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Rx
Thudéc nay chi diing theo don thudc
Hudng dan sir dung thuée
CELOFEN 100
(Celecoxib Capsules 100mg)

DE XA TAM TAY TRE EM
Doc ki hudng ddn siv dung truée khi dimg.
Néu cdn thém théng tin, xin hoi Y kién bde sP.

THANH PHAN CONG THU'C: M3i vién nang chira:
Thanh pha”fn diroe chdt: Celecoxib 100mg.
Thanh phdn tda dwoc: lactose monohydrat, croscarmellose natri, povidon, natri lauryl sulfat, magnesi

stearate, vo vién nang gelatin cirng.

DANG BAO CHE: Vién nang cing
M@ ta: Vién nang gelatin cimg s6 2, nfp tring nga, va thin mau xanh, chit H duoc in ndp, 194 in trén
than bén trong chiia ddy bot mau tring,

CHI PINH
- Diéu tri cdc tridu chimg thoéi héa khép (OA).
- Diéu tri céc trigu ching viém khdp dang thap (RA).
- Didu trj cc trigu chimg viém khop tu phat thidu nién (JRA) & bénh nhén tir 2 tubi trd Ién.
- Diéu trj cdc triéu chimg viém cot séng dinh khap (AS).
- Piéu tri cac con dau c4p tinh & ngudi 16n.,
- Diéu tri dau bung kinh nguyén phat.
CACH DUNG & LIEU DUNG
Can nhéc can than nhiing lgi ich va rii ro tiém 4n ctia CELOFEN 100 va cdc lua chon didu tri khac
trude khi quyét dinh stir dung CELOFEN 100. Str dung liéu thép nhét ¢ hiéu qua trong thai gian ngén
nhét pht hop véi muc tiéu diéu tri ca ting bénh nhan.
Thude c6 thé duge ding cling hodc khéng cling thiic an
Thodi hoa khop
D6 véi thodi héa khap, 1idu luong 12 200 mg x 1 lan/ngay hodic 100 mg x 2 lAn/ngay.
Viem khop dang thdp
Doi véi viém khép dang thap, lidu lugng 13 100 mg dén 200 mg x 2 [an/ngay.
Viem khop te phat thiéu nién
Dbi véi viem khop tw phat thiéu nién, liéu lugng cho bénh nhi (tir 2 tudi tror 18n) dya trén cAn ning.
Déi v6i bénh nhan >10 kg dén <25 kg, lidu khuyén céo & 50 mg x 2 lAn/ngdy. D6i vdi bénh nhan >
25 kg, liéu khuyén cdo 1a 100 mg x 2 lin/ngay.
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Daéi vaoi nhitng bénh nhén gap khd khan khi uéng vién nang, c6 thé thém thanh phan bén trong vién
nang CELOFEN 100 vao nuéc sot téo. Toan bd phdn rudt ciia vién nang duoc db cén thdn vao maot
thia c& phé nuéc sbt tho & duge lam lanh hodic & nhiét d§ phong va uéng ngay véi nuée. Thanh phén
vién nang cho vao trén sdt to dn dinh trong tdi da 6 gity trong diéu kién lam lanh (2°C dén 8°C/35°F
dén 45°F).

Viém cot Sdﬂg dinh khép

DGi v6i viem et séng dinh khép, lidu lugng cia CELOFEN 100 12 200 mg x 1 in/ngay hoic chia 2
lan/ngy. Néu khong thdy tde dung sau 6 tudn, c6 thé nén ding thir lidu 400 mg m3i ngy. Néu khang
¢b tdc dung ndo dugc quan sat thiy sau 6 tudn véi lidu 400 mg mdi ngay, thi khong cé kha ning dap
ng va nén xem xét cac lua chon diéu trj thay thé.

Kiém soat con dau cap tinh va diéu trj dav bung kinh nguyén phat

Dé kiém soét con dau cép tinh va didu trj dau bung kinh nguyén phat, lidu ban dau 1a 400 mg, sau do
13 lidu b6 sung 200 mg néu cén vao ngay déu tién. Vao nhiing ngay tiép theo, lidu khuyén céo 13 200
mg x 2 lin/ngay khi cin thiét.

Cdc doi fuong diic biét

Suy gan

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

Chuyén héa kém qua co chdt CYP2CY

O nhiing bénh nhén truéng thanh duge biét hodc nghi ngd 1a ngudi chuyén héa CYP2C9 kém dya trén
kicu gen hodc tién sirkinh nghiém véi cc co chit CYP2C9 khac (nhu warfarin, phenytoin), hiy bét
ddu diéu tri bing mot nira ligu khuyén cdo thip nhat.

O nhitng bénh nhan méc viém khdp tu phat thidu nién da biét hodc nghi ngd 1a ngudi chuyén hoa
CYP2C9 kém, hay can nhic str dung céc phuong phap diéu tri thay thé.

CHONG CHI PINH

- Qua man cam v&i hoat chit hodic véi bt ky t4 duge ndo caa thude,

- Tién sir qua man cam voi sulfonamid.

- Loét da day hoat déng hoéic chdy mau dudng tiéu hoa (GI).

- Bénh nhan bj hen suyén, viém mii cAp tinh, polyp mii, phit mach thn kinh, ndi mé day hoac
cdc phan ng di Gng khéac sau khi dung acid acetylsalicylic (aspirin) hozic cac thube chéng
viém khong steroid khac (NSAID) bao gdm cé thude ¢ ché COX-2.

- Phu nit mang thai va c6 kha néing sinh con trir khi st dung phuong phap trénh thai higu qua.
Celecoxib da duge chimg minh 13 gy di tit & hai loai dong vét duge nghién ciru. Kha nang
gdy rui ro cho ngudi trong thai ky vin chua duge biét, nhung khong thé loai tri.

- Phy nir cho con bil.

- Rbi loan chirc ning gan ning (albumin huyét thanh <25 g/l hodc diém Child-

- Bénh nhan c6 dd thanh thai creatinine udc tinh <30 ml/pht.
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- Bénh viém rudt.

- Suy tim sung huyét (NYHA II-IV).

- Bénh tim thiéu mau cuc bd di xéc dinh, bénh ddng mach ngoai bién vi/hodc bénh mach mau
nio.

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

Cac bién chimg & dudng tiéu héa trén va dudi (thing, loét hodc chay mau [PUB]), mét s6 bién chimg
dan dén tir vong, dd xay ra & nhitng bénh nhan diéu tri b@“mg celecoxib. Nén than trong khi diéu tri cho
nhiing bénh nhén ¢6 nguy co cao bi bién chimg duéng tiéu héa khi ding NSAID; ngudi cao tudi, bénh
nhén stt dung ddng thai bat ki NSAID hoic thude khéng tiéu cdu nao khac (nhu acid acetylsalicylic)
hodc glucocorticoid, bénh nhén st dung ruou hodic bénh nhén cé tién sir bénh dudng tiéu héa, ching
han nhur loét va xudt huyét tiéu héa.

Nguy co tdc dung phy trén dudng tiéu hda cua celecoxib (loét dudng tiéu hoa hodc cac bién ching
dudng tiéu héa khac) con ting thém khi diing celecoxib ddng thoi véi acid acetylsalicylic (ngay cé o
liéu thap).

Su khéc biét ddng ké vé do an toan trén dudng tiéu hoa giita céc chat trc ché chon loc COX-2 + acid
acetylsalicylic so voi NSAID + acid acetylsalicylic chua duge chimg minh trong céc thir nghiém 1am
sang dai han.

Dimg dong thoi NSAIDs

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

S6 lugng bién ¢b tim mach (CV) nghiém trong gia tang, cht yéu 14 nhdi mau co tim, di duoc tim thay
trong mot nghién ctru dai han ¢é déi ching véi gia duge & nhirng bénh nhén cé héi chimg da polyp
tuyén rai rc duoc didu tri bing celecoxib & lidu 200 mg hai lAn/ngay va 400 mg hai lin/ngay so véi
gia dugc.

Vi nguy co tim mach cia celecoxib ¢6 thé ting theo liéu luong va thai gian st dung, nén si dung
trong thoi gian ngén nhét c6 thé va véi liéu hang ngay thip nhét ¢6 hidu qua. NSAID, bao gm ca
thude tre ché chon lgec COX-2, ¢6 lién quan dén viéc ting nguy co méc céc tic dung phu vé tim mach
va huyét khdi khi dung lau dai. Mire do chinh xéc ciia nguy co lién quan dén viée dung mot 1iéu duy
nhét chua duge xac dinh ciing nhu thoi gian didu tri chinh x4c lién quan dén nguy co gia ting vin
chua duoc xdc dinh. Nhu ciu giam tridu chimg va dap img v6i didu tri cia bénh nhan cin duoc danh
gia lai dinh ky, déc biét & nhiing bénh nhan bi thodi héa khép.

Bénh nhén ¢6 cac yéu td nguy co dang ké v& bién ¢b tim mach (nhu ting huyét ap, tang lipid méu, d4i
théo dudng, hat thude 18) chi nén didu tri bing celecoxib sau khi d& can nhic k§ luéng.

Thude trc ché chon loec COX-2 khong thé thay thé acid acetylsalicylic trong diéu trj du phong cac bénh
tic nghén - huyét khdi tim mach do khéng c6 tac dung khéng tidu cdu. Do dé, khéng nén ngtmg diéu
tri bang thudc khang tiéu ciu.

U dich va phit né
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Gibng nhu cac thudc khac ¢6 tac dung (ic ché tong hop prostaglandin, tinh tr ang U dich va phi n& di
dugc quan sat thiy & nhung bénh nhan dung celecoxib. Do d6, nén sir dyng celecoxib than trong &
nhiing bénh nhan cé tién s suy tim, rdi loan chic nang thét trai hoic ting huyét ap va & nhiing bénh
nhén da bi phil né tir trude do bit ky Iy do nao khac, vi viéc tic ché prostaglandin c6 thé dan dén suy
giam chirc ndng than va G dich. Can than trong & nhiing bénh nhan dang diéu trj bing thudc loi tidu
hodc ¢d nguy co bi giam thé tich mau.

Teng huyer dp

Gidng nhu tét ca cic NSAID, celecoxib c6 thé 1am khoi phat con ting huyét &p hogc 1am niing thém
tinh trang ting huyét 4p vdn cé, ca hai didu ndy déu c6 thé gop phin 1am ting ¥ 1& mic céc bién cb
tim mach. Vi vély, cin theo ddi chit ch& huyét ap trong thoi gian bét diu didu trj bing celecoxib va
trong sudt qua trinh diéu trj.

Tdc dung trén gan va thdn

Suy giam chirc nang thén hoéic gan va dic biét 1a rdi loan chirc ning tim thudng xay ra & ngudi cao
tudi va do d6 can duy tri sy gidm sét phit hop v& mit y té.

Cac NSAID, bao gom celecoxib, ¢ thé gy dde cho than. Céc thir nghiém lam sang véi celecoxib da
cho thdy téc dung trén than twong ty nhu cdc NSAID khéc. Bénh nhan cé nguy co bi nhidm doc than
cao nhét 13 nhitng ngudi bi suy gidm chiic niing than, suy tim, rdi loan chirc ndng gan, nhiing nguoi
duing thude loi tiéu, thude tre ché men chuyén angiotensin (ACE), thude d6i khang thy thé angiotensin
I va ngudi cao tudi. Nhitng bénh nhén nay can duge theo déi cdn than trong khi diéu tri bﬁng
celecoxib.

Mot sb truong hop phan ing gan nghiém trong, bac gbm viém gan kich phét (mdt sb gy tu vong),
hoai tir gan va suy gan (mot sd gay tir vong hotic cdn ghép gan), d& duoc bao cdo khi st dung celecoxib.
Trong sd cic tluong hop duge bdo céo vé thoi gian khoi phat, hau hét cac bién cb bét loi nghiém trong
trén gan phat trién trong vong mot thing sau khi bét dau diéu tri bing celecoxib.

Néu trong qua trinh diéu tri, bénh nhén bi suy giam bt ky chiic ndng nao cia hé théng co quan duogc
mo ta ¢ trén, nén thuc hién céc bién phap thich hop va can nhic viée ngiing diéu tri bang celecoxib.

Uc ché CYP2D6

Celecoxib tic ché CYP2D6. Miic di Celecoxib khong phéi 12 chét tc ché manh enzym CYP2D6,
nhung c6 thé can giam lidu déi véi cdc thube chuyén héa boi CYP2D6 duoc st dung liéu riéng lé.
Nhitng ngueoi chuyén héa kém qua CYP2C9

Bénh nhén duge biét 14 chuyén héa kém qua CYP2C9 nén duoc diéu trj than trong,

Phén ting qud mdn trén da va toan thdn

Cac phan tmg nghiém trong trén da, mét sé din dén tir vong, bao gdm viém da tréc vay, hdi chimg
Stevens-Johnson va hoai tir bidu bi nhidm doc, dd duoc bao céo tit hidm khi khi ding phdi hop véi
celecoxib. Bénh nhén thudng cd nguy co cao voi cde phan ting ndy trong giai doan sém cia qud trinh
diéu tri, cdc trudng hop ndy xay ra trong thang ddu tién ding thudc. Phén ¢ ng qua man nghiém trong
(bao gdbm phan vé, phil mach va phét ban do thube véi tang bach cdu 4i toan va céc triéu chiing toan
than (DRESS), hoic hdi chimg qua min) di duge bao cdo & nhitng bénh nhan d
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nhén ¢ tién st di tmg sulfonamid hoiic di (mg thude ca thé co nhiéu nguy co cao hon mac cc phéan
ing da nghiém trong hodic phan (g qua man.

Tong quan
Celecoxib ¢d the lam ma triéu ching sot va cac ddu hiéu viém khac.
Str dung dong thoi véi thuoc chong dong mdu diwong uong

O nhiing bénh nhén didu tr ddng thoi véi warfarin, céc bién cb chay mau nghiém trong, mét s tr uc‘)ng
hop gay tur vong dé duge béo cdo. DA ¢6 bdo cdo vé tang thoi gian prothrombin (INR) khi diéu trj dong
thoi. Do dé, can theo dai chit chd & nhiing bénh nhan dung thudc chdéng déng dudng ubng loai
warfarin/coumarin, dac biét khi bit dau didu trj bing celecoxib hodc khi thay déi lidu celecoxib. Viéc
str dung dong thai cac thude chdng dong mau va NSAIDs ¢6 thé lam tang nguy co chay mau. Can sir
dng than trong khi dung déng thoi celecoxnb v6i céc thude chdng dong mau duemg udng khéc, bao
gdm céc thude chéng déng mau dudng udng méi (nhu apixapan, dabigatran va rivaroxaban).

Nguy co huyét khéi tim mach.

Céc thude chdng vidm khong steroid (NSA[DS) khdng phai aSpilill ding dudng toan than, ¢é thé 1am
tang nguy co xuéit hién bién cd huyét khéi tim mach, bao gbm ca nhdi mau co tim va dot quy, c6 thé
din dén tir vong. Nguy co ndy c6 thé xudt hién sém trong vai twin dau dung thuoc va c6 thé ting lén
theo thm gian diing thudc. Nguy co huyét khbi tim mach dugc ghi nhan chu yéu & liéu cao.

Bac si can dénh gid dinh ky su xuét hién cia cdc bién ¢ tim mach, ngay ca khi bénh nhén khéng co
cac tri¢u chimg tim mach truéc d6. Bénh nhan can duge canh bdo vé cic tridu chimg cia bién ¢ tim
mach nghiém trong va cin thim kham béc st ngay khi xuét hién céc triéu chimg nay.

B¢ giam thiéu nguy co xuét hién bién cb bét lgi, cn sir dung Celofen 100 & liéu hang ngay thip nhat
cd hiéu qua trong thoi gian ngén nhét co thé.

Ta dwoc

Thude chira lactose monohydrat. Bénh nhén c6 cic vin d& di truyén hiém gap vé khéng dung nap
galactose, thiéu hut lactase toan phin hodc kém hép thu glucose-galactose khéng nén diing thube nay.

MOdi vién nang Celofen 100 chira it hon 1 mmol natri (23 mg), nghia 13 v& co ban 1a 'khéng cé natri',

SUDUNG THUOC O PHU NU' €O THAI VA CHO CON BU

Phu nir ¢6 thai

Céc nghién ctru trén dong vat (chudt cong va thd) da cho théy doc tinh vé sinh sén, bao gbm ca di tat.
Su (rc ché téng hop prostaglandin ¢6 thé anh huéng xdu dén thai ky. Dir licu tir céc nghién ciru dich
t€ hoc cho thay nguy co say thai tur phét ting 18n sau khi st dung thude tic ché tdng hop prostaglandin
trong giai doan sém cua thai ky. Kha nang gy nguy hiém & ngudi khi mang thai chua dugc biét rs
nhung khéng thé loai trir, Celecoxib, ciing nhu cée thuée (e ché tong hop prostaglandin khéc, c6 thé
gly vo lyc co (i cung va déng dng dong mach sém trong ba thang cudi thai ky.

Trong ba thang thir hai hodc thit ba ctia thai ky, cdc NSAID bao gém celecoxib cé thé gdy rbi loan
chirc nang than cua thai nhi, ddn dén giam lugng nude 6i hoge thidu bi trong nhing trudng hop ning.
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Nhiing tic dung nhu vay c6 thé xay ra ngay sau khi bat ddu diéu tri va thuemg hdi phuc khi ngimg
thuée.

Chéng chi dinh ding Celecoxib cho phu nit ¢6 thai va phy ntt ¢6 kha ning mang thai. Néu phy nit c6
thai trong th&i gian diéu trj thi nén ngimg sir dung celecoxib.

Phu nir cho con bu

Celecoxib duge bai tiet qua sita ciia chudt cong dang cho con bi vdi nong do tuong tw nhu nong dé
trong huyét twong. O phy nir cho con bl ding celecoxib, rat it celecoxib chuyén vao sita me. Phu nit
ding celecoxib khong nén cha con bu.

IKhé néng sinh sén

Dya trén co ché hoat dong, viée str dung NSAIDs, bao gom celecoxib, ¢6 thé tri hoin hodc ngin can
sy rung trirng, dan dén v6 sinh c6 thé hoi phuc & mét so phu ni.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Celecoxib c6 thé ¢6 anh huong nho dén kha ning lai xe va vén hanh may méc. Nhung bénh nhén bj
chéng mit, hoa mét hodc budn ngi khi ding celecoxib nén han ché 14i xe hoiic van hanh may moc.

TUONG TAC, TUONG KY CUA THUOC
Twong tac dwge e hoc
Thuéc chong dong mdu

Cin theo d&i tac dung chéng déng mau, dic biét trong vai ngay déu sau khi bat dau hoic thay dbi lidu
celecoxib & nhitng bénh nhén diing warfarin hodc cac thude chéng déng méu khac vi nhitng bénh nhén
nay ¢ nguy co cao bi bién chung chay mau. Do d6, bénh nhén dung thude chong dong dudng uong
nén dugc theo ddi chit ché thoi gian protrombin INR, dac bit trong vai ngay dau khi bit du diéu trj
bang celecoxib hodc khi thay dbi lleu celecoxib. Bién ¢d chay mau lién quan dén viée tang thoi gian
protrombin dé& dugc bao cdo, chu yéu & ngudi cao tudi, & nhitng bénh nhén ding celecoxib déng thoi
v&i warfarin, mot sb truong hop gly ti vong.

Thude chong ldng huyét dp

NSAIDs c6 thé lam giam tac dung cia thude chong tang huyét 4 ap bao gbm thube e ché men chuyén
ACE, thubc c‘fm khéng thu thé angiotensin II, thudc loi tidu va thuoc chen beta. Ddi vdi NSAIDs, nguy
co suy thén cap, thudng cé thé phuc hdi, cé thé ting & mot s6 bénh nhén cé chire nang than (vi dy
bénh nhan mat nude, bénh nhan dung thude loi tiéu hodic bénh nhén cao tum) khi thubc trc ché men

huyen thude ddi khang thu thé angiotensin 11 va/hoic thude loi tidu duge két hO‘p v&i NSAIDs, bao
gdm celecoxib. Vi vy, cin than trong khi ding phdi hop, dic biét & ngudi cao tudi. Bénh nhan cin
bii nude diy da va can nhic theo di chire niing than sau khi bét diu didu tri dong thoi va dinh ky sau
do.

Trong mdt nghién ctru 1am sang kéo dai 28 ngdy & nhitng bénh nhén ting huyet ap giai doan 1 va Il
dugc kiém soat bing lisinopril, st dung celecoxib 200 mg 2 Ian/ngay khéng dan dén sy gia ting dang
ké huyet ap tim thu hodc tdm truong khi so sanh véi nhom diéu tri bang gid dugce trong qua trinh theo
d6i kiém soat huyét ap 24 gio. Trong sb nhiing bénh nhan duge didu tri bing ¢ 200 mg 2
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ldn/ngay, 48% duoc coi 1a khong dap tng vdi lisinopril & l4n kham cudi cung (duoc xéc dinh la huyét
ap tam truong >90 mmH Ig hogic huyét 4p tim truong ting >10% so v6i ban diu), so v6i 27% ciia bénh
nhan dugc diéu tri bang gia duoc; su khic biét ndy cé v nghfa théng ké.

Ciclosporin va tacrolimus

Dung ddng thoi NSAIDs va ciclosporin hodc tacrolimus ¢6 thé 1am ting nguy co nhidm doc than do
ciclosporin hodc tacrolimus. Can theo ddi chiic ndang thén khi dung phéi hgp celecoxib vai bat ky
thude nao.

Acid acetylsalicylic

Celecoxib c6 thé duge st dung véi acid acetylsalicylic lidu thdp nhung khéng thay thé cho acid
acetylsalicylic trong diéu tri du phong tim mach. Trong cdc nghién ctu di biét, nhu véi cac NSAID
khéc, nguy co loét dudng tiéu hda hodic cac bién chimg dudng tiéu hoa khac ting 1én so véi viée chi
str dung celecoxib khi diing dong thoi voi acid acetylsalicylic lidu thip.

Twong tic dwoe déng hoe

Anh huong ciia celecoxib doi voi cac thuoc khdc:

Uc ché CYP2D6

Celecoxib 14 chit tic ché CYP2D6. Néng dd huyét tuong ciia céce thudc la co chét cia enzym nay co
thé ting 1&n khi sir dung ddng thoi véi celecoxib. Vi du vé cac thude duge chuyén hoa bai CYP2D6
1a thube chéng trdm cam (3 vong va SSRI), thude an than kinh, thube chdng loan nhip tim, v.v. C6 thé
cén phai gidm lidu cta céc co chdt CYP2D6 duoc didu chinh theo lidu riéng 1& khi bit dau didu tri
bing celecoxib hodc ting 1én ndu cham dut didu tr bing celecoxib .

Str dung dong thoi celecoxib 200 mg x 2 lan/ngdy lam ting ndng dé trong huyét twong cia

dextromethorphan va metoprolol (co chat ciia CYP2D6) gép 2,6 1an va 1,5 ldn. Su gia ting nay 13 do
celecoxib trc ché chuyen hoa co chat ciia CYP2D6.

Uec ché CYP2C19

Trong nghién ctiu in vitro cho thiy kha niing celecoxib trc ché chuyén héa xiic tic CYP2C19. Y nghia
lam sang cua phat hién in vitro nay van chua 8. Vi du vé céc thude duoc chuyén hoa bai CYP2C19
la diazepam, citalopram va imipramin. :

Methotrexat

O bénh nhan viém khép dang thap, celecoxib khang anh hudng dang k& (do thanh thai trong huyét
tuong hodc than) cia methotrexat (& licu thap khdp). Tuy nhién, can can nhac theo déi day du ddc tinh
lién quan dén methotrexat khi sir dung dong thoi.

Lithi

O nhimg dbi tugng khoe manh, ding phéi hop véi celecoxib 200 mg x 2 1dn/ngdy von lithi liéu 450
mg X 2 lanfngay, muc tang t; ung bmh cua llthl Cmax Ia 16% va AUC 18% Vi Vay an theo ddi chit
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Thuée tranh thai dwong uong

Trong mdt nghién cdu twong téc, celecoxib khong ¢6 tdc dung rd rang trén ldm sang véi duge dong
hoc cuia thude tranh thai duong uong loai két hgp (I mg norethindron/0,035 ing ethinyl estradiol).

Glibenclamid / tolbutamid

Celecoxib khong danh hudng dén dugce dong hoc cia tolbutamid (co chit CYP2C9), hoic glibenclamid
O muc dg co y nghia ldm sang.

Anh hiréng ciia ede thudc khdc trén celecoxib

Nhiing ngwoi chuyén héa kém qua CYP2C9

O nhung ngudi chuyén hoa kém qua CYP2C9 va cho thay ting tlep xtic toan than véi celecoxib, diéu
tri dong thori véi cae chit Ge ché CYP2C9 nhu fluconazol 6 thé dan dén tang tiép xlic voi celecoxib.
Céc két hop nhu vy nén tranh & nhitng nguoi chuyén héa kém qua CYP2C9 da biét.

Chdt iic ché va cam iing CYP2C9

Vi celecoxib chil yéu duge chuyén hoa bai CYP2C9 nén bét diu st dung celecoxib véi lidu bang nira
lidu khuyén nghi trén c4c bénh nhén dang | dung thudc fluconazol, Dung dong thai 200 mg celecoxib
lifu don va 200 mg fluconazole mét lAn m3i ngay, mét chit tic ché manh CYP2C9, din dén ting trung
binh Cmax ctia celecoxib la 60 % va AUC [a 130%. St dung dong thoi cac chét giy cam img CYP2C9
nhu rifampicin, carbamazepin va barbiturat c6 thé 1am giam ndng do celecoxib trong huyét tuong.

Ketoconazol va thuic khéng acid.

Ketoconazol hoidc thube khang acid chua duge quan sat thdy c6 anh hudng dén duoc dong hoc cla
celecoxib .

Tre ein
Nghién ctiu twong tac chi duge thuc higén ¢ ngudi 16n.

Twong ky ciia thuoc
Do khéng c6 c4c nghién cfu vé tinh tuong ky, cia thuoe, khong trén 1an thuoe nay véi cdc thuoc khac.

TAC DUNG KHONG MONG MUON CUA THUOC

Céc tac dung khéng mong mudn duoc liét ké theo hé co quan va theo thir tu gidm dén theo tan suit.
Tin suét cua céc tac dung khéng mong mudn niy duge dinh nghia nhu sau: rat thudng gip (> 1/10)
thudng gap (> 1/100 t6i < 1/10), it gdp (= 1/1,000 t&i < 1/100), hiém gap (1/10,000 t6i < 1/1,000) va
rét hiém gip (< 1/10,000) va khong biét (khéng thé wée tinh tir dit liéu c6 sén).

A A A - Py A
Hé co quan/Tan suat I Téac dyng khong mong mudn
Nhiém trung, nhiém ky sinh triang

PATTITNN
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Thudng gap

Viém xoang, nhiém khuén duémg ho hap trén, viém hong,
nhiém khuan dudng tiét niéu

A ~ r ~ ~
Raéi loan hé mau va hé bach
huyét

it giip

Thiéu mau

Hiém gip

Giam bach cau, giam tiéu cau

Rét hiém giip

Gidm toan thé huyet cau

Roi loan hé mién dich

Thudng gép

Qué man

Rat hiém 2ap

Soc phan vé, phan Grng phan vé

R6i loan chuyén héa va dinh dudng

it gap | Tang kali mau

Roi loan tAm than

Thudng gap Maét ngt

it gap Lo ling, trim cdm, mét moi

Hiém gap

Trang thai 14 13n, 4o gidc

Roi loan hé thiin kinh

Thudng gép Chéng mit, ting truong lyc co, nhite déu
It gdp Nhdi mau néo, di cdm, buon ngu

Hiém gip

Mat diéu hoa, 16i loan vi gidc

Rat hiém gip

Xuat huyét ndi s (bao gom xuat huyet ndi so gay tir vong),
viém mang néo v6 khuan, dong kinh (bao gdm ca dong kinh
néng thém), mat vi giadc, mat khiru giac

Ko &
Roi loan mat

it giip

Nhin md, viém két mac

Hiém gip

Xudt huyét mat

Rat hiém gip

Tac dong mach vong mac, téc tinh mach vdng mac

Roi loan tai va mé dao

it gap U tai, giam thinh lyc

Roi loan tim

Thudng gép Nhéi mau co tim

it gap Suy tim, dénh tréng ngue, nhip tim nhanh

Hiém gap

Roi loan nhip tim

Roi loan mach

Rat thudng gip

Ting huyét ap (bao gém ting huyét ap tién trién)

Hiém gip

Thuyén tic phdi, do mat

Rat hiém gip

Viém mach

Réi loan ho hé‘ip, lf’ing ngye va trung that

Thudng gip

Viém miii, ho, khoé tho

It giip Co that phé quan

Hiém gap Vidm phoi

Roi loan tiéu hoa

Thuong gép Budn nén, dau bung, tiéu chay, kho tiéu, dﬁy hoti, ndén mira, kho
nuot

ft gap Tao bén, viém da day, viém miéng, viém dudng tiéu hoa (bao
gdm ca lam trdm trong thém tinh trang viem dugng tiéu hoa), ¢
hoi /}TC%%EX
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[ Hiém | Xudt huyét, loét ta trang , loét da day, loét thuc quan, loét rudt,
gap b 8 y q

loét rudt gia, thing rudt, viém thuc quan, phan den, viém tuy,

viém dai trang

A n
Roi loan gan mat

It gap Chirc nang gan bt thuong, men gan ting (bao gom ting men
ALT va AST)

Hiém gap Viém gan

Rét hiém gap Suy gan (doi khi gy tir vong hodic can ghép gan), viém gan

buing phat (mot s6 dan dén o vong), hoai tir gan, t mat, viém
gan tic mat, bénh vang da

A \ ~ roe
Raéi loan da va m6 dwéi da

Thuong géap Phat ban, ngiia (bao gdm ngra toan théan)

it gap M&é day, bam tim

Hiem gap Phit mach, rung téc, nhay cam vdi anh

Rat hiem gap Viém da troc vdy, ban do da dang, hoi ching Stevens- Johnson,

hoai tir biéu bi nhiém doe, phan G (ing thuéc véi tang bach cau 4i
toan va cac tueu chiing toan than (DRESS), mun mi ngoai ban
tdng quat cdp tinh (AGEP), viém da bong nudc

R6i loan co xwong va mé lién kit

Thuong gép Pau khdp

It géip Co thit co (chudt rat & chan)

Rat hiém gip Viém co

R6i loan thin va tiét niéu

It gdp Creatinin méu ting, uré mdu ting

Hiém gip Suy than cdp, ha natri mau

Rat hiem gép Viém than mo k&, hgi chimg than hw, bénh ciu thin tén

thuong tdi thiéu

Roi loan tuyén va va hé sinh san

Hiém gip Réi loan kinh nguyét

Chua biét V4 sinh nit (gidm kha néng sinh sén & nii)
Réi loan toan thén va tinh trang tai noi ding thudc

Thuong gép Hoi chiing cam, phti né ngoai vi / giit nuéc
ft gap Phi mét, dau nguc

Tén thwong, nhiém djc va cic bién chung do thu thuit giy ra

Thuong gap Chén thuong (chén thuong do tai nan)

Thubdc cé thé gy nguy co huyét khéi tim mach (xem thém phin Cdnh bdo va thin frong).
Thong bido cho bidc sy hogic dugc sy nhitng phin ting cé ki gip phdai khi siv dung thuéc

QUA LIEU VA CACH XU TRi

I(h()ng ¢6 kinh nghiém 1am sang vé qua lidu. Diing lidu don I&n dén 1200 mg hodc da lidu (2 lan/ngay)
véi tong liu 1200 mg ¢ nguoi lon khée manh trong 09 ngdy ma khong cé tic dung khér ong mudn
nao cé y nghia vé mit 1am sang. Trong trudng hop nghi ngd qué lidu, nén cé cac <

Hetero
L \ Corporate
*
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mit y t& thich hop, vi dy: rira da day, giam sat 1am sang, néu cin thiét diéu tri tricu chiing. Thdm pham
khéng phai la bién phép higu qua dé loai bo thube vi thude lién két manh véi protein.

PAC TINH DUQC LUC HQC
Nhém duge lj: Thube chéng viém khéng steroid , NSAID, Coxib
ATC la: MO1AHOI

Co che tdc dyng

Celecoxib 1 thuée irc ché COX-2 chon loc, ding duong udng tr ong khoang lidu didu tri (200-400 mg
moi ngay). Khong quan sat thdy su irc ché COX-1 co ¥ nghta théng ké (dugce danh gia la sy (e ché ex
vivo dbi v6i sy hinh thanh thromboxane B; [TxBz]) trong pham vi lidu diéu tri & nhiing ngudi tinh
nguyén khoe manh,

Tac dung dwoc liwe hoc

Cyclooxygenase chiu trach nhigm tao ra prostaglandin. Hai dang dong phan, COX-1 va COX-2, da
dugc xdc dinh 13 dang déng phén ciia enzyme da duoc chirng minh la duoc géy ra boi céc kich thich
tién viém va duge cho & chiu trdch nhiém chinh cho qué trinh tong hop céc chat trung gian o tac
dung gdy dau, viém va sét. COX-2 ciing tham gia vao qud trinh ryng trimg, lam td va dong ong dong
mach, didu hoa chirc ning than va cdc chirc nang ctia hg than kinh trung vong (cam 0 imng. sét, nhén thire
dau va chirc nang nhén thirc). N6 cling ¢d thc, dong mét vai trd trong viée chira lanh vét loét. COX-2
da duoc xac dinh trong md xung quanh vét loét da day & nguoi nhung sy lién quan cia néd voi viée
chita lanh vét loét vAn chua dugrc thiét lap.

S khac biét v& hoat tinh khang tiéu cdu gitta mét sé thudc NSAID tc ché COX-1 va thube tic ché
chon loec COX-2 ¢ thé ¢d y nghia 1dm sang & nhung bénh nhan c¢6 nguy co bj phan tmg huyét khéi
thc ‘mach. Cac chit tic ché chon loc COX-2 lam giam sy hinh thanh prostacyclin toan than (va c6 thé
& té bao nd6i md) ma kkhdng &nh huéng dén thromboxane tidu ciu.

Celecoxib la mot pyrazole thay thé diaryl, tuong tur v& mit héa hoe véi cac sulfonamid khéng phai
arylamine khéc (vi dy thiazide, furosemide) nhung khac véi céc sulfonamid arylamine (vi du
sulfamethoxizole va cac khang sinh sulfonamid kh4c).

Téc dung phu thude vao liéu dbi véi sy hinh thanh TxB, da dugc quan sat thiy sau khi diing celecoxib
liéu cao. Tuy nhién, & nhiing doi twgng khoe manh, trong céc nghién ctru da lidu nhé véi 600 mg hai
Ian/ngay (gép ba lan lidu khuyén cdo cao nhét), celecoxib khéng énh huéng dén két tap tiéu céu va
thoi gian chay mau so vai gia duge,

DAC TINH DUQC DONG HOC

Hap thu:

Celecoxib duoc hip thu tdt va dat ndng dé dinh trong huyét tuong sau khoang 2-3 gid. Ding thude
cling voi thire an (bita dn nhiéu chit béo) 1am cham hip thu celecoxib khoang 1 gio dan dén Tma\
khodng 4 git va tiang sinh kha dung khoang 20%.

G nhitng ngudi tinh nguyén trudng thanh khée manh, ndng do tiép xdc toan thén C) chung cua
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nang ric 1én sét tdo. Khong cd sy thay doi dang ké nao vé Cuax , Tmax hodic Tiz2 sau khi stir dung rugt
nang cting vdi sot téo.

Phdn ba:
Lién két v6i protein huyét twong khoang 97 % & ndng dé diéu tri trong huyét tuong va thude khong
duoc lién két tbt véi hdng cdu.

Chuyén héa:

Chuyén hoa celecoxib chu yéu qua trung gian cytochrom P450 2C9. Ba chit chuyén héa, khong cé
hoat tinh nhu chét tric ché COX-1 hofic COX-2, da duge xac dinh trong huyét twong nguoi, dé 12 alcol
bédc mdt, acid cacboxylic tuong Ging va chét lién hop glucuronide ciia no.

Hoat tinh ctia Cytochrom P450 2C9 bi giam & nhitng ngudi co da hinh di truyén dén dén giam hoat
tinh ctia enzym, ching han nhu nhiing nguoi ddng hop tir vé da hinh CYP2C9*3,

Trong mot nghién ciru duge dong hoc v& celecoxib 200 mg dugc dung mdt 1dn mdi ngay & nhiing
ngudi tinh nguyén khdée manh, co kiéu gen 12 CYP2C9*1/%1, CYP2C9*1/*3 hodc CYP2C9*3/*3, gia
tri trung binh Cmax va AUCp24 clia celecoxib vao ngay thir 7 l4n luot 1a khoang 4 1an va 7 lan & céc
ddi tuong co kiéu gen 1a CYP2C9*3/*3 so vdi cdc kiéu gen khac. Trong ba nghién ctru don lidu riéng
biat, bao gdm tdng cong 5 ddi tugng cd kiéu gen la CYPZC()*B/*B AUCq.24 don liéu ting khoang 3
13n so v&i ngudi chuyén hoa binh thudng. Ngudi ta ude tinh ring thn sudt clia kiéu gen dong hop tir
#3/%3 14 0,3-1,0 % giifa cdc nhoém ching tée khac nhau.

Bénh nhan dugc biét hodc nghi ngd 14 nguoi chuyén hoa kém qua CYP2C9 dya trén tién st/kinh
nghig¢m voi céc co chit khéc cia CYP2C9 nén thén trong khi st dung celecoxib.

Khong tim thdy sy khac biét dang ké v& mit lam sang trong cdc thong s6 duge dong hoc cia celecoxib
gifta ngudi My gde Phi cao tudi va ngudi da tréng.

Nong do trong huyét twong ctia celecoxib tang khoang 100% & phuy nit 16n tudi (>65 tudi).

So véi cac dbi tugng c6 chiic ning gan binh thudng, bénh nhin suy gan nhg c6 mirc ting trung binh
Cinex 18 53 % va AUC 13 26 % cua celecoxib. Céac gia tri twong ting & bénh nhan suy gan trung binh
ldn luot 13 41% va 146%. Kha ning trao dbi chét & bénh nhan suy giam nhe dén trung binh ¢ moi
tuong quan tot nhét v6i gia trj albumin, Nén bét dAu didu tri bdng mot nia lidu khuyén céo & bénh
nhan suy gan trung binh (voi albumin huyét thanh 25-35 g/1). Bénh nhén suy gan nang (albumin huyét
thanh <25 g/1) chua dugc nghién ciru va celecoxib chdng chi dinh & nham bénh nhén nay.

C6 rat it kinh nghiém v& celecoxib & bénh nhén suy than. Dugc ddng hoc cia celecoxib chua duge
nghién ctu & bénh nhan suy thdn nhung dudng nhu khong thay d6i o rét & nhitng bénh nhéan nay. Vi
vay cin than trong khi diéu tri cho bénh nhin suy than. Chdng chi dinh vai suy than ning.

Thai trir:

Hetero
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Celecoxib duoc thai trir chit yéu qua chuyén héa. Dudi 1% lidu ding dugc bai tiét duéi dang khong
dbi qua nuéc tidu. Sy bién thién gifta cac dbi tugng vé& mirc do tiép xic véi celecoxib l1a khoang 10
lan. Celecoxib thé hién duge dong hoc khdng phu thude vio lidu luong va thoi gian trong pham vi lidu
didu tri. Thoi gian ban thai 13 8-12 gidr. Nong do trong huyét tuong & trang théi dn dinh dat duoc trong
vong 5 ngdy diéu tri.

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

Bio quén: Giit 6 nhi¢t d¢ dudi 30°C. Tranh 4m va 4nh séng.

Han dung: 24 thang ké tir ngdy san xut. Khéng ding thude sau ngay hét han duoe ghi trén bao bi.
Tiéu chudn chit lwgng: Nha san xuit '

Tén va dia chinha sin xuit: Hetero Labs Limited,

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




