CELECOXIB 200 MEYER

Thuéc nay chidung theo don thuéc
Thanh phén céng thierc thuéc:
- Thanh phan duwoc chét:
Celecoxib 200 mg

- Thanh phén td dwoc: Lactose, PVP K30, natri lauryl
sulfat, croscarmellose sodium, magnesi stearat vira dd 1
vién.

Dang bao ché: Vién nang cteng sé 2, mau hdng — héng,
bén trong chira bot thubc mau trdng hodc tréng nga.

Chi dinh:

- Diéu tri triéu chung cuda thoai héa khop (OA) va viem
khép dang thap (RA).

- Giam nhe cac d4u hiéu va triéu chirng cda viéem khép
tw phat thiéu nién (JIA) & bénh nhan 2 tudi tré 1én, can
nang toi thieu 10 kg.

- Gidm nhe cac diu hiéu va triéu ching cla viém cot
sbéng dinh khép.

- Kiém soat dau cép tinh.

- Pidu tri théng kinh nguyén phat.

Céach dung, liéu dung:
* Liéu dung: 200 mg x 2 1&n/ngdy, c6 thé ding cuing thirc
an hoac khong.

Do cac nguy co voi tim mach ’CL’Ja celecoxib co thé
tang theo lieu va thoi gian ding thude, nén dung lieu thap
nhat trong thdi gian ngan nhat c6 thé.

Ngwai [6n:

Biéu trj triéu chimg trong thoai héa khop (OA): liéu
khuyén nghi cda celecoxib la 200 mg dung lieu don hogc
100 mg, 2 lan moi ngay.

Piéu trj triéu chdng trong viém khép dang thép (RA):
liu khuyén nghi ctia celecoxib la 100 mg hodc 200 mg, 2
lan mdi ngay.

Viém cét séng dinh khép (AS): lidu khuyén nghi cta
celecoxib 1a 200 mg dung liéu don ho&c 100 mg, 2 lan mdi
ngay. Mot s& bénh nhan cé thé tdt hon néu dung tdng liéu
moéi ngay 400 mg.

Kiém soat dau cdp tinh: lidu khéi dau khuyén céo
cda celecoxib la 400 mg, dung thém mot liu 200 mg trong
ngay dau tién néu can thiét. Trong cac ngay tiép theo, liéu
khuyén nghi la 200 mg, 2 lAn mbi ngay khi can.

Piéu tri dau bung kinh nguyén phét: lidu khéi dau
khuyén céo cla celecoxib 1a 400 mg, ding thém mét liéu
200 mg trong ngay dau tién néu can thiét. Trong cac ngay
tiép theo, lidu khuyén nghi la 200 mg, 2 lan méi ngay khi
can.

Nhiig nguoi cé chuyén héa kém CYP2C9: Nhirng
bénh nhan da biét hodc nghi ngd chuyén héa kém qua
CYP2C9 dya trén tién st/ kinh nghiém véi cac co chat
khac nhau cGia CYP2C9 can than trong khi diing celecoxib.
Bat dau diéu tri v&i lidu bing ¥ liéu khuyén nghi thap nhat.
(xem phan Twong tac, twong ky cda thuéc va chuyén
hoa).

Ngwéi cao tudi: Nhin chung khéng can diéu chinh
liBu. Tuy nhién, v&i cac bénh nhan cao tudi cé can nang
dwéi 50 kg, nén bét dau diéu tri véi liéu khuyén nghi thap
nhéat.

Tréem: Viém khop tw phat thiéu nién (JIA)

Bénh nha&n nhi

(2 tudi tré len)
> 10 kg den < 25 kg
> 25 kg

Liéu lwong

Vién nang 50 mg, 2 lan méi ngay

Vién nang 100 mg, 2 lan méi ngay

Celecoxib da dwgc nghién clru & cac bénh nhan
viem khép tw phat thiéu nién tv 2 dén 17 tudi. Tinh an toan
va hiéu qua cua celecoxib & tré em chwa dwoc nghién ctu
trong thoi gian trén 6 thang hodc & bénh nhan c6 can nang
dwdi 10 kg (22 lbs) hodc & bénh nhan voi bidu hién phat
bénh toan than. (xem phan Nghién ctu lam sang).

* Cach dung:

Véi bénh nhan khé nubt vién nang, c6 thé cho luong
thuéc trong vién vao nuwéc sinh té tdo, chéo, siva chua
hodc chudi nghién nat d& udng cung. Khi d6 phai cho toan
bo lwong thubc vao khoang mét thia nhé nuwéc sinh té téo,
chéo, sira chua hodc chudi nghién nat & nhiét do phong va
phai ubng ngay véi nudc. Luwong thudc da tron véi nuwdc
sinh t& to, chao, siva chua &n dinh trong khoang 6 gi& khi
bdo quan trong ta lanh (2°C-8°C/35°F-45°F). Khong duoc
bdo quadn trong ti lanh lwong thudc da trén voi chudi
nghién nat va phai uéng ngay.

Suy gan:

- Khéng can diéu chinh liéu v&i cac bénh nhan suy
gan nhe (Child-Pugh nhém A). Dung celecoxib theo ntra
lidu khuyén nghi cho céac bénh nhan viém khép hodc bi
dau trong suy gan vtra (Child-Pugh nhém B).

- Chwa c6 cac nghién clu trén cac bénh nhan suy
gan nang (Child-Pugh nhém C). (xem phan Tac déng trén
gan).

Suy than: Khong can diéu chinh lidu véi cac bénh nhan
suy than vira va nhe. Chwa c6 cac nghién ctru lam sang
trén cac bénh nhan suy than nang (xem phan Tac déng
trén than).

Dung két hop véi fluconazol: Nén dung celecoxib v&i
ntva liéu khuyén nghi trén nhitng bénh nhan dang diéu tri
v6i fluconazol, mét chat ¢c ché CYP2C9. Can than trong
khi ding két hop celecoxib véi cac chat trc ché CYP2C9
(xem phan Twong tac, twrong ky cda thuéc).

Chéng chi dinh:

Celecoxib chéng chi dinh déi véi:

- Bénh nhan cé tién s qua man vé&i celecoxib hodc bét
c thanh phan n&o cua thudc.

- Bénh nhan cé tién st qua man véi sulfonamid.

- Bénh nhan cé tién s hen, may day hodc coé céc
phan &ng kiéu di ng sau khi dung acid acetylsalicylic
(ASA [aspirin]) ho&c céac thuéc khang viém khéng steroid
khac (cac NSAID), bao gébm cac thuéc Grc ché dac hiéu
cyclooxygenase-2 (COX-2) khéac.

- Dbiéu trji dau trong phau thuat ghép mach déng mach
vanh nhan tao (CABG) (Xem phan Cadnh b&o va than
trong khi dung thuéc).

Cénh bao va than trong khi dung thuéc:

Téac dung trén tim mach:

- Huyét khéi tim mach: Celecoxib cé th& gay nguy co
huyét khédi tim mach nghiém trong, nhdi mau co tim va dot
quy, 1 nhiing bién cb c6 thé gay tlr vong. TAt ca cac
NSAID cé thé c6 chung nguy co nay. Nguy co nay co thé
tang theo lidu dung, thdi gian ding va céac yeu t6 nguy co
tim mach c0a ban than. Bénh nhan c6 tién s bénh tim
mach cé thé cé nguy co cao hon. D& gidm thiéu cac nguy
co c6 thé xdy ra cac tac dung khéng mong mudn trén tim
mach & bénh nhan diéu tri voi celecoxib, nén ding liéu
thap nhat c6 hiéu qua va trong thoi gian ngan nhat cé thé.
Thay thudc va bénh nhan can canh giac voi cac sw tién
trién cla cac bién cd nay, ngay ca khi khong cé triéu
ch*ng vé& tim mach trwéc dé. Bénh nhan can dwoc thong
bdo v& cac diu hiéu va trieu ching cla céac doc tinh
nghiém trong trén tim mach va cac bwéc xt ly khi ching
xay ra (xem phan Péc tinh dwoct luc hoc).

- Hai the nghiém lam sang lén, c6 dbi ching cho
thdy c6 s tang ti 18 nhdi mau co tim va dét quy khi st
dung mdt NSAID khéac tac dong chon loc trén COX-2 dé




diéu trj dau trong 10 — 14 ngay ddu sau phau thuat ghép
mach dong mach vanh nhan tao (CABG) (xem phan
Chéng chi dinh).

- Celecoxib khéng phai la chét thay thé cho acid
acetylsalicylic trong dw phong céc bénh tat nghén-huyét
khéi tim mach do thiéu tac dong trén chic nang tidu cau.
B&i vi celecoxib khong tc ché sy két tap tiéu ciu, do d6
khéng nén ngirng cac tri liéu khang tiéu cau (vi du acid
acetylsalicylic) khi dang dung celecoxib.

- Tang huyét &p: Ciing nhw tit cd cac NSAID khac,
celecoxib c6 thé lam khai phat con ting huyét 4p hodc lam
néng thém tinh trang tidng huyét ap vén co, ca hai yéu td
nay déu cé th& lam tang nguy co xay ra cac bién cb tim
mach. Can than trong khi ding céc NSAID, k& ca
celecoxib, trén bénh nhan tidng huyét 4p. Can theo dbi
huyét ap chat ché khi bat dau diéu tri v6i celecoxib ciing
nhw trong sudt thoi gian diéu tri.

- U dich va phu: Ciing gibng nhw cac thubc cé tac
dung &c ché sy téng hop prostaglandin, phu né va & dich
da duwoc quan sat trén mot s6 bénh nhan dang dung
celecoxib. Do dé, can theo ddi chat ché cac bénh nhan bi
suy tim sung huyét hodc tang huyét &p tr trwéc. Nén than
trong khi dung celecoxib trén bénh nhan da bi tén thwong
chtrc nang tim, phi hodc céc tinh trang khac cé thé bi trdm
trong hon do & dich va phu né, bao gém nhitng bénh nhan
dang dung thudc loi tiéu hodc cé nguy co gidm thé tich
mau.

Té&c dung trén dwong tiéu hoa:

Thing, loét hodc chdy mau duwdng tiéu héa trén va
dwoi da xay ra véi cac bénh nhan dung celecoxib. Nhiing
bénh nhan cé nguy co gdp phai nhitng bién ching dwong
tiéu héa nay khi ding cac thuéc NSAID hau hét 1A nguoi
cao tudi, bénh nhan bi cac bénh tim mach, bénh nhan
dang dung aspirin, cac glucocorticoid, hodac cac NSAID
khac, bénh nhan s dung rwou, hodc bénh nhan cé tién
st hodc dang bi cac bénh duong tiéu héa tién trién nhw
loét, cac tinh trang chdy mau hoac viém duwong tiéu hoa.
Hau hét cac bao céo ngdu nhién vé cac trudong hop tir
vong do bién ching tiéu héa cé lién quan dén celecoxib
xdy ra & ngudi cao tudi hodc cac bénh nhan cé thé chat
yéu.

Téac dung trén than:

Cac NSAID, bao gém celecoxib cé thé gay déc cho
than. Cac thlr nhiém lam sang da chi ra celecoxib cé cac
tdc dung trén than twong tw nhw cac NSAID khac. Bénh
nhan cé nguy co nhiém déc than cao nhéat la ngudi suy
chirc nang than, suy tim, suy ch&c nang gan va ngudi cao
tudi. Can theo déi cdn than cho nhitng bénh nhan nay khi
diéu tri bing celecoxib.

Can than trong khi bat dau diéu tri cho bénh nhan
mat nuwdc. Trwdc tién can bu nwéc cho bénh nhan réi moi
bat d4u diéu tri bang celecoxib.

Bénh thdn tién trién:

Can theo ddi chat ché chic nang than & bénh nhan
bi bénh than tién trién didu tri bang celecoxib (xem phan
Céach dung, liéu dung).

Phan dng dang phén vé:

Ciing nhw cac thudc NSAID néi chung, cac phan (g
dang phan vé c6 xay ra & cac bénh nhan dung celecoxib
(xem phan Chéng chi dinh).

Céc phan ¢ng nghiém trong trén da:

Cac phan ng nghiém trong trén da, mét sb c6 thé
dan dén t& vong, bao gdm viém da tréc vay, hoi ching
Stevens-Johnson 'va hoai tl¢ biéu bi nhiém doc, da dwoc
bao cao nhung rat hiém gap trong viéc st dung celecoxib.
Bénh nhan thuong c6 nguy co cao voi cac bién co nay
trong giai doan sém cla quéa trinh diéu tri, hau hét cac
truong hop nay xay ra cha yéu trong thang dieu trj dau
tién. Can nguwng dung celecoxib ngay khi xuat hién man dé

da, tén thwong niém mac hodc bat ky diu hiéu qua man
nao.

Téc dung trén gan:

Chwa c6 nghién clu trén cac bénh nhan suy gan
nang (Child-Pugh nhém C). Khéng st dung celecoxib trén
bénh nhan suy gan ndng. Cin than trong khi s dung
celecoxib trén bénh nhan suy gan vwa (Child-Pugh nhém
B) va nén bat dau véi liéu bang nta lidu khuyén céo (xem
phan Cach dung, liéu dung).

R4t it cac phan (ng nghiém trong trén gan, bao gém
viém gan bung phat (mdt sb truong hop dan dén t&r vong),
hoai t&r gan va suy gan (mot sb trudng hop t&r vong hodc
can phai ghép gan) da duoc bao céo khi st dung
celecoxib.

Bénh nhan c6 céc triéu ching va/hodc déu hiéu cta
suy gan hodc ngudi cé xét nghiém chirc ndng gan bat
thwong can duoc theo déi chat ché vé cac dau higu tién
trién trdm trong c&c phan (ng trén gan trong qua trinh didu
tri v&i celecoxib.

S dung véi céc thude chéng dong méu dwong udng:

Viéc s dung ddng thdi cac NSAID véi céc thube
chéng déng mau dwdng ubng lam ting nguy co chdy mau
va can phai than trong khi s& dung. Cac thuéc chéng déng
mau duong ubng bao gdm nhém w arfarin/coumarin va cac
thuéc chéng déng méau duwdng udng méi (nhu apixapan,
dabigatran va rivaroxaban). DA c6 bao céo vé trwdng hop
chdy mau nghiém trong trén cac bénh nhan dang dung
ddng thodi warfarin hodc céac chat tuong tw, trong dé cé
mot sb trwdng hop gay t& vong. Do da cé béo céo vé ting
thoi gian prothrombin (INR), can theo di tac dung chéng
dong/ thoi gian prothrombin & nhitng bénh nhan dang s
dung thubc chéng déng mau nhém w arfarin/coumarin sau
khi bat dau diéu tri cing véi celecoxib ho&c hiéu chinh liéu
cla céc thubc nay (xem phan Twong tac, twong ky cda
thuéc).

Viém khép tw phét thiéu nién khéi phéat toan than:

Can than trong khi dung thudéc NSAID bao gdm
celecoxib & bénh nhan bi viém khép tw phéat thiéu nién
khdi phéat toan than, do nguy co déong mau néi mach lan
tda. Bénh nhan bi viém khép tw phat thiéu nién khéi phat
toan than khi dung celecoxib phai dwgc theo ddi xem cé
phat trién cac xét nghiém déng mau bat thwong hay
khong.

Téng quan

Véi tac dung chéng viém, celecoxib cé thé lam mo
cac dau hiéu chan doan, vi du nhw triéu ching sét trong
chén doan nhiém tring.

Can tranh dung déng thodi celecoxib véi cac thube
NSAID khéng phai aspirin.

Sw trc ché CYP2D6

Celecoxib la chit ¢c ché CYP2D6 & mic do vira.
DPéi v&i nhitng thudc dwoc chuyén héa qua CYP2D6, can
phai gidm liéu cac thudc nay khi bat ddu st dung cling v&i
celecoxib hodc tang liéu cla cac thubéc nay khi dirng st
dung celecoxib (xem phan Twong tac, twong ky cda
thuéc).

Thanh phan ta4 dwoc cla thubc cé chia lactose nén
khong nén sk dung cho bénh nhan khéong dung nap
galactose, thiéu hut Lapp lactase, réi loan hap thu glucose-
galactose.

Str dung thuéc cho phu ni# cé thai va cho con bu:
- Kha ndng sinh san:

Dya trén co ché tac dung cla thubc, viéc s dung
cac NSAID, ké ca celecoxib, c6 theé gay tri hoan hoac ngan
can sw rung tring, dan dén hién tuong vo sinh c6 phuc hoi
6"m©t sO phu nCy. Nhirng phu n& kho thu thai hay dang
diéu tri vO sinh can can nhac viéc nging ding cac NSAID,
bao gom ca celecoxib.



- Phu nir c6 thai: Khdng c6 nghién ctru trén phu niv cé
thai. Mot s nghién cu trén dong vat cho thdy cé déc tinh
trén sinh san. Chwa c6 cac di liéu twong dwong trén
nguwoi.

Celecoxib, ciing nhw cac thubc tc ché tdng hop
prostaglandin khac, cé thé gay vé lwc co t& cung va déng
sém éng dong mach chd, nén tranh s dung celecoxib
trong quy 3 cua thai ky.

Chi nén dung celecoxib khi mang thai néu loi ich
tiém tang dbi voi me vuwot trdi nguy co tiém tang dbi véi
thai nhi.

Uc ché tbng hop prostaglandin cé th& gay anh
hwéng bét loi cho phu ni c¢6 thai. D liéu tir cac nghién
ctu dich t& hoc cho thdy viéc téng nguy co sdy thai tw
phat sau khi dung cac thubc wc ché tdng hop
prostaglandin trong giai doan s&m cula thai ky. Trén dong
vat, viéc st dung cac thuéc (e ché tdng hop prostaglandin
lam tang nguy co sdy thai & giai doan trwéc va sau khi
phéi lam tb.

- Phy né cho con bu: Cac nghién ctru trén chudt céng
cho thdy celecoxib dwoc bai tiét qua stra voi néng do
twong dwong véi ndng do trong huyét twong. O phu ni
cho con bl dung celecoxib, réat it celecoxib dwoc chuyen
vao trong sira. Vi nhitng tdc dung khdng mong muén tiém
tang cla celecoxib trén tré dang ba me, tuy theo lgi ich
mong mudn cuta thuéc ddi véi nguwdi me, nén can nhac
nging thuée hay ngirng cho con bu.

Anh hwéng cda thuéc 1én kha ndng lai xe, vdn hanh
may moc:

Chua c6 nghién ctiu vé anh huwdng cla celecoxib trén
kha nang lai xe va van hanh may méc, nhwng dwa trén cac
d&c tinh dwoc lwe hoc va md ta tbng quéat vé tinh an toan
cta thuée, cé thé coila thubc khéng anh huéng.

Twong téc, twong ky cda thuéc:
* Téng quan

Celecoxib chd yéu chuyén héa qua cytocrom P450
(CYP) 2C9 tai gan. Can than trong khi ding celecoxib trén
bénh nhan da hodc nghi ngd chuyén héa kém qua
CYP2C9 dua trén tién sir v&i cac co chét cla CYP2C9
khac vi cac bénh nhan nay cé thé c6 ndng dd celecoxib
trong huyét twong tang cao bat thwong do giam dd thanh
thai chuyén héa. Nén bét diu diéu tri voi liéu bing mot
nta lidu khuyén céo thdp nhét (xem phan Cach dung, liéu
dung va Chuyén héa).

Viéc dung déng thoi celecoxib véi cac chét e ché
CYP2C9 lam ting ndng dd cla celecoxib trong huyét
twong. Do d6, can phai gidm liéu celecoxib khi ding déng
thoi véi chét e ché CYP2C9.

Viéc dung déng thoi celecoxib véi cac chét cam tng
CYP2C9 nhw rifampicin, carbamazepin va barbiturat lam
gidm ndng dd cua celecoxib trong huyét twong. Do d6, can
phai tang liéu celecoxib khi dung déng thoi véi chét cam
trng CYP2C9.

Nghién ctu dwgc dong hoc lam sang va cac nghién
clru in vitro cho thdy méc du celecoxib khéng phai 1a co
chét nhung lai 1& chat tc ché CYP2D6. Do d6 cé thé
twong tac thudc in vivo véi cac thubc duoc chuyén héa
b&i CYP2D6.

* V6i céc thudc cu thé:

Tuong tac gitra celecoxib va warfarin hodc céac thuéc
twong tw (xem phan St dung véi cac thudc chéng déng
méau duong uéng).

Lithium: O cac déi twong khde manh, ndng do lithium
trong huyét twong ting khoang 17% khi dung ddng thoi
lithium v&i celecoxib. Can theo ddi chat ché bénh nhan
dang diéu tri bang lithium hodc ngirng st dung ddng thoi
V&I celecoxib.

Aspirin: Celecoxib khéng anh hudng dén tac dung
khang tiéu cau cla aspirin liéu thdp (xem phan Tac dung

trén hé tieu hoa). Vi khong c6 tac dung trén tiéu cau,
celecoxib khong phai la chat thay thé cho aspirin trong
diéu tri dw phong bénh tim mach.

Céc thudc chéng tang huyét ap bao gém thuée dc ché
men chuyén angiotensin (ACEl) va chét déi khang
angiotensin Il (duoc biét dén |a thuéc dc ché thu thé
angiotensin, ARB), cac thudc loi tiéu va céac thuéc chen thu
thé beta: Viéc (rc ché prostaglandin co thé lam giam tac
dung chéng tang huyét ap cla thuéc trc ché men chuyén
angiotensin (ACEl) v&/ hodc thubc déi khang angiotensin
Il, cac thudc loi tiéu va thudc chen thu thé beta. Can luu y
cac twong tac nay khi ding déng thoi celecoxib va thubc
rc ché men chuyén angiotensin ACEl v& ho&c thuéc dbi
khang angiotensin I, cac thudc loi tiéu va thudc chen thu
thé beta.

O bénh nhan cao tudi, nguoi bi gidm thé dich (ké ca
dang dung thuéc lgi tiéu hodc bi tbn thwong chic ndng
than, viéc dung dong thoi cac NSAID, bao gdm thudc Gc
ché chon loc COX-2, vé&i thubc (c ché men chuyén
angiotensin (ACHI), thubc déi khang angiotensin Il hoac
cac thubc loi tiéu c6 thé dan dén tdn hai chirc nang than
bao gdm ca& suy than cép tihh. Cac tac dung phu nay
thwong la cé thé phuc hdi. Do d6, can than trong khi st
dung ddng thoi celecoxib véi cac thubc nay. Bénh nhan
can dwoc bu da thé dich va theo d&i chirc ndng than khi
bat dau phac dd st dung phdi hop ciing nhw kiém soat
dinh ky sau do.

Két qua t& nghién ctu lisinopril: Trong mét nghién cu
lam sang kéo dai 28 ngay trén cac bénh nhan téng huyét
4p doan | va Il dbi chiing bang lisinopril, viéc st dung
celecoxib 200 mg, 2 lan/ngay khong lam ting huyét 4p tam
thu va tam trwong khi so sanh v&i nhém ching s dung
gid dwoc trong qué trinh kidm soat huyét ap 24 gid. Trong
nhém bénh nhan s dung déng thoi celecoxib 200 mg,
ngay 2 lan, 48% sb bénh nhan khéng dap (ng v&i lisinopril
trong 1&n tham kham cudi cung (nghia 1& huyét &4p tam
trwong Ién hon 90 mmHg ho&c huyét &p tam trwong téng
hon 10% so véi thdi diém ban dau), déi véi nhém s dung
gid dwoc con sé nay 1a 27%. Sw khac biét nay cé y nghia
vé mét thdng ké.

Cyclosporin: Vi cac NSAID c6 tac dung Ién céac
prostaglandin & than, cac thuéc ndy cé thé lam tang nguy
co nhiém doc than do cyclosporin.

Fluconazol va ketoconazol: Diing déng thdi fluconazol
iBu 200 mg, 1 lan/ngay lam tdng gap d6i ndng do
celecoxib trong huyét twong do fluconazol ¢6 tac dung G
ché men chuyén héa celecoxib CYP450 2C9. Nén bt
dau s dung celecoxib véi liéu bang nira lidu khuyén nghi
trén cac bénh nhan dang dung thudc cé tac dung tc ché
CYP2C9 nhu fluconazol (xem phan Cach dung, liéu
dung). Ketoconazol, mdt chat c ché CYP3A4, khong c6
tac dung (c ché chuyén hoa celecoxib dang k& trén lam
sang.

Dextromethorphan va metoprolol: Viéc st dung déng
thoi celecoxib 200 mg, ngay 2 1&n lam tang 1&n lwot 2,6
lAn va 1,5 lan néng dd cla  dextromethorphan va
metoprolol trong huyét twong (cac co chat cha CYP2D6).
Pidu nay la do celecoxib trc ché chuyé&n héa cia cac co
chét CYP2D6. Do d6, can phai gidm liéu céc thuéc 1a co
chét clia CYP2D6 khi bat dau st dung celecoxib déng thoi
va can ting liu céac thubc nay khi ngirng s dung
celecoxib (xem phan S¢» dung véi céc thudc chéng dong
méau dudng uéng).

Thuéc loi tiéu: Cac nghién ciu lam sang cho thdy rang
trén mot sé bénh nhan, NSAID c6 thé lam giam tac dung
tang thai natri qua nuwoc tidu cla furosemid va thiazid béng
cach trc ché téng hop prostaglandin & than.

Methotrexat: Khong c6 twong tac lam sang va dwoc

déng hoc quan trong gitta celecoxib va methotrexat trong
nghién ctu lam sang gilra hai thudc nay.



Cac thudc tranh thai dwong udng: Trong mét nghién
clru twong tac, celecoxib khéng c6 tac dung rd rang trén
lam sang voi dugc dong hoc cuda thubc tranh thai dwong
ubng loai két hop (1 mg norethindron/0,035 mg ethinyl
estradiol).

Cac thuéc khac: Chwa c6 bado céo tuwong tac quan
trong nao vé mat lam sang gitra celecoxib va thuéc khang
acid (nhém va magié), omeprazol, glibenclamid (glyburid),
phenytoin hoac tolbutamid.

* Twong ky cda thudc: Do khéng cé cac nghién ctu vé
tinh twong ky cla thudc, khéng trén Ian thubc nay véi cac
thubc khac.

Tac dung khdong mong muén cda thuéc (ADR):

The nghiém |am sang

Cac tac dung khéng mong mudn cla thudc (ADR)
trong bang 1 dwoi day dwoc xac dinh véi ti 1é Ién hon
0,01% trong nhém s dung celecoxib va cao hon so véi
nhoém st dung gid dwoc trong 12 tht nghiém lam sang co6
ddi ching véi gid dwoc vashodc véi thube that trong téi da
12 tuan diéu tri, v&i lidu ding hang ngay tr 100 mg dén
800 mg & ngudi Ion. Tan sudt cla cac tac dung khong
mong muén trong bang 1 dwoc cap nhat dya trén khado sat
gan day cla 89 ther nghiém 1am sang ngau nhién c6 dbi
chirng clia 38.102 bénh nhan st dung celecoxib. Tan suét
cla céac tac dung khéng mong mudn nay dwoc dinh nghia
nhw sau: rat thuong gap (> 10%), thudong gap (> 1% va <
10%), khong thwong gép (> 0,1% va < 1%), hiém gap (>
0,01% va < 0,1%) va réat hiém gap (< 0,01%). Cac tac
dung khéng mong muén & bang 1 dwoc liét ké theo hé co
quan va xép tht tw gidm dan theo tan suét.

Hiém gap Suy tim sung huyét, loan nhip,

nhip tim nhanh

RO loan mach

Thuong gap Tang huyét ap (bao gom tang
huyét &p tién trién)

Hiem gap Do mat

R6i lao hd hap, ving

ngwe Va trung that

Thuwong gap Ho

ROi loan tiéu hoa

Thuong géap Non, dau bung, tiéu chay, kho

tiéu, day bung

Loét da day, cac van dé vé
rang

Khong thwong gap

Hiém gap Loét ta trang, loét thwc quén

Rat hiem gdp Thang rudt, viém tuy

RO loan gan mat

Tang men gan (bao goém ting
enzym Alanin aminotransferase
va Aspartat aminotransferase

Khong thwong gép

R6i loan da va md duwéi
da
Thuong gap Ngra (bao gom nglra toan

than), phat ban

Khong thuong gap May day, bam méu

Hiém gap Phu mach, rung téc

Rat hiem gap Viém da bong nwéc

RO loan toan than va tai
cho dung thuoc

Thuong gép Phu ngoai bién

Khong thuong gép Phu mét, bénh gid cim
Ton thwong, nhiém doc

va tinh trang do tha thuét

gay ra

Khong thuong gap Tén thuong

Bang 1. Tac dung khdng mong muon cua thuoc tlr 12 thi
nghiém 1am sang c6 dbi ching voi gid duoc valhodc véi hoat
chat va tan suét cac tac dung khong mong muén tir 89 thir
nghiém 1&m sang ngdu nhién cé dbi ching lién quan dén sw
dau va viém véi lidu ding hang ngay tir 25 mg — 800 mg & dbi
twong nguoi lon.

Cac tac dung khéng mong mudn cidia thubc* thém vao
trong Bang 2 dwéi day dwgc xac dinh vaoi ti 1é Ion hon gia
dwoc trong cac nghién clru phong nglra polyp kéo dai tdi
da 3 ndm véi lidu dung hang ngay t 400 mg dén 800
mg. Céc tan suét cua tac dung khong mong mudn trong
bang 2 duwoc quyét dinh dwa trén nhitng nghién ctu
phong polyp trong thoi gian dai va dwgc dinh nghia nhw
sau: rat thuong gap (> 10%), thwong gap (> 1% va <

nhiém khudn duong ho hap
trén, nhiém khudn dudng tiét

Hé co quan Tac dung khdng mong muon . . B A e
Tan sudt 10%), khong thuong géap (> 0,1% va < 1%), céc tac
Nhiém  trung, nhigm  ky dung khdng mong muon trong bang 2 duoc liét ké theo hé
sinhtriing ’ co quan va xép th tw gidm dan theo tan suat.

Thuong gédp Viém phé quan, viém xoang, Bdng 2. Tac dung khong mong muon trong cac nghién clu

phong nglra polyp trong thoi gian téi da 3 nam véi lidu ding
hang ngay tr 400 mg — 800 mg

niéu. Hé co' guan Téc dung khong mong mudn
Khéng thuong gap Viém hong, viém mdi Tan suét
Roi loan hé tao mau va hé Nhiém trung va nhiém ky
bach huyét sinh
Khong thuong gap Thiéu méu Thudng gap Nhiém khuan tai, nhiém nam**
Hiém gdp Giam tiéu cau Khéng thuong gap Nhiém ~ Helicobacter,  Herpes
ROi loan hé mién dich zoster, viém quang, nhiém
Khong thuong gap Qua man khudn vét thuong, viem loi,
RGI loan tam than viém tai trong, nhiém khuén
Thuong gdp Mat ngu Khoi u lanh tinh, &c tinh
Khong thuong gap Lo lang va chua phan_loai
Hiém gép Trang thai i Ian Khong thuong gdp U mo
RGi loan hé than kinh Rai_loan tam than , ,
Thuong gap Chong mat Khong thuong gap ROi loan giat ngu
Khong thuong gap Tang trwong lvc co, buon ngd RO loan hé than kinh ‘
RGi loan mat Khong thwdpg gap Nhoi mau ndo
Khong thuong gap Nhin mo Roi loan mat
RO loan tai va tai trong Khong thwong gép Xuat huyet ket mac, dom den
Khong thudng gap U tai bay trudc mat

RO loan tim

RGi loan tai va tai trong

Khéng thwong gap Tim dap nhanh

Khong thuong gap Gidm thinh luc

ROI loan tim




Thwong gap

Nhoi mau co tim, dau that ngwc

Khéng thwong gap

Pau that ngyc thé khong 6n
dinh, thidu ndng van déng
mach, viva xo dong mach vanh,
nhip tim cham xoang, phi dai
tam thét

RGi loan mach

Rat thuong gap

Tang huyet ap*

Khéng thwong gap

Huyét khoi tinh mach séu, tu
mau

RGi lao hd hap, ving

ngwe va trung that

Thuong gap Kho thé
Khong thuong gép Khd phat am
RGi loan tiéu héa

Rat thuong gap Tiéu chay*

Thuong gdp

Buon ndn*, kho nudt, hoi ching
rudt kich thich, bénh trao ngwgc
da day thuc quan, budn nén,
bénh tli thira

Khong thwong gap

Tri xuat huyét, nhu dong rudt
thwong xuyén, loét miéng, viém
da day

ROi loan gan mat

Hiém gap

Tang men gan (bao gom tang
enzym Alanin  aminotransferase
va Aspartat aminotransferase

Roi loan da va md dwéi
da

Khong thuong gép

Viém da di (ng

R6i loan co xwong va md
lién ket

Thwong gap

Co that co

Khong thuong gép

Nang hoat dich

ROi loan than va tiét niéu

Thwong gap

Bénh sdi than

Khéng thuong gap

Ditieu dém

ROi loan tuyén va va hé
sinh san

Thwong gap

Xuat huyét a&m dao, viém tuyén
tien ligt, tang san tien liét tuyén
lanh tinh

Khong thuong gédp Nang budng trng, cac tridu
ching t&t kinh, cang nguc,
théng kinh

RO loan toan than va tai

ché ding thuéc

Khong thuong gép Phu

Céc xét nghiém

Thwong gap

Tang creatinin mau, tang khang
nguyén dac biét tien liét tuyen,
tang can

Khong thuong gédp

Tang kali mau, tang natri mau,
gidm testosteron mau, giam ti 1&
hong cau, tang hemoglobin

Ton thwong, nhiém  doc
va cac bién ching do thd
thuat gay ra

Khong thuong gédp

Gay chan,
xwong,
diet gan

gdy chi duwéi, gay
viém mom go xuong,

* Tdng huyét ap, non, tieu chay va tdng enzym gan duoc liét
kétrong Bang 2 vi cétan suat cao hontrong nhing nhién ciu
nay, kéo dai téi 3 ndm, so véi Bang 1 bao gém nhiing tac
dung khéng mong muodn tir cac nghién citru chi kéo dai 12
tuan.

* Chd yéu la nhiém ndm tai ché.

Bénh nhan nhi

N6i chung, cac tac dung khéng mong mudn quan séat
thdy trong nghién ctu then chét & tré em twong tw nhw
nhitng phan ¢ng gap trong nghién ctu viém khép & nguoi
I6n (xem bdng 1 va phan viém khép tw phéat thiéu nién).
Thém vao d6, sau day la nhitng tac dung khdéng mong
muén khong duoc liét ké trong bang 1 do cac nghién ctu
vién quan séat thdy cé thé lién quan dén celecoxib: dau ddu
(11,3%, rét thwong gap), tiéu ra mau (0,6%, it gap). So
sanh véi naproxen, celecoxib véi lidu 3 va 6 mg/kg, dung 2
lAn/ngay khong c6 anh hwdng cé hai [én sw phét trién va
trwdng thanh trong thoi gian nghién ctéu mi ddi 12 tuan.
Tac dung khéng mong muén duwoc bao céo sau khi luu
hanh

Cac tac dung khong mong mudn dwoc bao céo trong
qua trinh lvu hanh dwoc cung cép duoi day:

- M&c du nhitng tac dung khdng mong mubn nay duoc
xéc dinh théng qua qué trinh lvu hanh, tAn suét cda ching
cling dwgc danh gia tham khao tlr cac thl nghiém lam
sang. Nhu & trén, tAn suét cla cac tac dung khdng mong
mudn ndy dwa trén khdo sat cla cac thtr nghiém lam sang
trén 38.102 bénh nhan s dung celecoxib. Tan suédt cla
céc tac dung khong mong muén nay dwoc dinh nghia nhw
sau: rat thwong gap (> 10%), thwong gap (> 1% va <
10%), khong thuwong gdp (> 0,1% va < 1%), hiém gap (>
0,01% va < 0,1%) va rat hiém gap (< 0,01%), khdng duoc
biét (khong thé dw doan tir di¥ liéu hién co).

R&i loan hé mién djch: Rat hiém gap: cac phan (ng
kiéu phan vé.

R4i loan tam than: Hiém gap: do giac.

Réi loan hé than kinh: Rat hiém gap: xuét huyét no,
viém mang n&o vo6 khuan, méat vj giac, mat khiu giac.

R4i loan mét: it gap: viém két mac.

R4i loan mach: Rat hiém g&p: viém mach.

R4i loan ho hdp, nguc va trung that: Hiém gap: nghén
mach phdi, viém phdi.

R4i loan tiéu hoa: Hiém gap: xuat huyét tiéu héa.

Réi loan gan méat: Hiém gap: viém gan; Rét hiém gap:
suy gan, viém gan bung phat, hoai t& gan (xem phan Téac
dung trén gan), &> mat, viém gan tac mat, bénh vang da.

Réi loan da va md duoi da: Hiém gap: phan Gng nhay
cam voi anh sang; Rat hiém gap: héi ching Stevens-
Johnson, hong b:;m da dang, hoai te biéq bi nhiém doc,
phan tng do thudc kem theo tang bach cau wa eosin va
cac triéu ching toan than (DRESS hodc hdi ching qua
man), ngoai ban mun mi toan than cap tinh (AGEP), viém
da tr6c vay.

Réi loan than va tiét niéu: Hiém gap: suy than cép
(xem phan Tac dung trén thén), ha natri mau; Rat hiém
gap: viém than k&, hoi chirng than hw, viém cau than ton
thuwong ti thidu.

R&i loan tuyén va va hé sinh san: Hiém gap: rbi loan
kinh nguyét; Khong dwoc biet: roi loan kha nang sinh san
& phu ni (xem phan Stz dung thuéc cho phu ni#cé thai
va cho con ba).

R&i loan toan than va tai ché dung thuéc: it gap: dau
nguc.

Phu nr dw dinh c6 thai bi loai ra khéi cac thfy\nghié(n
nay, do dé viéc tham khao div liéu lam sang vé tan suat
cho céac tac dung khong mong mudn nay la khong phu
hop.

Thong bao ngay cho bac sihodc dwoc sinhing phan dng
¢6 hai gdp phai khi st dung thudc
Qua liéu va cach xwtri:

“Kinh nghiém lam sang vé tinh trang qua liéu con han
ché. Ding lieu don Ién t6i 1200 mg hoac da leu (2
lan/ngay) voi tdng liéu 1200 mg & ngudi khée manh khong
cho thay tac dung khdng mong muon nao c6 y nghia ve
mat lam sang. Trong trwong hop nghi ngo qua lieu, nén coé



cac bién phap hé tro vé y té thich hop. Tham phan khong
phai la bién phap hiéu qua dé loai bé thudc vi thude lién
két manh v&i protein.
Pac tinh dwoc luc hoc:

Nhém trj liéu: Cac coxib MO1AHO1

Co ché tac dung cla celecoxib 1a trc ché s téng hop
prostaglandin ban dau théng qua viec Gc ché enzym
cyclooxygenase-2 (COX-2). O ndng do diéu tri trén nguoi,
celecoxib khong &c ché enzym cyclooxygenase-1 (COX-
1). COX-2 dugc tao ta nhdm dap (ng véi tic nhan gay
viém. Didu nay dan dén viéc tdng hop va tich Iy cac
prostanoid gay viém, dac biét la prostaglandin E2, gay
viém, phi né va dau. Celecoxib c6 tdc déng nhu chéat
khang viém, gidm dau va ha nhiét trén cac loai dong vat do
ngan can qué trinh san xuét cac prostanoid gay viém
théng qua Grc ché COX-2. Trong u rudt két & loai dong vat,
celecoxib gidm ty & m&i méc va sy nhan Ién cla céc khdi
u.

Cac nghién cru in vivo va ex vivo cho thay celecoxib
c6 i luc rét thdp véi enzym COX-1. Vivay, & lidu diéu tri,
celecoxib khéng c6 tac dung trén cac prostanoid dugc
tdng hop nho hoat héa COX-1, do d6, khéng anh hudng
téi cac qud trinh sinh ly binh thwong lién quan dén COX-1
& cac md, dac biét vai da day, rudt va tiéu cau.

Nghién ctu lam sang

Thoai hoa khop (OA): Celecoxib da chirng minh c6
kha nang lam gidam dau khép ro rét so voéi gid duoc.
Celecoxib duwgc danh gia trong diéu tri cAc ddu hiéu va
triéu ching cua thoai héa khép gbi va hong trén khodng
4200 bénh nhan trong thtr nghiém 1am sang cé déi ching
bang gia dwoc va voi hoat chat khac trong thoi gian tdi da
12 tuan. O bénh nhan thoai héa khop, diéu trj bang
celecoxib 100 mg hai 1an méi ngay hodc 200 mg mét Ian
méi ngay gidp cai thién chi sé thoai héa khop WOMAC, 1a
chi s6 tdng hop céc dai lwong vé dau, ciing khép va chic
nang trong thoai hoéa khép. Trong ba nghién clu kéo dai
12 tudn vé dau kém theo buing phat thoai héa khop,
celecoxib lidu dung 100 mg hai 1&n méi ngay hodc 200 mg
hai 1an mdi ngay gilp gidm rd rét con dau trong vong 24-
48 gio sau liéu dung khéi dau. O liéu ding 100 mg hai 1&n
méi ngay hodc 200 mg hai lan mdi ngay, hiéu quad cua
celecoxib twong tw nhw hiéu qué cta naproxen 500 mg hai
lAn méi ngay. Liéu dung 200 mg hai 1an mdi ngay khoéng
mang lai thém lgi ich nao so véi liéu 100 mg hai lan MBi
ngay. Liéu dung mdi ngay tdng cong 200 mg da cho thay
c6 hiéu qud nhw nhau, di ding 100 mg hai 1&n méi ngay
hay 200 mg mét 1an méi ngay.

Viém khép dang thap (RA): Celecoxib d& dwgc ching
minh c6 kha nang lam gidm rd rét tinh trang nhirc/dau
khop va swng khdp so voi gid dwoc. Celecoxib dwoc danh
gid dé didu tri cac d4u hiéu va triéu chirng cda viem khop
dang thdp (RA) trén khodng 2100 bénh nhan trong thi
nghiém 1am sang cé dbi ching véi gid dwoc va véi hoat
chét khac trong thoi gian t6i da 24 tudn. Celecoxib cho
thdy hiéu qua vuot troi so voi gid dwoc trong cac nghién
clru ndy, bang cach s dung Chi sé dap &ng ACR20 (Hoi
Th&p khép hoc Hoa Ky 20), la chi sb tdng hop cac dai
lwong do lwong lam sang, xét nghiém va chirc nang trong
Viém khop dang thap. Liéu celecoxib 100 mg hai lan méi
ngay va 200 mg hai 1&n mdi ngay cé hiéu quad twong tw
nhau va ca hai déu twong duong véi naproxen 500 hai lan
mbéi ngay.

Méc di celecoxib 100 mg hai 1an méi ngay va 200
mg hai lAn mdi ngay cho thdy hiéu qua tdng thé nhw nhau,
mot sb bénh nhan da nhan dwoc lgi ich cao hon khi ding
liu 200 mg hai l&n méi ngay. Liéu 400 mg hai lan méi
ngay khéng mang lai thém lgi ich nao so véi lidu 100 mg
hay 200 mg hai Ian méi ngay.

Viém khép tw phat thiéu nién (JIA): Trong nghién clu
so sanh khong thua kém, da trung tam, nhdm song song,
c6 dbi ching bang hoat chat, mii déi, ngdu nhién, trong

thoi gian 12 tudn bao gdbm 242 bénh nhan tr 2 dén 17 tudi
bi viém khép tw phéat thiéu nién, & thé viém it khép, viem it
khép mé réng hodc da khop (cé yéu té thap khép dwong
tinh hodc am tinh), va viém khop tw phat thiéu nién khéi
phat toan than (v&i cac dic diém toan than hién tai bét
hoat), dwoc diéu tri bdng 1 trong céc phac dd sau:
celecoxib 3 mg/kg, ngay 2 lan (t6i da 150 mg/ngay);
celecoxib 6 mg/kg, ngay 2 lan (t6i da 300 mg/ngay);
naproxen 7,5 mg/kg, ngay 2 lan (t6i da 500 mg/ngay). Ty l&
dap ng dwa trén tiéu chi 30 Nhi khoa ACR, la tiéu chi
tbng hop do lwdng cac yéu té lam sang, xét nghiém va
chc ndng cda viém khép tw phéat thiéu nién (JIA). Ty 1
dap (ng 30 Nhi khoa ACR & tudn 12 Ia 69%, 80% va 67%
lAn Iwot cho cac nhém diéu tri bing celecoxib 3 mglkg,
celecoxib 6 mg/kg va naproxen 7,5 mg/kg, chirng minh
cad 2 lidu ddu khéng thua kém so v&i naproxen. Tinh 6n
dinh cla hiéu qua diéu tri dwoc quan sat trong 12 tuadn
nghién cu nhan mé& sau khi tién hanh nghién ctu mu doi
kéo dai 12 tudn ndi trén, trong dé 202 bénh nhan dwoc
nhan celecoxib 6 mg/kg dén téi da la 300 mg hai lan MBi
ngay.

Hiéu qua va sy an toan cla celecoxib déi véi viem
khép tw phat thiéu nién chua dwoc nghién ctu véi thoi
gian qua 6 thang. Boc tinh trén tim mach lau dai & tré em
khi str dung celecoxib chwa dwgc danh gia va khong rd
liéu nguy co lau dai cé thé sé gibng nhw da thdy trén
nguwoi tredng thanh st dung celecoxib hodac NSAID chon
loc va khéng chon loc COX-2 khac hay khéng (xem phan
T&c dung trén tim mach).

Gidm dau, ké cd dau bung kinh nguyén phat: Trong
cac md hinh gidm dau cép tinh trong con dau sau phau
thuat r&ng miéng, dau sau phau thuat chan thuong chinh
hinh va dau bung kinh nguyén phat, celecoxib lam giam
dau tlr vira dén nang theo danh gia cda bénh nhan. Liéu
don celecoxib gilp gidm dau trong vong 60 phuat (xem
phan Céach dung, liéu dung).

Viém cét séng dinh khép (AS): Celecoxib dwoc danh
gid & cac bénh nhan viém cot sbt dinh khép trong hai thir
nghiém 1am sang cé déi chirng véi hoat chét khac va voi
gid dwoc (naproxen va ketoprofen) trong thdi gian 6 va 12
tuan. Celecoxib & liéu 100 mg hai 1&an mdi ngay, 200 mg
hai 1&n méi ngay va 400 mg hai 1&n mdi ngay cho thay tac
dung vuot troi vé mat thdng ké so véi gid duoc trong cac
nghién ctu ndy, cho tit ca ba dai lwong chinh danh gia
hieu qua diéu tri gdm: thang diém (co-primary) danh gia
mirc d6 dau téng thé (Thang wéc lwong tryc quan), mic
dd hoat déng tdng th& cta bénh (Thang wéc luwong truc
quan) va suy gidm chic ndng (Chi sé chirc ndng viém cot
séng dinh khép Bath). Trong nghién ctu kéo dai 12 tuan,
khéng c6 sw khac biét v& mirc d6 cai thién & liéu celecoxib
tr 200 mg dén 400 mg khi so sanh muc thay ddi trung
binh so v&i ban dau, nhung c6 ty 1& phan tr&m bénh nhan
dap wng véi celecoxib 400 mg (53%) cao hon so voi
celecoxib 200 mg (44%), béng phwong phap Panh gia dwa
trén tiéu chi dap (ng trong viém coét séng dinh khép
(ASAS 20). Phuong phap ASAS 20 dinh nghia sy dap trng
la cai thién hon so v&i mirc ban dau ft nhat 1a 20% va mirc
cai thién tuyét déi it nhat 10 mm, trén thang do tr O dén
100 mm, trong it nhéat ba trong bén yéu té sau day: danh
gia tdng th& bénh nhan, dau, chi sé chrc nang viém cot
séng dinh khép Bath va viém. Phan tich trén nhitng nguoi
dap tng ciing cho thay khdng cé thay ddi ndo vé ti 1& dap
tng khi vwot qua 6 tuan.

Pac tinh dwot déng hoc:

* Hép thu:

Duwgc dong hoc cla celecoxib da dwoc danh gia trén
khodng 1.500 ngudi. Khi dung luc do6i celecoxib dé dang
duoc hap thu va dat ndng do dinh trong huyét twong sau
khodng 2-3 gid. Sinh kha dung dudng udng dang vién
nang & 99% so véi dang hdn dich (dang dudng ubng tdi
wu hién cé). Khi dwoc dung lic d6i, ca néng do dinh trong
huyét twong (Cma) va dién tich dudi dudng cong (AUC)



déu ty 1é voi liéu cho dén 200 mg, 2 lan/ngay; & liéu cao
hon ty 1& tang twong (rng cla Cnax Va AUC thap hon.
* Phan bé:

Ty & gan ket vGi protein huyét tvong (ty & nay
khong phu thuéc néng do) 1a khodng 97% & néng dé diéu
trj trong huyét twong va celecoxib khdng wu tién gan voi
hong cau.

* Chuyén héa:

Celecoxib dwgc chuyén héa chd yéu qua cytocrom
P450 2C9. Ba san phdm chuyé&n héa khéng c6 tac dung
c ché COX-1 hodc COX-2 dwoc nhan dién trong huyét
twong ngudi la ancol bac nhat, acid carboxylic twong (ng
va dang lién hgp v&i glucuronid cuda né.

Hoat tinh cla cytocrom P450 2C9 gidm & nguoi co
da hinh di truy&n va diéu nay dan dén giam hoat tinh cda
enzym, vi du ngudi déng hop t&r déi véi da hinh
CYP2C9*3.

Trong nghién ctru dwoc déng hoc cla celecoxib 200
mg dung 1 l&n/ngdy & nguoi tinh nguyén khde manh, c6
kiéu gen CYP2C9*1/*1, CYP2C9*1/*3 hoac CYP2C9*3/*3,
gia tri trung binh Cmax va AUCo-24 cla celecoxib vao ngay 7
lan lwot la xap xi gép 4 lan va 7 1an & nguoi co kidu
gen CYP2C9*3/*3 so voi cac kidu gen khac. Trong 3
nghién ctru don liéu riéng ré, cé tdng cong 5 ddi twong c6
kifu gen CYP2C9*3/*3, lidu don AUCoz4 liéu don tang
khodng 3 Ian so v&i ngudi chuyén héa binh thuwong. Uéc
tinh tan suét cda kiéu gen *3/*3 14 0,3% dén 1,0% gitra cac
nhém ching toc khac nhau.

Can than trong khi dung celecoxib & bénh nhan da
biét hodc nghi ngd c6 chuy&n héa CYP2C9 kém dua trén
tién s/kinh nghiém véi cac co chét khac clia CYP2CO.
Nén xem xét viéc bat dau diéu tri véi mot niva liéu khuyén
nghi thdp nhé&t (xem phdn Cach dung, liéu diung va
Twong tac, twong ky cda thuéc).

* Thai trer

Thai trir celecoxib chi yéu do chuyén héa qua gan
voi dudi 1% liéu dung duoc bai tiét nguyén dang qua
nwéc tidu. Sau khi diing da liéu, thdi gian ban thai & 8-12
gi va téc dd thanh thai khoang 500 mi/phit. Vé&i da liéu,
néng do thuéc trong huyét twong 6n dinh dat dwoc truéc
ngay th¢ 5. Bién thién gitta cac déi twong vé thong sb
dwgc dong hoc chinh (AUC, Cmax thdi gian ban thai) la
khodng 30%. Thé tich phan bé & trang thai 6n dinh trung
binh la khodng 500L/70kg & nguwdi trwdng thanh khoe
manh cho thdy sy phan bé rong khdp cla celecoxib vao
cac md. Cac nghién clru tién lam sang da xac dinh thubc
vuwot qua hang rao mau nao.

Anh huéng cia thic &n

Dung thuéc cling thirc &n (gidu chat béo) lam cham sy
hap thu th& hién qua Tmax dat duwoc sau khoang 4 gio va
sinh khd dung tdng 20% (xem phan Cach dung, liéu
dung).

O nguoi tinh nguyén khde manh, lwong hép thu toan
than (AUC) cuta celecoxib twong dwong gitva dang uéng
nguyén vién nang hodc dang hda tan trong nuédc sinh to
tao. Khong c6 sw thay dbi dang k& v& Cmax, Tmax hodc Tup
sau khi uéng nguyén vién hodc hoa tan vao nuéc sinh td
tao.

Cac nhom bénh nhan dac biét

- Nguwoi cao tudi: O nguoi trén 65 tudi, Crax V& AUC
cla celecoxib tang lén 1,5-2 I1an. Diéu nay chd yéu lién
quan dén can ndng chir khong do thay ddi vé& tudi tac,
néng do celecoxib cang cao hon & nhitng bénh nhan cé
can ndng cang thdp va do dé nhiing ngui I6n tudi cé can
nang trung binh thdp c6 ndng dod celecoxib cao hon nhivng
ngudi tré. Do vay, phu ni lén tudi cé xu hwéng cé néng
dd huyét twong cao hon dan 6ng Ién tudi. Néi chung,
khong thuc sw can didu chinh liéu. Tuy nhién véi cac bénh
nhan 1én tudi c6 can ndng duwdi trung binh (< 50 kg), nén
dung liéu khuyén nghi thdp nhét.

- Tré em: Dwgc déng hoc & trang thai 6n dinh cla
celecoxib dung & dang hén dich uéng dwoc danh gia &
152 bénh nhan viém khép tw phat thiéu nién tr 2 tudi dén
17 tudi c6 can nang > 10 kg bi viem khép tw phét thiéu
nién (c6 yéu té thdp dwong tinh hodc am tinh) & mdt hodc
vai khép, thé mé réng hodc da khép va bénh nhan bj viem
tw phéat thiéu nién khdi phat toan than (véi cac déc diém
hién tai toan than béat hoat). Phan tich dwoc déng hoc
quan th& chi ra rdng do thanh thai dwong udng (khong
diéu chinh theo can nidng) cla celecoxib tang voéi ti 1& it
hon so v&i mirc tang can nang, véi bénh nhan 10 kg va 25
kg dw doan c6 do thanh thai lan lwot gidm 40% va 24% so
v&i bénh nhan viém khép dang thap ndng 70 kg.

Ding vién nang 50 mg, 2 lan/ngay cho bénh nhan
viém khép tw phéat thiéu nién cé can néng tir 10 — 25 kg va
dung vién nang 100 mg cho bénh nhan viém khép tw phat
thiéu nién c6 can nang tlr 25 kg trd lén dat dwoc ndng dod
huyét twong twong tw nhw ndng dé huyét twong trong thi
nghiém lam sang, diéu nay chi ra réng tac dung khi ding
celecoxib khéng thua kém khi diing naproxen liéu 7,5 mg,
2 lan/ngay (xem phan Cach dung, liéu dung). Celecoxib
chua dwgc nghién ctu & bénh nhan viém khép ty phat
thiéu nién dwéi 2 tudi, bénh nhan can nang duwdi 10 kg
(22Ibs) hoac trong thoi gian qua 24 tuan.

- Chdng téc: Phan tich tdng hop vé& cac nghién ctu
duwgc dong hoc da dy doan ty 1& AUC cua celecoxib voi
ngudi da den cao hon khoang 40% so vé&i ngudi da tréng.
Nguy&n nhan va y nghia lam sang cla van d& nay van
chwa dwoc biét.

- Suy gan: Ndng do huyét twong cla celecoxib & céc
bénh nhan suy gan nhe (Chl|d Pugh loai A) khong khac
biét dang k& so véi ndng do & nhém déi chirng cung tudi
va gi¢i tihh. O cac bénh nhan suy gan vira (Child-Pugh
loai B), ndng d6 celecoxib huyét thanh gap khoadng 2 lan
néng do6 so véi nhém dbi ching twong (ng (xem phan
Cach dung, liéu dung).

- Suy than: O ngudi tinh nguyén cao tudi bj giam toc
d6 loc cau than (GFR) do tudi (GFR trung binh >
65 mi/phat/1,73 m?) va bénh nhan suy than man tinh 6n
dinh (GFR 35 - 60 ml/phut/1,73 mz) dwoc dong hoc cua
celecoxib twong dwong véi bénh nhan cé chic nang than
binh thuwdng. Khéng c6 lién hé dang k& nao dwoc tim thay
gitba creatinin huyét thanh (hodc hé sé thanh thai creatinin)
va dd thanh thai celecoxib. Suy than nang khéng thay dbi
do6 thanh thai celecoxib do duwdng thai trir chinh cla thudc
la qua chuyén héa tai gan thanh dang khéng hoat tinh.

- Anh hudng trén than: Vai tro twong dbi cia COX-1 va
COX-2 trong sinh ly than chuwa duwoc biét day da.
Celecoxib gidm thai trir qua than cla PGE, va 6-keto PGF,
(modt chét chuyén héa cla prostacyclin) nhung khéng anh
hwéng dén thai triy thromboxan B, huyét thanh va 11-
dehydro-TXB;, mdt chat chuyén héa cla thromboxan (déu
la san phdm ctia COX-1). CAc nghién clu riéng hiét cho
thdy celecoxib khoéng lam gidm GFR & bénh nhan lon tudi
hodac bénh nhan suy than man. Cac nghién ctu nay cling
cho thdy c6 sw giam nhe bai tiét natri. Trong cac nghién
clru trén bénh nhan viém khoép, ty 1& phu mach ngoai vi da
duoc quan sat thdy la twong dwong véi ty 1& nay & bénh
nhan dung cac thudéc (rc ché COX khéng déc hiéu (ciing
c6 thc dong e ché COX-2). Piéu nay dé& thay nhat & cac
bénh nhan dang diéu tri k&t hop voi thubc loi tiéu. Tuy
nhién, khéng thdy ting ty I& tang huyét 4p va suy tim, tinh
trang pht mach ngoai vi thuéng nhe va tw hét.

Qui cach dbéng goi:

- Hop 10 vix 10 vién nang cing.

Diéu kién bdo quan cda thuéc: Bao quan thubc noi kho,
nhiét do khong qua 30°C, tranh anh sang.

Han dung cda thuéc: 36 thang k& tlr ngay san xuét.

Tiéu chudn chét lwong cda thudc: TCCS

Tén, dia chi ctia co'sé san xuét thuéc:
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