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ESTIBALIN 300MG

lung trudc khi dang,
dc sy hodc dwpc st nhitng tic dung khong mong muén giip phdi khi sic dung

%&

AP ONG THUC THUOC
ESTIBALIN 300MG
Thanh phan duoge chit: Pregabalin 300 mg
Thanh phan t4 duoc: Mannitol, Pregelatinized starch, talc, vo nang ctimg gelatin rong size 0

DANG BAO CHE
ESTIBALIN 300MG ) )
Vién nang cirng gelatin, size 0, mau xanh 1&/mau xanh 14, ¢é chira bt com mau trang.

CHI PINH

Pau than kinh

Pregabalin dugc chi dinh dé didu tri dau thin kinh ngoai bién va trung wong & ngudi lon.

Bénh dong kinh

Pregabalin dugc chi dinh la li¢u phéap bo trg & ngudi 16n bi dong kinh cuc bd ¢6 hodc khong c6 dong
kinh toan thé thir phat.

Réi loan lo 4u lan téa

Pregabalin dugc chi dinh dé didu tri RSi loan lo Au lan toa (Generalised Anxiety Disorder - GAD) &
ngudi 16n.

LIEU DUNG VA CACH DUNG

Liéu luong ' 3
Pham vi liéu l1a 150 dén 600 mg moi ngay duwogc chia 1am hai hoic ba lan.
Dau than kinh

Piéu tri bing pregabalin c6 thé duge bit ddu vai lidu 150 mg mdi ngdy chia 1am hai hodc ba lan. Dya
trén dap ung va kha néng dung nap cia timg b¢nh nhan, c6 thé tang lidu I1&n 300 mg mdi ngay sau
khoang thdsi gian tir 3 dén 7 ngay va néu cén, dén lidu t6i da 600 mg mdi ngdy sau khoang thoi gian bb
sung 7 ngay.

— Bénh dong kinh
Diéu trj bing pregabalin c¢6 thé duge bit diu véi liéu 150 mg mdi ngay chia lam hai hogc ba lan. Dya
trén dap img va kha nang dung nap cua nmg bénh nhan, lidu ¢6 the ting 1én 300 mg mdi ngay sau |
fudn, Lidu ti da 600 mg mdi ngdy ¢6 thé dat duge sau thém mot tuin.
Réi loan lo du lan téa
Pham vi liéu 12 150 dén 600 mg m&i ngay dugc chia 1am hai hodc ba ldn. Nhu ciu diéu tri c¢dn duge
danh gia lai thuong xuyén.
Diu trj bing pregabalin c6 thé bit dAu v6i liéu 150 mg I mdi ngay. Dya trén dép mg va kha nang dung
nap cua timg bénh nhan, liéu co thc tang 1én 300 mg 1 mdi ngay sau 1 tun. Sau thém mot tuan liéu co
thé ting 1én 450 mg mdi ngay. Lidu tbi da 600 mg mdi ngay co thé dat dugc sau thém mdt tudn.
Ngitng su dung pregabalin
Theo thuc hanh 14m sang hién nay, néu phai ngimg sir dung pregabalin thi nén thuc hién tix tir trong t6i
thiéu 1 tuan ma khong phu thude vio chi dinh.
Suy than
Pregabalin dugc thai trir khéi hé tudn hoan chu yéu qua thin dudi dang thude khéng d6i. Vi d6 thanh
thai pregabalin ty 1€ thudn véi dd thanh thai creatinin (xem phén Duwgc dong hoc), viéc giam lidu &
bénh nhén b suy giam chitc ning than phai dwgc c4 thé héa theo d thanh thai creatinin (CLe;), nhu
duoc chi ra trong Bang 1 duoc xéc dinh bang céng thire sau:
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[140—tudi (ndm)] x cin ning (kg)] W i o
& creatinin huyét thanh (pmol/1) 1 (x 0.85 d6i v6i bgnh nhén ni)

oi bd hidu qua khoi huyét twong béing thim phan mau (50% thudc trong 4 gid). Dbi
); chay than nhén tao, nén di¢u chinh lidu pregabalin hang ngay dua trén chirc ning
ang ngay, nén ding mot lidu bd sung ngay sau mdi 4 gi¢ diéu tri chay than nhéan tao

Bing 1.

Dicu chinh li¢u Pregabalin dya trén chire ning thin
| Pj thanh thai | i
| creatinin ( CLer) . Tong liéu pregabalin hiang ngay* Phéc d6 lidu ding ‘
| (mL/phat) |

Liéu khoi ddu Liéu tdi da

(mg/ngay) (mg/ngay) _
> 60 150 1600 2 an/ngay hojic 3 1an/ngay
> 30 - < 60 75 300 |2 1an/ngay hogc 3 1An/ngay
>15-<30 25— 50 1150 1 1an/ngay hodc 2 lan/ngay
<15 125 75 Ngay 1 lan
Liéu b sung sau loc méu (mg) I—
T s 100 Liéu duy nhat -

" 'l‘rf}ng Ejéu hang ngay (mg/ngdy) nén dugc chia theo chi dinh ctia phac do liéu dung theo mg/lidu
" Liéu bo sung 1a liéu bd sung duy nhat

Suy gan

Khong cAn diéu chinh lidu d6i v6i bénh nhin suy gan (xem phan Dwge ddng hoc).

Dén s tré em q , _‘

Su an toan va hiéu qua cua pregabalin ¢ tré em dudi 12 tudi va thanh thiéu nién (12-17 tudi) chua duge
thiét 14p. Dit liéu hién c6 duge mé ta trong ghﬁn Téc dung khong mong mudn, Duge lye hoe va
Dwoc ding hoc nhung khdng thé dua ra khuyén nghi ndo vé liéu luong.

Ngudi cao tudi ‘

Bénh nhén cao tudi c6 thé cAn giam lidu pregabalin do chitc ning thdn gidm (xem phan Duge djng
hoce).

Céch dung

Diing bang dudng udng.

Pregabalin c6 thé udng cting hodc khong cting thir an.

CHONG CHI PINH ‘ ’
Quéa min cam v6i hoat chit hoidic véi bit ky ta duoc ndo c6 trong thanh phin cia thube.

CANH BAO VA THAN TRONG KHI SU DUNG THUOC

Bénh nhén dai thdo dudng

Theo thyc hanh 1dm sang hién nay, mot sé bénh nhan déi thao duong ting can khi diéu tri bing
pregabalin c6 thé can phai diéu chinh cac thube ha dudng huyét.

Phén ing qué man ‘

Di ¢ bao co sau khi dua thude ra thi truong vé phan (g qua mén, bao gdm ca trudmg hgp phit mach.
Nén ngimg sir dung pregabalin ngay lap tirc néu xuét hién céc tridu chimg phti mach nhu sung mit,
phtt quanh miéng hodic phii dudmg hd hip trén.

Phén g bét loi & da nghiém trong (SCAR)

SCAR bao gdm hdi chimg Stevens-Johnson (SJS) va hoai tir biéu bi nhidm doc (TEN), co thé de doa
tinh mang hodc gdy tir vong, di duoc béo céo hiém khi lién quan dén didu tri bing pregabalin. Khi ké
don, bénh nhan nén dugc thong bao vé cac diu hiéu, tri¢u ching va dugc theo ddi chit ché cac phan
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P c va cén nhic dleu tri thdy thé (ncu thich hop).
@ \ mat v thuc 14 l4n va suv g1ém tmh than

# (ngd) o ngum cao tudi. Cung d4 c6 béo cdo sau khi dua thude ra thl truong vé
P / la lan va suy glarn tdm than. Vi vdy, bénh nhan nén thin trong cho @én khi quen

Tmng céc thir nghlgm c6 doi chung ¢6 ti 1€ bi nhin m& cao hon & bénh nhén duge diéu trj voi pregabalin
so v6i benh nhan didu tri bang gia dugc va tinh trang nay duoc giai quyet trong phan 16m céc tru&mg
hop khi tiép tuc ding thudc. Trong cac nghién ctru lam sang tién hanh kiém tra nhin khoa, 1ty 18 giam
thi lyc va thay ddi thi lrucmg & bénh nhdn diéu tri bé’mg pregabalin cao hon & bénh nhan diéu tri bing
gia dugc; ty 1¢ thay dbi v& noi soi ddy méit cao hon & nhitng bénh nhén diéu tri bing gia dugc (xem
phan Dwge lye hoc).
Theo kinh ngluem sau khi dwa thude ra thi trudmg, cdc phan ang bt loi vé thi gidc cling da dugc béo
c40, bao gdm mét thi luc, nhin m& hodc nhing thay doi khac vé thi luc, phd[l 16m truong hop chi la
thodng qua. Viéc ngirng st dung pregabalin ¢6 thé giup giai quyét hoic cai thién cac tridu ching thi
g1ac nay.

Suy thén
Céc truong hop suy thin da dugc bao cao va trong mot s6 trudong hop, viée ngirng sir dung pregabalin
da cho thdy phan tmg bat loi nay co thé hdi phuc duge.
Viéc ngimg str dung cac thude chéng dong kinh dung dong thoi
Khong co du dir lidu v& viéc ngimg sir dung cac thube chong dong kinh ding dbng thoi, sau khi d4 dat
duoc kiém soat con dong kinh khi bb sung bing pregabalin, dé tién i don trj liéu bing pregabalin.
Suy tim sung huyét
D3 ¢ bao céo sau khi dua thudc ra thi trudng vé& tinh trang suy tim sung huyét & mot s6 bénh nhin
dung pregabalin. Nhitng phén tmg nay chi yéu géip & bénh nhén cao tudi bj suy tim mach trong qua
trinh diéu tri bing pregabalin do chi dinh bénh Iy than kinh. Pregabalm nén duogc st dung thén trong &
nhifng b¢énh nhan nay. Viée ngung st dung pregabalin c6 thé giai quyét dwgc tinh trang nay.
Biu tri dau thin kinh trung wong do chin thuong tuy song
Trong diéu tri dau than kinh trung wong do chén thuong tity song, ty 18 cac phan tmg bt 1gi n6i chung,
cac phan trng bét loi trén hé than kinh trung wong vé déc biét 12 tinh trang budn ngu téng lén. biéu nay
¢6 thé 12 do tac dung phu do dung dong thoi cée san pham thude (vi du nhu thube chdng co cling) cén
thiét cho tinh trang nay. Diéu nay cin duogc cin nhéc khi ké don pregabalin trong tinh trang niy.
Suy hd hép
Pi c6 bao cdo vé suy hd hép nghiém trong lién quan dén viéc sir dung pregabalin. Bénh nhén bj lon
thuong chirc nang ho hap, bénh ho hép hoic than kinh, suy than, sir dung dong thai thube e ché thin
kinh trung vong va ngudi cao tudi co thé cd nguy co cao giip phai phén (mg bat 1¢i nghiém trong nay.
C6 thé cAn phai didu chinh lidu & nhimg bénh nhan nay (xem phan Liéu ding va Cach duang).
Y tudng va hanh vi tu tir
Y tudng va hanh vi ty tir d3 duge bdo cdo & nhimg bénh nhin duge dicu tri bing thudc chong dong
kinh trong mdt sé chi dinh. Mt phén tich téng hgp cdc nghién ctru ngdu nhién cé dbi ching 1 gia
duoc vé thube chéng dong kinh ciing cho thdy nguy co vé ¥ tudng va hanh vi ty tir ¢6 tang it. Co ché
clia nguy co nay chua duge biét. Cac truong hop c6 ¥ dinh va hanh vi tu tr da dugc quan sat thiy &
nhitng bénh nhéan duoc didu tri bang pregabalm sau khi dua thuéc ra thi trudmg (xem phén Téc dung
khéng mong muon) Mot nghién ctru dich té hoc sir dung thiét ké nghién ciru tur déi chimg (so sanh
céc giai doan diéu tri v6i cac giai doan Lhong diéu tri & mot ¢4 nhan) di cho thiy bing ching ve vige
ting nguy co khoi phat hanh vi t tir méi va tir vong do ty tir & nhitng bénh nhén dugc diéu tri bing
pregabalin.
Bénh nhén (va ngudi cham séc bénh nhan) nén duge khuyén nén tim tu vén y té néu xuét hién diu hiéu
cuia y tuong hode hanh vi ty . Bénh nhan cin duoc theo doi cac ddu hiéu clia y twéng va hanh vi tu
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spghdy tri thich hop. Nén can nhic viée ngimg diéu tri bing pregabalin trong trudmg
& \ tu tir.
omg@ti¢u hoa dudi

dua thude ra thi trudng vé cac bién cb lién quan dén giam chic ning dudmg

ac rudt, liét rudt, tdo bon) khi dung ddng thoi pregabalin voi cac thube co kha
&y clf@ng han nhu thude giam dau opioid. Khi st dung két hop pregabalm va opioid, c6

thé xem et 4 Bigrphap ngiin ngira tao bon (déc biét & bénh nhin nir va ngudi cao tudi).

Str dung dong thoi véi opioid

Can thén trong khi ké don pregabalin dong thai véi opioid do nguy co e ché thin kinh trung uong

(xem phan Twong tac, Twong ky, ciia thuoc) Trong mt nghién ctru bénh chiing & nhimg ngudi su

dung opioid, nhitng bénh nhan ding pregabalin dong thoi véi op101d c6 nguy co tir vong li€n quan dén

opioid cao hon so véi chi sir dung opioid (ty 1€ chénh 1&ch duge diéu chinh [aOR], 1,68 [95% CI, 1,19

—2,36]). Nguy co ctia sy ting ti 1& ndy dwoc quan sat thay & lidu thdp pregabalin (< 300 mg, aOR 1,52

[95% CI, 1,04 — 2,22]) va co xu hudng nguy co cao hon ¢ lidu cao pregabalin (> 300 mg, aOR 2,51

[95%CI 1, 24 5,06]). '

Diing sai, tiém néng lam dung hodc phu thuge thude

Pregabalm c6 thé gay 1é thude thube, co thé xay ra & lidu diéu tri. Céc truong hop lam dung va dung

sai d4 duge bao céo. Bénh nhén co tién st lam dung chét géy nghién co thé c6 nguy co cao hon vé

dung sai, lam dung va phu thudc pregabalm va nén thén trong khi sir dyng prcgdbahn & nhitng bénh

nhéan nay. Truéce khi ké don pregabalin, cdn d4nh gia cin thin nguy co ding sai, lam dung ho#c phu

thu¢c cua bénh nhan.

Bénh nhén diéu tri bing pregabalin nén duoc theo ddi céc tridu chimg cua vi¢e dung sai, lam dung hodc

phu thudc pregabalm nhu ting dung nap, ting liéu va hanh vi tim kiém thude.

Triéu chimg cai thude

Sau khi ngimg didu trj ngén han va dai han bing pregabalin, céc tri¢u chimg cai thude da duge quan

sat. Céc trigu chimg sau déy dé dugc bao céo: mat ngt, nhuc du, budn ndn, lo lﬁng tiéu chay, hoi

chirng ctim, hoi hdp, trAm cam, dau, co giat, tang tiét md hoi va chong mat. Sy xuéat hlen cac trleu

chimg cai thudc sau khi ngimg st dung pregabalin ¢6 thé cho thay su phu thude vao thude (xem phan

Té4c dung khéng mong mudn). Bénh nhén cin dugc thong bdo ve diéu nay khi bt diu diéu tri. Néu

nén nglng sir dung pregabalin, nén thyc hién tir tir trong t5i thiéu 1 tudn ma khong phu thude vao chi

dinh (xem phan Liéu ding va Cédch ding). )

Co git, bao gdm trang thai dong kinh va co giat ning, c¢6 thé xay ra trong qua trinh sir dung pregabalin

hodc ngay sau khi ngimg dung pregabalin.

Lién quan dén viée nglmg didu tri 1au dai pregabalin, di liéu cho thiy tan suét va mic d6 nghiém trong

clia céc triéu chimg cai thube ¢6 thé lién quan dén liéu ding.

Bénh ndo

Céc trudng hop bénh ndo dd dugc béo cdo, hiu hét & nhimg bénh nhan ¢6 bénh ly tiém an ¢6 thé dén

dén bénh nao.

Phu nir ¢6 khé néng sinh con/Tranh thai

Str dung pregabalin trong ba thang du culia thai k¥ c6 thé géy ra dj tit bdm sinh nghiém trong & thai

nhi. Pregabalin khong nén duge sir dung trong thoi ky mang thai trir khi lgi ich cho ngudi me vugt trdi

hon nguy co tiém 4n cho thai nhi. Phu nit trong d9 tudi sinh san phai sir dung bién phép tranh thai hiéu

qua trong qua trinh diéu tri (xem ph@in Sir dung thude & phu nir co thai, cho con ba).

Ham luong natri

Pregabalin chira it hon 1 mmol natri (23 mg) mm vién nang ciing. Bénh nhén cé ché d6 an {t natri ¢6

thé dugce thong béo ring sin phim thudc ndy vé co ban 14 'khéng chira natri'.

TUONG TAC, TUONG KY CUA THUOC _ ‘ ’
Vi prerrabalin chi yéu duoc bai tiét duéi dang khong doi qua nuée tieu, chuyén héa khong déng ké &
ngudi (< 2% lidu tim thay trong nudc tiéu dudi dang chét chuyén héa), khong tre ché chuyén hoa thude

in vitro va khong lién két véi protein huyét twong nén kho c6 kha nang gy hodc chiu cdc twong tac
duoe dong hoc.
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FEmyivo va phan tich duoc dong hoc déin sb

1 w7 vivo khéng quan sat thiy tuong tac duge dong hoc 6 ¥ nghia l4m sang gifta
in, carbamazepine, acid valproic, lamotrigine, gabapentin, lorazepam,
anpl. Phén tich dugc dong hoc dén so chi ra rang thude tri dai thao duong dudng
j lin, phenobarbital, tiagabine va topiramate khong cé tac dung dang ké vé mat

ai pregabalin.
ith-thaialoflg udng, norethisterone va/hodc ethinyl estradiol

Str dung domgtiei pregabalin vai thude trdnh thai dwomg udng norethisterone va/hoic ethinyl oestradiol
khong anh hudng dén duge dong hoc & trang théi dn dinh cta ca hai thude.
Céc thubc dnh huong dén than kinh trung won
Pregabalin c¢6 thé 1am ting téc dung cta ethanol va lorazepam. .
Theo kinh nghiém sau khi dwa thuoc ra thi treong, da c6 bdo cdo ve suy hd ‘hﬁp. hén mé va tir vong &
nhitng bénh nhan ding pregabalin v& opioid v&/ho#ic cdc thudc e ché hé than kinh trung wong (CNS)
khéc. Pregabalin dudng nhu ¢6 tac dung bd sung trong viée lam suy gidm chirc ning nhén thirc va vén
dong thé do oxycodone géy ra.
Tuong tic va ngudi cao tudi i
Khong co nghién ctru tuong tac duge luc hoc cu thé nao dugc tién hanh & ngudi tinh nguyén cao tudi.
Nghién ctru twong tac chi duge thuce hién & ngudi 16n.
Tuong ky: Khong ap dung.

SUDUNG THUOC O PHU NU CO THAI VA CHO CON BU

Phu nit ¢ kha ning sinh con/Tranh thai ‘

Phu nit trong d6 tudi sinh san phai sir dung bién phap tranh thai hiéu qua trong qué trinh diu tri (xem
phan Cinh bso va Thén trong khi sir dung thudc).

Thai ky

Céac nghién curu trén dong vat da cho tha'iy ddc tinh trén sinh san.

Pregabalin di duoc ching minh 12 di qua nhau thai & chudt (xem phén Dwge dfng hoe). Pregabalin c6
thé di qua nhau thai ngudi.

Céc dj tat bdm sinh ning

Dit liéu tir mdt nghién ciru quan sat & Bic Au trén hon 2700 phu nit mang thai ding pregabalin trong
ba thang dau cho thay ty 1¢ di tat bim sinh ning (major congenital malformations - MCM) cao hon &
nhom tré em (séng hodic chét non) ding pregabalin so véi nhém khong diing pregabalin (5,9% so véi
0,4,1%).

Nguy co méc MCM & nhém tré em phoi nhiém véi pregabalin trong ba thang dAu tién cao hon mot
chut so véi nhém khong phoi nhiém (ty 1é luu hanh da diéu chinh va khoang tin cdy 95%: 1,14 (0,96-
1,35)) va so vGi nhém tre tiép xuc véi lamotrigin (1,29 (1,29). 1,01-1,65)) hodc duloxetine (1,39 (1,07—
1,82)).

Céc phan tich vé céc di tat cu thé cho thdy nguy co cao hon ddi véi céc di tit & hé than kinh, mit, sit
moi, di tat tiét niu va di tat bd phén sinh dyc, nhung sb luong it va ude tinh khong chinh xac.

Khong nén sir dung pregabalin trong thdi ki mang thai trir khi thyue sy can thiét (néu loi ich cho ngudi
me¢ ro rang vuot trdi nguy co tim 4n cho thai nhi).

Cho con bu -

Pregabalin duoc bai tiét vao sita me (xem phén Dwoe dong hoc). Tac dung cua pregabalin trén tré so
sinh/nhii nhi chua duoc bict rd. Phai dua ra quy€t dinh ngimg cho con ba hay ngimg dj?:u tri bing
pregabalin, c6 tinh dén lgi ich cta vige cho con ba doi voi tré va lgi ich cua vige diéu tri doi voi nguoi
phu nff.

Khé néng sinh san

Khong c6 dir lidu 1am sang vé tédc dung clia pregabalin trén kha ning sinh san cta phu nir.

Trong mét thir nghiém |dm séng dé danh gia tac dung ciia pregabalin doi véi kha ning di dong clia tinh
trung, céc d6i twong nam gidi khoe manh duge ding pregabalin véi lidu 600 mg/ngay. Sau 3 thang
diéu tri, khong c6 anh huéng gi dén kha nang di dong cua tinh tring.
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né’mg sinh san & chudt cai da cho thiy nhimg téc dong bét loi dén khé nang sinh
S\khé ning sinh san & chuét dye da cho thdy nhitng anh hudng bét loi dén kha
. Su lién quan ldm sang clia nhitng phat hién nay vén chua duoc biét.

maoc. Benh - khuyen khong nén ldi xe, van hanh may méc phuc tap hodc tham gia vao cdc
hoat djng c6 kha ning gy nguy hiém khéc cho dén khi biét lidu san pham thude ndy c6 anh hudng
dén kha ning thue hién cc hoat dong nay cua ho hay khong.

TAC DUNG KHONG MONG MUON CUA THUOC

Chuong trinh 1dm sang pregabalm c6 su tham g1a ctia hon 8.900 b¢nh nhén ding pregabalin, trong do
hon 5.600 bénh nhén tham gia thir nghiém mu d6i co dbi ching voi gia duge. Cac phéan Ung bat loi
duoc béo co phd bién n.hat la chong mit va budn ngu Céc phéan Ung bt loi thudng c6 cudng do nhe
dén trung binh. Trong tAt ca céc nghten ctru ¢6 dbi chimg, ty 1& ngimg thude do phan ung bét loi 12
12% & bénh nhan dung pregabalin va 5% & bénh nhan dung gia dugc. Céc phan tmg bt loi phé bién
nhit dén dén viéc ngimg dleu tri bing pregaba!m 14 chong mat va budn ngu.

Trong béang 2 bén dudi, tit ca cac phan tng bét lgi xay ra voi ty 1€ cao hon gia duoc va & nhiéu bénh
nhan, duge liét ké theo phén logi va tan suat (rit phd bién > 1/10); thudng gap (> 1/100 dén < 1/10);
khong pho bién (> 1/1.000 dén < 1/100); hiém (> 1/10.000 den <1/1. 000), rat hiém (< 1/10.000), khong
1o tan s6 (khong thé udc tinh tir dix lidu ¢6 sin). Trong mdi nhém tAn sudt, cAc tac dung khong mong
muén dugce trinh bay theo thit ty mire do nghlem trong giam dan.

Céc phan Gmg bat lgi duoc liét ke cling ¢6 thé lién quan dén bénh 1y €6 tir trude va/hogic cée thube diing
kém.

Trong diéu tri dau than kinh trung uong do chin thuong tiy song, ty 1¢ cac phan ing bét loi néi chung,
phan tmg bét loi trén hé than kinh trung wong va dgc biét la tinh trang budn ngi d4 ting 1én (xem phan
Cianh bao va Than trong khi ding thubc).

Céc phan ting bd sung dwgc bdo cdo tir kinh nghiém hau mii duoc in nghiéng trong danh séch bén
dudi.

Béng 2. Phén g cd hai cia thudc Pregabalin

iLt’;p co quan h§ thﬁng Phin ng c6 hai ctia thude

Nhlem trung va nI:uem doc

e

Thtmmg gép Viém miii hong

Rm loan h¢ thing médu va bach huyet _
Khéng phd bién Giam bach cﬁu trun g tinh
Réi loan hé théng mién dich

Khongphdbién _|Oud mir ]
iHiém Phit mach, phan ving dj iing

rﬁl;l loan chuven hé&?’ﬁ Elmil:h“dlwr—ti;lg

Thudng gip Tang thém an

?Khﬁng phd bién Chén &n, ha duong huyét o

Réi logn tim thdn

jThl,rrlmg gip ~ |Tam tra;{g erng phan 14 14n, cau kinh, mét phuong huoné,m;t;lgu:ha?ﬁn—
| imudn tinh duc giam _
iKhﬁng phd bién Ao giac, hoang loan, bdn chdn, kich dong, tram cam, tdm trang chan nan,

i tam trang phdn khich, hung hing, thay dm tdm trang, mat nhan céch, khé

tim tir, gidc mo bét thudng, tdng ham muon tinh duc, v0 cam, tht o
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MAt kiém ché, hanh vi ty to, ¥ tuong ty tir

Phu thudc thuéc

Choéng mat, budn ngl‘l dau dhu

Mt diéu hoa, phbi hop bét thuémg, run, kho noi, mat tri nhd, suy giam tri
{nhd, rbi loan chu ¥, di cam, gidm cam gidc, an than, rdi loan thing bing, thor|
o

Khéng phd bién Ngét, stimg so, rung giét co, mdt ¥ thiee, ting dong tam than vén dong, rdi
loan vén dong, chéng mit tu the, run c¢6 chu y, rung giat nhin cu, réi loan
nhéan thire, suy giam tam H?an rdi loan ngdn ngit, gidm phan xa, ting cam

_ \giac, cam giac ndng rat, mat vi giéc, khé chju

Hiém Co gidt, r6i loan khiru gidc, gidm van ddng, rdi loan chir viét, hoi ching

i

_I_’arkinson

Réilogn mit

Nhlﬁ m¢, nhin d01.

Thuong gap

Khang phé bién Mt thi luc ngoai bién, roi 10:;1n thi giac, sung mit, khlém khuyet thl trudng,
giam thi lyc, dau mét, suy nhuoe, hoa mét, kho mét, chay nudc mit nhiéu,
kich tmg mét

Hiém MGt thi luee, viém gide mac, oscillopsia (khong 6 rung hinh), thay ddi nhan

thire dd sau thi giac, gidn dong tir, léc, d0 sang thi giac

Réi loan tai va mé dao

‘Thuong gip |Chéng mat

EKhGug phd bién | Tang thinh

:;Rﬁi loan tim

gKh_ﬁng phd bién Nhip tim nhanh, block nhi“ﬁlé‘xt d6 1, nhip chm xoang, suy tim sung huyé'r
Hiém QT kéo dai, nhip xoang nhanh, rbi loan nhip xoang

Réi loan mach mau

Khéng phd bién

lHa huyét ap, tang huyét ap, néng bimg, dé bung, lanh ngoal bién

R6i loan hd hép, ngye va trung .that

Khdng phé bién Kho thd, chay méu cam, ho, nghet mili, viém mili, ngdy, khé mifii

Hiém Phis phéi, thit hong

Khong biét Suy hé hép

R01 loan tiéu hoa _

Thuong gdp _ Noén, budn non, tdo bon, ticu chay, day hoi, chudng bung, khd miéng
'Khéng phd bién Bénh trao nguoc da day thuc quan, ting tiét nude bot, giam cam gidc miéng
Hlem Cd tru'éng, viém tuy, sung ludi, kho nuot

Réi Ioan gan mat

Khong phd bién Men gan tang cao*

Hiém Vang da

Rét hiém Suy gan, viém gan

Réilogn da vA md duéi da - —
Khong pho bién ]Phat ban sén, may day, tang tidt md hOl, ngua -
!,Hlem Hoai tir biéu bl nhiém déc, héi chung Stevens-Johnson, mo hoi lanh
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Chust rit, dau khép, dau lung, dau chan tay, co thét cb tir cung
_|Sung khop, dau co, co giat co, dau__cé_, cing co

Tiéu co van

Tidu khong tu cha, tiéu kho
~ |Suy thén, thiéu nidu, b tiéu

|Rm loan hé sinh sdn va va

{Thuimg gép Réi loan cuong dwong

khﬁng phd bién Réi loan chiic ning tmhduc cham xut tinh, dau bung kinh, dau v

Haem e Vo kinh, tiét dich vii, vi to, vii fo

Réi logn chung va tinh trang tai chd ding thuoc

Thuong gép Phu ngoai bién, phu né . dang di bét thudng, té ngd, cdm g1ac say ruQu, cam
glac bat thudmg, mét moi

'Khéng phd bién tbng quét phu né, phit mdi, tire nguc, dau, sbt, khat nude, 6n lanh suy nhuoc|

%Biéu tra _

?Thuémg gip Tang can

éth“)ng phd bién ;Creatmln phosphokmdse mau tang, glucose mau tfmg, 56 lu(mg tiéu cdu

glam creatinine méu tang, kali méu gidm, cin néng giam

i

Hiém S6 lugng bach cau giam

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

Sau khi ngimg diu trj ngan han va dai han, cac tri¢u ching cai pregabalin da dugc quan st thdy. Céc
tri¢u chimg sau déy dé dugc bao c4o: mét ngu, nhuc dAu, budn ndn, lo lang, tiéu chay, hoi ching cim,
co gidt, céng thang, trim cam, dau, ting tlét md hoi va chong mat Nhirng tri¢u chun§ nay c6 thé cho
thﬁy su phu thude vao thudc. Bénh nhan ¢in dugc thong bao ve dié eu nay khi bét ddu didu tri. Lién quan
dén vige ngimg diéu tri 1au dai pregabalin, dir liéu cho thiy tAn suit va mirc do nghiém trong clia cic
tridu ching cai thudc c6 thé lién quan dén lidu lugng.

Dan s6 tr¢ em

Dit liéu v& do an toan ctia pregabalin dugc quan sét thay trong 5 nghién ctru nhi khoa & bénh nhén bi
ddng kinh cyc bd ¢ hogce khong co blcu hién toan thé thir phat (nghién ciru tinh an toan va hiéu qua
trong 12 tudn & bénh nhén tir 4 dén 16 tudi, n=295; nghién cttu tinh an toan va hiéu qua trong 14 ngay
& bénh nhén 1 thang dén dudi 4 tudi, n=175; nghlen ctru duge dong hoc va khéa nang dung nap, n=65;

va hai nghién ciru nhan mé kéo dai 1 ndm vé d0 an toan, n=54 va n=431) twong tu nhur két qua quan
st duge trong céc nghién ciru & ngudi 1én cia bénh nhan dong kinh. Céc tae dung phu thuong gap
nhit duge quan sét thay trong nghién ciru kéo dai 12 tudn véi diéu tri bang prcgabalm 1a budn ngu, sbt,

nhiém (ring dudng ho hap trén, tang cam gidc thém &n, tdng can va viém mii hong. Céc tac dung phu
thuong gép nhit duge quan sét thay trong nghién ctru kéo dai 14 ngay voi diéu tr bing pregabalin la
budn nga, nhiém trang dudong ho hip trén va sét.

Thong bdo ngay cho bdc sy hodc dwyc st nhitng tic dung khéng mong mubn gdp phai khi sit dung
thuée.
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au khi dua thuoc ra thj trudng, cac phan img bt loi dugce bio cdo thu@mg gap nhat
balm bao gdm budn ngy, trang thai 1G 14n, kich dong va bon chon. Cac con
) bao cao.

DPAC TINH DUQC LUC HQC

Nhém duge 1y: Thube chéng dong kinh

Ma ATC: N03AX16

Hoat chét pregabalin 1a chit déng ding acid gamma-aminobutyric [(S)-3-( aminomethyl )-3-
methylhexanoic].

Co ché hoat dong

Pregabalin lién két voi mot tiéu don vi phu (o 2 -8 protein) cta kénh canxi phy thudc dién thé trong hé
than kinh trung wong.

Hiéu qua 14m sang va an toan

Dau thén kinh

Hi¢u qua dé duge ching minh trong céac thir nghlem d6i v6i bénh than kinh do déi thdo dudng, dau day
than kinh sau nhiém herpes va chén thuong tiy séng. Hidu qua chua duge nghién ciru trong céc kiéu
dau than kinh khic.

Pregabalin da dugc nghién ciru trong 10 thir nghlcm 1am sang c6 d6i chimg kéo dai téi 13 tudn véi liu
hai ldn mot ngay (BID) va 1én dén 8 tudn voi lidu ba ldn mdt ngay (TID). Nhin chung, dic diém an
toan va hiéu qua cua phéc db dung thue BID va TID la tuong tu nhau.

Trong cic thu ngh1em 1am sang kéo dai t6i 12 tudn dbi véi ca ching dau than kinh ngom bién va trung
wong, muc d§ dau giam duge nhan thay vao Tuan 1 va duge duy tri trong subt thoi gian diéu tri.
Trong céc thir nghiém 14m sang c6 d6i chimg vé chimg dau thin kinh ngoai bién, 35% bénh nhan dugc
diéu trj bing pregabalin va 18% bénh nhan ding gia dugc da cai thién dugc 50% diém dau. i v6i
nhitng bénh nhén khéng bi budn ngn, su cai thién nhr vy duoge quan sat théy & 33% bénh nhan dugc
diéu tri bing pregabalin va 18% bénh nhan ding gia duoc. Dbi véi nhitng bénh nhan bj budn ngu, ty
1¢ dap ung la 48% & nhém pregabalm va 16% & nhém gia duge.

Trong thir nghiém 1dm sang ¢6 dbi chimg vé c,hung dau than kinh trung wong, 22% bénh nhan dugc
diéu tri bing pregabalin va 7% bénh nhan dung gia duoc da cai thién duge 50% diém dau.

Bénh dong kinh

Diéu tri bd trg

Pregabalin da dugc nghién ctru trong 3 thir nghiém 14m sang ¢6 d6i ching trong thoi gian 12 tudn véi
liéu BID hogc TID. Nhin chung, dic diém an toan va hiéu qua ctia ché do dung thude BID va TID la
twong tu nhau.

Giam tan sudt dong kinh d& duoc quan sat thiy vao Tuan 1.

Dén sb tré em

Hiéu qua va do an toan ciia pregabalin trong diéu tri bd trg cho bénh dong kinh & bénh nhi du6i 12 tudi
va thanh thiéu nién chua duge thiét lap. Cée tac dung phu quan sat duorc trong mot nghién ctru duge
dong hoc va kha ning dung nap trén bénh nhén tir 3 thang dén 16 tudi (n=65) bi con dong kinh khéi
phat cuc bd 1a twong tw nhu nhiing tic dung phy duge quan sat thiy & ngudi 1om. Ket qua ctia mot
nghién ctru ¢6 dbi ching gia duoce kéo dai 12 tuan trén 295 bénh nhi tu' 4 dén 16 tum va mot nghién
clu ¢6 dbi chimg gia dugce trong 14 ngdy trén 175 bénh nhi tir 1 thang deq dudi 4 tudi duge thue hién
dé danh gid hiéu qua va do an toan cuia pregabalin nhu lidu phap bd trg dé didu trj céc con dong kinh
khi phat cuc bd va hai nghién ctru nhin mé vé do an toan kéo dai 1 nim & 54 va 431 bénh nhi, tir 3
thang dén 1 6 tudi bi dong kinh, cho thiy da quan sét thiy cac tdc dung phu nhu sét va nhidm tring
dudng hd hap trén. thudng xuyén hon so véi cde nghién ciru ¢ ngudi 16n trén bénh nhén dong kinh.
Trong nghién ctru d6i ching gia dugc kéo dai 12 tudn, bénh nhi (4 dén 16 tudi) dugc chi dinh dung
pregabalin 2,5 mg/kg/ngay (t6i da 150 mg/ngay), pregabalin 10 mg/kg/ngay (tbi da 600 mg/ngay) hodc
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: tr1 bang pregabalin 10 mgﬁkg/ngay (p=0,0068 so voi gia duge), 29,1% dbi tua;mg

du _ dgabalin 2,5 mg /kg/ngdy (p=0,2600 so véi gia dugc) va 22,6% s6 ngudi ding gia
d i

THoRg;ng P ghimg gia duge kéo dai 14 ngay, bénh nhi (1 thing dén dusi 4 tum) duoc chi
dinhe 4 mg/kg/ngdy, pregabalin 14 mg/kg/ngay hoac glé duge. Tén suét dong kinh
tru , tai thoi diém ban dau v tai 1an tham khém cubi cing lan lugt 12 4,7 va 3,8 d6i

vai \3 a’kg/ngay, 5,4 va 1,4 dbi véi pregabalin 14 mg/kg/ngay, va 2,9 va 2,3 d6i véi gia
duge. Pregabalin 14 mga’kg/ngé.v lam giam déng ké tin sudt con dong kinh khoi phét cyc bd chuyen
ddi theo log so véi gid duge (p=0,0223); pregabalin 7 mg/kg/ngay khong cho thiy su cai thién so véi
gia dugc.

Trong nghién ctu d6i chimg gia dugce kéo dai 12 tuln, con co giat toan thé tién phat (PGTC), 219 abi
twong (tlr S dcn 65 tubi, trong d6 66 nguoi tr 5 den 16 tudi) duoc chi dinh ding pregabalin 5
mg/kg/ngay. (t01 da 300 mgf’ngay) 10 mg/kg/ngay (t6i da 600 mg/ngay) hogc gia duge nhu ligu pha}J
bd tro. Ty 1é dbi twong giam it nhit 50% ty 1& co giat PGTC 1an luot la 41,3%, 38,9% va 41,7% doi
v(i pregabalin 5 mgfkgfngéy, pregabalin 10 mg/kg/ngay va gia duge.

Don tri liéu (bénh nhin méi duge chin dodn)

Pregabalin dd dugce nghién ciru trong 1 thir nghiém 1dm sang ¢6 dbi ching kéo dai 56 tudn v6i lidu
BID. Pregabalin khong dat dugc tinh khong thua kém so véi lamotrigine dua trén tiéu chi cham dit
con dong kinh trong 6 thang. Pregabalin va lamotrigine du an toan va dung nap t6t trong tu nhau.
R&i loan lo Au lan toéa (Generalised Anxiety Disorder — GAD_1

Pregabalm da dugce nghién ciru trong 6 thir nghiém cé ddi chimg kéo dai 4-6 tudn, mdt nghién ctru trén
ngudi cao tudi kéo dai 8 tudn va mot nghién ciru phong ngira tai phat dai han véi giai doan phong ngira
tai phat mu do6i kéo dai 6 thang.

Viée giam céc trigu chu'ng ctia GAD dugc phan 4nh boi Thang danh gid lo &u Hamilton (HAM-A) da
dugc quan sat vao Tuén 1.

Trong céc thir nghi¢m lam sang co déi chimg (kéo dai 4-8 tuin), 52% bénh nhén didu tri bang
pregabalin va 38% bénh nhén diing gia dugc d cai thién it nhat 50% tong diém HAM-A tir diém ban
dAu dén diém cudi.

Pregabalin gay mo mét cao hon so véi bénh nhan diéu tri b.;mg gia dugc va tinh trang nay ducrc giai
quyét trong phan 16n c4c trudng hop khi tiép tuc dung thude. Thir nghiém nhan khoa (bao gom kiém
tra thi lue, kiém tra thi truong chmh thirc va kiém tra ddy mét bang phuong phap soi ddy mat bang
phuong phép gidn no) da duge tién hanh & hon 3600 bénh nhén trong céc thir nghiém 1am sang c6 dbi
chimg. O nhimg bénh nhan nay, thi hre giam & 6.5% bénh nhén diéu trj bang pregabalin va 4,8% bénh
nhan diéu tr bang gia dugc. Nhimg thay abi vé thi trlrorng dugc phét hién & 12,4% bénh nhén dleu tri
bing pregabalin va 11,7% bénh nhén tiIeu tri bang gia duge. Nhimg thay d6i qua soi day mit duge
quan sét thiy & 1,7% bénh nhén diéu tri bing pregabalin va 2,1% bénh nhan dicu tri béng gia dugec.

PAC TINH DUQC PONG HQC

Duge dong hoc & tinh trang 6n dinh cia pregabalin tvong tw nhau & ngudi tinh nguyén khoe manh,
bénh nhén dong kinh dang dung thude chong ddng kinh va bénh nhan bj dau mén tinh.

Hép thu

Pregabalin dugc hép thu nhanh chong khi dung lic doi, véi ndng d dinh trong huyét tuong dat duge
trong vong 1 gidr sau khi ding ca lidu don v da lidu. Sinh kha dyng dudng uong cua pregabalin ude
tinh > 90% va khong phuy thude vao lidu dung. Sau khi diing lap lai, trang théi on dinh dat dugc trong
vong 24 dén 48 gltv Ty 18 hip thu pregabalin giam khi dung cting v6i thic #n din dén giam Cmax
khodng 25-30% va 1am cham thoi glan dat tmax khodng 2,5 gi¢ . Tuy nhién, dung pregabalin cing véi
thirc &n khong co anh huong dang ké vé& mit 1am sang dén mirc do hép thu pregabalin.

Phan bd

Trong céc nghién ciru tién 14m sang, pregabalin d duge chimg minh 12 vuot qua hang rio méau néo &
chudt nhat va khi. Pregabalin d3 dugc chiing minh 1a di qua nhau thai ¢ chudt va hi¢n di€én trong sita
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cua chudt ho con bu G nguora the tich ph.an bo blcu kién ctia pregabalin sau khi udng la khoéng

el alm khoang 98% chit phong xa duge tlm thdy trong nuée tidu 1a pregaba!m

4 N- methyl héa cua pregabalin, chét chuyén hoa chinh ctia pregabalin dugc

& .x," chlcm 0,9% liéu ding. Trong cac nghién ctiru tién lam sang, khong co dau
4 tidu trién clia pregabalin dbng phén S thanh pregabalin ddng phan R.

Thai trir
Pregabalin dugc thai trir khoi hé tudn hoan chu yéu qua than dudi dang thube khong déi.

Thoi gian ban thai trung binh clia pregabalin 1a 6,3 gior. DY thanh thai cta pregabalin trong huyét tuong
va d6 thanh thai ¢ than ty 1 thudn vGi d6 thanh thai creatinine.

Can didu chinh liéu & bénh nhén suy giam chirc ning than hodc dang chay than nhén tao (xem phan
Liéu diing va Cich dung - Bang 1).

Tuyén tinh/phi tuyén tinh

Duoc dong hoc ctia pregabalin la tuyen tinh trong khoang liéu khuyén céo hang ngdy. Su bién thién
dugc dong hoc giira cac dbi tucmg d6i v6i pregabalin 1a lhap (< 20%). Duogc dong hoc cia da lidu co
thé du doén dugc tir dit li¢u vé lidu don. Vi vay, khéng cin theo ddi thudong xuyén ndng & pregabalin
trong huyét tuong.

Gidi tinh

Céc thir nghi¢m ldm séng cho thdy gidi tinh khong 6 anh hudng déng ké v& mit 14m sang dén ndng
d0 pregabalin trong huyét twong.

Suy thén

D§ thanh thai pregabalin ty I¢ thuén voi dd thanh thai creatinine. Ng0a1 ra, pregaballn dugc loai bo
khoi huyét twong mot céch hidu qua bing thim tach mau (sau 4 gid diu tri thdm phan mau, nong do
pregabalin trong huyét tuong giam khoang 50%). Vi thén 1a con duong thai trir chinh nen viéc giam
lidu & bénh nhan suy than va bb sung lidu sau khi chay thén nhén tgo la can thiét (xem phin Liéu diing
va Cach dung - Bang 1).

Suy gan

Khéng ¢ nghién ctru duge ddng hoe cu thé nao duge thye hién & bénh nhén suy giam chire ndng gan.
Vi pregabalin khong trai qua qua trinh chuyén héa déng ké va duge bai tiét chu yéu dudi dang thude
khong dbi trong nude tiéu, nén suy gidm chirc nang gan dugc cho 14 s& khong lam thay ddi dang ké
ndng do pregabalin trong huyét tuong.

Daén s0 tré em

Dugc dong hoc clia pregabalin c‘luo*c danh gid & bénh nhi bi déng kinh (nhém tudi: 1 dén 23 théng, 2
dén 6 tudi, 7 dén 11 tudi va 12 dén 16 tdi) & cic mic lidu 2,5, 5, 10 va 15 mg/kg/ngdy trong mot
nghién ctru duge dong hoc va kha nang dung nap.

Sau khi udng pregabalin & bénh nhén nhi & trang thai doi, thoi gian dat néng do dinh trong huyét twong
la nhu nhau ¢ toan by nhém tuo1 va xay ra sau 0 5 gity dén 2 gioy sau khi diing thudc.

Pregabalin C max va céc théng s6 AUC ting tuyén tinh khi ting lidu trong tirng nhém tudi. AUC thaE
hon 30% & bénh nhéan nhi ¢6 can ning duéi 30 kg do d6 thanh thai diéu chinh theo trong lugng co the
v nhung bénh nhén na} tang 43% so v6i bénh nhén ning 230 kg.

Thdi gian ban thai glal doan cudi trung binh cua pregabalin khoang 3 dén 4 gidy & bénh nhi tir 6 tudi trd
xubng va 4 dén 6 git & bénh nhi tir 7 tudi tré len

Phan tich duge dng hoc trén quén the cho thdy d6 thanh thai creatinine 1a mot dong bién sb déng ké
cta d6 thanh thai pregabalin dudng udng, trong lugng co thé 12 mdt ddng bién sb dang k& cia thé tich
phan bd bidu kién qua duong udng ciia pregabalin va nhimg mdi quan hé nay twong tu & bénh nhén tré
em va nguoi lom.

Dugc dgng hoc cia pregabalin ¢ bénh nhén dudi 3 thing tudi chua dwoe nghién etru.

Ngudi cao tudi

D¢ thanh thai pregabalm c6 xu hudng giam khi tudi cang cao. Su gidm d§ thanh thai pregabalin duong
udng nay phu hop véi su giam d6 thanh thai creatinine lién quan dén tudi ngay cang ting. C6 thé can
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& nhitng bénh nhan bi tdn thwong chirc ning thin do tudi tic (xem phén Liéu
X Bang 1).

s& 14n luot 1a 0,31 hodic 0,62 mg/kg/ngay. Nhitng liéu wée tinh nay xép xi 7% tong liéu hang ngay cla
me tinh theo mg/kg.

QUY CACH PONG GOI
ESTIBALIN 300MG: Hop 3 vi x 10 vién nang cung

BAO QUAN
Bao quan ¢ nhiét d§ dudi 30°C, tranh am.

TIEU CHUAN CHAT LUQNG: TCCS

HAN DUNG
24 thang ké tlr ngdy san xuat.

CO SO SAN XUAT

Séan xuét tai An Dg bai:

SUNGLOW LIFESCIENCE PRIVATE LIMITED
S.N0.208/1A, 208/2A1B, 220/3B, Nelvoy-Thirumukkoodal Road, Kattankulam Village, Uthirame HAr
Taluk, Kancheepuram Dist, Pin — 631 606, Tamil Nadu, India
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