dé xa tam tay tré em.

Khéng sir dung thudc qua han in trén bao bi.

THANH PHAN CONG THU'C THUOC

M3i vién nang cimg chira:

Hoat chét: Pregabalin 25 mg.

Ta dugc: Lactose monohydrate, maize starch, talc, nang cing (titanium dioxide (E171), gelatin).

DANG BAO CHE

Dang bao ché: Vién nang cting.

M3 ta hinh thirc: Vién nang cimg, than nang mau tring c6 dong chit “25 mg” va nép nang mau tring
c6 dong chir “A002”.

CHI PINH

Dau than kinh

Pregabalin dugc chi dinh trong diéu tri dau thin kinh & ngudi 16n.

Déng kinh

Pregabalin dugc chi dinh diéu tri hd tro dong kinh cuc bd, ¢6 hodc khong kém theo dong kinh toan
thé thir phat & ngudi 16n.

Réi logn lo du lan téa

Pregabalin dugc chi dinh diéu trj rbi loan lo 4u lan téa (Generalized Anxiety Disorder - GAD) &
nguoi 1on.

CACH DUNG, LIEU DUNG

Liéu ding

Khoang lidu ding tir 150 mg dén 600 mg mdi ngay dugc chia thanh 2 - 3 1An.

Pau thin kinh

Diéu tri v6i pregabalin c6 thé bit dau véi liéu 150mg mdi ngdy dwoc chia thanh 2 - 3 14n. Tly theo
dap tmg va kha ning dung nap ctia timg bénh nhan, lidu ding c6 thé tang 1én 300mg/ngay sau khoang
thoi gian 3 - 7 ngay, va néu cin, c6 thé ting dén liéu téi da 600mg/ngay sau khoang 7 ngay diéu tri
thém.

Dong kinh

C6 thé bat ddu diéu tri bing pregabalin v6i lidu 150mg mdi ngay duoc chia thanh 2 - 3 14n. Tiy theo
dép g va kha ning dung nap ctia timg bénh nhan, liéu diing c6 thé ting 1én 300mg/ngay sau 1 tudn.
C6 thé tang dén liéu t6i da 600mg/ngay sau 1 tudn diéu tri thém.
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Réi loan lo du lan téa

Khoang lidu ding tir 150mg - 600mg mdi ngay duoc chia thanh 2 - 3 1in. Can thudng xuyén dénh

gi4 lai nhu cau diéu tri.

C6 thé bat dau diéu tri bing pregabalin véi lidu 150mg/ngay. Dya trén dap tng va kha ning dung

nap clia timg bénh nhén, c6 thé ting lidu t6i 300mg/ngay sau 1 tudn diéu tri. Sau khi diéu trj thém 1

tudn lidu diing c6 thé tang t&i 450mg/ngay. C6 thé ting dén lidu t&i da 600mg/ngay sau 1 tuan diéu

tri thém.

Ngung sir dung pregabalin

Néu phai ngung dung pregabalin, cdn giam liéu tir tir trong thoi gian t6i thiéu 1a 1 tudn khéng phu

thudc vao chi dinh (xem phén “Canh béo va than trong khi ding thude” va “Tac dung khdng mong

mubn cta thude”).

Bénh nhan suy thdn

Pregabalin duoc thai trir khoi hé tudn hoan chi yéu do bai tiét qua than dudi dang khong chuyén héa.

Do d§ thanh thai pregabalin ty 1& thuén véi do thanh thai creatinin (xem phan “Pic tinh duoc dong

hoc”), gidm liu trén cac bénh nhén ton thuong chirc ning thin phai tly theo timg c4 nhéan va theo

thanh thai creatinin (CLc), dugc trinh bay trong bang 1, stir dung cong thirc dudi déy:

1,23 x [140 - tudi (ndm)] x cén ning (kg)
creatinin huyét thanh (umol/l)

CL¢(ml/phut)= (x 0,85 v&i bénh nhan nit)

Pregabalin duoc loai bo higu qua khoi huyét tuong qua thim tich mau (50% lugng thude trong 4
gi®). Vi cac bénh nhan dang phai thim tdch méu, lidu hang ngly cta pregabalin can dugc didu chinh
thy theo chirc nang than. Bén canh lidu ding hang ngay, nén ding mt lidu bd sung ngay sau mdi 4
gir thim tach méu (xem bang 1).

Bang 1. Piéu chinh lidu pregabalin theo chirc ning thin

N . Tong liéu pregabalin hang ngay*
Thanh thai creatinin = 1 = £ G ek
(CLer) (ml/phit) Lieu khdi dau Liéu toi da Che dg lieu
(mg/ngay) (mg/ngay)
> 60 150 600 BID hodc TID
>30-<60 75 300 BID hoéc TID
>15-<30 25150 150 1 1in/ngay hodc BID
<15 25 75 1 lan/ngay
Liéu bd trg sau khi thim tach mau (mg)
| 25 100 | Liéu duy nhét™

TID = Chia thanh 3 lidu/ngay.

BID = Chia thanh 2 lidu/ngay.

* Tdng lidu hang ngdy (mg/ngay) can chia theo ché dd liéu néi trén dé cung cip mg/lidu.

** Lidu bd sung 12 lidu bd sung thém duy nhét

Diing thudc trén bénh nhén suy gan

Khong can chinh lidu trén bénh nhan suy gan (xem phan “DPic tinh dugc dong hoc”).

Diing thuéc cho tré em

Su an todn va hidu qua ctia pregabalin cho tré em dudi 12 tudi va thiéu nién (12-17 tudi) chua dugce
thiét 1ap. Céc dir lidu hién c6 duge mb ta trong phin “Téc dung khong mong mudn cua thudc”, Pic
tinh duoc luc hoc” va “Pic tinh duge dong hoc” nhung khong khuyén co ding thubc cho tré em.
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Ding thude cho ngwoi cao tudi
Ngudi cao tudi c¢6 thé cAn giam liéu pregabalin do chirc ning than suy gidm (xem phan “Pic tinh
dugc dong hoc”).

Cidch diung “
Pregabalin ¢6 thé ubng ciing thirc 4n hozic khdng. Pregabalin chi dugc dung theo dudng udng. ;f
CHONG CHI PINH Tk
Quéa mén v6i hoat chét hodc bit ky thanh phén ndo cua thude. N

Bt

MG
CANH BAO VA THAN TRONG KHI DUNG THUOC "

Bénh nhén tiéu dwong

Mot s& bénh nhén tidu dudng bi tang can khi ding pregabalin c6 thé can didu chinh viée ding cac
thudc ha dudng huyét.

Phdn trng qud mén

Sau khi luu hanh thudc, di c6 nhiing bdo cdo v& phan tmg qua man, bao gdm ca phii mach. Can
ngung sir dung pregabalin ngay néu ¢6 tridu chimg phit mach, nhur phit mét, phit quanh miéng, hodc
pht duong ho hép trén.

Cdc phdn irng c6 hai trén da nghiém trong (SCARs)

Céc phéan g c6 hai trén da nghiém trong (SCARSs) bao gdm hdi ching Stevens-Johnson (SJS) va
hoai tir thugng bi nhidm doc (TEN), c6 thé de doa dén tinh mang hodc gy tir vong, hiém khi duge
béo céo lién quan dén viéc diéu tri vGi pregabalin. Tai thoi diém ké don, bénh nhan nén dugc thong
bao vé& cac ddu hidu va triéu chimg va nén dugc theo dbi chit ché céc phan tng trén da. Néu xuat
hién c4c ddu hiéu va triéu chimg goi ¥ c4c phan (g nay, nén ngimg sir dung pregabalin ngay l4p tic
va xem xét mdt phuong phap diéu tri thay thé (néu phi hop).

Chéng mdt, budn ngii, mit y thikc, lii ldn va sa st tinh than

Pidu tri bing pregabalin thuong xay ra chéng mat va budn ngi, ¢6 thé ting nguy co xay ra cic tai
nan do chdn thuong (ngd) & ngudi cao tudi. P ¢6 céc bdo cdo sau khi luu hanh thude vé mét y thirc,
16 1&n va sa sit tinh thin. Do vdy, bénh nhén phai dugc chi dén cén than trong cho dén khi quen véi
céc téc dung khong mong mudn c6 thé xay ra ctia thude.

Cic dnh hwéng lién quan dén thi lyc

Trong céc thir nghiém c6 dbi chimg, ty 18 bénh nhan dugc didu tri bang pregabalin bi md mit cao
hon so v6i bénh nhan duge diéu tri bing gia duge, phin 16n céc trudng hop da hdi phuc khi tiép tuc
ding thubc. Trong cic nghién ciru 1am sang c6 tién hanh xét nghiém nhan khoa, ty 1& giam thi luc va
thay ddi truong thi gidc & bénh nhan didu tri bing pregabalin cao hon so véi bénh nhan diéu trj bing
gia dugc; ty 18 thay ddi soi diy mét cao hon & nhimg bénh nhan duge diéu tri bing gia dugc (xem
ph%.n “Pac tinh dugce lyc hoc”).

Sau khi luu hanh thudc, d& cé béo céo vé cac phan tmg c6 hai trén thi luc, bao gdm mit thi luc, md
mét hodc nhitng thay dbi khac vé thi luc, da phan trong s6 d6 1a tam thoi. Khi ngung ding thudc, cac
triéu chimg v& thi luc nay c6 thé s& hét hodc giam bét.

Suy thin

Céc trudng hop suy than di duoc bdo cdo va trong mot sb trudng hop, ngimg ding pregabalin cho
thdy chirc ning than duge cai thién.

Ngueng két hop vdi cdc thube chdng dpng kinh khdc
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Chua c6 céc dif ligu ddy du vé viéc ngung sir dung két hop pregabalin véi cac thube chdng dong kinh
khéc dé dat t6i don tri lidu v6i pregabalin, sau khi di kiém soat dugc con dong kinh véi didu tri két
hop.

Suy tim sung huyét

D ¢ béo céo sau khi luu hanh thude v& bénh suy tim sung huyét & mét sb bénh nhéan ding pregabalin.
Nhitng phén g ndy cht yéu gip & nhitng bénh nhén cao tudi bi ton thuong tim mach khi diéu tri
bang pregabalin theo chi dinh diéu tri bénh than kinh. Pregabalin nén duoc sir dung than trong cho
nhitng bénh nhan nay. Ngimg diing pregabalin ¢6 thé giai quyét duge phan Gng nay.

Didu tri dau thin kinh trung wong do ton thwong tiy song

Trong didu tri dau than kinh trung wong do tn thuong tiy sdng, ty 18 céc tac dung khong mong mudn
néi chung, tac dung khéng mong mudn trén hé than kinh trung wong, ddc biét 1a budn ngu da ting
1&n. Nguyén nhén c6 thé do tic dung phuy clia cic san pham thude ding ddng thai (vi du: thude chdng
co cing). Didu nay nén duge xem xét khi ké don pregabalin trong cac trudong hop nay.

Suy hé hdp

D3 ¢6 bao cdo vé tinh trang rc ché hd hdp nghiém trong lién quan dén viéc sir dung pregabalin. Bénh
nhén bi tdn thuong chitc ning ho hip, bénh vé dudng hd hip hodc than kinh, suy than, sir dung ddng
thoi thude tre ché than kinh trung wong va ngudi cao tudi c6 thé c6 nguy co cao gip phan ting cé hai
nghiém trong nay. C6 thé cn diéu chinh lidu & nhiing bénh nhan nay (xem phan “Céch dung, liéu
dung”).

Y twong va hanh vi tw sdt

Y tudng va hanh vi tu sat dd dugc bdo cdo & nhitng bénh nhan duge diéu tri bing céc thude chdng
dong kinh trong mot s6 chi dinh. Mt phan tich gdp cac nghién ctru ngau nhién c6 ddi chimg véi gia
duoe cua cac thude chéng dong kinh ciing cho thiy c6 sy gia ting nho vé nguy co xay ra y tudng va
hanh vi ty sat. Co ché ciia nguy co nay chua duge biét. Da quan sét thiy céc trurdng hop c6 ¥ tudng
va hanh vi tu sét & nhitng bénh nhan duoc didu tri bing pregabalin sau khi luu hanh (xem phin “T4c
dung khong mong mudn cua thude”). Mot nghién ctru dich t& hoc sit dung thiét ké nghién ctru ty
kiém soat self controlled study design (so sanh thoi gian diéu tri vé6i thoi gian khong diéu tri trén timg
¢4 thé) cho thdy bing chimg vé s gia ting nguy co khdi phat hanh vi tu tir méi va tir vong do tur tix
& nhitng bénh nhan dugc diéu tri bang pregabalin.

Bénh nhan (va ngudi chim séc bénh nhan) nén duoc tu van y té néu xuét hién cac ddu hiéu cta y
tudng hodc hanh vi ty sat. Bénh nhén cin dugc theo ddi cdc ddu hiéu ctia ¥ tudng va hanh vi tu sat,
nén xem xét didu trj thich hop. Nén xem xét viée ngimg diéu tri bing pregabalin trong trudng hop c6
y tudng va hanh vi tu sét.

Gidam chirc ndng dwong tiéu hoa duoi

Pi c6 bio cdo sau khi luu hanh thudc vé cdc bién cd lién quan dén gidm chirc ning dudng tiéu hoa
dudi (vi du: the rudt, 1iét rudt, tdo bén) khi ding pregabalin ddng thoi véi céc thude ¢ kha ning gy
tao bén, nhu thude giam dau opioid. Khi két hop pregabalin va opioid, c¢6 thé cin nhic c4c bién phap
ngan nglra tdo bon (déc biét & bénh nhan nit va ngudi cao tudi).

St dung dong thoi véi opioid

Cén than trong khi ké don pregabalin ddng thoi véi cic opioid do nguy co e ché thn kinh trung
uong (xem phén “Tuong téc, trong ky ctia thude”). Trong mot nghién ctru bénh chimg trén mot sb
bénh nhan st dung opioid, nhitng bénh nhan ding pregabalin ddng thoi véi opioid ¢ nguy co tir
vong do opioid ting lén so v&i chi sir dung opioid don ddc (ty 1¢ chénh léch da diéu chinh [aOR],
1,68 [khoang tin cdy 95%, 1,19 - 2,36 ]). Nguy co tir vong ting dugc quan sat thiy & lidu luong
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pregabalin thdp (< 300 mg, aOR 1,52 [khoang tin cdy 95%, 1,04 - 2,22]) va ¢6 xu hudng ting nguy
co & lidu cao pregabalin (> 300 mg, aOR 2,51 [khoang tin cdy 95 % 1,24 - 5,06]).
St dung sai, nguy co' lam dung va phu thupc

Pregabalin c6 thé gdy phu thudc thude, diéu nay c6 thé xay ra & lidu diéu tri. Cac truong hop lam 34t
dung va str dung sai da dugc béo cdo. Nhing bénh nhén c6 tién sir lam dung thube c6 nguy co sir U
dung sai, lam dung hoac phu thugc vao pregabalin cao hon, va pregabalin nén dugc sir dung than '| HI
trong & nhitng bénh nhan nay. Trudc khi ké don vadi pregabalin, nguy co sir dung sai, lam dung hodc NG
phu thudc thudc cta bénh nhan nén duoc dénh gia cin than. 3]

Bénh nhén diéu trj bing pregabalin nén dugc theo ddi céc tridu chimg ctia viéce sir dung sai, lam dung -
hogdc phu thude vao pregabalin, ching han biéu hién ting dung nap thudc, tang lidu thudc va hanh vi =
tim kiém thude.

Hpi chieng cai thudc

Trong didu tri ngén han va dai han v&i pregabalin, sau khi ngung thudc, d quan sét thay hdi ching
cai thube. Cac tridu chimg dugc bao cdo gdm cé: mat ngu, dau d4u, budn ndn, lo lang, tiéu chay, hoi
chimg cim, cing thing, trdm cam, dau, co giat, d6 md hdi va chéng mit. Sy xudt hién cua hdi ching
cai thubc sau khi ngung didu tri bing pregabalin c6 thé cho thay su phu thudc thudc (xem phin “Téc
dung khéng mong mudn cta thu6c”). Bénh nhan nén dugc thong bao vé diéu nay khi bit diu diéu
tri. Néu phai ngung diing pregabalin, can giam lidu tir tir trong thai gian i thidu 12 1 tudn (xem phan
“Céch diing, liéu ding”).

Co giat, bao gdm trang thai dong kinh va con co cimg - co gidt, ¢6 thé xdy ra khi sir dung pregabalin
hodc mot thoi gian ngén sau khi ngung dung pregabalin.

Lién quan dén viéc ngung dung pregabalin trong diéu tri dai han, dit liéu cho thdy ty 1¢ va mic do
nghiém trong ctia hdi chimg cai thudc c6 thé lién quan dén lidu luong.

Bénh ndo

Céc trudmg hop bénh nio di duge béo céo, hau hét & nhitng bénh nhan c6 cc bénh Iy tiém 4n c6 thé
dan dén bénh ndo.

Phu nit trong dj tudi sinh sin

Sir dung pregabalin trong ba thang dau ciia thai ky c6 thé gy di tat bAm sinh nghiém trong & thai nhi.
Khéng nén dung pregabalin khi dang mang thai trir khi lgi ich mang lai cho ngudi me vugt trdi so
v6i nguy co c6 thé xay ra cho thai nhi. Phu nit trong d¢ tudi sinh san phai sir dung bién phép tranh
thai hiéu qua trong qua trinh didu tri (xem phan “Str dung thude cho phu nit ¢6 thai va cho con bia”).
Td duoc

Thudc c¢6 chira lactose. Bénh nhan c6 céc van dé di truyén hiém gip vé khong dung nap galactose,
thiéu hut lactase hogc kém hip thu glucose-galactose khong nén diing thude nay.

SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nii trong dj tudi sinh sin

Phu nir trong d6 tudi sinh dé phai sir dung bién phép tranh thai hidu qua trong qua trinh didu tri (xem
phdn “Céanh béo va than trong khi ding thudc™).

Phu nit mang thai

Céc nghién ctru trén dong vat di cho thdy doc tinh trén kha ning sinh san (xem phan “Dir lidu an toan
tién 1am sang”).

Pregabalin d& dugc chimg minh kha néng di qua nhau thai & chudt céng (xem phz"in “Pdc tinh duge
dong hoc”). Pregabalin c6 thé di qua nhau thai ngudi.

Cdc dj tdt bdm sinh nghiém trong
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Dit liéu tir mot nghién ciru quan sét & Bic Au vé hon 2700 trudng hop mang thai ding pregabalin
trong ba thang dau cho thdy ty 1& dj tat bdm sinh nghiém trong (MCM) trong nhém tré em (séng hodc
chét luu) phoi nhiém véi pregabalin cao hon so v&i nhom khong phoi nhiém véi pregabalin (5,9% so
vai 4,1%).

Nguy co mic MCM & nhém tré em phoi nhiém véi pregabalin trong ba théang d4u tién cao hon mot
chit so v6i nhém khong phoi nhiém (ty 18 luu hanh da diéu chinh va khodng tin cay 95%: 1,14 (0,96-
1,35)), va so véi nhém phoi nhiém véi lamotrigine (1,29 (1,01-1,65)) hodc phoi nhiém vdi duloxetine
(1,39 (1,07-1,82)).

Céc phan tich vé di tat cu thé cho thdy nguy co cao hon trén di tit ctia hé thdng than kinh, mét, ho
ham &ch, di tat tiét nidu va di tat sinh duc, nhung s6 lwong nho va wde tinh khéng chinh xac.
Pregabalin khong nén dugc str dung trong khi mang thai trir khi that can thiét (néu loi ich mang lai
cho ngudi me vuot trdi so véi nguy co b thé xay ra cho thai nhi).

Phu nir cho con b1

Pregabalin duogc bai tiét qua sita & phu nit cho con bii (xem phan “Dic tinh duge déng hoc”). Chua
biét rd vé tac dong ctia pregabalin ¢ tré so sinh, tré nho nén khong khuyén cdo nudi con bing sita me
khi dang diéu trj bang pregabalin. Khi quyét dinh nén ngimg nudi con bang sita me hay nging diéu
tri bing pregabalin cdn cin nhic gitta lgi ich clia viéc nudi con bing sita me dbi véi tré va lgi ich khi
didu tri bang thudc nay ddi véi ngudi me.

Kha niing sinh sin

Khéng c6 dit liéu lam sang vé anh hudng clia pregabalin dbi v&i kha nang sinh san cua phu nit.
Trong mdt thir nghiém I4m sang dé danh gid anh hudng ciia pregabalin ddi véi kha nang di chuyén
ctia tinh trung, céc ddi tugng nam giéi khoe manh da ding pregabalin v&i lidu 600 mg/ngdy. Sau 3
thang diéu tri, khong c6 anh hudng dén kha nang di chuyén cia tinh tring.

Mot nghién ciru vé kha nng sinh san & chudt cong céi di cho thdy tic dong c6 hai dbi véi kha nang
sinh san. C4c nghién ctru vé kha ning sinh san & chudt cong duc da cho thdy tic dong c6 hai dbi véi
kha néng sinh san va phat trién. Sy lién quan v& mat 1am sang ciia nhiing phét hién ndy van chua
duoc biét (xem phin “Dit liéu an toan tién lam sang”).

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Pregabalin c6 thé giy chong mit hogic budn ngii va do vay c6 thé anh hudng téi kha nang i xe hoic
vén hanh may méc. Bénh nhén duoc khuyén khong nén l4i xe, van hanh may phirc tap cho dén khi
biét duoc thube c6 anh hudng dén kha ning thuc hién cac hoat ddng nay khong.

TUONG TAC, TUONG KY CUA THUOC

Do pregabalin duge thai trir chii yéu qua nuée tidu & dang chua chuyén héa, lugng thudc chuyén héa
khong dang ké ( < 2% cua lidu ding dugc tim thiy trong nuéce tiéu & dang da chuyén héa), khong trc
ché chuyén héa thudce in vitro, va khong gin véi protein huyét twong, pregabalin khong tao ra turong
tac, hodc bi tuong tac dugce dong hoc.

Nghién cteu in vivo va phén tich dwoc dpng hoc trén tirng nhom déi twong

Trong c4c nghién ciiu in vivo, khéng quan sat thiy tuong tic dugc dong hoc 1am sang giita pregabalin
véi phenytoin, carbamazepin, acid valproic, lamotrigin, gabapentin, lorazepam, oxycodon hodc
ethanol. Phan tich dugc dong hoc trén tirng nhém ddi tugng d chi ra ring cac thudce didu tri tiéu
dudng ding dudng udng, cac thude loi tiéu, insulin, phenobarbital, tiagabin va topiramat khong c6
anh huong 1am sang dang ké nao dén téc do thanh thai pregabalin.
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Thudc trdnh thai dwong udng norethisteron vi/hodc ethinyl estradiol

Ding dbng thoi pregabalin véi cac thudc tranh thai dudng udng norethisteron vi/hodc ethinyl
estradiol khong anh hudng dén su 6n dinh v& duoc dong hoc cua ca 2 thube.

Cic thubc anh hwéng dén thin kinh trung wong

Pregabalin c6 thé ting cudng tic dung ctia ethanol va lorazepam. Sau khi luu hanh thude, da c6 céc
béo céo v& suy hd hip, hén mé va tir vong & bénh nhéan ding pregabalin va cac thudc opioid va/hodic
céc thude trc ché than kinh trung wong khéc. Pregabalin dudng nhu 1am tang thém rdi loan nhén thirc
va chirc nidng van dong tdng thé giy ra bdi oxycodon.

Twong tdc 6 nguwoi cao tudi

Chua c6 nghién ctru cu thé nao vé twong tac duge luc hoc duoc tién hanh trén nguoi tinh nguyén cao
tudi.

TAC DUNG KHONG MONG MUON CUA THUOC
Chuong trinh thir nghiém 1dm sang véi pregabalin dugc tién hanh trén hon 8.900 bénh nhén dung
pregabalin, trong d6 hon 5.600 ngudi tham gia thir nghiém mu doi c6 d6i ching véi gia duge. Cac
tac dung khong mong mudn thudng gip nhét dugc bio céo bao gdm chéng mit va budn ngi. Cac téc
dung khéng mong mudn thudng & mirc d6 nhe dén vira. Trong tat ca cac nghién ctru c6 dbi chimg, ty
1& ngung thude do gip tic dung khong mong mubn 1a 12% & cac bénh nhan ding pregabalin va 5%
& cac bénh nhéan ding gia dugc. Céc tac dung khong mong mudn thuong gip nhit dan dén viéc ngung
thuéc & nhém ding pregabalin 1a chéng mit va budn ngu.
Trong Bang 2 duéi day, tat ca cac tac dung khong mong mudn gip phai, xay ra véi ty 1é cao hon so
v6i nhém duing gia duoc va trén nhiéu hon mdt bénh nhén, dugc phan nhém theo tan sudt (rit thuong
gip (= 1/10); thudng gip (> 1/100 dén < 1/10); it gap (> 1/1.000 dén < 1/100); hiém giip (> 1/10.000
dén <1/1.000); rat hiém gip (<1/10.000), chua biét (khéng thé wéc tinh duogc tir dir liéu hién co).
Trong m&i nhém tan sudt, cac tdc dung khdng mong mubn dugc trinh bay theo thir ty mirc dé nghiém
trong giam dan.
Céc téc dung khong mong mubdn ciia thubc 1iét ké trong bang c6 thé lién quan dén céc bénh tiém 4n
va/hoic céc thude ding dong thoi.
Trong diéu tri dau than kinh trung wong do ton thuong tiy sbng, ty 18 cac tac dung khéng mong mudn
n6i chung, tic dung khéng mong mubn trén thin kinh trung wong va dic biét 13 budn ngt di ting lén
(xem phan “Canh béo va than trong khi ding thubc”).
Céc tac dung khong mong mudn duge bao céo sau khi luu hanh duge in nghiéng trong Bang 2.
Bang 2. T4c dung khéng mong mudn ciia pregabalin

Phén loai theo

hé co quan Téac dung khong mong muon

Nhiém khuén va nhiém ky sinh triing

Thudng gap |Viém miii hau

Réi loan mau va hé bach huyét

It gap |Giém bach cau hat trung tinh

Réi loan hé mién dich

it ga ud man
p

Hiém gip Phit mach, phan vng dj itng

Réi loan dinh dudng va chuyén héa
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Thudng gdp  |Tang cam gidc ngon miéng

it gap Chan #n, ha duong huyét

Rdi loan vé tAim than

Thuong gdp  |Hung cam, Ia 14n, cau kinh, réi loan dinh hudéng, mat ngt, giam ham mudn tinh duc

o\ \'/

it gap Ao giac, hoang loan, bdn chdn, kich dong, chan nan, trdm cam, hung cam, hung
hang, tinh khi that thuong, giai thé nhan cach, khé dién dat bing 161 néi, méng mi,
tang ham mudn tinh duc, mét kha ning dat cuc khodi, tho o

e -

e

A

Hiém gap Mit phan xa co didu kién, hanh vi tu sét, y tuong tu sat
Chua biét Phu thuge thuée

Réi loan hé than kinh

Rét thudng gip|Chéng mat, budn ngi, dau dau.

N

Thudong gip  [Mét didu hoa, diéu phdi bat thudng, run, loan vin ngdn, mat trf nhd, suy gidm tri
nhé, mét tip trung, di cam, giam cam gidc, giam dau, roi loan thang bang, ngi lim

it gap Ngit, sting sd, chiing gidt co, mdt y thike, ting hoat dong tdm than van dong, rbi loan
vén dong, chong mit tu thé, run hitu y, rung gidt nhan cau, roi loan nhén thic, sa s
tinh than, rdi loan ngdn ngit, giam phan xa, ting xlic gidc, cam gidc rat bong, mat vi
giac, kho chiu

Hiém gap Co gidt, loan khiru gi4c, giam véan dong co, chimg khé viét, bénh Parkinson

A A -
Roi loan vé mat

Thudng gap  [Nhin md, song thi.

It gap MAt thi gi4c ngoai bién, r01 loan thi lyuc, sung mat, glam thi trudng, gidm thi luc,
dau mét, moi méit, hoa mét, khd mét, tang chay nuéc mit, kich (mg mit

Hiém gip Mat thi Ir_,rc,‘ viém gidc mgc, dao dong vé thi luc, thay dbi cdm nhén vé do sdu cta
anh, gidn dong tlr, lac mat, anh nhin bi sédng

A A s s .
Roi loan vé tai va tai trong

Thuong gip  [Mét thang bang

it gap Téng thinh lyc

A A g
Roi loan vé tim

it gdp Nhip tim nhanh, block nhi thit d¢ 1, nhip chim xoang, suy tim sung huyét

Hiém giip Kéo dai khoang QT, nhip nhanh xoang, loan nhip xoang

A A
Roi loan vé mach

it gap Ha huyét 4p, tang huyét ap, néng bimg, do bimg, lanh chén tay

R&i loan hé hip, ngwe va trung thit

It gap Khé thd, chady mau cam, ho, sung huyét miii, viém miii, ngdy, khd mii

Hiém gip Phi phéi, tic nghén hong
Chua biét Suy hé hép
Roi loan dwong tiéu héa

Thudng gip  [Non, budn ndn, tho bon, tiéu chdy, dy hoi, truéng bung, khd miéng

ft gap Bénh thuc quan hdi luu, ting tiét nude bot, giam xiic gidc & miéng

Hiém giip Tran dich mang bung, viém tuy, sung hedi, khé nubt
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Réi loan gan mét

It gap Téng men gan*

Hiém gip Vang da

Rat hiém gip [Suy gan, viém gan

Réi loan da va mé dwéi da

T - A A 2 A A I A At -
It gap Moc not san do, ndi mé day, toat mo hoi, ngua

Hiém gip H¢i chitg Stevens Johnson, toat md hdi lanh, hoai tir thuwong bi nhiém déc

R6i loan vé hé co xwong va mé lién két
Thuong gip  [Chudt rit, dau khép, dau lung, dau chi, co thét co cd

ft gip Sung cac khép, dau co, rung co, dau cb, cling co
Hiém gip Tiéu co van

Réi loan vé thin va dwong niéu

t gap Tiéu khong kiém soat, khé tiéu

Hiém gap Suy thén, thiéu niéu, b7 tiéu

ROi loan vé tuyen via va hé sinh sdn

Thuong gip  [R&i loan cuong duong

it gap R6i loan tinh duc, chdm phong tinh, dau bung kinh, dau va

Hiém gip Mt kinh, vi tiét dich, to vii, v to & nam

R&i loan toan théin va tai chd

Thuong gdp  |Ph ngoai vi, phii né, dang di bét thuong, ngd, cam giac say ruou, cam gidc bét
thudong, mét moi

it gap Phu toan than, phut mdt, tirc nguc, dau, sot, khat, lanh run, suy nhugc

Thim khidm

Thuong gdp | Téang cén

it gap Ting creatin phosphokinase huyét, ting glucose huyét, giam sé luon g tiéu cau,

tang creatinin huyét, giam kali huyét, giam can

Hiém giip Giam té bao bach ciu

* Alanine aminotransferase (ALT) ting va aspartate aminotransferase (AST) tang.

Trong didu tri ngén han va dai han véi pregabalin, sau khi ngung thudc, dd quan sét thdy hoi ching
cai thudc. Céc triéu chiig dugc bdo cdo gdm cé: mét ngl, dau dau, budn ndn, lo lang, tidu chay, hoi
chirg cim, co giat, cing thing, trAm cam, dau, toat md hdi va chong mit. Céc triéu chig nay cé
thé cho thdy su phu thudc thudc. Bénh nhan nén dugc thong bo vé didu nay khi bét dau diéu tri.
Lién quan dén viéc ngung ding pregabalin trong diéu tri dai han, dit liéu cho thdy ty 16 va mirc do
nghiém trong ctia hdi chimg cai thudc c6 thé lién quan dén liéu lwong (xem phin “Céch ding, lidu
diing” va “Céanh bdo va than trong khi diing thudc”).

Tré em

HO0 so an todn ctia pregabalin dugc quan sét trong 5 nghién ciru nhi khoa & bénh nhén con dong kinh
cuc bd ¢6 hodc khong 6 con toan thé thir phat (nghién ctru v& hiéu qua va do an toan trong 12 tudn
& bénh nhén tir 4 dén 16 tudi, n = 295; nghién ciru v& hidu qua va do an toan trong 14 ngdy & bénh
nhan tir 1 thang tudi dén duéi 4 tudi, n = 175; nghién ctru duge dong hoc va kha néng dung nap, n =
65; va hai nghién ctru theo dai vé d0 an toan trong vong 1 ndm, nhdn mé, n = 54 va n = 431) tuong
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tuw nhu duge quan st trong cic nghién clru & bénh nhén truong thanh véi chirmg dong kinh. Céc tac
dung khong mong mubn thudng gap nhét dugc quan st thiy trong nghién ciu 12 tudn véi didu tri
bing pregabalin la budn ngu, s6t, nhiém tring dudng hd hép trén, ting cam gidc thém in, ting cin
va viém mili hdu. Céc tac dung khong mong mudn thuong gap nhét dugc quan sét thdy trong nghién
clru 14 ngay véi diéu tri bing pregabalin 1 budn ngi, nhidm tring dudng ho hdp trén va sét (xem
phdn “Cach ding, lidu diing”, “Pic tinh dugc luc hoc” va “Pic tinh duge dong hoc™).

Théng bdo cho bdc si nhitng tic dung khéng mong mudn gdp phdi khi sir dung thubc.

QUA LIEU VA CACH XU TRi

Sau khi hru hanh thubc, céc tac dung phu phd bién nhét duge béo céo khi diing qua liéu pregabalin
bao gdbm budn ngu, tinh trang 14 1n, kich déng va bdn chdn. DA c6 bio cdo bj co giat.

Trong trudng hop hiém gip, cac truong hop hon mé da duoe béo cdo.

Piéu tri qué liéu pregabalin cAn bao gdm céc bién phap hd trg tong quat va c6 thé bao gdbm ca thdm
tach mau néu can thiét (xem phan “Cach dung, lidu ding”, Bang 1).

PAC TINH DUQC LU'C HQC

Nhém duge 1y: Thube chéng dong kinh. Ma ATC: NO3AX16.

Hoat chét, pregabalin, 1a mot chit twong tw acid gamma-aminobutyric [acid (S) -3- (aminomethyl) -
5- methylhexanoic].

Co ché tic dung

Pregabalin gén véi 1 tiéu don vi phu (- 8 protein) ctia kénh cbng dién thé canxi trong hé than kinh
trung uong.

Bing chimg tir md hinh dong vat c6 tén thuong thin kinh chi ra ring pregabalin giam giai phéng chét
din truyén than kinh cam thu dau phu thudc vao canxi & tiy song, c6 thé thong qua su ngin can vén
chuyén canxi va/hodc giam dong canxi. Bing chimg tir cdc md hinh dong vét khac c6 tén thuong
than kinh cho thdy hoat tinh giam dau ctia pregabalin ciing c6 thé gian tiép qua céc tuong tac véi céc
con duong phé giao cam va serotonin.

Hiéu qud lam sang va an toan

Dau than kinh

Hiéu qué cta thude da duge cho thay trong cic nghién ctru vé& bénh than kinh do tiéu dudng, chimg
dau thin kinh sau zona va tén thwong tiiy séng. Hiéu quéa cia thudc chua dwoce nghién ciru trong céc
md hinh dau than kinh khéc.

Pregabalin dd dugc nghién ctru trong 10 nghién ctru 14m sang c6 dbi ching trong t6i da 13 tudn véi
lidu ding 2 1dn/ngay va tbi da 8 tudn véi lidu dung 3 1an/ngay. Nhin chung, c4c s6 lidu vé an toan va
hiéu qua cua phac dd 1idu 2 1An/ngay va 3 1an/ngay 14 tuong tu nhau.

Trong céc thir nghiém 1am sang trong tdi da 12 tudn cho ca dau than kinh trung wong va ngoai bién,
da quan sat thdy c6 giam dau trong Tudn 1 va duge duy tri trong subt thoi gian diéu tri.

Trong céc thir nghiém 1am sang c6 ddi ching trén dau thin kinh ngoai bién, 35% bénh nhan dugc
didu tri bang pregabalin va 18% bénh nhan ding gia dugc da dat mirc cai thién 50% vé diém dau.
V6i bénh nhan khong bi budn ngti, mirc cai thién v& diém dau d6 ciing da duoc quan sat & 33% bénh
nhén didu tri bang pregabalin va 18% bénh nhan dung gia dugc. Véi bénh nhan bi budn ngu, ty 1&
dap tng 13 48% dbi véi pregabalin va 16% d6i véi gia dugc.

Trong thir nghiém lam sang c6 di chimg & bénh nhan dau than kinh trung uwong, 22% bénh nhan
duoc diéu tri bing pregabalin va 7% bénh nhan ding gia dugc da dat mirc cai thién 50% vé diém
dau.
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Dong kinh

Diéu tri hd trg

Pregabalin dugc nghién ciru trong 3 nghién ctru 14m sang c6 dbi chimg trong thoi gian 12 tudn véi
liéu ding 2 1an/ngay hodc 3 lan/ngdy. Nhin chung, cac sb liéu v& an toan va hiéu qua cia céc ché do
lidu 2 1an/ngay va 3 lan/ngay 1a tuong tu nhau.

Quan sat thdy tin suét cac con dong kinh ¢ giam trong Tuén 1.

Tré em

Hiéu qua va do an toan cua pregabalin trong diéu tri hd trg bénh déng kinh & bénh nhi dudi 12 tudi
va thidu nién van chua dugc thiét 1ap. Cac bién c¢b c6 hai duge quan sat thdy trong mét nghién ciru
vé& duoc dong hoc va kha ning dung nap trén bénh nhan tir 3 thang dén 16 tudi (n = 65) bi dong kinh
khoi phét cuc b tuong tu céc bién ¢b duge quan st thdy & nguoi 16n. Két qua cia mot nghién ciru
dbi chimg véi gia duge kéo dai 12 tudn trén 295 bénh nhi tir 4 dén 16 tudi va mot nghién ctru dbi
chiing véi gia duge kéo dai 14 ngay trén 175 bénh nhi tir 1 thang dén dudi 4 tudi duoe thuc hién dé
danh gia hidu qua va do an toan ctia pregabalin nhu liéu phép bd trg dé diéu tri con dong kinh khoi
phat cuc bd va hai nghién ctru an toan nhan mdé kéo dai I ndm & tuong g 54 va 431 bénh nhi, tir 3
thang dén 16 tudi méc ching dong kinh cho thay ring céc bién c¢b c6 hai sét va nhidm triing dudng
hé hép trén di dugc quan st thiy nhidu hon trong céc nghién ciru trén bénh nhén ngudi 16n bi dong
kinh (xem phan “Céch ding, liéu ding”, Tac dung khdng mong mubn ciia thudc” va “Pic tinh dugc
ddéng hoc”).

Trong nghién ciru ¢é d6i chimg véi gia dugc kéo dai 12 tudn, bénh nhi (4 dén 16 tudi) duge chi dinh
dung pregabalin 2,5 mg/kg/ngay (tdi da, 150 mg/ngdy), pregabalin 10 mg/kg/ngay (t6i da, 600
mg/ngay) hoidc gia duge. Ty 1é dbi twong giam it nhat 50% s con dong kinh khéi phét cuc bd so véi
ban déu 1a 40,6% & dbi tuong duoc diéu tri bing pregabalin 10 mg/kg/ ngay (p=0,0068 so véi gia
dugc), 29,1% dbi tugng duge diéu trj bing pregabalin 2,5 mg/kg/ngay (p=0,2600 so véi gia dugc) va
22,6% & nhitg ddi twong dung gia dugc.

Trong nghién ctru ¢6 ddi chimg voi gia dugce kéo dai 14 ngay, bénh nhi (tir 1 thang dén duéi 4 tudi)
duoc chi dinh ding pregabalin 7 mg/kg/ngay, pregabalin 14 mg/kg/ngay hodc gia duge. Tén suét co
giat trung binh trong 24 gid tai thoi diém ban diu va tai 1an kham cudi cing 1a 4,7 va 3,8 ddi véi
nhém diing pregabalin 7 mg/kg/ngay; 5,4 va 1,4 dbi véi nhém dung pregabalin 14 mg/kg/ngdy; 2,9
va 2,3 dbi v6i nhom dung gia dugce. Pregabalin 14 mg/kg/ngay lam giam déng ké tdn sudt con dong
kinh khéi phét cuc b so véi gia duge (p = 0,0223); pregabalin 7 mg/kg/ngay khong cho thiy su cai
thién so véi gia dugc.

Trong mét nghién ciru ¢é dbi chimg véi gia duoc kéo dai 12 tudn & 219 dbi twong bi dong kinh co
clmg - co gidt toan thé tién phat (tir 5 dén 65 tudi, trong d6 66 ngudi tir 5 dén 16 tudi) duge chi dinh
ding pregabalin 5 mg/kg/ngay toi da 300 mg/ngay), 10 mg/kg/ngay (t6i da 600 mg/ngay) hoic gia
dugc nhue mot liéu phap bd trg. Ty 1& dbi tugng giam it nhit 50% ty 1é con dong kinh co clmg - co
giat toan thé tién phat 1an lugt 1a 41,3%, 38,9% va 41,7% dbi véi nhém ding pregabalin 5
mg/kg/ngay, pregabalin 10 mg/kg/ngay va gia dugc.

Don tri ligu (bénh nhin méi dwoe chin dodn)

Pregabalin da duoc nghién ctu trong 1 thir nghiém 1dm sang c6 dbi chimg kéo dai 56 tudn véi ché do
lidu 2 1An/ngay. Pregabalin khong dat duogc sy khong thua kém véi lamotrigin dua trén tiéu chi ddnh
gia khdng c6 con dong kinh trong 6 thang. Pregabalin va lamotrigin twong tu nhau vé tinh an toan va
kha nang dung nap t6t.

Réi loan lo du lan téa
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Pregabalin da dugc nghién ctru trong 6 nghién ctru 1am sang c6 dbi chimg trong thoi gian 4 dén 6
tudn, mdt nghién ctru trén bénh nhan cao tudi trong thoi gian 8 tudn va mot nghién ciru ngén nglra tai
phat dai han véi mét giai doan ngén ngira tai phat mu doi trong thoi gian 6 thang.

Quan sét thdy c6 giam cac tridu ching r6i loan lo 4u lan téa theo Thang dénh gia lo 4u Hamilton
(HAM-A) trong Tuén 1.

Trong céc thir nghiém 1am sang c6 ddi chimg (thoi gian 4 - 8 tudn), 52% bénh nhan duoc diéu tri
bang pregabalin va 38% bénh nhén dung gia duogc da dat mirc cai thién it nhét 12 50% tdng sb diém
theo thang HAM-A tir khi bat diu diéu tri cho t&i khi két thac didu tri.

Trong cac thir nghiém cd dbi chimg, ty 18 bénh nhan dugc diéu tri bgfmg pregabalin bi m& mit cao
hon so v&i bénh nhan ding gia duoc, phin 16n cc trudng hop d hdi phuc khi tiép tuc ding thude.
Kiém tra nhin khoa (bao gdm kiém tra thi luc, kiém tra thi truong va kiém tra ndi soi day mét) da
duoc thuc hién trén 3600 bénh nhan trong cic thir nghiém 1am sang c6 d6i chimg. O nhiing bénh
nhén nay, thi luc giam 6,5% & bénh nhan diéu tr bing pregabalin va 4,8% & bénh nhan ding gia
duoc. Nhitng thay dbi vé trudng thi gidc dugc phat hién & 12,4% bénh nhén dugc didu tri bang
pregabalin va 11,7% bénh nhan dung gia dugc. Nhitng thay dbi vé soi ddy mit dugc quan sat thdy &
1,7% bénh nhan dugc diéu tri bang pregabalin va 2,1% bénh nhan dung gia duoc.

PAC TINH DUQC PONG HQC

Dugc dong hoc & trang thai dn dinh ctia pregabalin 14 twong tw nhau & nhimg ngudi tinh nguyén khoe
manh, céc bénh nhan dong kinh dang dung thubc chéng dong kinh va cac bénh nhén dau man tinh.
Hip thu

Pregabalin dugc hp thu nhanh khi udng lic d6i, ndng dé dinh trong huyét tuong dat duoc sau 1 gioy
trong ca ché do dung don liéu va da lidu. Sinh kha dung dudng udng cta pregabalin khoang > 90%
va khéng phu thude vao liéu ding. Khi ding nhéc lai, tinh trang 6n dinh dat dugc trong vong 24 dén
48 gidr. Ty 1é hp thu cha pregabalin gidam khi ding cling thirc &n din d&n Cmax giam khoang 25 - 30%
va tmax bi chdm khoang 2,5 gio. Tuy nhién, dung pregabalin ciing véi thirc &n khong c6é anh hudng
|am sang dang ké nao dén mirc d0 hip thu pregabalin.

Phin b

Céc nghién ciru tién lam sang cho thdy pregabalin di qua hang rao méu ndo & chudt nhit, chudt cdng
va khi. Pregabalin qua dugc nhau thai & chudt cong va xuét hién trong sita chudt. O ngudi, thé tich
phéan b6 biéu kién ciia pregabalin sau khi diing dudng udng 13 khoang 0,56 L/kg. Pregabalin khong
gén véi protein huyét tuong.

Chuyén héa

Pregabalin dugc chuyén héa khong déng ké trong co thé ngudi. Sau khi diing pregabalin ¢6 dénh diu
phéng xa, khoang 98% hoat tinh phong xa dugc tim thiy trong nudc tiéu 1a cia pregabalin & dang
chwa chuyén héa. Dan xuét N-methyl ctia pregabalin, 1a chat chuyén héa chinh ctia pregabalin dugc
tim thdy trong nudc tiéu, chiém khoang 0,9% liéu dung. Trong cic nghién ciru tién 14m sang, khong
c6 du hiéu nao vé su bién ddi pregabalin dang ddng phén S thanh ddng phén R.

Thdi tri

Pregabalin dugc thai trir khoi hé tudn hoan chii yéu do bai tiét qua than dudi dang khéng chuyén héa.
Thoi gian béan thai trung binh ctia pregabalin [a 6,3 gid. Do thanh thai huyét twong va do thanh thai
than cta pregabalin ty 18 thudn v&i d9 thanh thai creatinin (xem phan “Pic tinh dwgc dong hoc”,
Dugc dong hoc & nhitng nhém bénh nhén déc biét, Suy théan).

Cén didu chinh liéu cho bénh nhén bj suy chirc ning than hozic dang thim tach mau (xem phén “Céch
ding, liéu ding”, Bang 1).
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Tuyén tinh/khéng tuyén tinh

Duogc dong hoc ca pregabalin 14 tuyén tinh trong khoang liéu khuyén cdo hang ngly. Do bién thién
dugc dong hoc gitta cac ddi twong cia pregabalin 1a thép (<20%). Dugc ddng hoc da liéu c6 thé du
doan duge tir dit liéu ctia liéu don. Do d6, khong cin kiém tra dinh ky ndng do pregabalin trong huyét
tuong.

Duwgc dong hoc ¢ nhitng nhom bénh nhan ddc biét

Gidi tinh

Céc thir nghiém 1am sang cho thdy gi6i tinh khéng c6 anh hrréng 1am sang dang ké nao dén ndng do
pregabalin trong huyét tuong.

Suy thdn

Do thanh thai pregabalin ty 1& thuan véi tde dd thanh thai creatinin. Ngoai ra, pregabalin dugc loai
bo hiéu qua khoi huyét twong qua thdm tach méu (sau 4 gid diéu tri thAm tach mau, ndng dd pregabalin
trong huyét twong giam khoang 50%). Vi thai trir qua than 1 duong thai trir chinh, cin giam lidu cho
bénh nhén suy than va dung lidu bd sung sau khi thdm tach mau (xem phan “Cach ding, lidu ding”,
Bang 1).

Suy gan

Chua c6 nghién ctru dugc dong hoc cu thé nao dugc tién hanh trén bénh nhan suy chirc ning gan. Vi
pregabalin dugc chuyén hoa khéng dang ké va thai trir chii yéu qua nude tidu duéi dang thude khdng
ddi, bénh nhan suy chirc ning gan du kién s& khéng c6 thay dbi dang ké vé ndng do pregabalin trong
huyét tuong.

Tré em

Dugc dong hoc ctia pregabalin dugce dénh gia & bénh nhi bi dong kinh (nhém tubi: 1 dén 23 thang, 2
dén 6 tudi, 7 dén 11 tudi va 12 dén 16 tudi) & cac muc lidu 2,5; 5; 10 va 15 mg/kg/ngay trong mot
nghién ciru vé duge dong hoc va kha niang dung nap.

Sau khi bénh nhi u6ng pregabalin trong tinh trang nhin an, thoi gian dé dat duoc ndng do dinh trong
huyét twong 13 twrong tu nhau trén toan bd nhém tudi va xay ra tir 0,5 gidr dén 2 gidr sau khi udng.
Céc thong s6 Cmax va AUC ciia pregabalin ting mot cach tuyén tinh khi tang lidu trong timg nhém
tudi. AUC thép hon 30% & nhiing bénh nhén nhi duéi 30 kg do d9 thanh thai tinh theo cén ning co
thé diéu chinh ting 1én 43% & nhitng bénh nhan nay so v6i nhitng bénh nhan niang > 30 kg.

Thoi gian ban thai pha cudi ctia pregabalin trung binh khoang 3 dén 4 gi® & nhiing bénh nhi dudi 6
tudi va 4 dén 6 giv & nhitng tré 7 tudi tré 1én.

Phan tich dugc dong hoc trén timg nhém ddi tugng cho thdy do thanh thai creatinin 1a m6t dong bién
c¢6 y nghia clia do thanh thai pregabalin dung dudng udng, can ning co thé 13 mot ddng bién c6 y
nghia cta thé tich phan bd biéu kién clia pregabalin dung dudng udng, va nhimg médi tuong quan nay
la tuong tu & bénh nhi va bénh nhan nguoi 16n.

Duoc dong hoc clia pregabalin & bénh nhan dudi 3 théang tudi chua duoc nghién ciru (xem phan “Céch
ding, lidu dung”, “Téc dung khong mong mudn cua thude” va “Péc tinh duoc luc hoc?).

Nguoi cao tudi

Do thanh thai pregabalin c6 xu hudng giam khi tudi cao. Mirc giam d6 thanh thai pregabalin ding
qua duong ubng nhét quan v6i mirc giam do thanh thai creatinin khi tudi cao. C6 thé cin giam liéu
pregabalin cho cdc bénh nhén tén thuong chirc ning than do tudi cao (xem phin “Céch dung, liéu
dung”, Bang 1).

Phu nit cho con bu
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Duoc dong hoc cuia 150mg pregabalin ding mdi 12 gio (lidu hang ngay 300mg) dugc danh gid & 10
phu nir dang tiét sita dugc ti thiéu 12 tudn sau khi sinh. Sy tiét sira it anh hudng hogic khong anh
huéng dén dugce dong hoc ciia pregabalin. Pregabalin tiét vao sita me v6i ndng do én dinh trung binh
khoang 76% so v6i ndng do trong huyét trong ctia me. Liéu pregabalin udc tinh trung binh ma tré
nhén hang ngay tir stra me (gia sir lugng sira bé bu trung binh 1a 150 mL/kg/ngay) & nhiing phu ni
dung liéu 300 mg/ngay hodc liéu téi da 600 mg/ngay twong ting 12 0,31 hodc 0,62 mg/kg/ngay, néu
tinh theo mg/kg s& la khoang 7% liéu ctia me.

DU LIEU AN TOAN TIEN LAM SANG

Trong céc nghién ctru thong thudng vé an toan dugc 1y trén dong vat, pregabalin duoc dung nap t6t
& lidu didu tri. Trong cdc nghién ctru vé doc tinh véi lidu nhic lai trén chudt cong va khi, da quan st
thdy cac anh hudng dén hé thin kinh trung wong, bao gdm giam hoat déng, ting van dong va mat kha
nang didu hoa co. Thudng quan sat thdy hién tugng ting ty 1é teo vong mac & chudt cng gia bach
tang sau khi ding pregabalin dai han & liéu > 5 14n lidu trung binh cho ngudi & lidu 14m sang khuyén
céo tdi da.

Tdc dung gdy qudi thai

Pregabalin khong gy quéi thai & chudt nhit, chudt cng va tho. Poc tinh cho thai nhi & chudt cong
va tho chi xay ra khi diing liéu cao hon liéu sir dung trén ngudi. Trong cac nghién ciru doc tinh trude
/sau khi sinh, pregabalin gay doc tinh phét trién trén con non ciia chudt céng & lidu > 2 1an lidu khuyén
cdo tdi da trén ngudi.

Tdc dpng trén kha nang sinh sin

Tac dong c6 hai ddi v6i kha ning sinh san & chudt cdng duc va cai chi dugc quan sat thiy & mirc liéu
vuot qua liéu didu tri. Tac dong c6 hai dbi v6i co quan sinh san cta con duc va céc thong sb tinh
triing c6 thé ddo nguoc va chi xay ra & mirc liéu vugt qua liéu diéu tri hodc ¢6 lién quan dén cac qua
trinh thoai hoa tw phét & co quan sinh san cta chudt cbng duc. Do d6, cac tic dong duge xem 13 it
hodc khong lién quan dén ldm sang.

Kha ning gy dot bién gen

Pregabalin khong gdy ddc cho gen dua trén cac xét nghiém in vitro va in vivo.

Kha nang gdy ung thw

Céc nghién ctru hai nim vé kha ning gdy ung thu ctia pregabalin duoc tién hanh trén chudt cdng va
chudt nhit. Khong phét hién duoc khéi u nao trén chudt cdng dung liéu gip 24 1an liéu trung binh
trén ngudi véi lidu 14m sang khuyén céo ti da 1a 600 mg/ngay. O chudt nhét véi liéu ding tuong tu
liéu dung trung binh trén ngudi, khong thdy ting ty 1 hinh thanh khéi u, nhung ¢6 ghi nhan ting ty
18 u mach méu (haemangiosarcoma) & liéu diing cao hon. Co ché khong gy ddc cho gen ctia su hinh
thanh khéi u do pregabalin gy ra trén chudt nhét lién quan dén cac thay ddi v& tiéu cau va di lién véi
tang sinh té bao ndi mac. Cac thay doi vé tiéu cau khong xuét hién & chudt céng va ngudi theo dir
liéu 1am sang ngén han hodc kéo dai ¢ gii han. Khong c6 bing chimg nao vé cdc nguy co trén
nguoi.

O chudt céng chua trudng thanh, cac loai doc tinh khong khéc nhau vé chét so véi & chudt truong
thanh. Tuy nhién chudt cdng chua trudng thanh nhay cam hon. O lidu diéu tri, ¢6 céc ddu hiéu lam
sang cua hé than kinh trung wong (CNS) 1a ting hoat dong va nghién ring va mot sb thay dbi vé tang
trudng (irc ché ting can nhit thoi). Céc tc dung trén chu ky dong duc quan sat thiy & lidu cao gip 5
1an 1idu c6 tac dung didu tri & ngudi. Quan sat thiy giam phan xa giat minh véi am thanh & chudt
cdng chua trudng thanh 1-2 tudn sau khi dung liéu > 2 14n liéu ¢6 tac dung didu trj & ngudi. 9 tudn
sau khi duing thudc, khong con thdy cac tic dung nay nita.
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QUY CACH PONG GOI
Hép 4 vi x 14 vién.

PIEU KIEN BAO QUAN
Bao quéan & noi khd mat, nhiét do dudi 30°C.
HAN DUNG

30 thang ké tir ngay san xut.

TIEU CHUAN CHAT LUQNG

Nha san xuét.

TEN VA PIA CHI CO SO SAN XUAT
Laboratorios Cinfa, S.A.

Ctra. Olaz-Chipi, 10. Poligono Industrial Areta,
31620 Huarte-Navarra, Tay Ban Nha.

Vai trd: San xuét, kiém soét 16 va xuét xudng 16.
Laboratorios Cinfa, S.A.
Travesia de Roncesvalles, 1.
31699 Olloki (Navarra), Tay
Vai tro: Péng géi so cdp va

GIAM POC



