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Rx
Thuée nay chi diing theo don thubc
Hudng dan sir dung thuoc
CELOFEN 100
(Celecoxib Capsules 100mg)

DE XA TAM TAY TRE EM
Doc kj g den sie dung trude khi dimg.
Néu can thém thong tin, xin héi ¥ kién bde 7.

THANH PHAN CONG THUC: M&i vién nang chira:

Thanh phafn diroc chdt: Celecoxib 100mg.
Thanh phan td dwoc: lactose monohydrat, croscarmellose natri, povidon, natri lauryl sulfat, magnesi

stearate, vo vién nang gelatin citng.

DANG BAO CHE: Vién nang ciing
MG ti: Vién nang gelatin cimg s6 2, ndp tring ngd, va than mau xanh, chii H dugc in ndp, 194 in trén
than bén trong chiia day bot mau tréng,

CHI PINH
- Diéu tri cdc trigu chimg thodi héa khép (0A).
- Diéu tri cdc tri¢u chimg viém khop dang thap (RA).
- Diéu tri c4c tridu chimg viém khép tu phat thiéu nién (JRA) & bénh nhén tix 2 tubi trd 1én.
- Diéu trj cdc triéu chimg viém cot séng dinh khép (AS).
- Didu tri cac con dau cép tinh & ngudi 16n.
- Diéu tri dau bung kinh nguyén phat.
CACH DUNG & LIEU DUNG
Cén nhéc can thén nhiing lgi fch v rdi ro tiém dn cia CELOFEN 100 va céc lua chon diéu trj khéc
trude khi quyét dinh st dyng CELOFEN 100. Str dung liéu thip nhét c6 hiéu qud trong thdi gian ngén
nhét pht hop v&i muc tidu diéu tri ctia ting bénh nhan.
Thube c6 thé duge ding ciing hodc khong cling thirc dn
Thadi hoa khop
Dbi véi thoai héa khap, lidu lugng 13 200 mg x 1 lan/ngay hogc 100 mg x 2 lan/ngay.
Viém khop dang thdp
Doi véi viem khép dang thap, liéu lugng 14 100 mg dén 200 mg x 2 1dn/ngay.
Viem khép e phdt thiéu nién
Déi v6i viém khép tu phat thiéu nién, liéu lugng cho bénh nhi (tir 2 tudi tré 1én) dya trén cin ning.
Déi véi bénh nhan >10 kg dén <25 kg, liéu khuyén cdo 1a 50 mg x 2 lan/ngay. Pdi v6i bénh nhan >
25 kg, liéu khuyén cdo 1a 100 mg x 2 lan/ngay.
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D&i v6i nhitng bénh nhén giip kho khan khi uong vién nang, c6 thd thém thanh phan bén trong vién
nang CELOFEN 100 vao nuée st tho. Toan bd phin rudt cia vién nang duoc dé cdn thin vao mét
thia ca phé nude sét tdo & duge lam lanh hodic & nhiét do phong va ubng ngay véi nude, Thanh phan
vién nang cho vio trén sot tao on dinh trong t6i da 6 gio trong diéu kién lam lanh (2°C dén 8°C/35°F
dén 45°F).

Viem cot .s*cfng dinh khop

D6i voi viem cot song dinh khép, lidu lwong cia CELOFEN 100 13 200 mg x | lan/ngay hodc chia 2
lan/ngay. Néu khong thiy téc dung sau 6 tudn, ¢é thé nén dung thir lidu 400 mg mdi ngay. Néu kchong
¢d the dung nio dugc quan sat thdy sau 6 tudn véi lidu 400 mg méi ngay, thi khong c6 kha ning dap
ng va nén xem xét cac lwa chon diéu trj thay thé.

Kiém sodt con dau cdp tinh va didu tri dau bung kinh nguyén phdt

Pé kiém soat con dau cép tinh va diéu trj dau bung kinh nguyén phat, lidu ban dau 1a 400 mg, sau do6
Ia liéu bé sung 200 mg néu cin vao ngay dau tién. Vao nhitng ngy tiép theo, lidu khuyén cho 12 200
mg x 2 1dn/ngay khi cin thiét,

Cac déi twong ddic biét

Sty gan

O nhiing bénh nhén suy gan trung binh (Child-Pugh Class B), giam 50% liéu ding. Khong khuyén
céo sir dung CELOFEN 100 & bénh nhén suy gan ning.

Chuyén héa kém qua co chdt CYP2C9

O nhitng bénh nhan trudng thanh dugce biét hoge nghi ngd 12 ngudi chuyén héa CYP2C9 kém dya trén
kiéu gen hodc tién sir/kinh nghiém véi cac co chdt CYP2C9 khéc (nhu warfarin, phenytoin), hdy bét
dau diéu trj bing mdt nira liéu khuyén céo thip nhét.

O nhitng bénh nhan méc viém khép tu phét thiéu nién da biét hofic nghi ngd 14 ngudi chuyén héa
CYP2C9 kém, hdy can nhic sit dung cac phuong phap diéu trj thay thé.

CHONG CHI PINH

- Quéa min cam v&i hoat chit hodic véi bit ky té duge nao cua thude.

- Tién str qua man cam v6i sulfonamid.

- Loét da day hoat dong hogc chay mau dudng tiéu hoa (GI).

- Bénh nhan bj hen suyén, viém miii cip tinh, polyp miii, pht mach thén kinh, ndi mé day hodc
cde phan tmg di Gng khéc sau khi diing acid acetylsalicylic (aspirin) hoic cac thube chdng
viém khong steroid khac (NSAID) bao gbm ca thude e ché COX-2.

- Phy nir mang thai va c6 kha néng sinh con trir khi str dung phuong phép trdnh thai hiéu qua.
Celecoxib da dugc chimg minh 14 gdy dij tit ¢ hai loai dong vit duge nghién ciru. Kha ning
gy riii ro cho ngudi trong thai ky van chua dugc biét, nhung khong thé loai trir.

- Phu nir cho con ba.

- Réi loan chirc ning gan nang (albumin huyét thanh <25 g/l hoic diém Child-

- Bénh nhén c6 d§ thanh thai creatinine ude tinh <30 ml/pht.
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- Bénh viém rudt.

- Suy tim sung huyét (NYHA [I-1V).

- Bénh tim thiéu méu cyc b da xac dinh, bénh déng mach ngoai bién va/hodc bénh mach mau
ndo.

CANH BAO VA THAN TRONG KHI DUNG THUOC
Caec tac dung trén duong tiéu héa (GI)

Céc bién chimg & dudng tiéu héa trén va dudi (thiing, loét hodic chay mau [PUB]), mot sb bién chimg
ddn dén tir vong, dd xay ra & nhiing bénh nhan diéu trj béng celecoxib. Nén thén trong khi diéu tri cho
nhitng bénh nhén ¢6 nguy co cao bi bién chimg dudng tiéu hoa khi diing NSAID; ngudi cao tudi, bénh
nhan stt dung déng thai bt ky NSAID hodc thude khang tiéu cdu nao khéc (nhu acid acetylsalicylic)
hodc glucocorticoid, bénh nhén st dung rugu hodc bénh nhén c6 tién str bénh dudng tiéu hoa, chﬁng
han nhu loét va xuat huyét tiéu hoa.

Nguy co téc dung phy trén duong tidu héa cia celecoxib (loét dudng tiéu héa hodc cac bién ching
dudng tiéu hoa khac) con ting thém khi ding celecoxib ¢dng thdi véi acid acetylsalicylic (ngay ca &
licu thap).

Su khac biét déng k& vé dd an toan trén dudng tiéu hoa giita cac chét Ge ché chon loc COX-2 + acid
acetylsalicylic so véi NSAID + acid acetylsalicylic chua duge chimg minh trong céc thir nghiém l1am
sang dai han.

Dimg dong théi NSAIDs

Nén tranh sir dung dong thoi celecoxib va véi NSAID khong phai aspirin.
Anh heéng dén tim mach

S6 lugng bién b tim mach (CV) nghiém trong gia tang, chi yéu 13 nhdi mau co tim, da duoc tim théy
trong mt nghién ctu dai han ¢ déi chiing véi gia duoe ¢ nhitng bénh nhan ¢6 hot chimg da polyp
tuyén rai rac dugc didu tri bing celecoxib & lidu 200 mg hai ldn/ngdy va 400 mg hai lan/ngay so véi
gia duoc.

Vi nguy co tim mach clia celecoxib ¢6 thé tang theo liéu lugng va thoi gian sir dung, nén st dung
trong thoi gian ngén nhat c6 thé va véi lidu hang ngay thip nhét c6 higu qua. NSAID, bao gdm ca
thude tic ché chon loc COX-2, ¢6 lién quan dén viée ting nguy co méc cac tac dung phu vé tim mach
va huyét khi khi ding 1au dai. Mire d6 chinh xéc ctia nguy co lién quan dén vige diing mét lidu duy
nhét chua duge xac dinh cling nhu thoi gian didu tri chinh xé4c lién quan dén nguy co gia ting vin
chua dugc xdce djnh. Nhu cau giam triéu chimg va dép (mg voi diéu trj cia bénh nhan cin dugce dénh
gid lai dinh ky, déc bi¢t & nhitng bénh nhén bi thodi h6a khép.

Bénh nhén ¢6 cac yéu té nguy co dang ké vé bién cb tim mach (nhu tiang huyét ap, ting lipid méu, dai
théo dudng, hit thudc 14) chi nén diéu tri bing celecoxib sau khi di can nhic ky ludng.

Thude tic ché chon lopc COX-2 khong thé thay thé acid acetylsalicylic trong diéu trj du phong cdc bénh
téc nghén - huyét khédi tim mach do khéng 6 tac dung khang tidu cAu. Do dé, khéng nén ngirng didu
tri bing thubc khang tiéu céu.

U djch va phir né
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Gidng nhu cac thude khac c6 tac dung tic ché tong hop prostaglandin, tinh trang (t dich va phii né da
duge quan sat thdy & nhu'ng bénh nhan dung celecoxib. Do do, nén sir dung celecoxib thén trong &
nhiing bénh nhan cé tién sir suy tim, rdi loan chirc ndng thit tréi hoiic ting huyét 4p va & nhiing bénh
nhén dé bi phii né tir trude do bét ky 1y do nao khac, vi viéc (e ché plostaglandm ¢6 thé dan dén s.uy
giam chirc nang than va & dich. Can thén trong & nhiing bénh nhéan dang diéu tri bang thudc loi tiéu
hodic ¢é nguy co bi giam thé tich méu.

Téng huyét dap

Gidng nhu tét ca cac NSAID, celecoxib cé thé lam khai phét con tang huyét ép hogc lam nédng thém
tinh trang tang huyet ap von cé, ca hai diéu nay déu cé thé gop phén 1am ting ty 1& mic céc bién cb
tim mach. Vi vdy, cin theo di chit ché huyét 4p trong thoi gian bt du didu trj bing celecoxib va
trong subt qué trinh diéu tri.

Tdac dung trén gan va than

Suy giam chirc nﬁng thén hodc gan va dic bl(;l la rbi loan chirc ning tim thudng xay ra & ngudi cao
tudi va do dé cén duy tri sy gidm sét phit hop vé mit y té.

Céac NSAID, bao gdm celecoxib, c6 thé gdy ddc cho than. Céc thir nghiém lam sing véi celecoxib da
cho thdy tac dung trén than twong ty nhur cde NSATD khéc. Bc;nh nhén c6 nguy co bj nhiém doc thin
cao nhét 13 nhiing ngudi bi suy giam chirc niing thén, suy tim, rbi loan chire ndng gan, nhitng nguoi
diing thude loi tidu, thude e ché men chuyén angiotensin (ACE), thude déi khang thu thé angiotensin
1T va nguoi cao tudi. Nhiing bénh nhan ndy cin duge theo ddi cin than trong khi diéu trj bing
celecoxib.

Mdt sé truéng hop phan (mg gan nghiém trong, bao gom viém gan kich phat (mét sé gdy tr vong),
hoai tir gan va suy gan (mot sb gdy tir vong hoic cin ghép gan), dd duge bao cdo khi st dyung celecoxib.
Trong sb cac tluémg hop duge bao céo vé thoi gian khéi phat hau hét céc bién cb bit loi nghiém trong
trén gan phét trién trong vong mét thang sau khi bét ddu diéu tri bang celecoxib.

Néu trong qua trinh didu tri, bénh nhan bi suy gidm bat ky chiic ning nao cia hé thdng co quan dugc
md (& & trén, nén thyc hién céc bién phéap thich hop va can nhiic viéc ngimg didu trj bing celecoxib.

Ue ché CYP2D6

Celecoxib (e ché CYP2D6. Mic dir Celecoxib khdng phai 1a chat irc ché manh enzym CYP2D6,
nhung ¢6 thé cin gidm lidu déi véi cac thude chuyén héa boi CYP2D6 duoc sit dung lidu riéng 1é.
Nhitng nguwéi chuyén héa kém qua CYP2C9

Bénh nhén dugc biét la chuyén héa kém qua CYP2C9 nén duoc didu tri than trong.

Phén itng quéd man trén da va toan thin

Céc phan (g nghiém trong trén da, mdt sd dan dén tir vong, bao gom viém da troc vay, hoi chimg
Stevens-Johnson va hoai tir bi¢u bi nhidm doc, di dugc bdo céo rdt hiém khi khi ding phdi hop véi
celecoxib. Bénh nhén thudng c6 nguy co cao véi cac phan ting ny trong giai doan sém cia qud trinh
diéu trl, céc trudng hop ndy xay ra trong thang dau tién ding thudc. Phén mg qua man nghiém trong
(bao gnm phan vé, phit mach va phat ban do thude véi tiing bach cu i toan va cic triéu chiing toan
than (DRESS), hoiic hdi chimg qua man) di dugc bao cdo & nhiing bénh nhan dissr
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nhan ¢6 tien st di img sulfonamid hodc di (mg thude cd thé cd nhidu nguy co cao hon méc cac phéan
img da nghiém trong hogic phan img qua min.

Tong quan
Celecoxib cd thé lam mo triéu chiing sot va cac dau hiéu viém khéc.
Sir dung dong thoi voi thude chong dong mdu dicon g UONg

O nhiing bénh nhan diéu tri ddng thei véi war farin, cac bién ¢6 chay mau nghiém trong, mot sb tr Lrorng
hop géy tir vong  dii duge béo cdo. Da c6 bao cdo vé tiang thoi gian plothlombm (INR) khi diéu tri dong
thoi. Do d6, can theo ddi chit ché & nhiimg bénh nhan ding thudc chéng déng dudng ubng loai
warfarin/coumarin, dic biét khi bét dau diéu trj bing celecoxib hodc khi thay déi licu celecoxib. Viée
str dung ddng thoi cac thude chdng dong mau va NSAIDs ¢6 thé lam ting nguy co chéy mau. Can sir
dl,lng than trong khi dung dong thoi (.elecmub v6i cdc thude chdng dong méu dudng udng khéc, bao
gbm cac thude chbng déng mau dudng udng méi (nhu apixapan, dabigatran va rivaroxaban).

Nguy co huyét khoi tim mach.

Céc thude chdng viém khc‘mg Stcroid (NSAIDs), khong phai aspirin diing dudng toan than, c6 thé 1am
tang nguy co xudt hién bién cd huyét khéi tim mach, bao gbm ca nhdi mau co tlm va dot quy, co thé
din dén ttr vong. Nguy co ndy c6 thé xuat hién sém trong vai tudn diu ding thude va co thé tang 1én
theo thai gian dung thude. Nguy co huyét khéi tim mach duge ghi nhan chi yéu & lidu cao.

Béc si cin dénh gia dinh ky sw xudt hién cta cée bién cé tim mach, ngay ¢a khi bénh nhén khéng co
cac triéu chimg tim mach truge d6. Bénh nhan can dugc canh bo vé céce trigu chimg cua bién ¢b tim
mach nghiém trong va cin thim kham bac si ngay khi xudt hién céc triéu chung nay.

Dé giam thiéu nguy co xudt hién bién ¢d bAt lgi, cin sir dung Celofen 100 6 lidu hang ngay thap nhét
c6 hig¢u qua trong thoi gian ngén nhit co thé.

Ta dwoc

Thudc chira lactose monohydrat. Bénh nhin ¢6 céc vén dé di truyén hiém gip vé khong dung nap
galactose, thiéu hut lactase toan phin hoic kém hip thu glucose-galactose khong nén dung thude nay.

MOdi vién nang Celofen 100 chia it hon | mmol natri (23 mg), nghia 1a vé co ban l1a 'khéng c6 natri',

SUDUNG THUOC O PHU NU' CO THAI VA CHO CON BU
Phu nir ¢6 thai

Céc nghién ctru trén dong vat (chudt cdng va tho) da cho thdy doc tinh vé sinh san, bao gom ca di tat.
Su trc ché tong hop prostaglandin ¢6 thé anh hudng x4u dén thai ky. Dir liéu tir cic nghién ciru dich
t& hoc cho thay nguy co say thai ti phat ting lén sau khi str dung thude trc ché tong hop prostaglandin
trong giai doan som cta thai ky. Kha nang gdy nguy hiém & ngudi khi mang thai chua dugc biét rd
nhung khang thé logi trir. Celecoxib, eling nhu cdc thudc tre ché tong hop prostaglandin khic, c6 thé
gdy vo lyc co tir cung va déng ong dong mach sém trong ba thang cudi thai ky.

Trong ba thang thir hai hogc thir ba cta thai ky, cdc NSAID bao gdm celecoxib ¢6 thé gdy réi loan
chirc ning than ciia thai nhi, din dén giam lugng nuéc 6i hoe thidu i trong nhiing trudmg hop niing.
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Nhiing téc dung nhu vy c6 thé xay ra ngay sau khi bit dau diéu tri va thuémng hdi phuc khi ngimg
thudc.

Chdng chi dinh diing Celecoxib cho phu nit cé thai va phu nir ¢é kha niang mang thai. Néu phy nir cé
thai trong thoi gian diéu trj thi nén ngirmg sir dung celecoxib.

Phu nir cho con bi

Celecoxib dugc bai tiét qua sita ctia chugt cng dang cho con bii véi ndng do tuong tu nhu ndng do
trong huyét twong. O phy nit cho con ba diing celecoxib, rét it celecoxib chuyén véo sita me. Phu nit
dung celecoxib khong nén cho con b,

Kha niing sinh sin

Duya trén co ché hoat déng, viée str dung NSAIDs, bao gbm celecoxib, ¢6 thé tri hofin hodic ngén can
sut rung trieng, dan dén vo sinh ¢6 thé hoi phuc & mét 56 phu nit.

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

Celecoxib c6 thé c6 anh hm&ng nho dén kha niing i xe va van hanh may méc. Nhitng bénh nhén bj
chéng mit, hoa mét hodc budn ngt khi dung celecoxib nén han ché 14i xe hodic van hanh may moc.

TUONG TAC, TUONG KY CUA THUOC
Twong tac dwoe lre hoc
Thude chéng dong mau

Cén theo dbi tic dung chéng dong mau, dic biét taong va| ngay déu sau khi bt dau hodc thay ddi lidu
celecoxib & nhitng bénh nhan ding warfarin hoiic céc thude chong dong méu khic vi nhiing bénh nhan
nay ¢d nguy co cao bj bién c,htmg chay mau. Do d6, bénh nhan ding thude chong dong c‘hrcrng uong
nén dugce theo ddi chit ché thoi gian protrombin INR, dac biét trong vai ngay dau khi bét dau didu tri
bang celecoxib hodc khi thay dbi ]If:ll celecoxib. BJ‘.I‘I c6 chay mau lién quan dén viéc ting thoi gian
pmlmmbm da duge bdo céo, chi yéu & ngudi cao tudi, & nhitng bénh nhan ding celecoxib dong thoi
vGi warfarin, mot sb truong hop gdy tr vong.

Thube chdng tang huyét dp

NSAIDs c6 thé lam giam téc dung eta thube chong tang huyét 4 ap bao gdm thuoc trc ché men chuyén
ACE, thuéc d01 khang thy thé ang;otcnsm I1, thudc lgi tiéu va thuoc chen beta. D6i vdi NSAIDs, nguy
co suy thédn cap, thudmg cé thé phuc hoi, co thé ting & mot s6 bénh nhan ¢6 chire nang than (vi dy
bénh nhan mét nude, bénh nhan diing thude lgi tiéu hoiic bénh nhan cao tum) khi thudc {rc ché men
chuyen thude doi khanf, thl.l thé angiotensin I1 va/hodc thude loi tidu duoc két hﬂ‘p v6i NSAIDs, bao
gbm celecoxib. Vi vy, can than trong khi ding phdi hop, dac blét & ngum cao tudi. Bénh nhén can
bit nuée ddy dii va can nhéc theo dai chire ning than sau khi bét dau diéu trj dong thoi va dinh ky sau
do.

Trong mét nghién ctru lam sang kéo dai 28 ngdy & nhiing be;nh nhén tang huyet ap giai doan I va Il
duge kiém soat bang lisinopril, str dung celecoxib 200 mg 2 Ianfn[,'c’ly khong dan dén sy gia ting déng
ke huyet ap tam thu hoac tam truong khi so bdl’lh v0'1 nhom diéu tri bang gla dugrc trong qua trinh theo
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]an/ngay, 48% dugc coi la khong dép img véi lisinopril & lan khém cudi cung (dugc xac dinh 1a huyét
ap tam tr wong =90 mml Ig hoiic huyét ap tam truong ting >10% so vdi ban déu), so véi 27% cia bénh
nhan dugc diéu tri bang gia duoc: su khéc biét ndy cé y nghfa thong ké.

Ciclosporin va lacrolimus

Dung dong thoi NSAIDs va ciclosporin hogc tacrolimus c6 thé lam ting nguy co nhiém dgc thén do
ciclosporin hodc tacrolimus. Cén theo ddi chitc ning thin khi ding phéi hgp celecoxib véi bat ky
thudc nao.

Acid acetylsalicylic

Celecoxib c6 thé dugc st dyng véi acid acetylsalicylic liéu thdp nhung: khéng thay thé cho acid
acetylsalicylic trong diéu tri du phong tim mach. Trong céc nghién ctu da biét, nhu véi cdc NSAID
khae, nguy co loét dudng tidu hoa hoiic céc bién chimg dudng tidu hda khéc ting 1én so véi viéc chi
str dung celecoxib khi diing ddng thoi véi acid acetylsalicylic lidu thap.

Twong tac dwoe dong hoe
Anh hirong cua celecoxib déi véi cde thuoce khdc:
Uc ché CYP2D6

Celecoxtb 4 chét Gc ché CYPZD(} Nong do huyét tuong cua cac rhum, la co cht ciia enzym niy ¢
thé tang Ien khi blf dung dong thoi vai celecoxib. Vi du vé cac thude duogc chuycn héa bai CYP2D6
la thude chong trdm cam (3 vong va SSRI), thube an thin kinh, thude chong loan nhip tim, v.v. C6 thé
can phai giam lidu cta céc co chat CYP2D6 duge diéu chinh theo li¢u riéng 1& khi bt diu diéu tri
béng celecoxib hodic ting 1&n néu chdm dit didu tri bing celecoxib .

Str dung dong thoi celecoxib 200 mg X 2 lan/ngay lam tang ndng do trong huyét tuong cua
dextromethorphan va metoprolol (co chét ciia CYP2D6) géip 2,6 lan va 1,5 lan. Sy gia ting niy Ia do
celecoxib tic ché chuyén héa co chit ciia CYP2D6.

Ue ché CYP2C19

Trong nghién ctiu in vitro cho thdy kha ning celecoxib trc ché chuyén héa xic tic CYP2C19. Y nghia
lam sang cua phat hién in vitro nay van chua ro. Vi du vé cac thuoe dugce chuyén hoa boi CYP2C19
la diazepam, citalopram va imipramin. -

Methotrexat

O bénh nhén viém khép dang thép, celecoxib khong anh hudng dang ké (d6 thanh thai trong huyét
twong hoic than) cia methotrexat (& liéu thip khép). Tuy nhién, ¢in cin nhéc theo déi dy du dde tinh
lién quan dén methotrexat khi sir dung ddng thoi.

Lithi

0 nhimg d6i twong khoe manh, ding phm hop voi celecoxib 200 mg x 2 Ianfngay vai lithi lidu 450
mg X 2 Iam’ngay, muc léng tr ung binh wa lltln Cmdx la 16% va AUC 18%. V1 vay, can theo ddi chit
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Thuéc tranh thai dirong wong

Trong mot nghién cru tuong téc, celecoxib khong c¢6 tde dung ro rang trén 1am sang véi duge dong
hoc cuia thube tranh thai dwong udng loai két hop (1 mg norethindron/0,035 ing ethinyl estradiol).

Glibenclamid / tolbutamid

Celecoxib khong anh hudng dén dugc déng hoc cia tolbutamid (co chdt CYP2C9), hoic glibenclamid
O muc do co y nghia lam sang,.

Anh hudne cua cde thudc khac trén celecoxib

Nhiing ngueoi chuyén héa kém qua CYP2C9

O nhitng ngudi chuyén héa kém qua CYP2C9 va cho thiy ting tlep xtic toan thﬁn véi celecoxib, didu
tri dfmg thri véi cde chit tre ché CYP2C9 nhu fluconazol ¢6 thé din dén ting tiép xic véi celecoxib.
Ciéc két hgp nhu vay nén tranh & nhiing nguoi chuyén hoa kém qua CYP2C9 dé biét.

Chat e ché va cam iing CYP2C9

Vi celecoxib chi yéu duge chuyén héa boi CYP2C9 nén bit dau st dung celecoxib vai lidu bang nira
lidu khuycn nghi trén cac bénh nhén dang dung thube fluconazol. Diing dong thoi 200 mg celecoxib
lidu don va 200 mg fluconazole mdt 1an mdi ngay, mét chét trc ché manh CYP2C9, din dén ting trung
binh Cuax ctia celecoxib 1a 60 % va AUC [a 130%. St dung dong thoi céc chat giy cam trng CYP2C9
nhu rifampicin, carbamazepin va barbiturat c6 thé lam giam ndng do celecoxib trong huyét tuong.

Ketoconazol va thuée khang acid.

Ketoconazol hodic thube khang acid chua duge quan sat thiy c6 anh hudng dén duoc dong hoc cia
celecoxib .

Tré em
Nghién cliu tuong téc chi duge thye hién & nguoi 16n,

Twong ky ciia thube
Do khéng c6 cac nghién ctu vé tinh tuong ky clia thude, khéng tron 13n thude nay véi cac thude khac.

TAC DUNG KHONG MONG MUON CUA THHUOC

Céc tac dung khdng mong mudn duoc liét ké theo hé co quan va theo thit tu gidm dén theo tan suét.
Tan suat cia cée tac dung khéng mong mudn nay dugc dinh nghia nhu sau: rat thuong gdp (= 1/10)
thudmg gép (= 1/100 téi < 1/10), it gap (= 1/1,000 t&i < 1/100), hiém gap (1/10,000 tgi < 1/1,000) va
rAt hiém gip (< 1/10,000) va khéng biét (khong thé wdc tinh tir dit liéu 6 sin).

Hé co quan/Thn suat | Téc dung khong mong mudn
Nhiém triing, nhiém ky sinh tring
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Thudng gap

Viém xoang, nhiém khuén dutmg hé hap trén, viém hong,
nhiém khuan duong tiét nicu

Roi loan hé mau va hé bach
huyét

It gp

— 4 »
Thiéu mau

Hiém aap

Giam bach cau, giam tiéu cdu

Rét hiém giip

Gidm toan thé huyét cau

Thuong gap

Qué mén

Rat hiém gap

Séc phan vé, phan (g phan vé

R6i loan chuyén héa va dinh dwéng

it gap | Tang kali mau

Roi loan tAm than

Thuong gdip Mt ngi

It gip Lo lang, trim cam, mét moi

Hiém giip Trang th4i 101 13n, 4o gidc

Réi loan hé thiin kinh

Thuong gip Chéng mat, tang truong luc co, nhirc diu
It gap Nhoi méu néio, di cam, budn ngu

Hiém gap Mt didu hoa, 16i loan vi giac

Rat hiém giip

Xudt huyét ndi so (bao gom xudt huyét ni so gdy tir vong),
viém mang néo v6 khuan, dong kinh (bao gom ca dong kinh
ning thém), mét vi gidc, mét khiru gie

Réi loan mit

It gdip

Nhin md, viém két mac

Hiém giip

Xudt huyét mat

Rét hiém gap

Téc dong mach vBng mac, tic tinh mach véng mac

Rdi loan tai va mé dao

it gap U tai, giam thinh luc
Roi loan tim
Thudong gip Nhéi méu co tim
it gap Suy tim, dénh trong ngyre, nhip tim nhanh
Hiem gip Roi loan nhip tim

R6i loan mach

Rét thudng gap

Ting huyét 4p (bao gbm tin g huyét ap tién trién}

Hiém gip

Thuyén tac phdi, do mat

Rat hiém gip

Viém mach

Roi loan ho hfip, lf‘mg ngwe va trung that

]‘Im‘bng géap

Viém miii, ho, kho tho

It gap Co thit phé quan 3

Hiém pép Viém phoi

Roi loan tiéu hoa

Thuong gép Buf)n nén, dau bung, tiéu chay, kho tiéu, diy hoi, ndn mira, kho
nuot

It géap Téo bén, viém da day, viém miéng, viém duong tiéu héa (bao

gom ¢ lam tram trong thém tinh trang viém dudng tiéu héa), o
hoi PN
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Hiém gap Xuat huyét loét té trang, loét da day, loét thye quan, loét ruét,
y 1
loét rudt gia, thiing rut, viém thye quan, phéan den, viém tuy,
viém dai trang

Roi loan gan mit

It gap Chire ning gan bat thuong, men gan tang (bao gom ting men
ALT va AST)

Hiém gip Viém gan

Rét hiém gap Suy gan (doi khi gdy tir vong hodc can ghép gan), viém gan

bung phét (mdt s6 dan dén tir vong), hoai tir gan, i mat, viém
gan tic mt, bénh vang da

Réi loan da va mé dwéi da

Thudng gi Phat ban, ngiia (bao gom ng(ra toan than
p g g
It gip Mé day, bam tim
Hiém gip Phu mach, rung téc, nhay cam véi anh
Rat hiém gip Viém da troc vay, ban do da dang, hoi chirg SLevens-Jo]msnn,

hoai tr biéu bl nhiém doc, phan tng thude véi ting bach ciu 4i
toan va cac tri¢u ching toan than (DRESS), mun mi ngoai ban
tong quét cap tinh (AGEP), viém da bong nuéc
Rm loan co' xwong va md lién két

[erong gap Dau k'hdp

It géip Co that co (chudt rit & chén)

Rét hiém gip Viém co

Roi loan théin va tiét ni¢u

It gap Creatinin méau tang, uré méu tang

Hiém giip Suy thén cap, ha natri mau

Rat hiém gip Viém thin mé k&, hdi chimg thin hu, bénh cau thin ton

thuong toi thidu

3 ‘ o’ h Y .3 - -
R6i loan tuyén v va hé sinh sin

Hiém gap R6i loan kinh nguyét

Chura biét V4 sinh nif (gidm kha niing sinh san & niy)
R6i loan toan thfin va tinh trang tai noi ding thudc

Thuong gap Hoi ohung cam, phti né ngoai vi / giir nuéc
It g{‘ip Pht mét, dau nguc

I‘on thwong, nhiém djc va cic bién chir ng do thu thuit giy ra

lhlrcmg gap ’ Chan thuong (chdn thuong do tai nan)

Thude c6 thé gay nguy co huyét khdi tim mach (xem thém phén Cénh béo va than trong).

Thong bdo cho bic sy hodic dwec sjf nhivng phin ting 6 hai gdp phdi khi siv dung thuéc

QUA LIEU VA CACH XU TRi

I(hﬁn;, c6 kinh nghiém 1am sang vé qua liéu. Dang lidu don 1&n dén 1200 mg hodc da lidu (2 lan/ngay)
VOl lonj, lidu 1200 mg & nglrm !cm khoe manh tmng 09 ngay ma khung co tac dung khé ong mudn
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mit y té thich hop, vi du: rira da day, gidam sat 1am sang, néu cin thiét diéu trj triéu chimng. Tham pham
khong phai la bién phap hi¢u quéa dé loai bé thude vi thude lién két manh véi protein.

PAC TINH DUQC LUC HQC
Nhém duoe ly: Thude chong viém khéng steroid , NSAID, Coxib
ATC la: MOIAHOI

Co ché tdc dung

Celecoxib la thude ire ché COX-2 chon loc, diing dudng udng trong khodng lidu didu tri (200-400 mg
mdi ngay). Khong quan sat thdy su trc ché COX-1 ¢6 ¥ nghia thong ké (duoc danh gia 1a sy e ché ex
vivo d6i voi su hinh thanh thromboxane B, [TxBz]) trong pham vi li¢u diéu trj & nhimng ngudi tinh
nguyén khoe manh,

Tdac dung duoc e hoe

Cyclooxygenase chiu trach nhi¢m tao ra prostaglandin. Hai dang déng phan, COX-1 va COX-2, di
duge xéc dinh 1a dang dong phan cia enzyme da duoc chirg minh la dugc giy ra béi cac kich thich
tién viém va duge cho 1a chju trach nhiém chinh cho qué trinh tdng hop céc chét trung gian co tac
dung gdy dau, viém va s6t. COX-2 ciing tham gia vao qua trinh ryng trimg, lam té va dong dng dong
mach, diéu hoa chire nang than va céc chir ning ctia hé than kinh trung wong (cam ling sdt, nhén thirc
dau va chire néng nhén thirc). N6 cling c6 thé déng mét vai trd trong viée chita lanh vét loét, COX-2
da dugc xde dinh trong mé xung quanh vét loét da day & nguoi nhung su lién quan ctia nd véi viée
chita lanh vét loét van chua dugc thiét lap.

Sur khéc biét vé hoat tinh khéng tiéu chu gitta mot sd thube NSAID (e ché COX-1 va thube e ché
chon lpc COX-2 ¢é thé ¢é ¥ nghia lam sang & nhing bénh nhan c6 nguy co bj phan tmg huyét khoi
téc mach. Cac chit tic ché chon loc COX-2 lam giam sy hinh thanh prostacyclin toan than (va cé thé
& té bao ndi md) ma khdng anh hudng dén thromboxane tiéu ciu.

Celecoxib 1a mot pyrazole thay thé diaryl, tuong ty v& mit hoa hoc véi cac sulfonamid khéng phai
arylamine khac (vi dy thiazide, furosemide) nhung khac véi cdc sulfonamid arylamine (vi du
sulfamethoxizole va cac khang sinh sulfonamid khac).

Téc dung phu thuge vao liéu déi véi sy hinh thanh TxB2 da duge quan sat thdy sau khi ding celecoxib
liéu cao. Tuy nhién, & nhiing d6i twong khoe manh, trong cdc nghién ctru da lidu nhé véi 600 mg hai
lan/ngay (gép ba lan lidu khuyén cdo cao nhat), celecoxib khéng anh hudng dén két tap tidu cau va
thai gian chay méu so véi gia duge.

DAC TINH DUQC DPONG HQC

Hdp thu:

Celecoxib duge hap thu tét va dat ndng dé dinh trong huyét tuong sau khoang 2-3 gio. Diing thube
cting véi thirc an (bita an nhiéu chat béo) 1am chiam hdp thu celecoxib khodng 1 gi& din dén Toax
khodng 4 gio va tiang sinh kha dung khoang 20%. '
O nhitng ngudi tinh nguyén truong thanh khée manh, nong do tiép xic toan than (A C) chung clia
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nang ric lén sét tdo. Khéng 6 su thay dbi dang ké ndo vé Cumax , Tmax hodic Ty sau khi st dung rudt
nang cling vdi sét téo.

Phdn bo:
Lién két voi protein huyét trong khoang 97 % & ndng do diéu tri trong huyét twong va thude khong
duoc lign két tdt véi hong cau.

Chuyén héa:

Chuyén hoa celecoxib chi yéu qua trung gian cytochrom P450 2C9. Ba chét chuyén héa, khong ¢6
hoat tinh nhur chét te ché COX-1 hofic COX-2, da dugc xac dinh trong huyét tuong ngudi, dé 1a aleol
bic mdt, acid cacboxylic tuong (g va chét lién hop glucuronide ctia no.

Hoat tinh ctia Cytochrom P450 2C9 bi giam & nhitng ngudi ¢6 da hinh di truyén din dén giam hoat
tinh ctia enzym, ching han nhu nhitng ngudi dong hop tir vé da hinh CYP2C9*3.

Trong mdt nghién ciu duge dgng hoc vé celecoxib 200 mg dwoc ding mdt 1an mdi ngay & nhitng
ngudi tinh nguyén khoe manh, 6 kiéu gen la CYP2C9*1/*1, CYP2C9*1/*3 hofic CYP2C9*3/*3, gia
tr trung binh Cuax va AUCo.24 ctia celecoxib vao ngay tha 7 lan luot la khoang 4 1dn va 7 1in & céac
d6i tugng co kiéu gen 1a CYP2C9*3/*3 so vdi cac kiéu gen khac. Trong ba nghién ctru don liéu riéng
biét, bao gdm tong cong 5 d6i tuong c6 kiéu gen 1a CYP2CQ*3K ¥3, AUCq.24 dom liéu ting khoang 3
1an so v6i ngudi chuyén héa binh thudng. Nguoi ta ude tinh riing tén sudt cta kidu gen dong hop tir
#3/%3 14 0,3-1,0 % gitra cdc nhém chiing toc khac nhau.

Bénh nhdn duge biét hofic nghi ngd 1a ngudi chuyén héa kém qua CYP2C9 dya trén tién st/kinh
nghiém v6i cic co chit khic cia CYP2C9 nén than trong khi sir dung celecoxib.

Khong tim thiy su khéc biét ddng ké v& mit 1am sang trong cac théng sb duge ddng hoc cua celecoxib
giita ngudi My gbe Phi cao tudi va ngudi da tréng.

Nong do trong huyét twong clia celecoxib tang khoang 100% & phuy nit 1on tudi (>65 tudi).

So vé&i cac ddi tugng c6 chire ning gan binh thudng, bénh nhén suy gan nhe ¢6 mirc téang trung binh
Coax 13 53 % va AUC 12 26 % cua celecoxib. Céc gid tri tuong (ing & bénh nhén suy gan trung binh
lan lugt 13 41% va 146%. Kha ning trao b1 chit & bénh nhéan suy giam nhe dén trung binh c6 mbi
tuong quan (6t nhét véi gia trj albumin. Nén bét ddu diéu tri biing mot nira lidu khuyén cdo & bf;nh
nhén suy gan trung binh (véi albumin huyét thanh 25-35 g/1). Bénh nhén suy gan ning (albumin huyét
thanh <25 g/) chua duge nghién ciru va celecoxib chong chi dinh & nhdm bénh nhén nay.

Cé rit it kinh nghiém vé celecoxib & bénh nhén suy than. Dugc déng hoc cta celecoxib chua duge
nghién ctru & bénh nhan suy thdn nhung dudng nhu khéng thay dbi 18 rét ¢ nhitng bénh nhén nay. Vi

viy cin than trong khi didu tri cho bénh nhan suy than. Chéng chi dinh véi suy than ning.

Thai trir:

12
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Celecoxib duge thai trir chi yéu qua chuyén héa. Duéi 1% liéu ding duoc bai tiét duéi dang khong
doi qua nudc tiéu. Sy bién thién gitia céc déi twgng vé mirc do tiép xtic véi celecoxib 1a khoang 10
lan, Celecoxib thé hién dugc dong hoc khéng phu thude vao lidu luong va thoi gian trong pham vi liéu
diéu tri. Thoi gian bén thai 14 8-12 gid. Nong do trong huyét tuong & trang thai én dinh dat duogc trong
vong 5 ngay diéu tri.

Quy cich déng gdi: Hop 3 vi x 10 vién (vi nhém/ nhom).

Bio quén: Giit 0 nhiét d6 dudi 30°C. Tranh dm va anh sang.

Han ding: 24 thang ké tir ngdy san xuét. Khéng ding thuéc sau ngay hét han dugce ghi trén bao bi.
Tiéu chuin chiit lrgng: Nha sén xuit _

Tén va dia chinha sin xufit: Hetero Labs Limited,

Dia chi: Unit-V, Sy.No.439, 440, 441 & 458, TSIIC Formulation SEZ, Polepally Village, Jadcherla
Mandal, Mahaboobnagar District, Telangana state, An ba.




