"CELECOXIB

& Thudc nay chi dungtheo don thude.

& Bocky hudng dan siwdung trude khi ding.

& DExatdmtaytré em.

& T hudng dan sir dung néu tdm tét cac théng tin quan trong cia
thudc. Néu cin thém thang tin, xin hoi y kién bac syhoac duodcsy.

THANH PHAN CONG THUC THUGC: Mbivién nang cling chuia:
Thanh phan duoc chit: Celecoxib 200 mg.

Thanh phan té dude: Lactose, Povidon K30, Natri croscarmellose,
Magnesi stearat, Natri lauryl sulfat, Nang ciing gelatin s6 2 {Candurin
silver fine, Erythrosm {FD&C Red No.3), Tartrazin {FD&C Yellow No.5),
Redtekpnnt SB-1018, Iron oxid red, Natrilauryl sulfat, Gelatin).
DANG BAO CHE:Vién nang cu’ng

Mb ta dac diém bén ngoai cda thude: Vign nang cling s6 2, thin
nang mautrang in vong déi mau dé - ndp nang mauvang in sé 4618
maudo, bén trong chira bdtthudc mautrang.

CHiBINH:

- Diéu tr] trigu chiing cla thodi héa khép (OA) va viem khép dang
thap (RA).

- Gidm nhe cac diu hidgu va triéu chiing ca viém khép tu phat thiéu
nién {(JIA)y&bénhnhan 2tuditrglén can nang tdithiéu10kg.

- Gidm nhe cac ddu hidu vatriéuchung chaviém cétséng dinh khép.
-Kiémsoatdau captinh.

-Diéutrithdng kinhnguyén phét.

LIEUDUNG, CACHDUNG:

Liduding:

Luén dung thudc ding lidu lugng trong dan thudc.

Do céc nguy co v tim mach cia celecoxib ¢d thé ting theo lidu va
thesi gian dung thude, nén dung liéu thdp nhét trong thai gian ngan
nhatcothé,

Nguoilon:

- Diéu trj trigu chimg trong thodi hoa khop (OA): Liéu khuyén nghicla
celecoxiba 200 mg dungliéu don hodc 100 mg x 2 1dn mbingay.
-Bidutritribu ching trong viem khop dang thép (RA): Lidu khuyén nghi
cla celecoxib 1a 100 mg hodc 200 mgx 2 1dn m&ingay.

-Viém cotsong dinh khdp (AS): Liéu khuyén nghi cla celecoxib [a 200 mg
dung liéu don hodc 100 mg x 2 1dn méi ngay. M6t s& bénh nhan c6 thé
t6thon néu ding téng lidu maingay 400 mg.

- Kiém sodt dau cdp tinh: Liéu khdi ddu theo khuyén céo cla celecoxib
13400 mg, dung th&m mét liéu 200 mg trong ngay ddu tién néu cdn
thigt. Trong cac ngay ti€ptheo, liéu khuyén nghila 200 mg x 2 [dn mdi
ngaykhican.

- Diéu tri dau bung kinh nguyén phdt: Liéu khéi ddu theo khuyén cio
cla celecoxib 13400 mg, dung thém mt liéu 200 mg trong ngay dau
tién néu can thiét. Treng cac ngay tiép theo, liéu khuyén nghila 200 mg
x21dn m&i ngay khican.

- Mhiing ngudhi c6 chuyén héa kém CYP2C9: Nhing bénh nhan da biét
hodc nghi nge chuyén hoa kém qua CYP2C9 dua trén tién sikinh
nghiém véi cac co chat khac clia CYP2C9 cdn thdn trong khi dung
celecoxib. Bt ddu diéu tri véi liéu bang ¥ liéu khuyén nghithdp nhat
{xem phan Ttiong tde, tuong ky ctia thuBevabic tinh duge dong hoc).
Ngudi cao tudi:

Nhin chung khéng phdi diéu chinh liéu. Tuy nhién, v&icic bénh nhan
cao tudi cé can ndng dudi 50 kg, nén bat ddu diéu trivéi liéu khuyén
nghithdp nhat.

Tréem:

Viém khép ty phat thiéunién (JIA):

Bénh nhan nhi Liéu lugng

{2 tudi trd 1én)
>10kgdén<25kg Vign nang 50 mg, haildn m&ingay
>25kg Vign nang 100 mg, haildn mdingay

Celecoxib da dugc nghién cliu & cdc bénh nhan viém khép tu phat
thigu nién tir2 - 17 tudi. Tinh an toan va hiéu qua cia celecoxib & tré
em chua dugc nghién cuu trong thai gian trén 6 thang hodc & bénh
nhan cé can nang dudi 10 kg (22 Ihs) hodc & bénh nhan véi bigu hién
phatbénhtoanthan.

Suy gan: Khéng cén diéu chinh liéu véi cac bénh nhan suy gan nhe
(Child-Pugh nhém A). Dung celecoxib theo nira liéu khuyén nghicho
cachénh nhan viém khép hoacbi dautrong suy gan vira (Child-Pugh
nhdém B).

Chua c& cac nghién ciiu trén cac bénh nhan suy gan nang {Child-
Pugh nhém C) {xem phan Canh bdovathantrong khiding thudc).

Suy than: Khong cdn chinh liéu véi cdc bénh nhan suy than vira va
nhe. Chua cé cac nghién clu [am sang trén cac bénh nhan suy than
nang (xem phan Canhbdovathantrongkhi dangthudc).

Dung k&t hgp vdi fluconazol: Nén diing celecoxib vi nua liéu khuyén
nghi trén nhiing bénh nhan dang diéu trj véi flucenazol, mét chdt dc
ché CYP2C9. Can than treng khi dung két hgp celecoxib véi cac chat dc
chéCYP2C9 (xem phan Tuong tdc, tuong ky cla thudc).

Cach dung:Dung udng.

-Vién nang Celecoxib 200 mg, véi liéu ding dén 200 myg x 2 1dn/ngay
c6thédiing cung thucdn hodckhdng.

- Vi bénh nhan khé nudt vién nang, ¢6 thé cho lugng thudc trong
vién vao nudc sinh 8 tdo, chao, stia chua hodc chudi nghién nat dé&
uéng cung.Khidd, phaichotoan bé lugng thudcvao khodng mét thia
nhé nudc sinh té tao, chao, sita chua hodc chudinghién nat &nhiét dé
phongva phai uéng ngay véinudce. Lugng thudc da tron véi nudesinh
tétd0, chdoe hodc sifa chua én dinh trong khoéng 6 gis khi bac quan
trong tl lanh (2 °C- 8°C/35°F - 45 °F). Khéng dugc bao quan trong td
lanhlugng thudcdatrén voi chudinghién nat va phaiudng ngay.

- Trusng hgp quén udng mét liéu dung: Hay udng ngay khi nhéra.
Néu thasi gian gdn véi ldn dung thudc tiép theo, bo qua lidu da quén
va hay dung liéu tigp theo vao thai gian thuting 1&. Khong dung liéu
gdpdeidébuvaolidudaquén.

- Trusng hop uéng qua nhiéu vién thudc: Hay gap ngay bac sy hodc
t6i khoa Hoi siic- Cdp cifu cia bénhvién gdn nhat.

CHONG CHIi DINH:

Celecoxih chéng chidinh déi vai:

- Bénh nhancétién st qua mén véi celecoxib hodc bat ky thanh phan
nacclathude.

-B&nh nhan c6tién sirqua mén véi sulfonamid.

-Bénh nhan cétién sirhen, may day hodc cé cac phan tng kidu di ing
sau khidung acid acetylsalicylic (ASA [aspirin]) hodccacthuéec khang
viém khong stercid khac {cac NSAID), bao gém cac thudc e ché dac
hiéu cyclooxygenase-2 (COX-2) khac.

-Diéutridautrong phauthudtghép mach déng mach vanh nhantao
(CABG) (xem phdn Canh bdovathantrong khiding thuéc).
CANHBAOVATHANTRONG KHIDUNG THUSC:

*Tac dung trén tim mach:

- Huyét khéi tim mach: Celecoxib c6 thé gay ting nguy co huyét khdi
tim mach nghlem trong, nhéi mau cotimva dotquy, la nhung bién cé
c6thé gay tivong. Tat cd cde NSAID co thé cb chung nguy co nay. Nguy
conay cothetang theoliéudung, thi gian duing va cacyéutd nguy co
tim mach cdia banthan.B&nh nhan vd&itién st bénhtim mach c6théco
nguy co cao hon. D& giam thigu nguy co cé thé xdy ratéc dung khéng
mong muén trén tim mach & bénh nhan diéu tri voi celecoxib, nén
dung lidu thip nhat c6 hiéu qua va trong thai gian ngdn nhit c6 thé.
Théy thudcva bénhnhan cin canh gidc vdi sy tién trién cla cac bign o6
nay, ngay ca khikhéng cé cac trigu chimg vé tim mach truée dé. Bénh
nhan cdn dugc théng bio vé cac ddu hidu va tridgu chiing cla cic doc
tinh nghiémtrong trén tim mach va cac bude xtr ly khi chling xay ra.

Hai thir nghigm lam sang I6n, c& d6i chiing cho thay su tang ty 1& nhéi
mau co tim va dot quy khi sir dung mét NSAID khac tac déng chon loc
trén COX-2 88 digu tri dau trong 10-14 ngay ddu sau khi phiu thugt ghép
mach déng mach vanh nhantao {CABG) (xem phan Chéng chidinh).
Celecoxib khéng phai la chit thay thé cho acid acetylsalicylic trong
du phong cac bénh tac nghén - huyét khéi tim mach do thiéu tac
déng trén chic ndng tiéu cdu. Bdivi celecoxib khéng Gc ché sy két
tiptiéu cdu, do d6 khéng nén ngling cac tri liéu khdng tidu cdu (vidu
acid acetylsalicylic) khidang diing celecoxib.

- Tang huyét dp: Cling nhurtdt cd cac NSAID khac, celecoxib ¢ thé lam
khdi phatcontang huyét ap hodc lam nang thém tinh trang tang huyét
3p v6n cd, ¢ haiyéu t6 nay déu ¢ thé lam ting nguy co xdy ra cic hién
& tim mach. Cdn than trong khi dung cac NSAID, ké cd celecoxib, trén
bénh nhan tang huyét 4p. Cén theo d6i huyét ap chat ché khi bt dau
diéu trivéi celecoxib clng nhutrong sudt thai gian digu tri.

- Udich va pha: Cling giéng nhu cac thudc cdticdung te ché sutdng
hop prostaglandin, phi né va i dich d3 dugc quan sat trién mot s6
bénh nhan dang dung celecoxib. Do d6, cdn theo déi chat ché cac
bé&nh nhan bisuy tim sung huyét hedc tang huyét ap tir truge. Nén
thgn trong khidung celecoxib trén bénh nhan &3 bitén thuong chiic
ndng tim, phu hodc cic tinh trang khéc c6 thé trdm trong hon do
dich va phii né, bao gém nhiing bénh nhan dang dung thudc Igi tidu

hodccé nguy co gidgm thétich mau.

*Tacdung trén dudngtiéu hda:

Thung, loét hodc chdy mau duting tiéu hoa trén va dudi da xay ra voi
cdc bénh nhan dung celecoxib. Nhiing bénh nhan cé nguy co gap
phai nhing bién ching dudng tiéu héa nay khi dung cac thude
NSAID hdu hét 1a ngudi cao tudi, hénh nhén bj cac bénh tim mach,
bénh nhan dang ding aspirin, cdc glucocorticoid hodc cac NSAID
khac, bénh nhan sirdung rugu hodc bénh nhan cé tién sirthodcdang
bi cdc bénh duting tiéu héa tién trién nhu loét, cac tinh trang chay
mau hodc viém dutng tiéu héa. Hau hét cac bao cde ngdu nhién vé
cac truesng hep tl vong do bién ching tiéu héa & lién quan dén
celecoxib xdy ra@ ngudicantudi hodc cacbénhnhan cothéchatyéu.
*Tacdungtrén than:

Cac NSAID bao gbm celecoxib co thé gay doc chothdn. Cac thirnghiem
lam sang da chi ra celecoxib cé cac tac dung trén than tuong tu nhu
céc NSAID khac. Bénh nhan c6 nguy co nhiém déc thin cao nhat la
ngudi suy chiic ndng than, suy tim, suy chiic ndng gan va ngudi cao
tudi. Can theo dbi cdn than cho nhimg bénh nhéin nay khi diéu trj
béng celecoxib.

Can thantrgng khi batddu diéu triche bénh nhan mat nudc. Trudc tién
cdn b nugcche bénh nhan réi mdi bat ddu diéutri bang celecoxib.

- Bénh than tiéntrién:

Cantheo déichat ché chiic nang than &bénh nhan bj bénh than tién
trién diéu tri bing celecoxib {xem phan Liéudung, cach dang).

*Phan ung dang phan vé:

Cing nhucdcthude NSAID ndi chung, céc phan tng dang phan vé c6
%3y ra cac bénh nhan diing celecoxib {xem phin Chéng chidinh).
*Céac phan ting nghiém trong trén da:

Céc phén (g nghiém trong trén da, mét s6 co thé ddn dén tirvong,
bao gém viém da troc vay, héi chiing Stevens-Johnson va heai tir
hiéu hbi nhiém doc, 33 duge bio cdo nhung rdt hiém gip trong viée st
dung celecoxib. B&nh nhan thudng cé nguy co cao véi cac bién cé
nay trong giai dean sém cla qud trinh didu tr, hdu hét cac trugng
hop nay xdy ra chiyéutrongthang diéutridautién. Can ngung dung
celecoxib ngay khi xudt hign man dé da, t8n thuong nigém mac hodc
b4t ky ddu hidéu qua man nao.

*Tacdungtrén gan:

Chua cé nghién ctiu trén cdc bénh nhan suy gan ndng (Child-Pugh
nhém C). Khéng st dung celecoxib trén bénh nhan suy gan nang.
Can thédn trong khi st dung celecoxib trén bénh nhéan suy gan via
(Child-Pugh nhém B) va nén bat ddu véi liéu bang nda liéu khuyén
nghi{xem phan Liéudang, cdch dang).

Rat it cac phan ung nghiém trong trén gan, bac gém viém gan bung
phat (mt s6 trudng hop dén dén tir vong), hoai tir gan va suy gan
(mét s6 trugng hop gay tlirvong hoac cdn phai ghép gan) da duoc
bdocdokhistrdung celecoxib.

Bénh nhéan cé cdc tridu chirng vashodc diu hidu cla suy gan hodc
ngudi cé xét nghiém chic ndng gan bét thuang cdn dugc theo doi
chit ché vé& cdc ddu hiéu tién trién trdm trong cac phan Ung trén gan
trong qué trinh diéu tri vési celecoxib.

*Sif dung vdi cac thudc chdng ddng mau dudng uéng:

Viéc sir dung déng thai cac NSAID véi cac thude chéng dong mau
duting uéng lam tang nguy cd chdy mau va can phai than treng khi
st dung. Cac thude chdng déng mau dusng udng bao gém nhom
warfarin/coumarin va cac thude chéng déng mau dusng udng méi
(nhu apixapan, dabigatran va rivaroxaban). Da cé bdo cio vé trudng
hop chdy mau nghiém treng trén cac bénh nhan dang dung déng thei
warfarin hodccac chittuong ty, trong dé cé mot sé trutng hop gay tr
veng. De da cé bao cdo vé tang thai gian prothrombin {INR), cdn theo
doi tdc dung chéng déng/thai gian prothrombin & nhifng bénh nhan
dang s dung thudc chéng déng mau nhom warfarin/coumarin sau
khi bat ddu diéu tri cing véi celecoxib hodc higu chinh liéu cla cac
thudc nay {xem phan Tiong tdc, tuong ky cia thube).

*Viém khdp tu phat thiéu nién khdi phittoan than:

Canthan trong khi dung céc thude NSAID bao gém celecoxib & bénh
nhan biviém khéptu phatthiéunién khéiphat toan than, donguy co
déng mau ndi mach lan téa. B&nh nhan biviém khép tu phat thigu
nién khoi phat toan than khi dung celecoxib phai duoc theo déi xem
c6phattrién cic xét nghiém déng mdu batthudng hay khéng.
*Tdng quan:

V6i tic dung chéing viém, celecoxib cé thé lam mes cac ddu higu chdn
doan, vidy nhutriéu ching sét trong chdn dodn nhiém khudn.

Can tranh dung déng thai celecoxib véi thubc NSAID khong phai
aspirin.

*Su e ché CYP2D6:

Celecoxib la chdt Uc ché CYP2D6 & muc d6 vira. D& véi nhing thude
duoc chuyén héaqua CYP2DE, cin phaigidm lidu clia cac thude nay khi
bat ddu sirdung ciing véi celecoxib hodc tang liéu cha cac thude nay
khidimng strdung celecoxib {(xem phan Tuong tdc, tuong ky cta thudc).

- Bé&nh nhan cé van dé vé dung nap galactose, bénh nhan thiéu hyt
enzym Lapp lactase hoac kém hdp thuglucose-galactose khéng nén
dung thudc nay.

-Thudc cé chiia mautartrazin, cothé gay cac phan tng diung.
Sirdung thudc cho phuni ¢ thai vacho con bi:

-Khanangsinh san:

Dua trén co ché st dung clia thude, viéc s dung cac NSAID, ké cd
celecoxib 6 thé gy tri hodn hodc ngdn can su rung tring, dan dén
hign tugng vé sinh ¢ hdi phuc & mét s8 phu nit. Nhiing phu nir khé
thuthai hay dang diéu tri v sinh cdn can nhic vigc ngimg diing cac
NSAID, bac gém ca celecoxib.

-Thai ky mangthai:

Khéng c& nghién cuu trén phu ni cé thai. Mot s6 nghién cuu trén
déng vat cho thdy cé déctinhtrén sinh sdn. Chua cé cacdirliéu tuong
duong trén nguoi.

Celecoxib, cling nhu cac thudc e ché téng hgp prostaglandin khac,
c6thé gay v |uc co t cung va ddng sém éng déng mach chi, nén
tranhsirdung celecoxib trong quy 3 clathaiky.

Chi nén dung celecoxib khi mang thai néu Igi ich tiém tang déi véi
ngutsi me vugt tréinguy cotiém tang ddivaithainhi.

Ucchétdng hop prostaglandin céthé gay anh huéing bt Igicho phu
ni mang thai. D liéu ti cdc nghién cdu dich té& hoc cho thdy viéc
tdng nguy co'sdy thaity phat sau khidung cicthudc icchéténg hop
prostaglandin trong giai doan sém cia thai k. Trén déng vat, viéc sl
dung cac thude e ché téng hop prostaglandin lam ting nguy co sy
thai & giai doan trudc vasau khiphdilam .

-Thoiky cho con bu:

Cac nghlen clutrén chudt cdng chothay celecoxib dugc baitiét qua
sifa véi néng dé tueng duong véi ndng dé trong huyét tuong. & phu
nifche con b dung celecoxib, rdt it celecoxib dugc chuyén vaotrong
stra. Vi nhiing tac dung khéng meng mudén tiém tang cla celecoxib
trén tré dang b me, tuy thee Igi ich mong mudn cla thude déi véi
nguigi me, nén can nhac nging thudéc hay ngung chocon ba.

Anh huéng ctia thusclén kha nang ldixe, van hanh mayméc:
Chua c6 nghién cuuvé dnh hudéing cla celecoxib trén kha nang laixe
va van hanh may méc, nhung dua trén cac dic tinh dugc luc hoc va
métaténg quatvétinh antoan clathude, cothéxem lathudc khong
cédnh hudng. 3

TUONGTAC, TUONGKY CUATHUSC:

Tuong ticchathude:

Téngquan:

Celecoxib chi yéu chuyén héaquacytechrom PA50 (CYP) 2C9taigan.
Can than trong khidung celecoxib trén bénh nhan da hodc nghinges
chuyén héa kém qua CYP2C9 dua trén tién sif v6i cac co chdt cla
CYP2C9 khacvi cdcbénh nhédnndy cdthé cd néng d8 celecoxib trong
huyét tuong ting cae bt thudng do giam do thanh thai chuyén hoa.
Nén bit ddu diéutrivdi liéu bang mét nda liéu khuyén nghithdp nhat
(xem phanLiéudang, cdchdingvabdctinhduoc dong hoc).

Viéc diing d8ng thdsi celecoxib véi cac chat e ché CYP2C9 lam ting
néng d6 cla celecoxib trong huyét tuoing. Do &6, cdn phdi giam liéu
celecoxib khidung déng thaivdi chat tc ché CYP2CS.

Viéc dung déng thai celecoxib véi cac chdt cdm tng CYP2C9 nhu
rifampicin, carbamazepin va barbiturat [am gidm néng d¢ ca
celecoxib trong huyét tuong. Do do, cdn phai tang lidu celecoxib khi
dung déng thaivaéi chitcam ung CYP2CS.

Nghién ctru duce dong hoc lam sang va cac nghién clu in vitro cho
thdy mac du celecoxib khéng phéila cochdt nhung lai 1a chat e ché
CYP2D6. Do d6, c6 thé cé tuong tac thudc in vivo véi cic thude dugc
chuyén héa hi CYP2DE.

Vi cde thubec cu thé:

-Tuong tac gitia celecoxib va warfarin hodc cac thudc tuong tu {(xem
phanCanhbdovathan rrongkh:dungthuoc)

- Lithi- & cac d6i tugng khoe manh, nong do lithi trong huyét tuong
tang khoang 17 % khi dung déng thailithi va celecoxib. Cantheo déi
chit ché bénh nhan dang diéu tri bang lithi khi bt ddu hoac nging
strdung déng thaivéi celecoxib.

- Aspirin: Celecoxih khéng dnh hudng dén tic dung khing tiéu cdu
cda aspirin liéu thap (xem phdn Canh bdo va than trong khi ding
thudc). Vi khéng ¢6 tac dung trén tiu cdu, celecoxib khéng phai la
chatthaythéchoaspirintreng diéutridu phong bénh tim mach.

- Cde thuc chéing tang huy8t dp bao gém thudc c ché men chuyén
angiotensin (ACE!) va chat dbi khdng angiotensin Il (Quge biét dén fa
thudc tc ché thy thé angiotensin, ARB), cdc thudc Igh tidu va cdc thudc

chenthy thébeta:Vigc lic ché prostaglandin cd thélam glam tdcdung
chéng ting huyét ap cda thudc dc ché men chuyén anglotensm
(ACEI) va/hodc thudc déi khang angiotensin Il, cac thudc Igi tiéu va
cacthudcchenthuthébeta.

O cac bénh nhan cac tudi, ngusi bi gidm thé dich (k& ca dang dung
thudc |gi tiéu) hodc bi t6n thuong chiic ndng than, viéc dung déng
théi cac NSAID, bao gém thudc uc ché chon loc COX-2, véi thudc tc
ché men chuyén angiotensin (ACEI), thudc d8i khdng angiotensin Il
hodc cc thudc lgitiéu cd thé din déntén haichiic ndng than bao gém
cd suy thin cdp tinh. Cc téc dung nay thueng 1a ¢6 thé phuc héi. Do
d6, can than treng khi st dung déng thai celecoxib véi cac thudc nay.
Bé&nh nhan cdn dugc bu dthédich vathee ddi chiic ndng than khi bit
ddu phacdé sirdung phdihgp ciing nhu ki€ m soatdinh ky sau dé.
KétquatinghidnciulisinopritTrong mtnghién clu ldm sang kéo dai
28 ngay trén cdc bénh nhantang huyét ap giai dean | va Il déi ching
bang lisinopril, viéc strdung celecoxib 200 mg 2 1dn/ngay khéng lam
tang huyét ap tam thu va tdm truong khi so sanh v&i nhém ching si
dung gia dugc trong qua tAnh kiém sedt huyét ap 24 gies. Trong nhém
bénh nhan st dung déng thai vai celecoxib 200 mg ngay 2 1an, 48 %
$6 bénh nhédn khéng dap ung véi lisinopriltrong ldn tham kham cudi
cung (nghta la huyét ap tam truong Ién hon 90 mmHg hoac huyét ap
tam truong ting hon 10 % so vaithdidiém ban ddu), d&iveinhém sir
dung gid dugc con s6 nay la 27 %. Su khac biét nay c6 nghta vé mat
théngké.

- Cyclosporin:Vi cdc NSAID 6 tic dung lén cac prostaglandin & than,
cdcthude nay cd thélam ting nguy conhiém ddcthindocyclosporin.
- Fluconazol vé ketoconazol: Dung déing thai fluconazol liéu 200 mg,
118n/ngay lam tang gdp déindng d6 celecoxib trong huyéttucng do
fluconazol c6 tdc déng Gc ché men chuyén héa celecoxib CYP P450
2€9. Nén bt ddu sirdung celecoxib véi liéu bang nua liéu khuyén
nghitréncacbénh nhandangdungthudc cé ticdung tc ché CYP2C9
nhu fluconazol (xem phan Liéu dang, cdch ding). Ketoconazol, mét
chdt tc ché CYP3A4, khéng co tac dung tic ché chuyén héa celecoxib
dang k& trén lam sang.

- Dextromethorphan va metoprofol: Vigc siidung déng thai celecoxib
200 mg ngay 2 lan lam tang ldn lugt 2,6 1dn va 1,5 1an néng do cta
dextromethorphan va metoprolol trong huyét tuong (cdc co chat
cla CYP2Dg). Didu nay 1a do celecoxib tic ché chuyén hda cla cac co
chdt clia CYP2D6. Do d6, cdn phai gidm liéu cac thudc la co chdt clia
CYP2D6 khi bat ddu sir dung celecoxib déng thdi va cdn phdi ting
lidu cdc thude nay khingiing strdung celecoxib (xem phén Canh bdo
vérthan trong khi ding thude).

- Thudc lof tiéu: Cac nghién ctu lam sang cho thay ring trén mét sé bénh
nhan, NSAID c6 thé lam gidm tac dung tang théi natri qua nudc tiéu cia
furosemid va thiazid bing cach tc chéténg hgp prostaglandin & thdn.

- Methotrexat: Khéng cd cac tuong tac 1am sang va duoc déng hoc
quantronggiiia celecoxib va methotrexat trong nghién cfu ldm sang
gitia haithudcnay.

- Cdc thudc tranh thai dudng udng: Trong mét nghién clu tuong téc,
celecoxib khéng cé tac dung rd rang trén lam sang véi duge dong hoc clia
thudc tranh thai dudng uéng loai két hgp (1 mg nerethindron/0,035 mg
ethinyl estradiol).

- Cdic thudc khdc: Chua ¢ bao cdo tuong tac quan trong naoc vé mat
lam sang gitra celecoxib va thuéce khang acid (nhém va magnesi),
omeprazol, glibenclamid {glyburid), phenytoin hodc tolbutamid.
Tuangky chathudc:

Do khéng cé cac nghién curu vatinh tuong ky cla thudc dung dugng
udng, khéng trénlanthudc nay véicacthudc khac.

TACDUNG KHONG MONG MUGN CUATHUSC:
Thirnghiémlimsang:

Cactic dung khéng mong muén cla thude (ADR) trong Bang 1 dusi
day duoc xac dinh vdi ty 1& I&n hon 0,01 % trong nhém sl dung
celecoxib va cac hon so véi nhém st dung gia dugc trong 12 thi
nghiém lam sang c6 déi chung véi gid ducc vasholc véi thude that
trong t8i da 12 tufn diéu tri, véi liéu dung hang ngay tir 100 mg - 800 mg
&ngudsién. Tan sudtclacactac dung khdng mong mudntrong Bang
1 dugc cdp nhat dua trén khao sat gan day cia 89 thir nghiém lam
sang ngdu nhién cé d6i chimg cla 38.102 bénh nhan st dung
celecoxib. Tan sudt cla cac tac dung khéng meng mudn nay dugc
dinh nghia nhu sau: Ritthueng gap {= 10 %), thuding gap (> 1% va<
10 %), khéng thugring gap (= 0,1 % va < 1 %), hiém gdp (= 0,01 % va <
0,1 %) va rdt hi€m gap (< 0,01 %). Cac tac dung khéng meng muén &
Bang 1 dugc ligt ké thec hé co quan va x8p thi ty'giam dan theo tn
sudt.

Bang 1.Tacdung khéng mong mudn ciathudctlr 12 thirnghiém
lam sang c6 déi chimg vdi giad dugcva/hodcvéi hoat chét va tan
suat cac tac dung khéng mong mudn tir 89 thinghiém lam sang
ngau nhién cé déi ching lién quan dén sy dau v viém vdi lidu
dung hang ngaytir25 mg - 800 mg & déituang ngudi 1dn.

Caccdquan| Tansudt | Cac phandng khéng mong mudn

Nhiém khudn,| Thudng gdp [Viém phé quan, viém xoang, nhidm

nhiém ky sinh khudn dudng hd hdp trén, nhiém
tring khudn dudmg tigt nidu.
Khéng Viém hong, viémmai.
thuong gdp
R&i loan mau Khéng  |Thiéumau.

va hé bach| thuong gdp
huyét

Riém gdp | Gidmtiéucdu.
Réi loan hé Khéng Quaman.
mién dich thuding gdip

R&i loan tam| Thudng gdp [Matngl.

than "
Khoéng Lolang.
thudng gap
Hiém gdp  |Trangthailulan.
Réi locan hé| Thudng gdp |Chdng mat.
thankinh - = " -
Khéng Tangtruong lucce, budnngl.
thutoing gép
Réiloan mét Khéng Nhin ma.
thudng gap
Réiloantaiva|  Khéng Utai.
taitrong thuong gdp
R&iloan tim Khéng Tim dap nhanh.
thuong gap
Hiém gdp  |Suytimsung huyét, loannhip, nhiptim

nhanh.

Réi loan mach| Thudng gdp |Tang huyét ap (bao gom ting huyét
aptiéntrién).

Hiémgdp |[DOmat

R&i loan ha| Thutng gap |Ho.
hap, wving

nguc va trung
that
R&i loan tiéu| Thudng gdp |Non, dau bung, tiéu chdy, khé tiéu,
héa ddybung.
Khéng Loétdaday, cacvan dévérang.
thudng gap
Hiém gap |Loéttatrang, loétthucquan.

Rt hi€m gap | Thang rudt, viém tuy.

R&i loan gan Khéng  |Tang enzym gan (bac gém tang
mat thuting gdp |enzym Alanin aminotransferase va
Aspartataminotransferase).

Réiloan dava| Thuong gdp |Nguda (bac gém ngdatoan than), phat|
méduGida ban.

Khéng May day, bam mau.
thuong gdp
Hiém gdp  |Phumach, rung tée.

Tén thuong,| Khéng |Wnthuong.
nhiém décva| thudng gdp
tinh trang do
tha thuat gay
ra

Cactac dung khéng meng muén cda thudc* thém vao trong Bang 2
dudi day duoc xac dinh vdi ty [& 1én hon gid ducc trong cdc nghién
cliu phong nglia polyp kéo daitéi da 3 nam véi liéu dung hang ngay
tr 400 mg - 800 mg. Cac tan sudt cla tac dung khéng mong mudén
trong Bang 2 dugc quyét dinh dua trén nhiing nghién cuu phéng
ngia pelyp trong thai gian dai va duge dinh nghia nhu sau: Rat
thueng gap (= 10 %), thudng gap (= 1 % va < 10 %), khéng thugng
gip{=0,1%va<1 %) Cactac dung khébng mong muéntrong Bang 2
dugc ligt ké theo hé coquan va xép thitugidm din theotdn suat.

L 141 JJ
Pravirel P TS |
Rét hiém gdp [Hai chiing Stevens-Johnson, héng ban
da dang, hoai t& biéu bi nhiém dac,
phan ting do thudc kém theo ting
bach cdu ua eosin va cac trigu chimg
todn than (DRESS hodc héi chimg qua
man), ngoai ban mun M0 todn than
ciptinh (AGEP), viém da trbe vay.

RGi loan da va| Hiém gap

moédudida

R&i loan than
vatiétniéu

Hiém gdp |Suy than cap (xem phan Ganh bdo va
than trong khi ding thudc), ha natri

mau.

Rathiém gap|Viem than k& hoi chung than hu,
viém cduthéntén thuong téithiéu.

Bang 2. Cac tac dung khéng mong mudn trong cac nghién ciu
phdng ngifa polyp trong thai gian ti da 3 nam vdi liéu dung
hang ngay tir 400 mg - 800 mg.

Céccaquan| Tansudt | Cacphan ing khéng mong mudn

Nhi&m khudn| Thudng gép |Nhiém khudntai, nhiémndm*.
va nhiém ky

sinhtriing K{':éngu Nf)iém L—Ielicof:_:gcrer, fierpfs zoster,

thuding gdp |viém quang, nhiém khuan vétthuong,
viém lgi, viémtaitrong, nhiém khudn.

Khéi u lanh Khong Umé.

tinh, actinhva| thuong gdap

chua phan loai

R&i loan tam Khong R&i loan gidc nga.

thdn thuong gap

R&i loan heé Khéng Nh&imaunio.

thédn kinh thuong gap

R&ilcan mat Khong Xudt huyét két mac, ddm den bay trusc

thudng gdp | mét.

R&i loan tai va Khong Gidamthinh luc.
taitrong thuong gdp
Réiloantim | Thutng gép |Nh8imau cotim,dauthit nguc.

Khéong  |Pau thit nguc thé khéng én dinh,
thuoing gdp [thiéu nang van déng mach, via xo
déng mach vanh, nhip tim chdm
xoang, phidaitam that.

R&iloan mach| Rdtthugng |Tang huyétap*.

gdp
Khong Huyétkhsitinh mach sau, tumau.
thuong gdp
R loan ho| Thuong gdp |Khothd.
hdp, vung N P
ngucvatrung K{':ongu Khé phat am.
that thuong gdp

R&i logn tiéu| Rdtthugng |Tiéuchay™
héa gdp

Thueng gdp |Budn nédn*, khé nudt, héi ching rudt
kich thich, bénh trao ngugc da day
thuc quéan,budn nén, bénhtdithua.

Khong | Tri xudt huyét, nhu déng rudt thuesng
thuding gdp |xuyén, loét miéng, viém daday.

R&i loan gan| Hiémgdp |Tang enzym gan {(baoc gém ting
mat enzym Alanin aminotransferase va
Aspartat aminotransferase).

Réiloandava
médudida

Khong
thuoing gdp

Viemdadilng.

R&i loan co| Thudng gdp |Cothdtco.
xuong va mé

lign két Khong  INang hoat dich.
thuding gap
R&i loan than| Thuong gdp |Bénhsdithdn.
it nie
vatietnied Khong Ditidu dém.
thuong gap

Ré&i loan tuyén| Thutng gdp |Xudt huyét am dao, viem tién ligt tuyén,
vl va hé sinh ting san tién liét tuyén lanh tinh.
sdn

Khong Nang buéng triing, cactriéu chiing tat
thuoing ggp |kinh, cdng nguc, théng kinh.
R&i loan toan Khoéng Phu.
thanvataichd| thuong gdp
dung thudc

Cécxétnghiém| Thuong gdp |Tang creatinin mdau, tdng khdng
nguyén dac hidu tién liét tuyén, tdng
can.

Khong Tang kali mdu, tdng natri mau, giam
thuting ggp [testosteron méu, giam ty 1& héng cau,
tang hemoglobin.

T8n thuong, Khong Gay chan, gay chi dudi, gdy xuong,
nhiégm d&bc| thuong gdp [viém mom gdxuong, ditgan.

va cdc bién
chiing do thu
thudtgayra

*Tang huyét dp, nén, tiéu chdy va tang enzym gan dugc ligt ké trong
Bdng 2 vico tan sudt cao hon trong nhitng nghién ciu nay, kéo daitéi 3
ndm, soveiBang 1 bao gbm nhiing tdc dung khéng mong muén tircdc
nghién cau chikéodai 12 tudn.

*Chiyéulanhiémndmtaiché.

Bénhnhdannhi

N&i chung, cdc tdc dung khéng mong mudn quan sat thay trong
nghién ctu then chdt & tré em tuong tu nhu nhiing phéan Ging gip
trong nghién ctiu viém khép & ngudsi 16n (xem Bdang 1 va phdnBdctinh
duoc lic hoe (Viém khép tu phat thiéu nién)). Thém vac d6, sau day la
nhiing tac dung khéng mong mudn khéng duoc ligt ké trong Bang 1
do cac nghién cliuvign quan st thdy va cé thé lign quan dén celecoxib:
Pau ddu{11,3 %, vt thutsing gap), tiéu ra mau {0,6 %, it gip) va con hen
[1 bénh nhan da b hen 6 kiém soat & thai diém ban ddu] (0,6 %, it
gdp). So sanh v&i naproxen, celecoxib vai liéu 3 va 6 mg/kg dung 2
1dn/ngay khéng cé anh huding co hai lén sy phat trién va trudng thanh
trong thésigian nghién ciu mudéi12tudn.

-Tdcdung khéng mong muén duoc bdo cdo saukhi luu hanh:
Macdu nhiing tacdung khéng mong muén nay dugexacdinhthéng
qua qud trinh luu hanh, tan sudt cda chdng vn duge danh gia tham
khao tir cac thir nghiém lam sang. Nhu & trén, tdn sudt cla cac tac
dung khéng mong mudn nay dua trén khao sat cla cac thir nghiem
lam sangtrén 38.102 bénh nhan strdung celecoxib.

- Nguy co huyét khéi tim mach {xem phén Cdnh bdo va than trong khi
ding thube).

Bang tém tit cdc phan wng khdng mong mudn:

Cdccaquan Tan sult |Cacphaniing khéng mong mudn

Ré&iloan hé mién | R4t hiém gdp |Cacphdn tngdang phan vé.
dich

RS loan tam| Hiémgdp |Aogidc

than

R&i loan hé thdn | R4t hiém gdp | Xudt huyét ndo, viem mang nao vo
kinh khudn, mitvigiac, matkhiu gidc.
R&i loan mét Khéng  |Viém kétmac.

thuoing gdp

R&iloan mach  |Rat hiem g@p |Viém mach.

R6i loan hé hap, Nghén mach phdi, viém phéi.

nguc va trung

Hiém gdp

Rét hiém gdp | Viem da bong nuiée.

R&i loan toan| Thuong gdp |Phungeaibién.

thén vataiché =
dung thudc Khong

thuong gdp

Phimdt, bénh gidcam.

that
Réiloantiguhda| Hiémgdp |Xudthuyéttiéuhda.
RGi loan ganmat| Hiémggp  |Viém gan.

Rét hiem gdp |Suy gan, viém gan bung phat, heai
ti gan (xem phdn Canh bdo va than
trong khi ding thudc), & mat, viém

gantdcmdt, bénhvangda.

R&i loan tuyén| Hiém gdp |RSiloan kinh nguyét.
v va hé sinh -
san i Khéng duoc |RGi loan kha nang sinh san & phu nir
bigt" {xem phin St dung thubc cho phu nt]
céthaivachoconbd).
R&i loan toan Khéng  [Paunguc.

than va tai chd| thuong gdp
dungthudc

"Phu nif du dinh cé thai bi loai ra khai cac thirnghiém néay, do d6 vigc
tham khdo dii lidu 1am sang vé tin sudt cho cac tdc dung khéng
mong mudnnay lakhéng phuhgp.

Tan sudt cha cac tac dung khéng mong muén nay duge dinh nghia
nhusau: Rdithuing gap (= 10 %), thudng gdp (= 1 %va <10 %), khdng
thutng gap (= 0,1 % va< 1%), hiémgdp (> 0,01 % va< 0,1 %), rdt him
gdp{< 0,01 %), khéng dugc bigr(khéngthé dydoantidiiliéu hign co).
QUALIEUVA CACH XU TRIi:

Triéu ching vabi&u hién khistdung thudc quéliéu:

Kinh nghiém lam sang v& tinh trang qué liéu con han ché. Dung liéu
don 1&n 161200 mg hodcda lidu {2 1dn/ngay) véi téng liéu 1200 mg &
ngudi khée manh khéng che thdy tac dung khéng mong mudn nac
c6y nghiavé matlamsang.

Cach xdtrikhi ding thudcqua lidu:

Trong truding hop nghingerqualiéu, nén cé cdchién phap hotrcvey
té&thich hgp. Thdm phan khéng phai la bién phap hidu qua d& loai bd
thudcvithudc lién két manh vdi protein.

BACTINHDUQCLYCHOC:

Nhom dugcly: Cac coxib.

Ma ATC: MO1AHO1.

Co ché tac dung ciia celecoxib 1a tic ché sy téng hop prostaglandin
bhan ddu théng qua viéc tc ché enzym cyclooxygenase-2 {COX-2). &
néng d¢ didu tri trén ngudi, celecoxib khéng Gc ché enzym
cycdooxygenase-1 {COX-1). COX-2 dugc tao ra nhdm dap Ung vdi tac
nhan gay viém. Didu nay ddn dén viéc téng hop va tich 10y cac
prostancid gay viém, dac hiét la prostaglandin E2, gay viém, phu néva
dau. Celecoxib c6 tac ddng nhuchit khang viém, giam dauva ha nhiét
trén cac loai déng vat do ngédn can qua trinh sdn xudt cac prostanoid
gay viém théng qua tc chE COX-2.Trong u rudt két & cacloai dong vat,
celecoxib gidmtylémeimacvasu nhanlén cla cackhdiu.

Cac nghién cliu in vivo va ex vivo cho thay celecoxib c6 4i luc rat thip
v&i enzym COX-1.Vivdy, & lidu diéu tr|, celecoxib khéng cé tac dung
trén cac prostanoid dugc t8ng hop nhd hoat héa COX-1, do d6,
khé&ng anh hugng téicac qua trinh sinh ly binh thuding lign quan dén
COX-1&cacmo, dac bigtvaida day, rudtvatidu cdu.

Nghién crutamsang:

Thodi hoa khop (OA): Celecoxib da ching minh cé khd nang lam giam
dau khop ro rétso v gia dugce Celecoxib dugcdanh gid trong diéu tri
cac ddu hiéu va triéu ching cta thodi héa khdap gdéi va hang trén
khodng 4200 bénh nhan trong thd nghiém lam sang cé déi chiing
béng gia dugc va véi heat chat khac trong thai gian téi da 12 tudn. O
bénh nhantheaihda khép, diéutr bang celecoxib 100 mg haildn mbi
ngay hodc 200 mg mot ldn mdi ngay gidp cai thién chi sé thodi hoa
kh&pWOMAC {Western Ontario and McMaster Universities), a chisé
téng hop cac dai lugng do lusing vé dau, cling khép va chuc nang
trong thodi hda khop. Trong ba nghién ciu kéo dai 12 tudn vé dau
kém theo bung phat thodi hda khép, celecoxib liéu diing 100 mg hai
18n m&ingay hodc 200 mg hai ldn mbingay gidp gidm ré rét con dau
trong vong 24 - 48 gitssau lidu diing khaidau. & liéu ding 100 mg hai
1dn m&i ngay hodc 200 mg hai ldn mé&i ngay, hidu qua cla celecoxib
tuong tu nhu higu qua clia naproxen 500 mg hai ldn m&i ngay. Liéu
dung 200 mg hai lin m&ingay khéng mang lai thém lgiich nac sovdi
li&u 100 mg haildn méi ngay. Liéu diing mai ngay téng céng 200 mg
da cho thdy cé higu quéa nhu nhau, di dung 100 mg haildn mé&i ngay
hay 200 mg métlan méingay.

Viémkhdp dang thdp (RA):Celecoxib da dugc chung minh cd khdnang
lam gidm & rét tinh trang nhic/dau khop va sung khdp so voi gia
dugc. Celecoxib dugc danh gia dé didu tri cac ddu hidu va triéu chiing
claviém khépdang thdp (RA) trén khoang 2100 bénh nhan trongthd
nghiém lam sang cé d8i chimg voi gid dugce va véi hoat chat khac
trong thesi giantoi da 24 tudn. Celecoxib chothdy hiéu quavuottréiso
v&i gid dugctrong cacnghién ciu nay, bang cach sirdung Chisé dap
ng ACR20 (H&i Thap khép hoc Hoa Ky 20), 1 chis8téng hop cac dai
luoing do lusng lam sang, xét nghiém va chircndng trong Viém khdp
dang thap. Lidu celecoxib 100 mg haildn mdi ngay va 200 mg hailan
mé&i ngay c6 hiéu qua tuong tu nhau va ca hai déu tuong duong véi
naproxen 500 mg haildn m&ingay.

Mac du celecoxib 100 mg hai ldn mai ngay va 200 mg hailan méi ngay
cho higu qud téng thé nhunhau, mét s& hénh nhén da nhan dugc lgi ich
cao hon khidung liéu 200 mg hai 1dn m&i ngay. Liéu 400 mg hai ldn moi
ngay khong mang laithém Igi ich nae so vdiliéu 100 mg hay 200 mg hai
1an m&ingay.

Viém khop tu phdt thigu nién (#A): Trong nghién clu so sanh khong
thua kém, da trung tdm, nhém seng song, cé ddi chiing bing hoat
chdt, mu d6i, ngdu nhién, trong thoi gian 12 tudn hao gém 242 bénh
nhan tir 2 - 17 tudi biviem khép tu phat thiéu nién &thé viem it khép,
viém it khdp mé rgng hodc da khép (c6 yéu t6 thap khop duong tinh
hodcam tinh), va viém khép tu phat thiéu nién khdi phat toan than (véi
cac dic diém toan than hién tai bat hoat), duoc diéu tri bing 1 trong
cac phac d6 sau: Celecoxib 3 mgrkg ngay 2 1an (t8i da 150 mg/ngay);
celecoxib 6 mg/kg ngay 2 1dn {t8i da 300 mg/ngay); naproxen
7.5 mg/kg ngay 21dn {t6i da 500 mg/ngay). Ty 1@ dap ing dua trén tiéu
chi 30 Nhi khoa ACR, Ia tiéu chi téng hgp do ludng cac yéu té lam
sang, xét nghiém va chuc nang cla vieém khaép tu phét thidu nién
{JIALTylédap Gng 30 Nhikhoa ACR&tudn 121469%, 80 % va67 % 1an
lugtcho cdc nhém didutri bding celecoxib 3 mg/kg, celecoxib 6 mgrkg
va naprexen 7,5 mg/kg, chiing minh ca hai liéu déu khéng thua kém
50 véi naproxen. Tinh én dinh cla hiéu qua diéu tri dugc quan sat
trong 12tudn nghién cdu nhan md& sau khi tién hanh nghién ciu mu
doi kéo dai 12 tudn noi trén, trong d6 202 bénh nhan dugc nhan
celecoxib 6 mg/kg déntdida la 300 mg haildn m&ingay.

Hi&u qud va syrantoan cla celecoxib d&i véiviem khop tu phatthiéu
nién chua duce nghién cliu v&i thai gian qua 6 thang. Péc tinh trén
tim mach lau dai &tré& em khi st dung celecoxib chua duce danh gia
va khéng rd ligu nguy co 1au dai ¢é thé s& gidng nhu di thay & trén
ngudi trudng thanh sir dung celecoxib hodc NSAID chon loc va
khéng chon loc COX-2 khac hay khéng (xem phdn Canh bdo va than
trong khidung thuc).

Giam dau, k€ cd dau bung kinh nguyén phdt: Trong cac mé hinh giam
daucdptinhtrong con dausau phdu thuat ring miéng, dau sau phiu
thudt chdn thueng chinh hinh va dau bung kinh nguyén phat,
celecoxib lam gidm dau tU vira dén ndng theo danh gia cla bénh
nhan. Liéu don celecoxib gitp gidm dau treng véng 60 phit (xem
phdn Liéu dang, cdch dang).

Viém oot s6ng dinh khdp (AS): Celecoxib duge danh gid & cac bénh
nhan viém cét séng dinh khép trong haithirnghiém lam sang c6 déi
chungvéi hoat chat khac vavéi gid dugc (naproxen hoac ketoprofen)
trongthgsigian 6 va 12 tudn. Celecoxib & iéu 100 mg haildn méi ngay,
200 mg mét lan méingay va 400 mg métldn méingay cho thdy cotac
dung vugt tréi vé mat théng ké so véi gid duoc trong cdc nghién ciu
nay, cho tit ca ba dai luong chinh danh gia hiéu qua diéu tri gém:
thang diém (co-primary) danh gid mdc d6 dau téng thé (Thang uéc
luging truc quan), mdc d6 hoat @dng téng thé cla bénh (Thang uéc
lugng truc quan) va suy gidm chic nang (Chi sé chic nang viém cot
séng dinh khép Bath). Trong nghién ciu kéo dai 12 tudn, khéng cosu
khdc biét vé muc &6 caithién &lidu celecoxib tir 200 mg - 400 mg khi
so sdnh mc thay d6itrung binh so véi ban ddu, nhung c6ty 1& phén
tram bénh nhan dap ting véi celecoxib 400 mg {53 %) cao hon so véi
celecoxib 200 mg {44 %), bing phuong phap Banh gia dua trén tiéu
chidap ting trong viém <t song dinh khép (ASAS 20). Phuong phap
ASAS 20 dinh nghia sy dép ting 13 cdi thién hon se véi mic ban ddu it
nhatla 20 % va muc caithién tuyét déiit nhat 13 10 mm, trénthang do
tU 0 - 100 mm, trong it nhat ba trong bén yéu té sau day: danh gia
téng thé bénh nhan, dau, chisé chiic nang viem cotséng dinh khép
Bath va viém. Phan tich tr&n nhiing ngudi dap ung cang cho thay
khong céthay déinaovétyle dap ing khivugtqua 6tudn.
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Duge déng hoc cua celecoxib dd duge danh gia trén khodng 1.500
ngudi. Khi dung luc déi celecoxib dé dang dugc hdp thuvadat ndéng
doédinhtreng huyét tuong sau khodng 2- 3 gid. Sinh khadung duéing
udngdang vién nang la 99 %so vdidang hdndich (dang dusng uéng
t6i uu hién cé). Khi dugc dung lac déi, ca ndng do dinh trong huyét
tueng (C,..) vadién tich dudi dudng cong (AUC) déu ty lé véi liéu cho
dén 200 myg, 2 ldn/ngay, &lidu cac honty e tang tuong ting clia C,.,va
AUCthdp hon.
Phénbé:
Ty 1& gin két v&i protein huyét tuong {ty 1& nay khéng phu thudc
néng dd) 1a khodng 97 % & ndng dé diéu tri trong huyét tuong va
celecoxib khéng uutién gdn véihéng cdu.
Chuyénhoa:
Celecoxib dugc chuyén hoa chl yéu qua cytochrom PA50 2C9. Ba san
phdm chuy&n héa khéng cé tac dung tic ché COX-1 hodic COX-2 dugc
nhén dién trong huyét tuong ngudi 13 alcol bac nhat, acid carboxylic
tuong Ung vadang lién hgp véiglucuronid cla nd.
Hoat tinh cla cytochrom P450 2C9 gidm & nguicsi cd da hinh ditruyén
va diéunay dan dén gidm hoat tinh clia enzym, vi du ngudi déng hop
tadoivGida hinh CYP2C9*3.
Trong nghién cliiu dugc ddng hec chia celecoxib 200 mg dung 1
1dn/ngay & ngueitinh nguyén khoe manh, c6 kigu gen CYP2C9*1/1,
CYP2C9*1/*3 hodc CYP2C9*3/*3, gid tri trung binh C,,va AUC, ,,cla
celecoxibvao ngay 7 1dn lugtxdp xigdp 4 18n va 7 dn, & ngudi cé kidu
gen CYP2C9¥3/%3 so véi kidu gen khac. Trong 3 nghién curu don liéu
riéng 18, c6 téng cdng 5 dBituoing ¢ kidu gen CYP2CH*3/%3, lidu don
AUC,,, liéu don ting khodng 3 1dn so véi ngudi chuyén héa binh
thudmg. Usc tinh tdn sudt cia ki€u gen *3/*3 13 0,3 % dén 1,0 % gilta
cadcnhémching téckhacnhau.
Can than trong khi dung celecoxib & bénh nhan da biét hoac nghi
ngescod chuyén hda CYP2C9kém dya tréntién si7kinh nghiém véicc
co chat khac cda CYP2C9. Nén xem xét viéc hat ddu didu tri véi mat
nda liéu khuyén nghithdp nhat (xem phan Lidu ding, cdch ding va
Tuong tde, tuong ky ctia thudc).
Thaitra:
Thai trir celecoxib chi y8u do chuyén héa qua gan vdi dudi 1 % liéu
ding dugc bai tiét nguyén dang qua nudc tiéu. Sau khi ding da liéu,
thaigian banthdilag - 12 gisvatée 46 thanh thii khodng 500 ml/phot.
V6i da liéu, néng d6 thudc trong huyét tuong 8n dinh dat dugc trudc
ngay thi 5. Bién thién gilra cac d6i tugng vé cac théng sé duce dong
hoc chinh (AUC, C,,,, thai gian ban thai) 1a khodng 30 %. Thé tich phan
bé & trang théi 8n dinh trung binh 1 khodng 500 lit/70 kg & ngudi
trudng thanh khde manh chothdy suphin bd réng khip clia celecoxib
vao cdc mo. Cac nghién cliu tién lam sang da xac dinh thudc vuot qua
dugchangrao mau ndo.
Anh huting chathdc an:
Dung thudc cung thic dn {giau chdt béo) lam chdm su hdp thu thé
hién qua T, dat dugc sau khedng 4 giorva sinh kha dung tang 20 %
{xem phan Liéu ding, cdchding).
& nguitinh nguyén khée manh, lugng hip thutoan than (AUC) clia
celecoxib tuong duong gitia dang uéng nguyén vién nang hodc
dang hoatan trong nudc sinh té tao. Khéng cosuthay déi dang kévé
Cow Tow hO3C T, sau khi udng thudc nguyén vién hodc hoa tan vao
nusdcsinhtdtac.
Cdcnhém bénhnhén dacbiét:
Naurot caotudi:
&ngudi trén 65 tudi, C,, va AUC clia celecoxib ting 1én 1,5 - 2 lan.
Diéu nay chi yéu lién quan dén can ndng chu khéng do thay déi vé
tuBitdc, ndng &6 celecoxib cang cao hon & nhimg bénh nhan cé can
ndng cang thdp va do dé nhiing ngudi cao tudi ¢ can ndng trung
binhthadpcé néng dé celecoxib cac hon nhiing nguitré. Dovay, phu
Nl cao tudi ¢ xu huéng cd ndng dd huyét tuong cao hon dan éng
cao tudi. N6i chung, khéng thuc sy cdn diéu chinh lidu. Tuy nhién, véi
cac bénh nhén cao tudi ¢ cdn ndng dudi trung binh {< 50 kg), nén
dungliéu khuyén nghithdp nhat.
Tréem:
Dugc dong hec & trang thai én dinh ca celecoxib dung &dang hdn
dich uéng dugc danh gia & 152 bénh nhan viém khop ty phat thiéu
ni&n tr 2 tudi- 17 tudi cd cén ndng 10> kg hiviém khdp ty phat thiéu
nién {co yéu té thip duong tinh hodc am tinh) & mot hoac vai khép,
thé m& rong hodc da khép va bénh nhan biviém khép ty phét thigu
nién khdi phat toan than {(v6i cac dic diém hién tai toan than bat
hoat). Phan tich dugce déng hoc quédn thé chi ra ring d6 thanh thai
duging uéng (khéng didu chinh theo can nang) cla celecoxib ting
va&ity & ithon sovéi murctang can nang, véibénh nhan 10kg va2s kg
dudoan céddthanhthaildn lugt gidm 40 %va 24 % so véibénh nhan
viém khép dangthip ndng 70kg.
Duing vién nang 50 mg, 2 ldn/ngay cho bénh nhan viém khép tu phat
thiéu nién cé can ndng tir 10 - 25 kg va dung vién nang 100 mg cho
bénh nhan viém khép tu phatthidu nién cé can nang tir 25 kg tré [én
dat dugc néng dé huyét tuong tuong tu nhu néng dé huyét tuong
treng thir nghiém 1am sang, diéu nay chi ra riing tdc dung khidung
celecoxib khéng thua kém khidung naproxen liéu 7,5 mg 2 ldn/ngay
{xem phdn Lidu dtng, cdch ding). Celecoxib chua dugc nghién cliu &
bénh nhan viém khép ty phét thiéu nién duéi 2 tudi, bénh nhan can
nang dudi10kg (22 Ibs) hodctrong thaigian qua 24 tudn.
Chungtoc:
Phantich téng hgpvécicnghién ciuduge déng hoc da dydoan ty 18
AUC cla celecoxib véi ngudi da den cao hon khoang 40 % so vdi
ngudidatrang. Nguyén nhan vay nghia lam sang clavan dénay van
chua dugc biét.
Suygan:
Néng dé huyét tuong cla celecoxib & cac bénh nhan suy gan nhe
{Child-Pugh nhém A) khéng khéac hiét dang ké so véi néng do &
nhém déi chiing ciing tudi va gidi tinh. & cac bénh nhan suy gan vira
{Child-Pugh nhém B), néng dé celecoxib huyét thanh gdp khoang
2 ldn néng dé so véi nhém @i chiing tugng ung {(xem phdn Ligu
ding, cdchding).
Suythdn:
& ngudsi tinh nguyén cao tudi bj giam téc d6 loc cdu than (GFR) do
tudi {GFR trung binh > 65 ml/phit/1,73 m%) & b&nh nhan bj suy than
man én dinh (CFR 35 — 60 ml/phat/1,73 m’) dugc déng hoc cla
celecoxib tuong ducng véi bénh nhan cd chic nang than binh
thueng. Khéng c6 lién hé dang ké nac dugc tim thiy gilia creatinin
huyét thanh (hodc hé s& thanh thai creatinin) va dé thanh thai
celecoxib. Suy than nang khéng thay déi dé thanh théi celecoxib do
duang thai truchinh chathudcla qua chuyén héatai gan thanh dang
khéng hoat tinh.
Anh huting trén than:Vai trd tuong d6i ciia COX-1va COX-2 trong sinh
Iy than chua dugc biét ddy du. Celecoxib gidm thai trir qua than cda
PGE, v 6-keto PGF, a (mdt chdt chuyé&n héa clia prostacyclin) nhung
khéng anh hudng dén thai trdr thromboxan B, huyét thanh va
11-dehydro-TXB,, mét chdt chuyén héa clia thromboxan (déu la san
phdm clia COX-1). Cac nghién cliu rigng biét da cho thdy celecoxib
khéng lam gidm GFR & bénh nhan 6n tudi hodc bénh nhan suythin
man. Cdc nghién cliu nay cling che thady cé su'giam nhe baitiét natri.
Trong cac nghién ctiu trén bénh nhén viém khép, ty 1& phu mach
ngoai vi @@ dugc quan sat thay |a tuong duong vdi ty 1& nay & bénh
nhan dung cac thudc tc ché COX khéng dac higu (cing co tac dong
tic ché COX-2). Didu nay dé& thay nhat & cac bénh nhan dang diéu tri
két hgpvdi thudc lgi tidu. Tuy nhign, khéng thdy ting ty & ting huyét
apvasuytim, tinhtrang phumach ngoaivithudng nhe va tuhét.
QUYCACHBONG GOI:
-Hép 3vix10vién, hép 10vix10vién.
-Chai100vién, chai180vién.
DIEU KIEN BAO QUAN: Noikho, nhiét d6 duei 30°C, tranh anh sang.
HAN DUNG 36thang k& tirngay san xuft.
TIEU CHUAN CHATLUUNG TCCS.
CO SO SAN XUAT:

CONGTY CGPHAN XUAT NHAP KHAU Y TE DOMESCO
&i Dia chi: $6 66, Qudc 16 30, Phusng My Phu, Thanh phé
CaoLanh, Tinh Déng Thap
DOMESCO  Diénthoai: 1800.969.660




