TO HUGNG DAN SUDUNG

BVCelex 200

THUGC NAY CHi DUNG THEO DON THUGC.

DEYA TAM TAY TRE EM.

DOCKY HUGNG DAN SUDUNG TRUGC KHI DUNG.

THANH PHAN: Mdi vién nang ciing:

Thanh phan dugc cht:

Celecoxib. g.

Thanh phan ta dugc: Tinh bt ngd, microcrystalline cellulose, povidon K30, natri lauryl sulfat, crospovidon,
natri starch glycolat, natri croscarmellose, talc, magnesi stearat.

DANG BAO CHE:

Vién nang cting s6 0 mau trang, bén trong chfa c5m thudc mau trang dén trang nga.

CHi DINH DIEU TRI:

Chi dinh & nguoi I6n € diéu tri trigu chiing cta thodi hoa khdp, viém khdp dang thap, viém ct séng dinh khdp.
LIEU LUGNG VA CACH DUNG:

Cach ding:

-Vién nang BV Celex 200 ¢6 thé ding cing thiic an hoac khong, uéng nguyén vién thudc ciing véi nudc.
-Céc nguy co trén tim mach cda celecoxib ¢ thé téng theo liéu va thdi gian dung thudc, nén ding liéu
thap nhét trong thai gian ngan nhat co thé.

Liéu dung:

Ngui ldn:

-Diéu trj triéu chiing trong thodi héa khdp (0A): liéu khuyén cdo 1a 200 mg dung liéu don hodc 100 mg,
214n méi ngay. 6 thé téng liéu Ién 200 mg x 2 1an/ngay € tang hiéu qua & nhiing bénh nhan khong dap
(ing véi liéu thap hon. Néu sau 2 tuan diéu trj khong co tién trién tot, nén can nhclya chon liéu trinh diéu
tri khac.

- Diéu trj triéu chiing trong viém khdp dang thdp (RA): liéu khuyén cdo cla celecoxib 1a 100 mg hodc
200 mg 2 lan moi ngay. Néu sau 2 tuan diéu trj khdng c6 tién trién tét, nén can nhac lya chon liéu trinh
diéu tri khac.

- Viém cgt sdng dinh khdp (AS): liéu khuyén céo cla celecoxib Ia 200 mg duing liéu don hodc 100 mg
dung 2 1dn mdi ngay. Mot s& bénh nhan ¢6 thé dat hiéu qua diéu tri t6t hon néu dung téng liéu méi ngay
400 mg. Néu sau 2 tudn diéu tri khong co tién trién t6t, nén cin nhac lya chon liéu trinh diéu tri khac.
- Liéu t6i da dugc khuyén co la 400 mg/ngay.

Ngudi cao tudi (> 65 tudi): Nhin chung khong phai diéu chinh liéu. Tuy nhién, véi cac bénh nhan cao
tudi ¢6 cn ndng dudi 50 kg, nén bat du diéu tri vdi liéu khuyén nghi thap nht.

Suygan:Ding celecoxib theo liéu bang mot niia liéu khuyén cdo cho céc bénh nhan suy gan viia
(Child-Pugh nhom B). Chua c6 cac nghién ctiu trén bénh nhan suy gan nang (Child-Pugh nhom ().

Suy thdn: Kinh nghiém st dung celecoxib 6 bénh nhan suy than nhe va vira con han ché. Than trong khi
dung thudc cho nhitng bénh nhan nay.

Tré em: Chdng chi dinh.

Nhiing ngui chuyén héa kém qua CYP2C9: Nhiing bénh nhan d biét hodc nghi ngd chuyén héa kém
qua CYP2(9 dua trén tién sii/kinh nghiém véi cac o chdt ctia (YP2C9 khéc can than trong khi dung
celecoxib. Bat ddu diéu trj vdi liéu bang % liéu khuyén nghi thép nhat.

CHONG CHi DINH:

- Bénh nhan ¢ tién st qud man vdi celecoxib hodc bdt ky thanh phan nao ctia thudc.

- Bénh nhén ¢d tién sit qua man véi sulfonamid.

- Loét da day td trang dang hoat dong hodc chdy mau duong tiéu hoa (GI).

- Cac bénh nhn 6 tién sit hen, mé day hodc 6 cac phan ting kiéu dj ting sau khi diing acid acetylsalicylic
hodc céc thudc chdng viém khong steroid khac, bao gom céc thudc tic ché ddc hiéu cyclooxygenase - 2 khac.
- Phu nit dang mang thai hodc ¢6 kha nang mang thai.

- Phu nit dang cho con bu.

- Rdi loan chiic nang gan nang (albumin huyét thanh < 25 g/l hodc chi s6 Child-Pugh > 10).

- Bénh nhan ¢4 dg thanh théi creatinin < 30 mi/pht.

- Bénh nhén bi viém rugt.

- Bénh nhan b suy tim sung huyét (NYHA II-IV).

- Bénh nhan bj bénh tim thiéu mau cuc b, bénh dong mach ngoai vi va/hodc bénh mach méu nao.
CANH BAO VA THAN TRONG KHI SU DUNG:

- Thing duong tiéu hda trén va dudi, loét hodc chdy méu da xay ra véi cac bénh nhan dung celecoxib.
Nhitng bénh nhan ¢4 nguy co cao nhat bi nhiing bién chiing nay khi dung cac thudc NSAID bao gém:
nguoi cao tudi, bénh nhan bi céc bénh tim mach, bénh nhan dang dung aspirin, cdc NSAID khéc hodc
bénh nhén 6 tién st bénh dutng tiéu hoa nhu loét hodc chay mau dudng tiéu héa.

- Nguy co téc dung phu trén duong tiéu hoa cla celecoxib (loét dudng tiéu hoa hodc céc hién ching trén
dutng tiéu héa khac) tang khi ding dong thdi véi acid salicylic (ngay cd khi dung liéu thap).

- Sukhac biét vé do an toan Gl giiia cac chat i ché COX-2 chon loc + acid salicylic so vdi NSAID + acid
salicylic chua dugc chiing minh trong céc thir nghiém lam sang dai han.

-Tranh dung déng thai celecoxib va NSAID.

- Huyét khdi tim mach: Celecoxib ¢6 thé gay tang nguy co huyét khéi tim mach nghiém trong, nhéi méau
catim, va dot quy, nhiing bién 6 nay cd thé gay tirvong. Tt ca cac NSAID déu cd thé cd chung nguy co
nay. Nguy co nay c6 thé téng theo liéu diing, thi gian diing va céc yéu t6 nguy co'tim mach ctia ban than.
Bénh nhan vdi tién stt bénh tim mach ¢ thé cd nguy ca cao han. DE gidm thiéu nguy co xy ra téc dung
khdng mong mudn trén tim mach & bénh nhan diu trj véi celecoxib, nén diing liéu thdp nhdt co hiéu qua
trong thdi gian ngdn nhat cd thé. Can dinh ky danh gia lai nhu cau ctia bénh nhan vé giam triéu ching va
dép (ng vdi diu tri, ddc biét & nhig bénh nhan bj thodi hda khdp. Thay thudc va bénh nhén can canh
gidc vdi sy phat trién cla cac trutg hop nay, ngay cé khi khong c6 cac triéu chiing vé tim mach trudc do.
Bénh nhén can dugc thong bo vé cac ddu hiéu va triéu chiing cta céc doc tinh nghiém trong trén tim
mach va céc budc phai lam khi chling xdy ra.

- Bénh nhan ¢d cac yéu t6 nguy co dang ké ddi vdi cac bién 6 tim mach (nhu téng huyét ap, tang lipid
mau, dai thdo dutng, hit thudc 1), can nhac khi diéu tri véi celecoxib.

- (dc chdt tic ché chon loc COX-2 khdng thay thé dugc cho acid salicylic trong diéu tri dy phong huyét khéi
tim mach vi chiing khdng c6 tac dung chong két tap tiéu cau. Vi vay khong nén ngiig cac liéu phap két
tap tiu cAu.

- (iing giong nhu cac thuc ¢6 tac dung tc ché tong hop prostaglandin, phi né va & dich da gap trén mot
56 bénh nhan dung celecoxib. Do d6, can theo ddi chdt ché bénh nhén b suy tim sung huyét hodc tang
huyét p tir trudc. Nén dung celecoxib than trong cho cdc bénh nhan da bi tén thuang chic néng tim, phu
hodc cac tinh trang cd kha nang tré nén trdm trong hon do i dich va phut bao gom nhiing nguti dung
thudc lgi tiéu, hodc ¢6 nguy co giam thé tich mau.

- (iing nhu tét c& cdc NSAID, celecoxib ¢6 thé lam khdi phat con tang huyét &p hodc lam tinh trang tang huyét dp
vén c6 néing thém, ¢4 hai yéu t6 nay déu cd thé lam taing bién ¢ tim mach. Nén than trong khi dung céc NSAID,
k€ ca celecoxib trén bénh nhan tang huyét ap. Can theo dai huyét ap chat ché khi bat dau diéu tri vi celecoxib
ciing nhu trong sut thai gian diéu tri.

- Suy gidm chiic ndng gan hodc than va déc biét Ia rdi loan chiic nang tim dé xdy ra hon & ngudi cao tudi,
do d6 can duy tri giam sat y té thich hgp.

- (4 NSAID bao gém celecoxib cd thé gay doc cho than. Cac thit nghiém 1am sang vdi celecoxib da chi ra
céc tac dong tuong tu nhu véi cac NSAID khéc dugc so sanh. Bénh nhan cd nguy ca nhiém ddc than cao
nhét la nqudi suy chic nang than, suy tim, suy chic nang gan, dang dung thudc lgi tiéu, thudc tc ché
men chuyén, thuéc doi khang thu thé angiotensin Il va ngui cao tudi. (an theo doi can than nhiing bénh
nhan nay khi diéu tri bang celecoxib.

- (an thén trong khi bat du diéu tri cho bénh nhan bj mat nudc. Trudc tién nén bl nudc cho bénh nhan
16i mdi bat dau diéu trj bang celecoxib.

- Cac téc dung khdng mong mudn nghiém trong hiém gép trén gan, bao gom viém gan kich phét (mot s6
truding hop gay tirvong), hoai ti gan va suy gan (mot sé trutng hop gay tlvong hodc can phai ghép gan)
da dugc bdo cdo vdi celecoxib. Trong s6 céc trudng hop dugc bdo céo vé thai gian khéi phat, hau hét cac

tac dung phu nghiém trong vé gan phat trién trong vong mot thang sau khi bat du diéu tri vdi celecoxib.

- Bénh nhén ¢ cac triéu chiing va/hodc dau hiéu cia suy gan hodc ngudi cd xét nghiém chiic nang gan
bt thutng cén dugc theo dai chat ché vé cc ddu hiéu phat trién phan g trén gan trdm trong hon trong
qué trinh diéu tri vdi celecoxib.

- Celecoxib cho thdy c6 khd néing ttc ch€ CYP2D6 & miic trung binh. Déi véi nhiing thudc dugc chuyén héa
bdi CYP2D6, c6 thé can phai gidm liéu trong thdi gian bat dau diéu tri bang celecoxib hodc tang liéu khi
ngung diéu tri bang celecoxib.

- Céc phdn ting nghiém trong trén da, mot s6 dan dén tit vong, bao gom viém da tréc vdy, hoi chiing
Steven-Johnson, va hoai i biéu bi nhiém ddc, da duoc béo cdo nhung rét hiém gap trong st dung
celecoxib. Bénh nhan thutng c6 nguy co cao vdi céc bién cd nay trong giai doan sém clia qué trinh diéu
tri, céc trudng hp nay xdy ra chi yéu trong thang dau tién dung thudc. Cac phén ing qud man nghiém
trong (gom phan vé, phit mach va phat ban do thudc vdi tang bach cau i toan va céc triéu chiing toan
than da dugc béo cdo vdi celecoxib. Bénh nhan ¢6 tién st di tng sulphonamid hodc bat ky di ting thudc
nao ¢6 thé cd nguy co phn ting nghiém trong trén da hodc phan tng qua man. Can ngung ding
celecoxib ngay khi xudt hién man dd da, ton thuong niém mac, hoac bét ky ddu hiéu qué man nao.

- Celecoxib cd thé che d&u s6t va céc dau hiéu viem khac.

-Viiéc st dung dng thoi cdc NSAID vdi thudc chdng dong méu dudng udng lam tang nguy co xudt huyét
va can dugc st dung than trong. Céc thudc chdng dong mau dudng udng bao gdm céc thudc dang
warfarin/coumarin va céc thudc chong dong mau duong udng thé hé méi (vi du: apixaban, dabigatran va
rivaroxaban). D cd bdo céo vé trung hgp chdy mau nghiém trong trén cdc bénh nhan dang dung déng
thai vi warfarin hodc cac chét tuong tu, trong do cd mdt s6 trutng hop gay ti vong. Do da 6 bdo céo vé
tang thai gian prothrombin (INR), tac dung chdng dong/INR can dugc theo ddi & nhitng bénh nhén diing
thudc chong dong dang warfarin/coumarin hodc chinh liéu sau khi bét dau diéu tri bang celecoxib.
TRUONG HOP CO THAI VA CHO CON BU:

Phu nit ¢6 thai:

Chua ¢ nghién cttu trén phy ni ¢6 thai. Mot s6 nghién ctiu trén dong vat cho thdy co doc tinh trén sinh
san. Chua 6 cac dif liéu tuong duong trén nguai.

Celecoxib, ciing nhu cdc thudc tc ché tong hap prostaglandin khéc, ¢6 thé gy v luc co tit cung va déng
s6m 6ng dong mach cha, khdng nén diing celecoxib vao 3 thang cudi cla thai ky. Chi nén duing celecoxib
khi mang thai néu lgi ich ¢6 thé ¢ dai véi ngudi me vugt trdi nguy co tiém tang ddi véi thai nhi.

U ché tong hgp prostaglandin c thé gay anh huéing bt Igi cho phu nif mang thai. Dt ligu tir cdc nghién
cu dich té cho thdy nguy ca sdy thai ty phét ting Ién sau khi duing céc thudc dic ché tng hgp prostaglan-
din trong giai doan sém clia thai ky. Ding cac thudc tic ché tdng hgp prostaglandin trén dong vat cho thay
nguy o sdy thai tang 1én & giai doan trudic va sau khi phdi lam t6.

Phu nit cho con bu:

Nghién ctiu trén chugt cho thay celecoxib dugc bai tiét qua sita vdi nong d6 tuong duong véi nong do
trong huyét tuang. Trén phu nit cho con b duing celecoxib, rét it celecoxib xudt hién trong sifa. Vi o thé
6 tdc dung khdng mong mudn clia celecoxib trén tré dang b me, tily theo lgi ich cta thudc véi ngudi me,
nén can nhac ngting thudc hay ngimng cho con ba.

ANH HUGNG CUA THUGC LEN KHA NANG LAI XE, VAN HANH MAY MOC:

Thén trong khi ldi xe hodc van hanh may méc vi celecoxib 6 thé gy ra chdng mit, choang hodc budn ngd.
TUGNG TAC, TUGNG KY V01 CAC THUGC KHAC VA CAC DANG TUONG TAC KHAC:

Tuong tac dugc luchoc:

- Warfarin hodc cdc thudc tuong tu: Theo ddi tac dung chdng dong mau trong vai ngay khi bat dau diéu tri
hodc tang liéu celecoxib & bénh nhan dang ding warfarin hodc cc thudc chong dong mau khéc do nguy
0 tang bién chiing chdy mau & nhiing bénh nhan nay. Theo dai chét ché thai gian prothrombin INR &
nhiing bénh nhan nay. Céc hién ¢6 chdy mau lién quan dén tang thi gian prothrombin da dugc bdo céo

&bénh nhan ding celecoxib déng thai véi warfarin, mt s¢ truang hop ti vong, chi yéu ¢ ngudi cao tudi.

- Thudc loi tiéu va thudc ha huyét dp: NSAID 6 thé lam giam téc dung cla thudc loi tiéu va thudc ha huyét
&p. Nguy ca suy than cap, thuting ¢6 thé héi phuc, ¢ thé tng Ién ¢ mot s& bénh nhan ¢ tén thuong chic
nang than (nhu bénh nhan bj mét nudc, bénh nhan dang dung thudc lgi tiéu hoac bénh nhén cao tudi)
khi két hop thudc dc ché men chuyén hodc thudc ddi khang thu thé angiotensin 11 véi NSAID, bao gom
celecoxib. Than trong khi dung phéi hgp, dac biét 6 ngudi cao tudi. Bénh nhén can dugc cung cap dd nudc
va theo ddi chitc ndng than sau khi bat dau diéu trj dong thai va dinh ky sau do.

- Két qud tirnghién citu lisinopril: Trong mot nghién ctiu 1dm sang kéo dai 28 ngay 6 bénh nhan tang huyét
&p giai doan I va Il d6i ching bang lisinopril, két qué clia viéc st dung celecoxib 200 mg hai ldn méi ngay
cho thdy huyét ap tam thu hodc tam truiong trung binh hang ngay, dugc xac dinh bang phuong phép theo
doi huyét dp luu dong 24 gio, khong tang cd y nghia vé mat [am sang khi so sénh véi diéu tri bang gia
dugc. Trong nhiing bénh nhan st dung déng thdi véi celecoxib 200 mg hai lan méi ngay, 48% dugc xem
la khong dap ting vdi lisinopril vao Ian tham kham cudi cing (nghia la huyét &p tam truong >90mmHg
hodc huyét dp tam truong tang >10% so vi mc o s6), 50 vdi 27% & bénh nhan st dung déng thai véi
gid dugc; sy khéc biét nay cd y nghia vé mét thong ké.

- (yclosporin hodc tacrolimus: Do ¢6 tac dung trén prostaglandin than, cac NSAID 6 thé lam téing nguy co
nhiém dc than cta cyclosporin va tacrolimus.

- Aspirin: Celecoxib khong dnh huéng dén tac dong khang ti€u ciu cia aspirin liéu thap. Vi khong ¢ téc

dong trén tiéu cau, celecoxib khdng phdi la chét thay thé cho aspirin trong diéu tri dy phong bénh tim mach.

Tuong tac duoc dong hoc:

Anh huténg ciia celecoxib lén cdc loai thudc khdc:

- Celecoxib la chdt tic ché CYP2D6. Trong khi diéu tri celecoxib, ndng dd co chat CYP2D6 dextromethorphan
trong huyét tuong tang Ién 136%. Nong do trong huyét tuong cla céc thudca ca chét cla enzym nay 6 thé
tang lén khi dung ddng thai vdi celecoxib. Viéc tang Ién nay la do sy tic ché cla celecoxib Ién st chuyén héa
(0 chét ctia (YP2D6 qua CYP2D6. Vi vy, ¢ thé can gidm liéu lugng clia céc thudc [ co chét cda (YP2D6 khi
hat dau diéu tri bng celecoxib hodc tang liéu khi ngung diéu tri bang celecoxib.

- Nghién cttu in vitro cho thdy celecoxib ¢6 nguy ca tic ché chuyén hoa sy trao ddi chét do CYP2C19 lam
cht xiic téc. Y nghia lam sang clia su tic ché nay van chua duoc rd. Cic thudc dugc chuyén hoa bdi
CYP2(19 la diazepam, citalopram va imipramin.

- Celecoxib khong ¢6 tac dung trén Idm sang vdi thudc tranh thai dutng udng (1 mg norethistheron/35
microg ethynylestradiol).

- Celecoxib khong &nh hudng dén dugc dong hoc clia tolbutamid (chdt nén CYP2(9), hodc glibenclamid
&mt mic d phu hgp vé mat 1am sang.

- Trén bénh nhan viém khdp dang thap, celecoxib khdng cd anh hudng cd § nghia théng ké dén dugc
dong hoc

(@ thanh théi trong huyét tuong hodc than) clia methotrexat (6 liéu dung cho bénh thap khdp). Tuy
nhién, cén theo ddi ddc tinh cia methotrexat khi dung phéi hop hai thudc nay.

-Trén nhiing nguai khde manh, diing dang thai celecoxib 200 mg x 2 [an mai ngay véi lithi liéu 450 mg x 2
1an méi ngay lam tang Cmax trung binh va AUC cGia lithi Ian lugt 1a 16% va 18%. Can theo dai chit ché bénh
nhan dang diéu tri bang lithium khi diing celecoxib hodc ngimg dung celecoxib.

Anh huéng ciia cdc logi thudc khdc lén celecoxib:

- Tang phoi nhiém celecoxib toan than khi diing thudc cho bénh nhan kém chuyén héa CYP2C9 hoéc dung
dong thai vdi thudc tic ché CYP2C9. Trénh phdi hop celecoxib vdi thudc tic ché CYP2C9 trén bénh nhén kém
chuyén héa CYP209.

- Celecoxib dugc chuyén héa chd yéu béi CYP2C9. Nén dung celecoxib vdi liéu bang mot nia liéu khuyén cdo
trén nhiing bénh nhan dang diéu tri véi fluconazol, mot chat tc ché CYP2C9. Dung ddng thdi 200 mg
celecoxib don liéu véi 200 mg fluconazol x 11dn/ngay lam tang Cmax trung binh va AUC ctia celecoxib Ién lan
Iuigt 60% va 130%. Dung dong thai cac chdt cdm ting CYP2C9 nhu rafampicin, carbamazepin va barbiturat ¢
thé lam giam ndng do celecoxib trong huyét tuong.

- Ketoconazol hodc céc thudc khang acid khong anh hugng dén dugc dong hoc cla celecoxib.

TAC DUNG KHONG MONG MUON:

(dc téc dung khdng mong mudn (ADR) trong bang sau dugc bdo cdo vdi i Ié 16n hon 0,01% & nhom diing
celecoxib va cao han so vdi bao cdo 6 nhom dung gid duge, trong 12 thinghiém 1am sang ¢6 ddi chiing vdi gia
dugc va/hodc vdi hoat chat khdc, kéo dai tdi 12 tuan, diing liéu hang ngay tir 100mg dén 800 mg & ngudi Ién.
Tan sudt ADR dugc dinh nghia nhu sau: rét thuting gap (> 10%), thutng gap (> 1% va < 10%), it gap (>
0,1% va < 1%), hiém gap (> 0,01% va < 0,1%), rdt hiém gap (< 0,01%). Cac ADR trong béng 1 dugtc liét ké
theo hé co quan va xép thi ty theo tan sudt gidm dan.

Rét thutng gap| Thuong gip itgap Hiémgap | Chuard tan suat

Nhiém tring. Viém xoang, nhiém
khudn duong ho
hap trén, nhiém
khudn duting nigu.

Gidm bach céu, | Gidm toan thé huyét cau.
gidm tiéu cau.

Réi loan mau
va bach huyét|
Réi loan hé
mién dich.

Thiéu mau.

Diting ndng. Phan ting dj ting ndng, s6c

phén vé, phan vé.

Rdi loan Tang kali mdu.
chuyén héa
va dinh dutng.
R6i loan Mat nga. Lol4ng, tram cdm| Lii l3n. hogidc.
tam than. mét méi.
Chéng mét, ting | Mé mét, budn ngd, Mat diéu hoa, | Nhiicdau, dongkinhnang
truong luc. nhéimaundo. | thay ddivigidc. | hn, viem mang ndo vo
khudn, ldo hoa, thiéu
mau, xudt huyét nfi so
gy tivong.

Viém két mac, xudt huyét
mat, téc dong mach hodc
tinh mach vong mac.

Roi loan hé
than kinh.

Roi loan mat,| Nhin md.

Rdi loan tai va U tai, gidm am
mé dao. lugng.
Réi loan tim.

Nhéi mau co tim.|Suy tim, danh Rai loan nhip tim.
trng nguc, nhip
tim nhanh.
Rdiloan | Tang huyét ap. Tang huyét ap
mach. nang han.

Réi loan hé ho Viém hong, viém
hap, long nguc mii, ho, khé thd.
va trung that.
Roi loan hé
tiéu héa.

D4 bing, viém mach,
tdc mach phéi.
(o thdt phé quan.

Daubung, tiéu chay,| Téo bén, chudng |Viém ta trang, da| Budn non, xudt huyét tiéu
kh tiéu, ddy hoi, | bung, viem da |day, thuc quén,| hda, viém dai trang/viém
n6n mita, khé nugt| day, viém miéng, |ruot va két trang, | dai trang nang hon.

lam ndng hon |thiing rugt, viém
tinh trang viém |thc quan, phan
dudng tiéuhda.  |den, viem tuy.
B4t thudng chiic |Tangmengan. | Suy gan (ddi khi gay t
nang gan, ting vong hodc can phai ghép
SGOT va SGPT. gen), viém gan ti cip
(mét s6 truong hop tlt
vong), Xd gan, viém gan
vang da.

Roi loan da va

Phét ban, ngtia. | May day.
o lién két.

Rung tdc, nhay | V&t bdm mau, bdng
@mvéidnh sang! nudc, viem da tréc vay,
hong ban da dang, hoi
chiing Stevens-Johnson,
nhiém doc thugng bi gay
hoai tt;, hdi chiing DRESS
hodc héi ching qud
man, phu mach,thodi
héa toan than cdp tinh.
Dau khdp, viém co.

Rdi loan co
Xuang va mo
lién két.

Rdi loan than

Chupt rit.

Tang creatinin,
tang BUN.

Suy than cdp, viém
va tiét niéu, than k&, ha natri mau.
Réiloan sinh san R6i loan kinh nquyét,
va tuyén v, NOS.

Rai loan chung Cdc triéu chiing Dau nguc.

Va tai chd duing gidngedm, phi/gi|
thudc. nudc ngoai bién.

Hugng dén cach xi tri ADR:

Néu c6 biéu hién ddc hai than trong khi diéu tri celecoxib, can phai ngiing thudc, thuting chiic nang than sé
trd vé muc trudc diéu tri sau khi nging diéu trj thudc.

Test gan ¢6 thé tang (gdp 3 1an mdc binh thuting & gidi han cao). Sy tang nay cd thé tién trién, hoac khang
thay déi hodc chi tam thdi trong mot thoi gian khi tiép tuc diéu tri. Nhung néu cd biéu hién nang cta viém
gan (vang da, biéu hién suy gan...) phai ngiing ngay thuéc.

NGi chung, khi diing vdi liéu thong thudng va ngan ngay, celecoxib dung nap t6t.

THONG BAO NGAY CHO BAC ST HOAC DUGC STNHUNG PHAN UNG CO HAI GAP PHAI KHI S DUNG THUGC.
QUA LIEU VA CACH XU'TRi:

Dit liéu 1am sang vé tinh trang qud liéu con han ché. Dung liéu don 1200mg hodc da liéu vdi tong liéu la
1200mg/ngay trén ngudi khoe manh khong cho thay tac dung khdng mong mudn nao ¢6 § nghia vé mat lam
sang. Trong trudng hgp nghi ngd qué liéu, nén ¢ cac bién phap ho trg vé y € thich hgp. Tham phan méu khang
phéi la bién phap hiéu qua dé loai bo thudc vi thudc lién két manh vdi protein.

DACTINH DUGC LUCHOC:

Nhom dugc ly: Thudc chdng viém khdng steroid tic ché chon loc COX-2.

Ma ATC: MOTAHO1

(0 ché tac dung cla celecoxib la ttc ché tong hop prostaglandin chi yéu bang cach tc ché cyclooxygenase-2
(COX-2). G ndng do diéu tri trén ngudi, celecoxib khong tic ché enzym cyclooxygenase-1 (COX-1). COX-2 duigc
tao ra nham dép ting vdi tac nhan gay viém. Diéu nay dan dén viéc tong hop va tich liiy céc prostanoid gay
viém, dac biét 13 prostaglandin E2, gay viém, phil né va dau. Celecoxib tc dung nhu mgt chét khang viém,
giam dau, va ha nhiét trén cdc mo hinh dong vat do ngan can qud trinh san xuét céc prostanoid gy viém thong
qua tic ché COX-2. Trong cdc md hinh u rugt két & dong vat, celecoxib gidm ty & va sy nhan 1én cla céc khéi u.
(dc nghién ctu in vivo va ex vivo cho théy celecoxib ¢d i lyc rét thép véi enzym COX-1. Vi vy, & liéu diéu tri,
celecoxib khng c6 téc dung trén céc prostanoid dugc tdng hop do kich hoat COX-1, do dd, khang anh hudng
t6i cac qué trinh sinh Iy binh thutng lién quan dén COX-16 mé, ddc biét véi da day, rudt va tiéu ciu.
DACTINH DUGC DONG HOC:

Hap thu: Dugc dong hoc cla celecoxib da dugc danh gid trén khoang 1500 ngu®i. Khi dung ldc ddi celecoxib
dé dang dugc hap thu va dat nong do dinh trong huyét tuong sau khoang 2 - 3 gic. Sinh kha dung dudng
udng dang vién nang la 99% so véi dang hon dich (dang udng i vu hién c6). Khi dugc dung lic ddi, & nong
d6 dinh trong huyét tuong (Cmax) va dién tich dudi dutng cong (AUC) déu ty 1€ véi liéu cho dén 200mg, 2
[an/ngay; & liéu cao hon, ty I tang tuong ting ctia Cmax va AUC thap hon.

Phdn ba:Tj 1& gan két véi protein huyét tuong (ty & nay khong phu thudc ndng do) la khoang 97% & nong
0 diéu tri trong huyét tuong va celecoxib khong uu tién gan vdi hong cau.

Chuyén héa: Celecoxib dugc chuyén héa ch yéu qua cytocrom P450 2€9. Ba sén pham chuyén hoa khong co
tac dung tic ché COX-1 hogc COX-2 duge nhan dién trong huyét thanh ngudi 1a alcol bac nhdt, acid carboxylic
tuang tng va lién hgp glucuronid ctia nd.

Hoat tinh cla cytocrom P450 209 giam & nguoi ¢6 da hinh di truyén va diéu nay dan dén gidm hoat tinh
enzym, vi du ngudi dong hop tir vai da hinh CYP29*3.

Trong nghién ctiu dugc dong hoc vdi celecoxib 200 mg duing 11dn/ngay ¢ ngudi tinh nguyén khée manh, kiéu
genla CYP2C9*1/*1, CYP2(9*1/*3, hodc CYP2C9*3/*3, gid tri trung binh Cmax va AUC0-24 clia celecoxib vao
ngay 7 lan lugt 1a xap xi gép 41an va 7 1an, & nhiing nguai c6 kiéu gen CYP2C9*3/*3 s0 vdi cac kiéu gen khéc.
Trong 3 nghién cdiu don liéu riéng I8, ¢ tong cdng 5 ddi tugng cd kiéu gen (YP209*3/%3, gid tri AUCO-24 clia
liéu don tang khoang 3 Ian so vdi nhiing nqudi chuyén héa binh thudng. Udc tinh tan sudt xudt hién cia kidu
gen *3/*3130,3% dén 1,0% & cdc nhom dan toc khac nhau.

Bénh nhan da bit hodc nghi ngd co chuyén héa CYP2C9 kém dya trén tién sti/kinh nghiém vdi cdc co chét
khac ctia CYP2C9 nén than trong khi diing celecoxib. Nén xem xét viéc bat dau diéu trj véi liéu bang mot nita
liéu khuyén nghj thap nht (Xem phan liéu diing va cach diing va tuong téc vdi cac thudc khac va céc dang
tuong tc khdc).

Thdi trit: Celecoxib thai trix chi yéu do chuyén héa qua gan véi dudi 1% liéu dung dugc bai tiét nguyén dang
qua nudc tiéu. Sau khi dung da liéu, théi gian ban thaila 8 - 12 gidrva toc dg thanh théi khoang 500mL/phiit.
Vigi daliéu, nong do thudc trong huyét tuong dat mic 6n dinh trudc ngay thii 5. Bién thién giita cac ddi tugng
& cac thong s dugc dong hoc (AUC, Cmax, thai gian ban thai) 1a khoang 30%. Thé tich phan b & trang thai
6n dinh trung binh khodng 500L/70kg & ngudi trudng thanh khde manh cho théy st phén bd rong khap cta
celecoxib vao cdc md. Cac nghién cGu tién [am sang da xéc dinh thudc qua dugc hang rao mau ndo.

/inh huténg ciia thiic dn:

Diing thudc cing thiic an (giau chat béo) lam cham s hdp thu cda celecoxib thé hién qua Tmax dat dugc sau
khodng 4 gi va lam sinh kha dung tang khodng 20% (xem phén liéu diing va céch ding).

(ngusi tinh nguyén khoe manh, Iuong hap thu toan than (AUC) cila celecoxib tueng duong giiia dang udng
nguyén vién nang hodc dang hoa tan trong nudc s6t tao. Khang ¢ sy thay ddi c6 y nghia vé Cmax, Tmax hodc
T1/2 sau khi udng thudc nguyén vién hoac hoa tan vao nudc s6t tao.

Cdcnhém bénh nhdn ddc biét:

Nauii cao tud: G nquéi trén 65 tudi, gia tri trung binh Cmax va AUC clia celecoxib tang lén 1,5 - 2 lan. Biéu
nay chil yéu lién quan dén can ning chit khang do thay déi vé tudi tac, celecoxib ¢6 néng dd cao hon trén
nhiing bénh nhan ¢4 can nang it hon va do d6 cao hon ¢ nhitng ngu®i Ion tudi ¢6 can ndng trung binh thap
hon nhiing ngudi tré. Do vy, phu nit 16n tudi ¢d xu hudng c6 ndng do thudc trong huyét tuong cao hon dan
ong I6n tudi. N6i chung khdng can diéu chinh liéu. Tuy nhién, véi cdc bénh nhan I6n tudi c6 can nang dusi
trung binh (< 50kg), nén bat dau diéu tri bang liéu khuyén nghi thap nhét.

Chiing tdc: Mt phan tich tdng hop céc nghién cdu dugc dong hoc da dy doan AUC cla celecoxib & nqudi da
den cao hon khoang 40% so vdi ngudi da trang. Nguyén nhan va y nghia lam sang cda vén dé nay van chua
dugc bigt.

Suy gan: Néng d0 trong huyét tuong cda celecoxib & bénh nhén suy gan nhe (Child-Pugh Loai A) khong c6
khac biét dang ké so véi ndng do & nhom ddi chiing cd tudi va gidi tinh tuang tng. Trén cac bénh nhan suy
gan vira (Child-Pugh Loai B) nong do celecoxib trong huyét tuong cao hon khodng 2 1dn so véi nhom doi
chiing tuong ting (xem phan liéu diing va cach diing).

Suy thdn: Trén céc bénh nhan tinh nguyén cao tudi bi gidm tdc 6 loc cdu than (GFR) do tudi (GFR trung binh
> 65ml/phit/1,73m2) va cc bénh nhan bi suy than man 6n dinh (GFR 35 - 60ml/phit/1,73m2), dugc dong
hoc clia celecoxib tuong ty véi cac bénh nhén ¢6 chiic néing than binh thudng. Khong cd méi lién hé dang ké
nao dugc tim théy gitta creatinin huyét thanh (hodc hé s6 thanh thai creatinin) va do thanh thai celecoxib.
Suy than naing khong lam thay ddi d9 thanh théi celecoxib do duang thai trit chinh cla thudc 1a qua chuyén
hoa tai gan thanh dang khong hoat tinh.

Anh hutng trén thn: Cac vai trd lién quan ctia COX-1 va COX-2 trong sinh Iy than chua duoc biét day da.
Celecoxib lam gidm sy thdi trit qua thdn cta PGE, va 6-keto PGF, a (mot chdt chuyén hoa cda prostacydlin)
nhung khdng anh huéng dén théi trir thromboxan B2 huyét thanh va 11-dehydro-TXB,, mgt chat chuyén hoa
clia thromboxan (c4 hai déu a san pham ciia COX-1) Cac nghién c(u dac thl da cho thay celecoxib khong lam
gidm GFR ¢ bénh nhan |6n tudi hoac bénh nhan suy than man. G nghién citu nay ciing cho thdy 6 s gidm
bai tiét natri tam thi. Trong cac nghién c(iu trén cc bénh nhan viém khdp, da quan st théy ty Ié phi mach
ngoai vi tuong duang so véi bénh nhan dung céc thudc tic ché COX khong déc hiéu (ciing ¢ téc dong tic ché
(0X-2). Diéu nay théy rd nhét trén céc bénh nhan dang diéu tri két hop vdi thudc lgi tiéu. Tuy nhién khong ghi
nhdn tang ty 1é ctia tang huyét ap va suy tim; phi mach ngoai vi thudng nhe va tu hét.

QUI CACH DONG GOI: Hop 3 vi hodc 10 vi x 10 vién hodic chai nhya 100 vién.

BAO QUAN: Noi kho, nhit @ khong qua 30°C.

HAN DUNG: 36 thang ké tlf ngay san xuét.

TIEU CHUAN: TCCS.

NHA SAN XUAT: CONG TY TNHH DUGC PHAM BV PHARMA
Dia chi: 56 18, duing L& Thi Soc, Ap 2A, Xa Tan Thanh Tay, Huyén Ct Chi, Thanh phé H6 Chi Minh, Viét Nam.
Moi thdc mdc va thong tin chi tiét, xin lién hé sd dién thogi: 02822538854
HDSD BV CELEX 200 22-A




