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THUGC BAN THEO BON

TO HUONG DAN SU DUNG THUOC
Vién nén bao phim

SCHUSTER

Vién nén bao phim

SCHUSTER-10

Thudc nay chi dung theo don
Pé xa tim tay tré em
Poc ki hwéng din sir dung trwrée khi din
Théng béo ngay cho béc s§ nhirng tic dung khong mon mugn khi sir dung thude

Té thong tin sin phdm nay bao gdm hudng din sic dung cho thudc cé nhiéu ham legng khdc nhau.

1.

THANH PHAN:
M3i vién nén bao phim SCHUSTER-10 chira:
Leflutoiia . oo 10 mg

T4 duge: Lactose monohydrat, cellulose vi tinh thé (M101), natri lauryl sulfat, povidon,
crospovidon, magnesi stearat, silicon dioxyd, HPMC E6, tale, titan dioxyd, PEG 4000,
polysorbat 80, dau thau dau, oxyd sat vang.

MB&i vién nén bao phim SCHUSTER chira:

EATTOmRinie «.ccuisnncmmernimsismmpmssranms 20 mg

Té dugc: Lactose monohydrat, cellulose vi tinh thé (M101), natri lauryl sulfat, povidon,
crospovidon, magnesr" stearat, silicon dioxyd, HPMC E6, talc, titan dioxyd, PEG 4000,
polysorbat 80, dau thau dau.

MO TA SAN PHAM:

SCHUSTER-10: Vién nén tron, bao phim mau vang, m§t mit c6 dép logo @ , mat kia cé
dép gach ngang.

SCHUSTER: Vién nén tron, bao phim mau tring, m§t mit c6 ddp logo g , mét kia c6 dap
gach ngang.

QUY CACH PONG GOI:
SCHUSTER-10: Hop 6 vi x 10 vién.
SCHUSTER: Hop 6 vi x 10 vién.

DUGC LUC HQC:

Nhém dwge Iy: Thube diéu hoa mién dich khang viém khép 1am thay ddi bénh do téc dung
chéng viém va tc ché mién djch.

Mi ATC: LO4AA13.

Leflunomid dugc sir dung & ngudi truong thanh mic viém khép dang thp thé vira hogc
ning dé didu trj cac déu hiéu va triéu chimg cia viém khép dang thdp nhdm céi thién chuc
néng vin dong va lam chim qua trinh tén thuong céu triic khép do bénh gay ra.

Leflunomid 1a thudc ¢6 téc dung didu hda mién dich ddng thoi c6 hoat tinh chéng viém va
&rc ché mién dich. Leflunomid dugc coi la “tién thudc” vi sau khi udng, thubc duge chuyén
héa rét nhanh va hiu nhur hoan toan thanh chit chuyén héa cé téc dung la teriflunomid (A-
771726). Tét ca thc dung cia thubc déu nh chit A-771726 nay.

Co ché tac dung chinh xéc cua leflunomid trong viém khép dang thdp con chua rd nhung to
ra chi yéu 1a qua diéu hoa céc lympho ty mién c6 vai trd trong bénh sinh cta viém khép
dang thép. Leflunomid 1a thube c6 tic dung diéu hoa mién dich qua vi§c ngin sy lan toa
ctia cdc lympho tir mién dugc hoat héa do thudc can thiép vao chu ky té bao. 0 bénh nhan
bi viém khop dang thip dung leflunomid, c4c lympho ty mién dich bj mét di din din va
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qué trinh ty mién giam. Céc két qua in vitro cho thdy leflunomid irc ché enzym
dihydroorotat dehydrogenase cua ty the, rc ché tyrosin kinase & céc té bao dang phén chia
va c6 nhimg tac dung khac gép phn vao téc dung diéu hda mién dich ciia thude.
Leflunomid trc ché c6 phuc hdi enzym dihydroorotat dehydrogenase cua ty thé 1 enzym
quan trong cho sy tao ra pyrimidin ribonucleotid uridin monophosphat (rUMP) méi. Céc
pyrimidin ribonucleotid, trong d6 ¢6 rtUMP dugc tao thanh tir ngudn tong hop méi can c6
dihydroorotat dehydrogenase va tir cdc con dudng ciru hd (salvage pathway) khac khong
phy thugc dihydroorotat dehydrogenase. Céc lympho hoat héa can nhiéu rUMP va céc
pyrimidin ribonucleotid khac dé chuyén tix pha G sang pha S cita chu ky té bao, bsi thé céc
lympho hoat héa phy thudc vao ca con dudng tdng hop mi va céc con dudmg ciru h). Chét
A-771726 ttc ché enzym dihydroorotat dehydrogenase nén trc ché con dudng tao mdi, lam
giam ndng 49 rUMP, giam tong hgp ADN va ARN, uc ché tang sinh té bao va lam ngimg
chu ky phan bao & pha Gi. Nhu vdy, leflunomid {rc ché sy nhén lén cuia té bao T ty mién va
{rc ché sy san sinh khang thé ty mién cua té bao B. Do céc con dudmg ciru h¢ duge cho 1a
duy tri céc té bao b ngimg & pha Gi nén hoat tinh cua leflunomid la kim ham té bao chir
khong phai gdy ddc té bao. Nong dd rUMP thip con c6 tic dung ngan sy két dinh té bao
lympho hoat héa vao té bao ndi mac mach mau & bao khép, lam tang tong hop cac cytokin
tre ché mi2n dich nhu 1am bién dbi yéu td tang truémg beta (TBF-B). Khac véi cyclosporin,
leflunomid khéng anh huéng 1én céc giai doan sém cua qué trinh hoat héa lympho nén cac
té bao T nhé & pha Go khdng bj anh hudng béi leflunomid.

Leflunomid khong anh hudng lén cic té bao khong c6 dang lympho, cé thé 1a vi sy nhén -
Ién cua céc té bdo trong dng tidu héa va & hé tao mau c6 thé dugc duy tri & mic hing dinh
co ban va sy phan bao cén cdc pyrimidin nucleotid tir cic con dudmg ciru hy khong phy
thudc vao dihydroorotat dehydrogenase. Leflunomid c6 tdc dung chong viém do wc ché
cyclooxygenase-2 (COX-2), khong anh hudng 1én kha ning thyc bao cua bach céu hat.

Céc dir litu c6 dén nay cho thdy trén ngudi trudng thanh bi viém khép dang thép,
leflunomid c6 hiéu qua nhu methotrexat hoac sulfasalazin va ¢6 thé 1 tri li¢u thay thé phi
hop cho céc thudc chéng viém khop c6 tic dung lam thay ddi bénh (disease-modifying
antirheumatic drugs - DMARDS). Tuy nhién, vai trd cla leflunomid cdn dugc nghién ciru
thém.

Trong diéu trj viém khép dang thdp, c4c thudc chdng viém khéng steroid (NSAIDs) c6 téc
dung trong diéu trj ban dAu céc triéu chimg nhung khdng 1am chdm qué trinh tién trién ca
bénh, khong ngan ngira dugc sy phé hiy khép. Cac DMARDs c6 kha nang lam giam thi€u
hodic ngin ngira ton thuong & khép, gilt cho khép dugce toan ven va dam bao duge chic
nang, lam giam chi phi diéu tri. Diéu tri bing DMARDs phii dugc bét ddu sém va khong
duge dé qué 3 théng sau khi bénh nhén c6 biéu hién cap (dau khép kéo dai, cimg khép 15
vao budi sang, méi mét, viém bao khdp, toc dd ldng mau cao kéo dai, protein C dwong tinh,
c6 ton thuong khép trén phim chyp X quang) cho di b¢nh nhdn duge diéu trj bing
NSAIDs. C4c DMARDs thudmg dugc ding dé diéu trj viém khép dang thép 1 etanercept,
hydroxycloroquin, infliximab, leflunomid, methotrexat, sulfasalazin, azathioprin,
cyclosporin, minocyclin, penicilamin va/ hodc hop chit vang theo dudng udng hogc tiém.
Leflunomid gy acid uric niéu do c6 tdc dung déc hi¢u lén diém ban chai & 6ng luen gan.
Nghién ciru in vitro cho thdy leflunomid cé tac dung khang cytomegalovirus (CMV). Téc
dung phong ngira thai ghép céip va man tinh cia leflunomid & bénh nhén dugc ghép tang
dang dugc nghién ciru thém.

DUQC PONG HQC:

Leflunomid dugc chuyén héa nhanh chéng thanh chit chuyén héa ¢6 hoat tinh A-771726

boi chuyén héa lin ddu & thanh rudt va gan. Trong mdt nghién ciru ding '“C-leflunomid

trén 3 ngudi tinh nguyén khoe manh, khong phét hién leflunomid dang khong ddi trong

huyét tuong, nuéc tiéu hodc phan. Trong mét sb nghién ciru khéc, leflunomid dang khong

déi trong huyét tuong hiém khi dugc phét hién, tuy nhién chi & muc nong do ng/ mL. Chi
[
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c6 chét chuyén hoa dénh ddu phong xa trong huyét twong dugc tim thiy 13 A771726. Chét
ch;;'én héa nay chju trach nhi¢m chu yéu cho hoat tinh ctia leflunomid.

Hap thu:

Sau khi udng, thuc nhanh chéng duge chuyén héa thanh A-771726 ¢ niém mac tiéu héa
va & gan. Nghién ciru cho thdy it nhit 82 - 95% liéu dugc hip thu. Thoi gian dat néng do
dinh trong huyét tuong ciia A-771726 thay ddi nhiéu; Nong d¢ dinh huyét twong c6 thé dat
duge & 1 - 24 gidy sau khi ubng liéu don. Liéu tin céng thudng ding 1a 100 mg, ngay 1 lan
trong 3 ngay nén nhanh chéng dat néng do dn dinh huyét twong. Néu khong c6 liéu tén
cong thi phai mét hon 2 thang méi dat dugc ndng do én dinh huyét twong. O bénh nhén
truomg thanh, sau khi udng liéu mét 1an 50 hodc 100 mg leflunomid ndng 4§ huyét twong
A-771726 tuong (g sau 24 gid 1a 4 hoic 8,2 - 8,5 microgam/ mL. Ubng liéu leflunomid
100 mg ngay 1 l4n trong 3 ngdy, sau d6 udng 10 hodc 25 mg ngay 1 lan thi ndng d9 twong
mg A-771726 & giai doan én dinh 13 18 hodc 63 microgam/ mL 24 gid sau khi udng. Céc
nghién ciru ding lidu 1 14n hay nhidu lin cho thdy ndng do huyét twong A-771726 ty 1&
thudn ;gi lidu. Thirc 4n gidu m& khong anh hudng lén sinh kha dung cua thudc.

Phaén bo:

Thé tich phan bd ciia A-771726 & giai doan én dinh 12 0,13 L/ kg. O ngudi khde manh, hon
99% A-771726 gin vao protein (albumin). Ty 1¢ A-771726 khéng gin vao protein & ngudi
bi viém khép dang thip hoi cao hon so véi ngudi binh thudng. (% bénh nhan thdm phén
phiic mac hodc loc méu, ty 1¢ A-771726 khong gin vao protein cao hon & ngudi khde manh
2 14n (1,51% so véi 0,62%). Chua rd A-771726 c6 qua nhau thai hodc qua sira m¢ & ngudi
hay khong.

Chuyén héa:

Sau khi uéng, thubc duge chuyén héa rit nhanh & niém mac tiéu héa va & gan thanh A-
771726 (90%), acid cyanoacetic va mdt s& chit chuyén héa thir yéu khac. Chua xdc dinh
duge enzym dic hiéu chuyén héa leflunomid.

Thai trie:

Théi gian bén thai huyét tuong cia A-771726 1a 14 - 18 ngdy (5 - 40 ngdy). S& di thoi gian
ban thai dai 12 do ty 1é gin véi protein cao va c6 tudn hoan gan mét clia A-771726. D
thanh thai sau khi tiém tinh mach A-771726 1a 31 mL/ gio. D) thanh thai & ngudi hit thude
14 cao hon cua ngudi khong hit thudc 38%. D§ thanh thai giam & tré 3 - 17 tudi cén ning
dudi 40 kg (26 mL/ gio).

Thube duge thai trir qua nude tiéu dudi dang cac chit lién hop glucuronid. A-771726 ciing
duge bai tiét qua nude tiéu dudi dang cac chit chuyén hoa va bai xuat tryc tiép qua mét.
Thai trir qua nude tiéu 14 con dudng chinh trong 96 gid diu sir dung leflunomid; sau d6 thai
trir theo phén 1a chinh. Dang dugc ddo thai qua nuée tiéu 1a cac chét lién hop glucuronid
ciia leflunomid, céc din xut acid oxanilic cia A-771726. Chét chinh c6 trong phan 1a A-
771726.

Phai mét t6i 2 nim sau khi ngimg diing leflunomid thi ndng d¢ A-771726 méi thip t&i mirc
khong phét hién dugc. Khong c6 sy khac biét vé& duge dong hoc theo gidi va theo tudi. .
Khéng loai bd duge A-771726 bing thdm phan phic mac lién tuc hodc thim phén méu. Cé
thé 1am ting nhanh thai trir bang cholestyramin hoac than hoat.

Duygc dpng hoc trén cdc doi twpng dic bigt:

Suy than:

Leflunomid dugc chi dinh udng 1 liéu don 100 mg cho 3 bénh nhan thdm tich méu va 3
bénh nhdn thim phan phic mac lién tuc (CAPD). Duge dong hoc cia A-771726 & bgnh
nhin CAPD tuong ty nhu ngudi tinh nguyén khoe manh. Da c6 bédo céo thai trir A-771726
nhanh hon & bénh nhén thdm tdch mau ma khéng do sy chiét cia thubc trong chét thdm
tach.

Suy gan: &\f
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Chura c6 dit liéu vé viéc ding thudc & bénh nhén suy gan. Chat chuyén héa c6 hoat tinh A-
771726 ghn manh protein huyét tuong va thai trir boi chuyén héa & gan va bai tiét mét. Qua
trinh ndy c6 thé bj anh huéng bai suy giam chire ning gan.

Tré em:

Dugc dong hoc clia A-771726 sau khi uéng leflunomid da dugc nghién ciru trén 73 tré em
bj viém da khép dang thdp thiéu nién (JRA) tir 3 - 17 tudi. Két qué phén tich duge ddng
hoc din sé & nhimg thir nghiém ndy cho thy tré c6 cn niing < 40 kg, ndng d¢ A-771726
toan thin (duge do bing Cs) gidm so véi & ngudi 1ém bi viém khép dang thip.

Ngudi cao tudi:

D ligu duge dong hoc & ngudi cao tudi (> 65 tudi) con han cheé nhung tuong ty nhur &
ngudi 1on tré tudi.

CHI PINH:

— Didu tri dot cdp viém khép dang thép & nguoi 16n nhim lam giam cde ddu higu va trigu
chimg, ngin ngira tdn thuong va cdi thién chirc ning vén dng.

— Diéu tri viém khép vay nén hoat dong. \

Piéu trj leflunomid ddng thoi hojc trong thoi gian gan véi cdc DMARDs c6 dge tinh trén

gan hofic méu (nhu methotrexat) c6 thé lam ting nguy co gip phai céc tic dung khong

mong mudn nghiém trong; Do d6, viéc khi ddu didu trj v6i leflunomid cdn duge cén nhic

cn thén lgi ich/ nguy co.

Ngoai ra, viéc chuyén tir leflunomid sang ding c4&c DMARDs khéc ma chua tién hanh ting

thai thubc c6 thé 1am ting nguy co gdp phai céc tic dung khong mong mudn, ngay ca sau

khi chuyén d6i mét thoi gian dai.

LIEU DUNG - CACH DUNG:

Pidu tri cAn dugc khi ddu va theo ddi boi béc sy chuyén khoa c6 kinh nghi¢m diéu tri
viém khép dang thip va viém khép vay nén.

Alanin aminotransferase (ALT) hodc glutamopyruvat transferase huyét thanh (SGPT) va
dém cong thirc mAu toan phin, ké ca dém cac loai bach cdu va dém tiéu céu, phai duge
kiém tra ciing lic va v6i cling tAn suét:

— Trudc khi khéi dau diéu tri véi leflunomid,

— M3i 2 tuin trong 6 thang dAu diéu tri, va

— M3i 8 tuan sau do.

Liéu dung:

Viém khdp dang thap:

Piéu tri véi leflunomid thudmg bit dAu véi lidu tAn cong 100 mg x 1 1in/ ngay, udng tron
3 ngay. B liéu tAn cong c6 thé lam giam nguy co gap phai tic dung khong mong muon.
Liu duy tri khuyén céo 1 10 mg dén 20 mg x 1 1an/ ngdy tiy thudc vao mirc dj ning ct
bénh.

Viém khop vay nén hoat dong:

Bt d4u didu tri v6i lidu tAn cong 100 mg x 1 1an, udng trong 3 ngay.

Lidu duy tri khuyén céo 12 20 mg x 1 1an/ ngay.

Didu trj thuong bét dau c6 hiéu qua sau 4 - 6 tudn va c6 thé tiép tuc cai thién dén 4 - 6
thang. Khong khuyén cdo chinh liéu & bénh nhén suy thén nhe.

Khong cin chinh liéu & bénh nhan > 65 tudi.

Tré em: Khong khuyén céo ding thude cho bénh nhén < 18 tudi do an toan va hi¢u qua ctia
thude trong digu tri viém kh6p dang thip thiéu nién (JRA) vin chua dugc chimg minh.
Céch dung:

Thudc dung dudmg ubng. C6 thé ubng thudc lic no hoge lic déi. Néu quén udng thi udng
ngay khi nhé ra. Néu da gin 14n ubng lidu sau thi bo liéu da bj quén. Khong ung glp doi

liéu dé bu. \l&

CHONG CHI PINH:
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Qué man (dic biét 1a ting bi hdi chimg Stevens-Johnson, hoai tir thugng bi nhiém doc,
hdng ban da dang) véi leflunomid, A-771726 hodc véi bét ky thanh phin nao cia thude.
Bénh nhén bj suy giam chirc ning gan.

Bi suy giam mi&n dich niing nhu AIDS (vi thudc 1am tang nguy co méc u 4c tinh).

Bj thidu san tiy xuong hoic thiéu mau ning, gidm bach cdu, bach cdu trung tinh hojc tiéu
ciu khéng do viém khép dang thip hoiic viém khép vay nén.

Bénh nhén bj nhiém tring ning.

Bénh nhan suy thn tir vira dén niing do thiéu kinh nghi¢m ldm sang.

Bi ha protein huyét ning, nhu hdi ching thén hu.

Phy nit mang thai hoic phu nir trong d tudi sinh dé khong dung bién phap tranh thai hiéu
qua trong khi diéu trj véi leflunomid va sau d6 khi ma nong dé chét chuyén héa c6 hoat
tinh > 0,02 mg/ L. Cin loai trir kha nang mang thai truéc khi bit ddu didu trj vdi
leflunomid.

Phu ni¥ cho con bu.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

Khong nén ding dong thdi véi cdc DMARDs c6 dgc tinh trén gan hofc méu (nhu
methotrexat).

Chét chuyén héa c6 hoat tinh cta leflunomid, A-771726, c6 thoi gian bén thai dai, thuong
tir 1 - 4 tudn. T4c dung khong mong mudn nghiém trong cé thé xdy ra (nhu dgc tinh trén
gan, doc tinh trén méau hofic phin tmg qui min) ngay ca khi di ngung didu tri véi
leflunomid. Do d6, néu xay ra ngd déc hodc c6 bit ky ly do nio cén thai trir nhanh chong
A-771726 ra khéi co thé, tién hanh bién phdp ting thai thubc, c6 thé tién hanh 13p lai trén
lam sang néu cén.

Bién phép ting thai thubc va cac khuyén co khéc khi mong mudn hojic vé y mang thai, xin
xem phin “SU DUNG CHO PHU NU' CO THAI VA CHO CON BU™.

Anh hwéng trén gan:

D3 c6 bdo cao hiém gip tdn thuong gan ning, bao gbm tir vong, khi diéu trj véi leflunomid.
Hiu hét xy ra trong vong 6 thang ddu diéu tri. Thuong 1a khi diéu trj ddng thdi véi cac
thudc ddc gan khac. Can phai theo ddi chit ché.

Phai kiém tra ALT (SGPT) truéc khi khéi dau diéu trj véi leflunomid va dinh ky cing v6i
dém sb lugng t& bao méu toan phan (mdi 2 tudn) trong subt 6 thang dau diéu trj va mdi 8
tudn sau do. '
Néu ALT (SGPT) ting gdp 2 - 3 I4n gi6i han trén binh thudmg, cén nhic giam liéu tir 20
mg xudng 10 mg va phai tién hanh theo ddi hang tuin. Néu ALT (SGPT) tang trén 2 lin
gi6i han trén binh thudng trong thoi gian dai hodc néu ALT ting trén 3 lan gi6i han trén
binh thuomg, phai ngimg thubc va tién hanh ting thai thubc. Khuyén cdo tiép tuc theo ddi
enzym gan sau khi ngimg thudc cho dén khi mirc enzym gan tré vé binh thudmg.

Do nguy co tang ddc tinh trén gan, khuyén céo bénh nhan tranh sir dung dd uéng c6 cén
trong khi diéu tri véi leflunomid.

Do chét chuyén héa c6 hoat tinh cia leflunomid, A-771726, gin manh véi protein huyét
twong va dugc thai trir bdi chuyén héa & gan va bai tiét mat, ndng do huyét tuong cua A-
771726 c6 thé ting 1én & bénh nhan ha protein mau. Chdng chi dinh ding thudc cho bgnh
nhén ha protein mau ning hodc suy gidm chirc ndng gan.

Anh hwing trén huyét hoc:

Cung v6i ALT, dém sb luong té bao méu toan phin, bao gdm dém céc loai bach cdu va tiéu
cAu, phai duge tién hanh truéc khi bt diu diéu trj voi leflunomid cling nhu mdi 2 tuan
trong 6 thang dAu diéu trj va m3i 8 tuin sau do.

3 bénh nhén timg bj thiéu m4u, gidm bach cdu, v&/ hojic gidm tiéu ciu ciing nhu bénh nhén
thidu sin tiy xuong hoic c6 nguy co thiu san tily xwong, nguy co réi loan huyét hoc ting.
Néu nhimg tdc dung ndy xay ra, cin nhic tién hanh ting thai thudc dé giam ndng do A-
771726 trong huyét twong. \A
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Néu phan img huyét hoc ning, ké ca gidm toan thé huyét cau, phai ngimg leflunomid va
céc thudc trc ché tiy ding ddng thoi khac va tién hanh ting thai leflunomid.

Phdi hop diéu tri:

Viéc sir dung leflunomid ciing véi cac thudc chdng sét rét trong diéu trj bénh viém khop
(nhur cloroquin va hydroxycloroquin), cidc hgp chit vang theo duong udng hoic tiém bip,
D-penicillamin, azathioprin va céc thubc irc ché mién dich khéc bao gdm céc chét uc ché
TNF-alpha (TNF: Yéu t5 hoai tir khéi u) dén nay vin chua dugc nghién ctru diy du trong
céc thir nghiém ngAu nhién (ngoai trir methotrexat). Nguy co lién quan t6i viéc phdi hop
didu tri, nhét 1a khi diéu tri kéo dai, chua rd. Liéu phap ndy c6 thé din dén tuong téc cong
hop hoac hiép ddng déc tinh (nhu dc tinh trén gan hodc huyét hoc), viéc phdi hop véi mot
DMARD:s khac (nhu methotrexat) khong dugce khuyén céo.

Khéng khuyén cdo ding dong thoi teriflunomid véi leflunomid vi leflunomid 1a tién chit
cua teriflunomid.

Chuyén sang li¢u phép khdc:

Do leflunomid ton tai l4u dai trong co thé, viéc chuyén ddi sang m¢t DMARDs khéc (nhu
methotrexat) ma khong tién hanh ting thai thudc c6 thé 1am ting nguy co rui ro ngay ca sau
khi chuyén déi mot thoi gian dai (nhu twong tic dong hoc, ddc tinh co quan).

Tuong tyr, gin ddy cé ding cac thuc dc trén gan hodic huyét hoe (nhu methotrexat) c6 thé
lam ting tic dung khong mong mudn; Do d6, viéc khdi dau diéu trj vi leflunomid phai
dugc cin nhic cdn than nhimg lgi ich/ nguy co va theo ddi chit ché trong giai doan dau sau
khi chuyén doi.

Phén g trén da:

Ngimng thuoc néu xay ra viém loét mi¢ng.

Rit hiém céc truomg hop bj hdi chimg Stevens-Johnson hodc hoai tir thugng bi nhiém doc
va phan (mg dj tmg thudc véi tang bach cau 4i toan va céc tri¢u chimg toan than (DRESS)
da duge béo cdo & bénh nhan diéu trj voi leflunomid. Ngay khi phét hign c6 phan (mg trén
da v/ hodc niém mac, lam ting nghi ngd xay ra cdc phan {mg ning trén da nhu vy, phai
ngimg leflunomid va céc thudc c6 thé lién quan khac, va tién hanh ting thai leflunomid
ngay. Thai trir hoan toan thudc 13 cAn thiét trong nhimg truémg hop nay. Chéng chi dinh
ding lai leflunomid cho nhimg trudng hgp nay.

Bénh vay nén myn mu va vy nén ning thém da dugc bao céo sau khi dung leflunomid. Cé
thé xem xét ngung diéu trj & nhimg bénh nhén dang va c6 tién sir gdp phai tinh trang nay.

Nhiém tring:

Céc thubc c6 dic tinh e ché mién dich nhur leflunomid ¢6 thé 1am bénh nhan nhay cam
hon véi nhiém tring, k& ca nhidm tring co hdi. Nhiém tring c6 thé ning hon va ¢6 thé, do
d6, cAn diéu trj sém va manh. Trong trudng hop nhiém trung ning, khong kiém soat dugc,
¢6 thé cAn tam ngung leflunomid va tién hanh ting thai thube.

Di c6 béo cdo hiém gip bénh ly chét tréing da  tién trién (PML) & bénh nhén sir dung céc
thude trc ché mién dich ¢6 leflunomid.

Trude khi bit ddu diéu tri, tit ca cdc bénh nhan cAn duge danh gid lao phdi hoat dong va
khong hoat dong (tiém 4n) theo khuyén céo tai dja phuong. Diéu nay c6 thé bao gdm bénh
sit, nguy co phoi nhim lao tru6c d6, vd/ hojic sang loc thich hop nhu X quang phdi, xét
nghiém tuberculin v&/ hodc dinh lugng interferon-gamma gidi phéng, néu co. Nguéri ké don
duoc nhic nhd v& nguy co két qua xét nghiém da tuberculin 4m tinh gia, nhat 1a & b¢nh
nhan bénh ning hojic suy gidm mién dich. Bénh nhén c6 tién sir bénh lao cin dugc theo ddi
cAn thén do kha nang tai hoat nhiém tring.

Anh hwémg trén hé hap:

Bénh phoi k&, ciing nhu céc trudng hop hiém gap ting 4p dong mach phdi da duge béo céo
khi digu trj vi leflunomid. Nguy co c6 thé ting 1én & bénh nhén c6 tién sir bénh phdi ké.
Bénh phdi k& 1a mot ri loan c6 thé gay tir vong, c6 thé xay ra cép tinh trong qué trinh diéu
tri. Céc triéu chimg trén phdi, nhw ho va khé thé, c6 thé 1a mt Iy do dé ngung diéu trj va
tién hanh kiém tra thém, néu thich hop.
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Bénh thin kinh ngoai vi: ;

Di c6 bo c4o bénh than kinh ngoai vi & bénh nhan sir dyng leflunomid. Hau hét bénh nhén
cai thién sau khi ngung thude. Tuy nhién, c6 mt sy khéc biét 16 vé két qua cubi clng, tirc
1a & mot s& bénh nhan, bénh thin kinh da dugc gidi quyét va mdt sé bénh nhan cé cac trigu
chimg dai ding. Tudi trén 60 tudi, dung ddng thoi céc thude doc thén kinh, va déi thio
dudng ¢6 thé lam tang nguy co méic bénh thin kinh ngoai vi. Néu bénh nhén sir dyng
leflunomid pht trién bénh thin kinh ngoai vi, cin nhéc ngimg leflunomid va tién hanh thai
trir thudc.

Viém dai trang:

Viém dai trang, bao gdm viém dai trang vi thé, da dugc bdo cdo & bénh nhén duge diéu tri
véi leflunomid. O bénh nhan dang diéu tri v6i leflunomid bi tiéu chay man tinh khong ro
nguyéén nhén, cin tién hanh céc bién phép chin doan thich hgp.

Huyeét dp:

Phai kiém tra huyét ap trude khi bat dAu didu trj v6i leflunomid va dinh ky sau dé.

Sinh sin (El_m!én cdo cho nam giéi):

Bénh nhin nam nén nhan thirc dugc kha ning dc tinh cia thude 1én thai qua nam giéi.
Viéc sir dung bién phap tranh thai c6 hiéu qua trong qué trinh diéu trj véi leflunomid ciing
can dugc dam bio.

Chua ¢6 dit lidu cu thé vé nguy co doc tinh trén thai qua nam gidi. Tuy nhién, nhimg
nghién ciru trén ddng vét dé dénh gi4 nguy co vin chua dugc thyc hién. D giam thiéu
nguy co c6 thé gip phai, nam gidi mudn ¢6 con nén cén nhic ngung leflunomid va ubng
cholestyramin 8 g x 3 14n/ ngay trong 11 ngdy hodc 50 g than hoat tinh x 4 lan/ ngay trong
11 ngay.

Trong ca hai trudng hgp, ndng do A-771726 huyét tuong lic d6 duge do l4n déu tién. Sau
do, n%ng d6 A-771726 huyét tuong phai duge x4c dinh lai sau m&i khoang it nhét 14 ngay.
Néu néng do huyét tuong dudi 0,02 mg/L va chd thém it nhét 3 thang, thi nguy co déc tinh
trén thai con rét thép.

Bién phdp tiing thii thudc:
Cholestyramin 8 g x 3 lan/ ngdy hoic than hoat tinh 50 g x 4 14n/ ngay. Thoi gian dé thai

trir thubc hoan toan thudmg 1a 11 ngay. Thoi gian ndy c6 thé diéu chinh tiy thude lam sang
hodc c4c chi s xét nghiém.

Cinh bdo va thén trong lién quan td dugc:

SCHUSTER/ SCHUSTER-10 c¢6 chira lactose. Bénh nhan véi cac bénh ly di truyén hiém
gap vé dung nap galactose, thiéu enzym Lapp lactase hodic kém hdp thu glucose-galactose
khong dung thuoc nay.

SCHUSTER/ SCHUSTER-10 c6 chira polysorbat 80 ¢6 thé gy di img va c6 chira dau thiu
dau c6 thé giy dau byung, tiéu chay.

Anh hwéng dén viéc xdc dinh nong dj calci ion héa:

Viéc do nong d9 calci ion héa c6 theé cho gid trj giam sai 1¢ch khi diéu trj v6i leflunomid
vi/ hodc teriflunomid (chét chuyén hoéa c6 hoat tinh cia leflunomid) tiy thude vao logi may
phan tich calci ion héa dugce sir dung (vi du: May phén tich khi méu). Do d6, tinh hop ly
ciia cdc mirc calci ion héa giam di quan sat dugc cAn nghi vén & nhitng bénh nhén dang
diéu trj v6i leflunomid hodc teriflunomid. Trong trudmg hop cdc phép do khong déng tin
cély, khuyén cdo xac dinh ndng d9 calci huyét thanh theo albumin toan phén.

Dé xa tim tay tré em.

SUDUNG CHO PHU NU' CO THAI VA CHO CON BU:

Théi ki mang thai

Chét chuyén héa ¢6 hoat tinh cia leflunomid, A-771726 c6 thé gy ra nhimg dj tat bim
sinh nghiém trong khi ding thudc trong thoi ky mang thai. Chéng chi dinh dung
leflunomid cho phy nir mang thai. \A
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Phu nir trong do tudi sinh dé phai dung bién phap tranh thai c6 hi¢u qua trong va dén 2 nim
sau khi diéu tri (xin xem “Thoi gian chd”) hodc dén 11 ngay sau khi diéu tri (xin xem
“Bign phdp tdng thai thuoc”).

Néu théy chém kinh ho3c nghi ngd mang thai, bénh nhén phai thong bédo ngay cho béc s
dé tién hanh thir thai, néu két qué. xét nghjém dmmg tinh, thdng bdo cho bénh nhén biet
nhimg nguy co d6i v6i thai nhi. Tién hanh giam ndng dé chit chuyén héa c6 hoat tinh trong
méu ngay néu c6 thé, bing céc bién phap tang thai thuéc nhu duéi day, khi chim kinh l3n
d4u c6 thé 1am giam nguy co do leflunomid déi véi thai nhi.

Trong mdt nghién ciru tién ciru & phy nir (n=64) v6 y mang thai khi dang dung leflunomid
trong thoi gian khong qua 3 tuan sau khi thy thai va c6 tién hﬂnh dot tang thai thude sau do,
khong co khéc biét dang ké (p=0,13) vé ty 1é méc cac dij tit cdu tric lén (5,4%) so véi cic
nhém d6i chimg khéc (4,2% trong nhém bénh (n=108) va 4,2% & nhém phy nit mang thai
khoe manh (n=78))

Phy nit dang diéu trj v6i leflunomid va muén c6 thai thi phai doi sau khi da qua dot ting
thai thudc dé chic chén thai nhi khong bi phoi nhim dgc tinh cua A-771726 (nong 4 A-
771726 duéi 0,02 mg/ L).

Thm gian cho:

Nong 46 A-771726 trong huyét tuong c6 thé con & mic trén 0,02 mg/ L trong mdt thoi
gian dai. Nong o ndy c6 thé giam xudng dudi 0,02 mg/ L sau 2 nim ngung diéu trj véi
leflunomid.

Sau khoé.ng thdi gian chd 2 ndm, nong d9 A-771726 duo‘c do 1in dAu tién. Sau do, nong do
huyét twong A-771726 phai dugce kiém tra lai sau it nhét 14 ‘gay Néu trong cé hai 1an do
ndng 49 A-771726 déu dudi 0,02 mg/ L, nguy co do thuéc ddi v6i thai nhi hiu nhu duge
loai trtr.

Bién phdp tang rhm thude:

Sau khi ngung diéu trj véi leflunomid:

— Cholestyramin 8 g x 3 1an/ ngay, udng trong 11 ngay.

— Hoic 50 g than hoat tinh x 4 lan/ ngdy, ung trong 11 ngay.

Tuy nhién, sau dot ting thai thudc, xéc minh lai bing 2 xét nglucm riéng biét trong khodng
it nhat 14 ngay va phai chd thém 1 thang rudi sau khi ndng d¢ huyét tuong dudi 0,02 mg/ L
mdi dl.rqc thu thai.

Khuycn céo phu nir trong d¢ tudi sinh dé chd 2 ndm sau khi ngung diéu tri méi mang thai.
Néu khoé.ng thoi gian chér 2 nim dung bién phép tranh thai c6 hi¢u qua dugc xem la khong
thye té, khuyén c4o nén tién hanh dot ting thai thudc dé dy phong.

Ca cholestyramin va than hoat tinh c6 thé anh hudmg dén sy hip thu cia estrogen va
progestogen, do d6 bi¢n phap tranh thai dudng udng c6 thé khong dugc bao dam trong dot
tang thai thudc bing cholestyramin hogic than hoat tinh. Khuyén céo sir dung bién phap
tranh thai thay thé phi hop.

Thei ky cho con bu

Chua 3 thude ¢6 duge bai tiét vao sita hay khong. Khong nén cho con bu néu phai ding
thuée.

Kha niing sinh san:

Két qua nghién ciru trén dong vat khong thiy c6 anh huﬁmg trén kha ning sinh san cia ca
con dyc va con cdi, tuy nhién, tdc dung khéng mong muon trén co quan sinh san nam da
dugc ghi nhin trong céc nghién ciru dgc tinh khi dung liéu lap lai.

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

Mot vai tic dung khong mong mudn, nhu chéng mit, cé thé anh hudng dén kha nang tip
trung va phan xa, nén thén trong khi lai xe hodc vén hanh mdy moéc.

TUGNG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC: -
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Céc nghién ciru tuong téc chi méi duge thyc hi¢n & ngudi 1on.

Chc téc dung khong mong mudn c6 thé ting 1én néu gin ddy hoic dang dung dong thdi cac
thudc c6 ddc tinh trén gan hodc huyét hoc hodc sir dung céac thudc nay sau khi diéu trj véi
leflunomid ma khong trdi qua dot ting thai thubc. Do d6, khuyén céo theo doi chiit ché
enzym gan va céc thong s huyét hoc trong giai doan dau chuyén dbi.

Methotrexat:

Dugc dong hoc clia methotrexat va leflunomid khong bi thay dbdi khi 2 thude duge dung
ddng thdi. Tuy nhién, ty 1¢ bénh nhén ¢ enzym gan ting cao hon, bénh nhén c6 nguy co bj
giam 3 dong té bao mAu ngoai vi, gidm bach ciu hat hofic gidm tiéu cu khi ding
leflunomid dong thdi hodc ngay sau khi dung methotrexat.

Vi xin:

Chua c6 dir li¢u lam sang vé an toan va hiéu qua cua vic xin khi dang diéu tri véi
leflunomid. Khong khuyén céo sir dung vic xin song giam ddc cho ngudi dang sir dung
leflunomid. Luwu ¥ leflunomid c6 thoi gian bén thai dai khi c6 dy dinh tiém véc xin song
giam ddc sau khi ngimg leflunomid.

Warfarin va céc thudc chéng dong coumarin khde:

Di c6 béo cdo ting thoi gian prothrombin khi ding dong thi leflunomid va warfarin. Mgt
tuong tac duge lyc hoc véi warfarin da duge ghi nhin véi A-771726 trong mét nghién ciru
duge ly 1dm sing. Do d6, khi ding ddng thoi warfarin hogc cdc thube chong déon
coumarin khéc, khuyén c4o theo ddi va gidm sat chit ché chi s6 binh thuong héa quéc te
(INR).

NSAIDs/ Corticosteroids:

Khong tha:y c6 thay 451 hiéu qua khi ding ddng thoi v6i leflunomid. Tuy nhién, khong loai
trir ¢6 tuong tic vi A-771726 (e ché CYP2C9 va anh huémg 1én sy gén vao protein clia mjt
vai NSAIDs. In vitro, A-771726 1am ting ty 1¢ diclofenac va ibuprofen ty do 13 - 50%.
Bénh nhan dang ding cic thubc chéng viém khong steroid (NSAIDs) va/ hodc
corticosteroids c6 thé tiép tuc dung sau khi bat diu diéu trj véi leflunomid.

Anh hwémg ciia cdc thude khéc 1én leflunomid:

Cholestyramin hodic than hoat tinh:

Khuyén céo bénh nhan dang dung leflunomid khong diéu tri véi cholestyramin hoc than
hoat tinh vi ¢6 thé lm giam déng k& va nhanh chéng ndng 49 A-771726 huyét tuong (chét .
chuyén héa cé hoat tinh cia leflunomid). Co ché dugc cho 14 boi sy gian doan chu trinh
gan rudt v&/ holic thim tich & dudng tiéu héa.

Cdc thudc ikc ché va cam img CYP450

Nghién ciru trc ché in vitro microsom gan & ngudi cho thdy cytocrom P450 (CYP) 1A2,
2C19 va 3A4 c6 lién quan dén qué trinh chuyén hoéa leflunomid. Nghién ctru tuong tic in
vivo voi leflunomid va cimetidin (mét chit trc ché CYP450 yéu khong dac hiéu) khong
thy c6 tdc dong dang ké trén ndng do A-771726. Sau khi dung dong thdi mét lieu don
leflunomid cho ngudi dang dung nhiéu lidu rifampicin (chat cam img CYP450 khong dic
hiéu), ndng 45 dinh A771726 ting lén khoang 40%, trong khi AUC khong thay dbi déng ké.
Co ché cua tic dung ndy chua rd.

Anh hwéng cia leflunomid 1&n cdc thude khdc:

Thuoc tranh thai duong uong:

Trong mot nghién ciru ding leflunomid ddng thdi v6i vién tranh thai 3 pha dudng udng c6
chira 30 pg ethinylestradiol cho nir tinh nguyén khoe manh, khéng ¢6 sy giam hoat tinh
tranh thai, va dugc dong hoc clia A-771726 nim trong pham vi du doan dugc. Tuong téc
dugc dong hoc cta thudc tranh thai dudng udng va A-771726 da dugc ghi nhan.

Céc nghién ciru tuong tac dugc dong hoc va duge lyc hoc dudi ddy da dugce thyuc hién vGi
A-771726 (chit chuyén héa cé hoat tinh chinh cta leflunomid). Do céc twong tac thude -
thudc twong tr khong thé dugce loai trir véi leflunomid & liéu khuyén cdo, nén xem xét cic
két qua nghién ciru va khuyén cdo sau & bénh nhan dang ding leflunomid:

Tdc dung trén repaglinid (co chdt CYP2C8): “-ax
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Cmax V2 AUC trung binh ctia repaglinid tang (I4n lugt 1,7 va 2,4 1dn) sau khi ding céc licu
13p lai A-771726, cho thay A-771726 tc ché CYP2CS8 in vivo. Do d6, khuyén céo theo ddi
bénh nhin dang ding ddng thoi cdc thube duge chuyén héa béi CYP2C8 nhu repaglinid,
paclitaxel, pioglitazon ho#c rosiglitazon.

Tdc dung trén caffein (co chdt CYP1A2):

Dung céc lidu 13p lai A-771726 1am gidm Cmax va AUC trung binh cua caffein (co chit cia
CYP1A2) lan lugt 18% va 55%, cho thdy A-771726 c6 thé 1a mdt chat cdm (mg CYP1A2
yéu in vivo. Do d6, cin thin trong khi diéu tri ddng thoi véi céc thude chuyén héa bdi
CYP1A2 (nhu duloxetin, alosetron, theophyllin va tizanidin) vi ¢6 thé 1am giam hi¢u qua
ciia nhimg thuc nay.

Anh hudmg trén co chat vdn chuyén anion hitu co 3 (OAT3):

Di c6 sy ting Cmax va AUC trung binh cua cefaclor (lan luot 1,43 va 1,54 1an) sau khi dung
céc lidu 1ap lai A-771726, cho thiy A-771726 1a mot chét irc ché OAT3 in vivo. Do d6,
thin trong khi ding ddng thdi véi céc co chét ciia OAT3 nhu cefaclor, benzylpenicillin,
ciprofloxacin, indomethacin, ketoprofen, furosemid, cimetidin, methotrexat, zidovudin.

Anh huomg trén BCRP (protein khdng ung thu vit) va/ hodc co chdt cua polypeptid vdn
chuyén anion hitu co Bl va B3 (OATP1BI/ B3):

C6 sy ting Cmae v AUC trung binh ciia rosuvastatin (1dn lugt 2,65 va 2,51 lan) sau khi
ding liéu 13p lai A-771726. Tuy nhién, khong c6 tdc ddng rd rét cla sy ting ndng 4o
rosuvastatin huyét twong ndy trén hoat tinh HMG-CoA reductase. Néu sir dung ddng thoi,
lidu rosuvastatin khong nén vuot qué 10 mg x 1 14n/ ngdy. Véi céc co chét khéc cia BCRP
(vi dy: Methotrexat, toPotecan, sulfasalazin, daunorubicin, doxorubixin) va nhém OATP,
nhét 13 cac thude rc ché HMG-CoA reductase (vi dy: Simvastatin, atorvastatin, pravastatin,
methotrexat, nateglinid, repaglinid, rifampicin), nén thin trong khi dung ddng thoi. Bénh
nhan cin duoc theo ddi chat ché céc déu higu va tridu chimg qué lidu va xem xét gidm liéu
nhimg thudc trén.

Anh hudng trén thubc tranh thai dwong uong (0,03 mg ethinylestradiol va 0,15 mg -
levonorgestrel):

C6 s ting Cmax, AUCo24 trung binh ethinylestradiol (1n lugt 1,58 va 1,54 1dn) va Crmax,
AUCo.24 levonorgestrel (14n luot 1,33 va 1,41 l4n) sau khi ding céc liéu 1p lai A-771726.
Mic dii tuong tac ndy khong gdy anh hudmg bat loi dén hiéu qua cia thubc tranh thai
dudng udng, nén xem xét cac loai thudc trénh thai dudng udng thich hop.

Anh hudmg trén warfarin (co chdt CYP2C9):

Lidu I3p lai A-771726 khong anh huéng dén duge dong hoc ciia S-warfarin, cho thdy A-
771726 khong phai 1a mot chét irc ché hodc cam tmg CYP2C9. Tuy nhién, da c6 béo céo -
giam 25% INR dinh khi ding déng th&i A-771726 véi warfarin so voi khi chi ding
warfarin. Do d6, khuyén céo gidm sét va theo ddi chit ché INR khi ding ddng thai.

TAC DUNG KHONG MONG MUON VA XU TRi:

Hau hét tic dung khéng mong mudn da duge bao cdo thuomg gap voi leflunomid 1a: Tang
huyét 4p nhe, gidm bach cAu, di cam, nhirc dau, chéng mit, tiéu chay, budn ndn, ndn, rdi
loan niém mac miéng (nhu viém miéng aphthous, loét mi¢ng), dau bung, tang rung toc,
eczema, phét ban (bao gdm ban dat sn), ngira, kho da, viém bao hoat dich gén, ting CPK, -
chén #n, sut cin (thudmg khong déng ké), suy nhuge, phan (mg qué mén nhe va ting cic
thong sb gan (transaminase (nhit 1a ALT), gamma-GT, phosphatase kiém, bilirubin).

Tén sufit gdp phai tdc dung khéng mong mudn dugc phén loai nhu sau: Rat thuéng gap
(ADR > 1/10); Thuong gép (1/100 < ADR < 1/10); It gdp (1/1,000 < ADR < 1/100); Hiém
gdp (10,000 < ADR < 1/1,000); Rat hiém gdp (ADR < 1/10,000); Chua rd, chua cé dik li¢u
vé tan sudt gdp ADR.

Nhiém tring va nhiém ky sinh tring: _

Hiém gap: Nhiém tring niéing, ké ca nhiém tring huyét c6 thé gay tir vong. \A
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Nhu céc thuc c6 kha ning tc ché mién dich khéc, leflunomid c6 thé lam tang nhay cam
v6i nhidm tring, ké ca nhiém tring co hdi. Do d6, ty 1¢ nhiém tring chung ¢6 thé ting 1én
(nhét 12 viém mili, viém phé quan va viém phéi).
U lanh tinh, dc tinh va khéng xdc dinh (ké cd u nang va polyp):
Nguy co bénh 4c tinh, déc biét la rbi loan ting sinh lympho bao, ting khi sir dung mét sb
thudc (e ché mién dich.
Mudu va hé bach huyét:
Thudng gip: Gidm bach cdu (bach cdu>2 g/ L).
it gap: Thiéu mau, gidm tiéu ciu nhe (tiéu cau < 100 g/ L).
Hiém gip: Gidm toan thé huyét cAu (c6 thé 12 do co ché e ché tang sinh ndi mac), giam
bach cau (bach cu <2 g/ L), ting bach ciu 4i toan.
Rét hiém gap: Mét bach céu hat.
Str dung leflunomid trong thdi gian gén, ding ddng thoi hodc lién tyuc v6i cac tac nhan djc
tily 6 thé 1am ting nguy co anh hudng huyét hoc.
Mién dich:
Thudng gap: Phén img qué mén nhe.
Rét hiém gap: Phan (mg phan vé/ soc phan vé ning, viém mach, ké ca viém mach hoai tir &
da.
Chuyén héa va dinh duimg:
Thuong gip: Tang CPK.
it gap: Ha kali huyét, tang lipid huyét, ha phosphat huyét.
Hiém gap: Tang LDH.
Chua r6 tn suat: Ha uric huyét.
Tém than:
it gap: Lo ling.
Than kinh:
Thudng gip: Di cam, nhirc déu, chéng mit, bénh than kinh ngoai vi.
Tim mach:
Thudng gap: Ting huyét 4p nhe.
Hiém géip: Tang huyét 4p ning.
Ho6 hdp, long nguc va trung that:
Hiém gip: Bénh phdi k& (ké ca viém phdi k&), c6 thé gay tir vong.
Chura rd tAn suét: Tang 4p dong mach phoi.
Tiéu héa:
Thudng gip: Viém dai trang, bao gdm viém dai trang vi thé nhu viém dai trang lympho,
viém dai trang collagen, budn nén, nén, rdi loan niém mac miéng (vi dy: Viém miéng
aphthous, loét mi¢ng), dau bung.
It gap: R&i loan vj giéc.
t hiém gép: Viém tuy.
Gan - mdt:
Thudng gip: Tang chi sb xét nghiém gan (transaminase (dic biét la ATL), gamma-GT,
phosphatase kiém, bilirubin).
Hiém gp: Viém gan, vang da/ & mt.
Rét higm gdp: Tdn thuong gan ning nhu suy gan va hoai tir gan cép, c6 thé gay tir vong.
Da va mé dudi da:
Thudng gap: Tang rung t6c, eczema, phét ban (ké ca ban dét sin), ngira, kho da.
it gap: May day.
Chua rd tan suat: Lupus ban d6 trén da, vdy nén mun mu hoic vdy nén ning thém, phan
{mg dj img do thudc c6 ting bach cau 4i toan va céc tri¢u chimg toan thin (DRESS).
Co - xwomg va mé lién két:
Thuong gip: Viém bao hoat dich gén. \;J
It gap: Dut gén.
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12.

13.
14.

15.

Thdn - tiét nigu:

Chura 13 tan suét: Suy than.
H¢ sinh sén va tuyén vii;
Chua rd tin sudt: Giam cén bién (c6 hdi phuc) ndng do tinh tring, sé lugng tinh tring va
kha nang di chuyén nhanh chéng.

Réi logn chung va vj tri st dung:

Thudng gdp: Chén an, sit can (thudng khong dang ké), suy nhuge.

Thudc c6 thé gdy cdc tdc dung khéng mong mudn khdc. Khuyén cdo bénh nhén théng bdo
ngay cho bdc sy khi gdp phai cdc tdc dung khéng mong mudn khi ding thuéc.

Huéng din xir tri ADR:

Ngimg thudc va diéu trj trigu chimg, diéu tri hd trg. .
Lam céc xét nghiém dénh gia chic nang, xac dinh nguyén nhan'®
Néu do thudc thi tién hanh bién phép tang dao thai: . .~ 7 =’
Giam lidu néu bénh nhén dung nap kém. R

QUA LIEU VA XU TRi:
Tri¢u chimg: X
D4 c6 bdo c4o qué lidu man tinh & bénh nhan uéngNgflanomj licu

céo hang ngay, va bdo céo qud lidu cdp tinh & ngudi [6N va tré em. Khong c6 tic dyng
khong mong muén dugc ghi nhan trong phin 16n céc trudmg hop bo cdo qua lidu. Thc
dung khéng mong mudn pht hop véi thong tin an toan cua leflunomid 1a: Dau bung, budn
nén, tiéu chay, ting enzym gan, thiéu méu, giam bach céu, ngira va phét ban.

Xir tri:

Ting dao thai bing cholestyramin hodic than hoat, udng cholestyramin 8 g, ngay 3 lan c6
tac dung lam giam ndng 4§ A-771726 khoang 40% trong 24 gid va 49 - 65% trong 48 gid.
Ubng hotic bom than hoat duéi dang dung dich treo vao da day (50 g, 6 gio mét lan) trong
24 gid 1am giam ndng dd A-771726 khodng 37% trong 24 gid va 48% trong 48 gio.

Tién hanh 13p lai néu cn.

Pé lam giam nhanh ndng d§ A-771726 t6i mic khong thé phat hién duge (< 0,02
microgam/ml) thi 4p dung phéc dé 11 ngay: Cholestyramin 8 g, 3 lan 1 ngay trong 11 ngdy.
Kiém tra ndng dd thudc (phai xudng mic < 0,02 mg/lit) qua 2 ldn cach nhau it nhét 14
ngay.

Diéu trj triéu chimg, diéu trj hd trg va theo ddi chit ché bénh nhén.

Nghién ciru & ca bénh nhan thdm téch mau va CAPD (Thim phén phiic mac lién tuc ngoai :
trt) cho thiy A-771726, chét chuyén héa chinh cia leflunomid, khdng bj thim téch.

CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khéng ding qué liéu chi dinh.

TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
Sdn xudt tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU
(DAVIPHARM) |
L6 M7A, Pudng D17, Khu Céng nghiép M§ Phute 1, Phuong Théi Hoa, Thj xa Bén Cit,
Tinh Binh Duong, Vigt Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

NGAY XEM XET SUA POI, CAP NHAT
THUOC:

' 9 CUC TRUONG

 /WUONG PHONG

| ’gt 2,41 ’ﬁ{ Hane
: uyen -
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