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4.2,

CELEBREX®

Rx
CANH BAO DAC BIET:

Thuoc nay chi dung theo dan cua bac si.

Doc ky huong dan sir dung trudc khi dung.

Khong dung qua lieu chi dinh.

Thong bao cho bac si nhung tac dung khong mong muon gap phai khi su dung thuoc.
Neu can them thong tin xin hoi y kien bac sT.

Khong su dung thuoc da qua han dung.

Be xa tarn tay tre em.

TEN SAN PHAM
CELEBREX®

THANH PHAN DINH LITONG VA DINH TINH

M®6i vien nang 200 mg chua 200mg celecoxib.

DANG BAO CHE
Vien nang cung dung ducmg uong.

Vien nang 200 mg mau trang due, co 2 dai mau vang, in 7767 va 200.

DAC TINH LAM SANG
Chi dinh dieu trj
*Bieu trj trieu chung cua thoai hoa khdp (OA) va viem khop dangtdMp (RA).

» Giam nhe cac dau hieu va trieu chung cua viem khop tir phat thieu nien (J1A) a benh
nhan 2 tuoi trb len can nang toi thieu 10 kg

» Giam nhe cac dau hieu va trieu chung cua viem cot song dinh khop
» Kiem soat dau cap tinh

« Bieu tri thong kinh nguyen phat.

Lieu dung va each dung

Vien nang Celecoxib, vdi lieu dung den 200 mg x 2 lan/ngay co the dung cung thuc an
hoac khong.

Bo cac nguy co voi tim mach cua celecoxib co the tang theo lieu va thbi gian dung thuoc,
nen dung lieu thap nhat trong thbi gian ngan nhat co the.
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Ngudi lon:

Diiu tri trieu chimg trong thoai hoa khop (OA): lieu khuyen nghi cua celecoxib la 200 mg
dung lieu don hoac 100 mg, 2 lan moi ngay.

Diiu trj trieu chimg trong viem kh&p dang thap (RA): lieu khuyen nghi cua celecoxib la
100 mg hoac 200 mg 2 lan moi ngay.

Viem cot song dinh khop (AS): lieu khuyen nghi cua celecoxib la 200 mg dung lieu don
hoac 100 mg 2 lan moi ngay. Mot so benh nhan co the tot hem neu dung tong lieu moi
ngay 400 mg.

Kiem soat dau cap tinh: lidu khoi dau theo khuyen cao cua celecoxib la 400 mg, dung
them mot lidu 200 mg trong ngay dau tien neu can thiet. Trong cac ngay tiep theo, lieu
khuyen nghi la 200 mg 2 lan moi ngay khi can.

Diiu tri dau bung kinh nguyen phat: lieu khoi dau theo khuyen cao cua celecoxib la 400
mg, dung them mot lieu 200 mg trong ngay dau tien neu can thiet. Trong cac ngay tiep
theo, lieu khuyen nghi la 200 mg 2 lan moi ngay khi can.

Nhung ngudi co chuyin hoci kem CYP2C9: Nhung benh nhan da biet hoac nghi ngd
chuyen hoa kem qua CYP2C9 dua tren tien su/ kinh nghiem vdi cac co chat khac cua
CYP2C9 cdn than trong khi dung celecoxib. Bat dau dieu tri vdi lieu bang M lieu khuyen
nghi thap nhat. (Xem phan 4.5 Tmmg tac vdi cac thuoc khac va cac dang tmmg tac
khac va 5.2: Chuyen hoa).

Ngudi cao tuoi

Nhin chung khong phai dieu chinh lieu. Tuy nhien, vdi cac benh nhan cao tuoi co can
nang duoi 50 kg, nen bat dhu dieu tri vdi lieu khuyen nghi thap nhat.

Treem
Viem khop tuphat thieu nien (JIA)

Benh nhan nhi (2 tuoi trd len) Lieu luong
>10 kg den <25 kg Vien nang 50 mg, hai lan moi ngay
>25 kg Vien nang 100 m §,\*yan moi ngay

Celecoxib da duoc nghien cuu d cac benh nhan viem khop twr phat thieu nien tu 2 den 17
tuoi. Tinh an toan va hieu qua cua celecoxib d tre em chua duoc nghien cuu trong thdi
gian tren 6 thang hoac d benh nhan co can nang dudi 10 kg (22 Ibs) hoac d benh nhan vdi
bidu hien phat benh toan than. (Xem phan 5.1 Nghien cihi lam sang).

Cach dung

Vdi benh nhan kho nudt vien nang, co the cho luong thuoc trong vien vao nude sinh to
tao, chao, sua chua hoac chuoi nghien nat de uong cung. Khi do, phai cho toan bo lupng
thuoc vao khoang mot thia nho nude sinh to tao, chao, sua chua hoac chuoi nghien nat d
nhiet do phong va phai uong ngay vdi nude. Luong thuoc da tron vdi nude sinh to tao,
chao hoac sua chua 6n dinh trong khoang 6 gid khi bao quan trong tu lanh (2°C-8°C/35°F-
45°F). Khong duoc bao quan trong tu lanh luong thuoc da tron vdi chuoi nghien nat va
phai uong ngay.
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4.4,

Sity gan: Khong din dibu chinh lieu vdi cac benh nhan suy gan nhe (Child-Pugh nhom A).
Dung celecoxib theonira lieu khuyen nghi cho cac benh nhan viem khop hoac bi dau trong
suy gan vua (Child-Pugh nhom B).

Chua co cac nghien cuu tren cac benh nhan suy gan nang (Child-Pugh nhom C). (Xem
phan 4.4 Tac dong tren gan).

Sny than: Khong can chinh lieu vdi cac benh nhan suy than vua va nhe. Chua co cac
nghien cuu lam sang tren cac benh nhan suy than nang (xem phan 4.4 Tac dong tren
than).

Dung kit hap vaifluconazol: Nen dung celecoxib vdi nua lieu khuyen nghi tren nhung
benh nhan dang dieu tri vdi fluconazol, mot chat uc che CYP2C9. Can than trong khi
dung ket hop celecoxib vdi cac chat uc che CYP2C9 (xem phan 4.5 Tmmg tac vdi cac
thuoc khac va cac dang tmmg tac khac).

Chong chi djnh
Celecoxib chong chi dinh doi vdi:

Benh nhan co tien sulqua man vdi celecoxib hoac bat ky thanh phan nao cua
thuoc.

Benh nhan co tien sir qua man vdi sulfonamid.

- Benh nhan co tibn sir hen, me day hoac co cac phan ung kieu di ung sau khi dung
acid acetylsalicylic (ASA [aspirin]) hoac cac thuoc khang viem khong steroid khac
(cac NSAID), bao gom cac thuoc uc che dac hieu cyclooxygenase-2 (COX-2)
khac.

- Dieu tri dau trong phau thuat ghep mach dong mach vanh nhan tao (CABG) (xem
phan 4.4 Canh bao va than trong dac biet khi su’ dung).

Canh bao va than trong dac biet khi sir dung
Tac dung tren tim mach:

Huyet khdi tim mach: Celecoxib co the gay tang nguy co huyet khoi tim mach nghiem
trong , nhdi mau co' tim, va dot quy, la nhung bien co co the gay tu vong. Tat ca cac
NSAID co thb co chung nguy co' nay. Nguyco nay co the tang theo lieu dung, thbi gian
dung va cac yeu to nguy co tim mach cua ban than. Benh nhan vdi tien sudMih tim mach
co the co nguy co cao hon. Be giam thieu nguy co co the xay ra tac dung khong mong
muon tren tim mach d benh nhan dieu tri vdi celecoxib, nen dung lieu thap nhat co hieu
gua va trong thbi gian ngan nhat co the. Thay thuoc va benh nhan can canh giac vdi su
tien trien cua cac bien co nay, ngay ca khi khong co cac trieu chung ve tim mach trudc do.
Benh nhan can duoc thong bao ve cac dau hieu va trieu chung cua cac doc tinh nghiem
trong tren tim mach va cac budc xir ly khi chung xay ra (xem phan 5.1 Bac tinh dime lire
hoc).

Hai thu nghiem lam sang ldn, co doi chung cho thay co sir tang ty le nhoi mau co tim va
dot quy khi sb dung mot NSAID khac tac dong chon loc tren COX-2 de dieu tri dau trong
10-14 ngay dau sau khi phau thuat ghep mach dong mach vanh nhan tao (CABG) (xem
phan 4.3 Chong chi dinh).
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Celecoxib khong phai la chat thay the cho acid acetylsalicylic trong dwr phong cac benh
tac nghen- huyet khoi tim mach do thieu tac dong tren chuc nang tieu cau. Bbi vi
celecoxib khong u'c che sir ket tap tieu cau, do do khong nen ngung cac tri lieu khang tieu
cau (vi du acid acetylsalicylic) khi dang dung celecoxib.

Tang huyet dp: Cung nhu tat ca cac NSAID khac, celecoxib co the lam khoi phat con tang
huyet ap hoac lam nang them tinh trang tang huyet ap von co, ca hai yeu to nay deu co the
lam tang nguy co xay ra cac bien co tim mach. Can than trong khi dung cac NSAID, ke ca
celecoxib, tren benh nhan tang huyet ap. Can theo doi huyet ap chat che khi bat dau dieu
tri vdi celecoxib cung nhu trong suot thbi gian dieu tri.

U dich vaphii: Cung giong nhulcac thuoc co tac dung uc che sir tong hop prostaglandin,
phu ne va u dich da duoc quan sat tren mot so benh nhan dang dung celecoxib. Do do, can
theo doi chat che cac benh nhan bi suy tim sung huyet hoac tang huyet ap tu trubc. Nen
than trong khi dung celecoxib tren benh nhan da bi ton thuong chuc nang tim, phu hoac
cac tinh trang khac co the bi tram trong hon do u djch va phu ne, bao gom nhung benh
nhan dang dung thuoc loi tieu hoac co nguy co giam the tich mau.

Tac dung tren duong tieu hoa

Thung, loet hoac chay mau du'bng tieu hoa tren va dudi da xay ra vdi cac benh nhan dung
celecoxib. Nhung benh nhan co nguy co gap phai nhung bien chung du'bng tieu hoa nay
khi dung cac thuoc NSAID hau het la ngudi cao tuoi, benh nhan bi cac benh tim mach,
benh nhan dang dung aspirin, cac glucocorticoid, hoac cac NSAID khac, benh nhan su
dung ruou, hoac benh nhan co tien su' hoac dang bi cac benh duong tieu hoa tien trien nhu
loet, cac tinh trang chay mau hoac viem du'bng tieu hoa. Hau het cac bao cao ngau nhien
ve cac trubng hop tu vong do bien chung tieu hoa co lien quan den celecoxib xay ra b
ngubi cao tuoi hoac cac benh nhan co the chat yeu.

Tac dung tren than

Cac NSAID bao gom celecoxib co the gay doc cho than. Cac thu nghiem lam sang da chi
ra celecoxib co cac tac dung tren than tuong tu nhu cac NSAID khac. Benh nhan co nguy
co nhiem doc than cao nhat la ngubi suy chuc nang than, suy tim, suy chuc nang gan va
ngubi cao tuoi. Can theo doi can than cho nhung benh nhan nay khi dieu tri blng
celecoxib.

Can than trong khi bat dau dieu tri cho benh nhan mat nude. Trirdc tien
benh nhan roi mdi bat dau dieu tri bang celecoxib.

Benh than tien trien

Can theo doi chat che chuc nang than b benh nhan bi benh than tien trien dieu tri bang
celecoxib (xem phan 4.2 Lieu dung va each dung).

Phan ung dangphan ve

Cung nhu cac thuoc NSAID noi chung, cac phan ung dang phan ve co xay ra b cac benh
nhan dung celecoxib (xem phan 4.3 Chong chi dinh).

Cacphan ung nghiem trong tren da

Cac phan ung nghiem trong tren da, mot so co the dan den tu vong, bao gom viem da troc
vay, hoi chung Stevens-Johnson va hoai tu bieu bi nhiem doc, da duoc bao cao nhung rat
hiem gap trong viec su dung celecoxib. Benh nhan thubng co nguy co cao vdi cac bien co
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nay trong giai doan sdm cua qua trinh dieu tri, hau het cac trirdng hap nay xay ra chu yeu
trong thang dieu tri dau tien. Can ngung dung celecoxib ngay khi xuat hien man do da, ton
thuong niem mac hoac bat ky dau hieu qua man nao.

Tac dung tren gan

Chua co nghien cuu tren cac benh nhan suy gan nang (Child-Pugh nhom C). Khong sir
dung celecoxib tren benh nhan suy gan nang. Can than trong khi sir dung celecoxib tren
benh nhan suy gan vua (Child-Pugh nhom B) va nen bat dau vdi lieu bang nira lieu
khuydn cao (xem phan 4.2 Lieu dung va each dung).

Rat It cac phan ung nghiem trong tren gan, bao gom viem gan bung phat (mot so trudng
hop dan din tir vong), hoai tir gan va suy gan (mot so trudng hop gay tir vong hoac can
phai ghep gan) da duoc bao cao khi sir dung celecoxib.

Benh nhan co cac trieu chirng va/hoac dau hieu cua suy gan hoac ngudi co xet nghiem
chuc nang gan bat thuong cln duoc theo doi chat che ve cac dau hieu tien trien tram trong
cac phan ung tren gan trong qua trinh dieu tri vdi celecoxib.

Su dung vai cac thuoc chong dong mau duong uong

Vide sir dung ddng thdi cac NSAID vdi cac thuoc chong dong mau duong uong lam tang
nguy co chay mau va edn phai than trong khi sir dung. Cac thuoc chong dong mau duong
udng bao gom nhom warfarin/coumarin va cac thuoc chong ddng mau duong uong mdi
(nhu apixapan, dabigatran va rivaroxaban). Da co bao cao ve trudng hop chay mau
nghiem trong tren cac benh nhan dang dung ddng thdi warfarin hoac cac chat tuong tul
trong do co mot so trudng hop gay tir vong. Do da co bao cao ve tang thdi gian
prothrombin (INR), can theo doi tac dung chong dong/thdi gian prothrombin d nhung
benh nhan dang sir dung thude chong ddng mau nhom warfarin/coumarin sau khi bat dau
didu tri cimg vdi celecoxib hoac hieu chinh lieu cua cac thuoc nay (xem phan 4.5 Tmmg
tac vdi cac thuoc khac va cac dang tuong tac khac).

Viem khcrp tu phat thieu nien khoi phat toan than

Can than trong khi dung cac thuoc NSAID bao gom celecoxib d benh nhan bj viem khop
tu phat thieu nien khoi phat toan than, do nguy co ddng mau noi mach lan toa. Benh nhan
bi viem khop tir phat thidu nien khoi phat toan than khi dimg celecoxib phai duoc theo doi
xem co phat tridn cac xet nghiem ddng mau bat thuong hay khong.

Tong quan

Vdi tac dung chong viem, celecoxib co the lam md cac dau hieu chan
trieu chung sot trong chan doan nhiem trung.

Can tranh dung ddng thdi celecoxib vdi thuoc NSAID khong phai aspirin.
Su uc che CYP 2D6

Celecoxib la chit uc chd CYP2D6 d muc do vua. Doi vdi nhung thuoc duoc chuyen hoa
gua CYP2D6, can phai giam lieu cua cac thuoc nay khi bat dau su dung cung vdi
celecoxib hoac tang lidu cua cac thuoc nay khi dung su dung celecoxib (xem phan 4.5
Tuong tac vdi cac thuoc khac va cac dang tuong tac khac).

Tuong tac vdi cac thuoc khac va cac dang tuong tac khac

long quan
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Celecoxib chu yeu chuyen hoa qua cytocrom P450 (CYP) 2C9 tai gan. Can than trong khi
dung celecoxib tren benh nhan da hoac nghi ngd chuyen hoa kem qua CYP2C9 dua tren
tidn sir vdi cac co chat cua CYP2C9 khac vi cac benh nhan nay co the co nong do
celecoxib trong huyet tuong tang cao bat thuong do giam do thanh thai chuyen hoa. Nen
bat dau dieu tri vdi lieu bang mot nua lieu khuyen cao thap nhat (xem phan 4.2 Lieu dung
va each dung va 5.2 Chuyen hoa).

Viec dung dong thdi celecoxib vdi cac chat tre che CYP2C9 lam tang nong do cua
celecoxib trong huyet tuong. Do do, can phai giam lieu celecoxib khi dung dong thdi vdi
chat uc chd CYP2C9.

Viec dung dong thdi celecoxib vdi cac chat cam ung CYP2C9 nhu rifampicin,
carbamazepin va barbiturat lam giam nong do cua celecoxib trong huyet tuong. Do do,
can phai tang lieu celecoxib khi dung dong thdi vdi chat cam ung CYP2C9.

Nghien cuu dupe dong hoc lam sang va cac nghien cuu in vitro cho thay mac du
celecoxib khong phai la co chat nhung lai la chat uc che CYP2D6. Do do co the co tuong
tac thuoc in vivo vdi cac thuoc dupe chuyen hoa bdi CYP2D6.

Vai cac thuoc cu the

Tuong tac giua celecoxib va warfarin hoac cac thuoc tuong tu: (xem phan 4.4 Su dung
vdi cac thuoc chong ddng mau duong uong).

Lithium: Q cac doi tuong khoe manh, nong do lithium trong huyet tuong tang khoang
17% khi dung dong thdi lithium va celecoxib. Can theo doi chat che benh nhan dang dieu
tri b8ng lithium khi bat dau hoac ngung su dung ddng thdi vdi celecoxib.

Aspirin: Celecoxib khong anh hudng den tac dung khang tieu cau cua aspirin lieu thap
(xem phan 4.4: Tac dung tren he tieu hoa). Vi khong co tac dung tren tieu cau, celecoxib
khong phai la chdt thay the cho aspirin trong dieu tri du phong benh tim mach.

Cac thuoc chong tang huyet dp bao gom thuoc uc che men chuyen angiotensin (ACEI) va
chat doi khang angiotensin Il (dupe biet den la thuoc uc che thu the angiotensin, ARB),
cac thuoc loi tieu va cac thuoc chen thu the beta: Viec uc che prostaglandin co the lam
giam tac dung chong tang huyet ap cua thuoc uc che men chuyen angiotensin (ACEI)
va/hoac thuoc doi khang angiotensin Il, cac thuoc Ipi tieu va cac thuoc chen thu the beta.
Can luu y cac tuong tac nay khi dung ddng thdi celecoxib va thuoc uc che men chuyen
angiotensin ACEI va/hoac cac thuoc doi khang angiotensin Il, cac thuoc Ipi tieu va cac
thuoc chen thu the beta.

A cac benh nhan cao tuoi, ngudi bi giam the dich (ke ca dang dung thuoc Ipi tiei'i) hpac bj
ton thuong chuc nang than, viec dung ddng thdi cac NSAID, bao gom thuoc ucEche chon
loc COX-2, vdi thuoc uc che men chuyen angiotensin (ACEI), thuoc doi khang
angiotensin Il hoac cac thuoc Ipi tieu co the dan den ton hai chuc nang than bao gom ca
suy than cap tinh. Cac tac dung nay thuong la co the phuc hoi. Do do, can than trong khi
su dung ddng thdi celecoxib vdi cac thuoc nay. Benh nhan can dupe bu du the djeh va
theo doi chuc nang than khi bat dau phac do su dung phoi hop cung nhu kiem soat dinh
ky sau do.

Ket qua tir nghien cuu lisinopril: Trong mot nghien cuu lam sang keo dai 28 ngay tren cac
benh nhan tang huyet ap giai doan | va Il doi chung bang lisinopril, viec su dung
celecoxib 200mg 2 lan/ngay khong lam tang huyet ap tarn thu va tarn truong khi so sanh
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vai nhom chung su dung gia duoc trong qua trinh kiem soat huyet ap 24 gid. Trong nhom
benh nhan su dung dong thdi vdi celecoxib 200mg ngay 2 lan, 48% so benh nhan khong
dap ung vdi lisinopril trong lan tham kham cuoi cung (nghTa la huyet ap tarn truong Idn
hon 90 mmHg hoac huyet ap tarn truong tang hon 10% so vdi thdi diem ban dau), doi vdi
nhom su dung gia duoc con so nay la 27 %. Sir khac biet nay co nghTa ve mat thong ke.

Cyclosporin: Vi cac NSAID co tac dung len cac prostagladin d than, cac thuoc nay co the
lam tang nguy co nhiem doc than do cyclosporin.

Fluconazol va ketoconazol: Dung dong thdi fluconazol lieu 200mg, 1 lan/ngay lam tang
gdp doi nong do celecoxib trong huyet tuong do fluconazol co tac dong uc che men
chuyln hoa celecoxib CYP P450 2C9. Nen bat ddu su dung celecoxib vdi lieu bang nua
lieu khuyen nghi tren cac benh nhan dang dung thuoc co tac dung uc che CYP2C9 nhu
fluconazol (xem phan 4.2 Lieu dung va each dung). Ketoconazol, mot chat uc che
CYP3A4, khong co tac dung uc che chuyen hoa celecoxib dang ke tren lam sang.

Dextromethorphan va metoprolol: Viec sir dung dong thdi celecoxib 200mg ngay 2 lan
lam tang Idn luot 2,6 lan va 1,5 lan ndng do cua dextromethorphan va metoprolol trong
huyet tuong (cac co chat cua CYP2D6). Dieu nay la do celecoxib uc che chuyen hoa cua
cac co chdt cua CYP2D6. Do do, can phai giam lieu cac thuoc la co chat cua CYP2D6 khi
bit dau sir dung celecoxib ddng thdi va can phai tang lieu cac thuoc nay khi ngung su
dung celecoxib (xem phan 4.4 Sir dung vdi cac thuoc chong ddng mau duong uong).

Thudc lai tieu: Cac nghien cuu lam sang cho thay rang tren mot so benh nhan, NSAID co
the lam giam tac dung tang thai natri qua nude tieu cua furosemid va thiazid bang each uc
chd tong hop prostaglandin d than.

Methotrexat: Khong co cac tuong tac lam sang va duoc dong hoc quan trong gifta
celecoxib va methotrexat trong nghien cuu lam sang giua hai thudc nay.

Cac thuoc tranh thai duong uong: Trong mot nghien cuu tuong tac, celecoxib khong co
tac dung rd rang tren lam sang vdi duoc dong hoc cua thudc tranh thai duong uong loai
ket hop (1 mg norethindron/0,035 mg ethinyl estradiol).

Cac thuoc khac: Chua co bao cao tuong tac quan trong nao ve mat lam sang gitra
celecoxib va thudc khang acid (nhom va magie), omeprazol, glibenclamid (glyburid),
phenytoin hoac tolbutamid.

Anh hirdng den kha nang sinh san, phu nir co thai va thdi ky cho con bu
Kha ndng sinh san

Dira tren co che tac dung cua thudc, viec sir dung cac NSAID, ke ca celecoxib)ycAthAgay
tri hoan hoac ngan can sir rung trung, dan den hien tuong vo sinh co hoi phuc”dimot so
phu nu. Nhung phu nu Icho thu thai hay dang dieu tri vo sinh can can nhac viec ngung
dung cac NSAID, bao gom ca celecoxib.

Phu nu co thai

Khong co nghien cuu tren phu ntr co thai. Mot so nghien cuu tren dong vat cho thay co
doc tinh tren sinh san (xem phan 5.3 Dir lieu an toan tien lam sang). Chua co cac du lieu
tuong duong tren ngudi.
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Celecoxib, cung nhu cac thuoc uc che tong hop prostaglandin khac, co the gay vo lire co
tu cung va dong sbm ong dong mach chu, nen tranh sir dung celecoxib trong quy 3 cua
thai ky.

Chi nen dung celecoxib khi mang thai neu Ipi ich tiem tang doi vbi ngubi me vupt troi
nguy co tiem tang doi voi thai nhi.

Ut che tong hop prostaglandin co the gay anh hubng bat Ipi cho phu ntr mang thai. Du
lieu tu cac nghien cuu dich te hoc cho thay viec tang nguy co say thai tu phat sau khi
dung cac thubc ire che tong hop prostaglandin trong giai doan som cua thai ky. Tren dong
vat, viec sir dung cac thuoc ire che tong hop prostaglandin lam tang nguy co say thai b
giai doan trubc va sau khi phoi lam to.

Phu nu cho con bit

Cac nghien cuu tren chuot cong cho thay celecoxib dupe bai tiet qua sua voi nong do
tuong duong voi nong do trong huyet tuong. d phu nu' cho con bu dimg celecoxib, rat it
celecoxib dupe chuyen vao trong sua. Vi nhung tac dung khong mong muon tiem tang
cua celecoxib tren tre dang bu me, tiiy theo Ipi ich mong muon cua thuoc doi voi ngubi
me, nen can nhac ngirng thubc hay ngung cho con bu.

Anh hirbng tren kha nang lai xe va van hanh may moc

Chua co nghien cuu ve anh hubng cua celecoxib tren kha nang lai xe va van hanh may
moc, nhung dua tren cac dac tinh dupe luc hoc va mo ta tong quat ve tinh an toan cua
thubc, co the coi la thubc khong co anh hubng.

Tac dung khong mong muon
Thu nghiem lam sans

1) Cac tac dung khong mong muon cua thubc (ADR) trong bang 1 du'bi day dupe xac
dinh voi ti le lon hon 0,01% trong nhom sir dung celecoxib va cao hon so voi nhom su
dung gia dupe trong 12 thu nghiem lam sang co doi chung voi gia dupe va/hoac voi
thubc that trong toi da 12 tuan dieu trj, voi lieu dung hang ngay tir 100 mg den 800 mg
b ngubi Ibn. Tan suat cua cac tac dung khong mong muon trong bang 1 dupe cap nhat
dua tren khao sat gan day cua 89 thu nghiem lam sang ngau nhien co doi chung cua
38.102 benh nhan sir dung celecoxib. Tan suat cua cac tac dung khong\ntong muon
nay dupe dinh nghTa nhu sau: rat thuong gap (> 10%), thuong gap (> 1%'V~/- 10%),
khong thuong gap (> 0,1% va < 1%), hiem gap (>0,01% va <0,1%) va rat hiem gap (<
0,01%). Cac tac dung khong mong muon b bang 1 dupe liet ke theo he co quan va xep
thu tu giam dan theo tan suat.
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Bang 1.  Tac dung khong mong muon cua thuoc tir 12 thulnghiem lam sang co doi
chimg voi gia dime va/hoac voi hoat chat va tan suat cac tac dung khong
mong muon tir 89 thir nghiem lam sang ngau nhien co doi chirng lien quan
den suldau va viem voi lieu dung hang ngay tir 25 mg - 800 mg o’doi tirong

ngiroi lon
He colquan
Tan suat
Nhiem trung, nhiem ky sinh trimg
Thuong gap

Khong thuong gap

Roi loan he mau va he bach huyet
Khong thuong gap

Hiem gap

Roi loan he mien djeh
Khong thuong gap

Roi loan tarn than
Thuong gap

Khong thuong gap

Hiem gap

Roi loan he than kinh
Thuong gap

Khong thuong gap

Roi loan mat

Khong thuong gap

Roi loan tai va tai trong
Khong thuong gap

Roi loan tim

Khong thuong gap

Hiem gap

Roi loan mach
Thucmg gap

Hiem gap

Roi loan ho hap, viing nguc va trung that

Thuong gap

Roi loan tieu hoa
Thuong gap
Khong thuong gap
Hiem gap

Rat hiem gap

Roi loan gan mat

Tac dung khong mong muon

Viem phe quan, viem xoang, nhiem khuan
duong ho hap tren, nhiem khuan duong tiet
nieu

Viem hong, viem mui

Thieu mau
Giam tieu cau

Qua man
Mat ngu
Lo lang

Trang thai lu lan

Chong mat
Tang truong luc co, buon ngu

Nhin mo
U tai
Tim dap nhanh

Suy tim sung huyet, loan nhip, nhip tim
nhanh

Tang huyet ap (bao gom tang JmySt"p tien
trien)
Do mat

Ho

Non, dau bung, tieu chay, kho tieu, day bung
Loet da day, cac van de ve rang

Loet ta trang, loet thuc quan

Thung ruot, viem tuy
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Bang 1.  Tac dung khong mong muon cua thuoc tir 12 thulnghiem lam sang co doi
chung vdi gia diroc va/hoac vdi hoat chat va tan suat cac tac dung khong
mong muon tir 89 thir nghiem lam sang ngau nhien co doi chirng lien quan
den suldau va viem vdi lieu dung hang ngay tir 25 mg - 800 mg d doi tirong

ngirdi Idn
He co quan Tac dung khong mong muon
Tan suat
Khong thuong gap Tang men gan (bao gom tang enzym Alanin

aminotransferase va Aspartat
aminotransferase)
Roi loan da va mo dirdi da

Thuong gap Ngira (bao gom ngua toan than), phat ban
Khong thucmg gap Me day, bam mau

Hiem gap Phu mach, rung toe

Rat hiem gap Viem da bong nude

Roi loan toan than va tai cho dung thuoc

Thucmg gap Phu ngoai bien

Khong thuong gap Phu mat, benh gia cum

Ton thirong, nhiem doc va tinh trang do
thu thuat gay ra
Khong thuong gap Ton thuong

Cac tac dung khong mong muon cua thuoc* them vao trong Bang 2 dudi day duoc xac
dinh voi ti le lon hon gia duoc trong cac nghien cuu phong ngira polyp keo dai toi da 3
nam vdi lieu dung hang ngay tu 400 mg den 800 mg (xem phan 5.1 An toan tren tim mach
—Thu nghiem dai han tren benh nhan bipolyp a tnyen rai rac). Cac tan suat cua tac dung
khong mong muon trong bang 2 duoc quyet dinh dira tren nhung nghien cuu phong polyp
trong thdi gian dai va duoc dinh nghTa nhu sau: rat thuong gap (> 10%), thuong gap (>
1% va < 10%), khong thuong gap (> 0,1% va <1%). Cac tac dung khong mong muon
trong bang 2 duoc liet ke theo he co quan va xep thu tu giam dan theo tan suat.

Bang 2.  Cac tac dung khong mong muon trong cac nghien cdu phong ngira polyp
trong thdi gian toi da 3 nam vdi lieu dung hang ngay tir 400 mg - 800 mg

He ccr quan Tac dung khong mong muon

Tan suat

Nhiem trung va nhiem ky

sinh

Thucmg gap Nhiem khuan tai, nhiem nam

Khong thuong gap Nhiem Helicobacter, Herpes zoster, viem quang, nhiem

khuan vet thuong, viem Ipi, viem tai trong, nhiem khuan
Khoi u lanh tinh, ac tinh va
chira phan loai
Khong thucmg gap U mo
Roi loan tarn than
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Bang 2.  Cac tac dung khong mong muon trong cac nghien cihi phong ngira polyp
trong then gian toi da 3 nam voi lieu dung hang ngay tir 400 mg - 800 mg

He co quan Tac dung khong mong muon

Tan suat

Khong thucmg gap Roi loan giac ngu

Roi loan he than kinh

Khong thucmg gap Nhoi mau nao

Roi loan mat

Khong thucmg gap Xuat huyet ket mac, dom den bay truoc mat
Roi loan tai va tai trong

Khong thucmg gap Giam thinh lire

Roi loan tim

Thucmg gap Nh6i mau co tim, dau that nguc

Khong thucmg gap Dau that nguc the khong on dinh, thieu nang van dong

mach, vua xo dong mach vanh, nhip tim cham xoang, phi
dai tarn that

Roi loan mach

Rat thucmg gap Tang huyet ap*

Khong thuong gap Huyet khoi tinh mach sau, tu mau

Roi loan ho hap, vung ngyc

va trung that

Thuong gap Kho tho

Khong thuong gap Kho phat am

Roi loan tieu hoa

Rat thuong gap Tieu chay*

Thuong gap Buon non*, kho nuot, hoi chung ruot kich thich, benh trao
nguoc da day there quan, buon non, benh tui thua

Khong thucmg gap Tri xuat huyet, nhu dong ruot thuong xuyen, loet mieng,
viem da day

Roi loan gan mat

Hiem gap Tang men gan (bao gom tang enzym Alanin
aminotransferase va Aspartat aminotrans”pse)

Roi loan da va mo diroi da 'V

Khong thuong gap Viem da di ung

Roi loan co xmmg va mo

lien ket

Thuong gap Co that co

Khong thuong gap Nang hoat dich

Roi loan than va tiet nieu

Thuong gap Benh soi than

Khong thuong gap Di tieu dem

Roi loan tuyen vu va he sinh

san

Thuong gap Xuat huydt am dao, viem tien liet tuyen, tang san tien liet

tuyen lanh tinh
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Bang 2.  Cac tac dung khong mong muon trong cac nghien cuu phong ngira polyp
trong thoi gian toi da 3 nam vdi lieu dung hang ngay tir 400 mg - 800 mg

He colquan Tac dung khong mong muon

Tan suat

Khong thuong gap Nang buong trung, cac trieu chung tat kinh, cang nguc,
thong kinh

Roi loan toan than va tai cho

dung thuoc

Khong thuong gap Phil

Cac xet nghiem

Thuong gap Tang creatinin mau, tang khang nguyen dac hieu tien liet
tuyen, tang can

Khong thucmg gap Tang kali mau, tang natri mau, giam testosteron mau, giam

ty le hong cau, tang hemoglobin
Ton thucmg, nhiem doc va
cac bien chung do thu thuat
gay ra
Khong thuong gap Gay chan, gay chi dudi, gay xuong, viem mom go xuong,
dut gan
Tang huyet ap, non, tieu chay va tang enzym gan duac liet ke trong Bang 2 vi co tan suat cao han trong

nhung nghien cuu nay, keo dai tai 3 nam, so vai Bang 1 bao gom nhung tac dung khong mong muon tie cac
nghien ci‘cu chi keo dai 12 tuan.

**Chityeu la nhiem nam tai cho.

Benh nhan nhi

Noi chung, cac tac dung khong mong muon quan sat thay trong nghien cuu then chot b tre
em tuong tu nhu nhung phan ung gap trong nghien cuu viem khop d ngudi ldn (xem bang
1 va phdn 5.1, Viem khop tu phat thieu nien). Them vao do, sau day la nhung tac dung
khong mong muon khong duoc liet ke trong bang 1do cac nghien cuu vien quan sat thay
va co the lien quan den celecoxib: dau dau (11,3%, rat thuong gap), tieu ra mau (0,6%, it
gap) va con hen [1 benh nhan da bi hen co kiem soat d thdi diem ban dau] (0,6%, it gap).
So sanh vdi naproxen, celecoxib vdi lieu 3 va 6mg/kg dung 2 lan/ngay khong co anh
hudng co hai len su phat trien va trudng thanh trong thdi gian nghien cuu mu doi 12 tuan.

Tac dung khong mong muon duoc bao cao sau khi lint hanh

Cac tac dung khong mong mudn duoc bao cao trong qua trinh luu hanh duoc cung cap
dudi day:

Mac du nhung tac dung khong mudn nay duoc xac dinh thong qua qua trinh littfiyhanh, tan
suat cua chung vdn duoc danh gia tham khao tu cac thu nghiem lam sang. Nhumren, tan
sufit cua cac tac dung khong mong mudn nay dua tren khao sat cua cac thu nghiem lam
sang tren 38.102 benh nhan sir dung celecoxib. Tan suat cua cac tac dung khong mong
muon nay dupe dinh nghTa nhu sau: rat thuong xuyen (> 10%) , thuong gap (> 1% va <
10%), khong thuong gap (>0,1% va < 1%), hiem gap (>0,01% va <0,1%), rat hidm gap
(<0,01%), khong dupe bidt (khong the du doan tu du lieu hien co).

R6i loan he mien dich: Rit hiem gap: Cac phan ung dang phan ve
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4.9.

Roi loan tarn than: Hiem gap: ao giac

Roi loan he thcin kinh: Rat hiem gap: xuat huyet nao, viem mang nao vo khuan, mat vi
giac, mat khuu giac

Roi loan mat: It gap: viem ket mac
Roi loan mach: Rat hiem gap: viem mach
Roi loan ho hap, nguc va trung that: Hiem gap: nghen mach phoi, viem phoi

Roi loan tieu hoa: Hiem gap: xuat huyet tieu hoa

Roi loan gan mat: Hiem gap: viem gan; Rat hiem gap: suy gan, viem gan bung phat, hoai
tu' gan (xem phan 4.4 Tac dung tren gan), u mat, viem gan tac mat, benh vang da

Roi loan da va mo dudi da: Hiem gap: phan ung nhay cam voi anh sang; Rat hiem gap:
hoi chung Stevens-Johnson, hong ban da dang, hoai tu bieu bi nhiem doc, phan ung do
thuoc kem theo tang bach cau ua eosin va cac trieu chung toan than (DRESS hoac hoi
chung qua man), ngoai ban mun mu toan than cap tinh (AGEP), viem da troc vay.

Roi loan than va tiit nieu: Hiem gap: suy than cap (xem phan 4.4 Tac dung tren than), ha
natri mau; Rdt hiem gap: viem than ke, hoi chung than hu, viem cau than ton thuong toi
thieu.

R6i loan tuyen vii va he sinh san: Hiem gap: roi loan kinh nguyet; Khong duoc biet": roi
loan kha nang sinh san d phu nu (xem phan 4.6 Anh hubng den kha nang sinh san, phu
nu co thai va cho con bu)

Roi loan toan than va tai cho dung thuoc: It gap: dau nguc

APhu nu du dinh co thai bj loai ra khoi cac thu' nghiem nay, do do viec tham khao du lieu
lam sang ve tan suat cho cac tac dung khong muon nay la khong phu hop.

Qua lieu

Kinh nghiem lam sang ve tinh trang qua lieu con han che. Dung lieu don len toi 1200 mg
hoac da lieu (2 lan/ngay) voi tong lieu 1200mg b ngudi khoe manh khong cho thay tac
dung khong mong mudn nao co y nghTave mat lam sang. Trong trudng hop nghi ngd qua
lieu, nen co cac bien phap ho trq ve y te thich hop. Tham phan khong phai la bien phap
hieu qua de loai bo thudc vi thudc lien ket manh vdi protein.

CAC DAC TINH DITOC LY HOC
Cac dac tinh dupe luc hoc
Nhom tri lieu: Cac coxib MO1AHO1.

Co che tac dung cua celecoxib la uc che su tong hop prostaglandin ban dau thong qua
viec uc che enzym cyclooxygenase-2 (COX-2). d ndng do dieu tri tren ngudi, Eelecoxib
khong uc che enzym cyclooxygenase-1 (COX-1). COX-2 dupe tao ra nham dapuug vdi
tac nhan gay viem. Dieu nay dan den viec tong hop va tlch luy cac prostanoid gay viem,
dac biet la prostaglandin E2, gay viem, phu ne va dau. Celecoxib co tac dong nhu chat
khang viem, giam dau va ha nhiet tren cac loai dong vat do ngan can qua trinh san xuat
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cac prostanoid gay viem thong qua uc che COX-2. Trong u ruot ket a cac loai dong vat,
celecoxib giam ty le moi mac va sir nhan len cua cac khoi u.

Cac nghien cuu in vivo va ex vivo cho thay celecoxib co ai lire rat thap voi enzym COX-1.
Vi vay, a lieu dieu tri, celecoxib khong co tac dung tren cac prostanoid duoc tong hop nhb
hoat hoa COX-1, do do, khong anh hucmg toi cac qua trinh sinh ly binh thucmg lien quan
den COX-1 a cac mo, dac biet voi da day, ruot va tieu cau.

Nghien cini lam sang

Thoai hoa kh&p (OA): Celecoxib da chung minh co kha nang lam giam dau khop r5 ret so
voi gia duoc. Celecoxib dupe danh gia trong dieu tri cac dau hieu va trieu chung cua thoai
hoa khop goi va hong tren khoang 4200 benh nhan trong thu nghiem lam sang co doi
chung bang gia dupe va voi hoat chat khac trong thbi gian toi da 12 tuan. A benh nhan
thoai hoa khop, dieu tri bang celecoxib 100 mg hai lan moi ngay hoac 200 mg mot lan
moi ngay giup cai thien chi so thoai hoa khbp WOMAC (Western Ontario and McMaster
Universities), la chi so tbng hop cac dai lupng do lubng ve dau, cung khbp va chuc nang
trong thoai hoa khbp. Trong ba nghien cuu keo dai 12 tuan ve dau kem theo bung phat
thoai hoa khbp, celecoxib lieu dung 100 mg hai lan moi ngay hoac 200 mg hai lan moi
ngay giup giam ro ret can dau trong vong 24-48 gib sau lieu dung khoi dau. O lieu dung
100 mg hai lan moi ngay hoac 200 mg hai lan moi ngay, hieu qua cua celecoxib tuang tu
nhu hieu qua cua naproxen 500 mg hai lan moi ngay. Lieu dung 200 mg hai lan moi ngay
khong mang lai them Ipi I'ch nao so vbi lieu 100 mg hai lan moi ngay. Lieu dung moi ngay
tbng cong 200 mg da cho thay co hieu qua nhu nhau, du dung 100 mg hai lan moi ngay
hay 200 mg mot lan moi ngay.

Viem khop dang thap (RA): Celecoxib da dupe chung minh co kha nang lam giam ro ret
tinh trang nhuc/dau khbp va sung khbp so vbi gia dupe. Celecoxib dupe danh gia de dieu
tri cac dau hieu va trieu chung cua viem khbp dang thap (RA) tren khoang 2100 benh
nhan trong thb nghiem lam sang co doi chung vbi gia dupe va vbi hoat chat khac trong
thbi gian toi da 24 tuan. Celecoxib cho thay hieu qua vupt troi so vbi gia dupe trong cac
nghien cuu nay, bdng each sir dung Chi so dap ung ACR20 (Hoi Thap khbp hoc Hoa Ky
20), la chi so tbng hop cac dai lupng do lubng lam sang, xet nghiem va chuc nang trong
Viem khbp dang thap. Lieu Celecoxib 100 mg hai lan moi ngay va 200 mg hai lan moi
ngay co hieu qua tuang tu nhau va ca hai deu tuang duong vbi naproxen 500 mg hai lan
moi ngay.

Mac du celecoxib 100 mg hai lan moi ngay va 200 mg hai lan moi ngay cho hieu qua tbng
the nhu nhau, mot so benh nhan da nhan dupe Ipi ich cao han khi dung lieu 200 mg hai
lan moi ngay. Lieu 400 mg hai lan moi ngay khong mang lai them Ipi ich nao so vbi lieu
100 mg hay 200 mg hai lan moi ngay.

Viem khop tu phat thieu nien (JIA): Trong nghien cuu so sanh khong thua kem, da trung
tam, nhom song song, co doi chung bang hoat chat, mu doi, ngau nhien, trong thbi gian 12
tuan bao gom 242 benh nhan tir 2 den 17 tuoi bj viem khbp tu phat thieu nien PThb viem
it khbp, viem it khbp mb rong hoac da khbp (co yeu to thap khbp duong tinuboac am
tinh), va viem khbp tu phat thieu nien khbi phat toan than (vbi cac dac diem toan than
hien tai bat hoat), dupe dieu tri bang 1trong cac phac do sau: celecoxib 3 mg/kg ngay 2
lan (toi da 150 mg/ngay); celecoxib 6 mg/kg ngay 2 lan (toi da 300 mg/ngay); naproxen
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7,5 mg/kg ngay 2 lan (toi da 500 mg/ngay). Ty le dap ung dua tren tieu chi 30 Nhi khoa
ACR, la tieu chi tbng hop do luong cac yeu to lam sang, xet nghiem va chuc nang cua
viem khop tu phat thieu nien (JIA). Ty le dap ung 30 Nhi khoa ACR d tuan 12 la 69%,
80% va 67% lan luot cho cac nhom dieu tri bang celecoxib 3 mg/kg, celecoxib 6 mg/kg
va naproxen 7,5 mg/kg, chung minh ca hai lieu deu khong thua kem so voi naproxen.
Tinh bn dinh cua hieu qua diiu tri duoc quan sat trong 12 tuan nghien cuu nhan mb sau
khi tien hanh nghien cuu mu doi keo dai 12 tuan noi tren, trong do 202 benh nhan duoc
nhan celecoxib 6 mg/kg den toi da la 300 mg hai lan moi ngay.

Hieu qua va su an toan cua celecoxib doi vbi viem khbp tu phat thieu nien chua duoc
nghien cuu vbi thbi gian qua 6 thang. Doc tinh tren tim mach lau dai b tre em khi su dung
celecoxib chua duoc danh gia va khong ro lieu nguy co lau dai co the se giong nhu da
thay b tren ngubi truong thanh su dung celecoxib hoac NSAID chon loc va khong chon
loc COX-2 khac hay khong (xem phan 4.4 Tac dung tren tim mach).

Giam dau, ke cd dau bung kinh nguyen phat: Trong cac mb hinh giam dau cap tinh trong
con dau sau phau thuat rang mieng, dau sau phau thuat chan thuong chinh hinh va dau
bung kinh nguyen phat, celecoxib lam giam dau tu vira den nang theo danh gia cua benh
nhan. Libu don celecoxib giup giam dau trong vong 60 phut (xem Phan 4.2 Lieu dung va
each dung).

Viem cot sdng dinh khop (AS): Celecoxib duoc danh gia b cac benh nhan viem cot song
dinh khbp trong hai thu' nghiem lam sang co doi chung vbi hoat chat khac va vbi gia duoc
(naproxen hoac ketoprofen) trong thbi gian 6 va 12 tuan. Celecoxib b lieu 100mg hai lan
mbi ngay, 200 mg mot lan moi ngay va 400mg mot lan moi ngay cho thay co tac dung
vuot troi ve mat thong ke so vbi gia duoc trong cac nghien cuu nay, cho tat ca ba dai
luong chinh danh gia hieu qua dieu tri gom: thang diem (co-primary) danh gia muc do
dau tbng thb (Thang ubc luong true quan), muc do hoat dong tbng the cua benh (Thang
u'bc luong true quan) va suy giam chuc nang (Chi so chuc nang viem cot song dinh khbp
Bath). Trong nghien cuu keo dai 12 tuan, khong co sir khac biet ve muc do cai thien b lieu
celecoxib tu 200 mg den 400 mg khi so sanh muc thay doi trung binh so vbi ban dau,
nhung co ty le phdn tram benh nhan dap ung vbi celecoxib 400 mg (53 %) cao hon so vbi
celecoxib 200 mg (44%), bang phuong phap Danh gia dua tren tieu chi dap ung trong
viem cot song dinh khbp (ASAS 20). Phuong phap ASAS 20 dinh nghTa su dap ung la cai
thien hon so vbi muc ban dau it nhat la 20% va muc cai thien tuyet doi it nhat la 10 mm,
tren thang do tir 0 dbn 100 mm, trong it nhat ba trong bon yeu to sau day: danh gia tbng
thea benh nhan, dau, chi so chuc nang viem cot song dinh khbp Bath va viem. Phan tich
tren nhung ngubi dap ung cung cho th&y khong co thay doi nao ve ty le dap ung khi vuot
qua 6 tuan.

Thong tin them tic cac thu nghiem lam sdng
Nghien cicu noi soi /

Cac danh gia noi soi duong tieu hoa tren theo dinh ky duoc thuc hien tren hon benh
nhan viem khbp tham gia 5 thu nghiem ngau nhien co doi chung keo dai 12-24 tU&Vbang
each sir dung cac hoat chat so sanh, 2 trong so nam cube thu nghiem do cung co doi
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chung bang gia duoc. Khong co moi quan he nhat quan nao giua ty le mac viem loet da
day- ta trang vdi lidu celecoxib trong pham vi nghien cuu.

Bang 3 tom tat ty le moi mSc loet sau noi soi trong hai nghien cuu keo dai 12 tuan vdi su
tham gia cua cac benh nhan ma noi soi ban dau khong phat hien vet loet nao.

Bang 3. Ty le mdi mile loet da day ta trang do nghien cihi noi soi 0’cac benh nhan
thoai hoa khdp va viem khop dang thap

Nghien cuu keo dai 3 thang

Nghien cuu 1 Nghien cuu 2

(N = 1108) (N=1049)
Gia duoc 2,3% (5/217) 2,0% (4/200)
Celecoxib 50 mg hai lan moi ngay 3,4% (8/233) -
Celecoxib 100 mg hai lan moi ngay 3,1% (7/227) 4,0% (9/223)
Celecoxib 200 mg hai lan moi ngay 5,9% (13/221) 2,7% (6/219)
Celecoxib 400 mg hai lan moi ngay - 4,1% (8/197)
Naproxen 500 mg hai lan mdi ngay 16,2% (34/210)* 17,6% (37/210)*

*p<0,05 so vai tSt ca cac phuang phap dieu trj khac

Bang 4 tom tat du lieu cua hai nghien cuu keo dai 12 tuan trong do benh nhan tham gia co
ket qua noi soi ban dau khong phat hien vet loet nao. Benh nhan da thuc hien noi soi dinh
ky 4 tuan mot ldn de cung cap thong tin ve nguy co loet theo thdi gian.

Bang 4.Ty le mdi mac loet da day ta trang tu cac cuoc nghien cuu noi soi lien tiep
trong 3 thang d cac benh nhan thoai hoa khdp va viem khdp dang thap

Tuan 4 Tuan 8 Tuan 12 Cuoi cung
Nghien cuu 3 (N = 523)
Celecoxib 4.0% 2.2% 1.5% 7.5%
200 mg hai lan/ngay (10/252)* (5/227)* (3/196)* (20/266)*
Naproxen 19.0% 14.2% 9.9% 34.6%
500 mg hai lan/ngay (47/1247) (26/182) (14/141) (89/257)
Nghien cuu 4 (N = 1062)
Celecoxib 3.9% 2.4% 1.8% 7.0%
200 mg hai lan/ngay (13/337) f (71296) | (5/274)t (25/356) |
Diclofenac 5.1% 3.3% 2.9% 9.7%
75 mg hai lan/ngay (18/350) (10/306) (8/278) (36/372)
Ibuprofen 13.0% 6.2% 9.6% 23.3%
800 mg ba lan/ngay (42/323) (15/241) (21/219) (78/334M [/

*p <0,05 celecoxib so vai naproxen dua tren phan tich tich luy va phan ti‘ch khoang
t p<0,05 celecoxib so vai ibuprofen dua tren phan tich tich luy va phan tich khoang
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Mot nghien etna nglu nhien va mu doi keo dai 6 thang d 430 benh nhan viem khop dang
th8p da duoc tien hanh, trong do da thuc hien kiem tra noi soi tai thdi diem 6 thang.

Ty le mdi mac loet qua noi soi d benh nhan dung celecoxib 200 mg hai lan mdi ngay la
4% so vdi 15% ddi vdi benh nhan dung diclofenac SR 75 mg hai lan mdi ngay (p<0,001).

Trong so 4 tren 5 nghien cuu noi soi, khoang 11% benh nhan (440/4.000) dung aspirin (<
325 mg/ngay). Trong nhom celecoxib, ty le mac loet qua noi soi xuat hien cao hem d
ngudi su dung aspirin so vdi ngudi khong su dung. Tuy nhien, ty le loet gia tang d nhung
ngudi su dung aspirin thap hon so vdi ty le loet qua noi soi duoc quan sat d cac nhom
dung hoat chat so sanh, dung hoac khong dung aspirin.

Chua thiet lap duoc moi tuong quan giua ket qua cua nghien cuu noi soi va ty le mdi mac
tuong doi cua bidn cd nghiem trong co y nghTa ve lam sang d duong tieu hoa tren. Xuat
huydt duong tieu hoa tren nghiem trong cd y nghTa ve lam sang da duoc quan sat thay d
cac benh nhan dung celecoxib trong thd nghiem cd ddi chung va nhan md, mac du khong
thuong xuyen (xem phan 4.4 Tac dung tren duong tieu hoa).

Phan tich tong hop ve tinh an toan tren duong tieu hoa tic Nghien cini thoai hoa khop va
Viem khop dang thap

Mot phan tich dua tren 31 nghien cuu lam sang ngau nhien cd ddi chung ve thoai hoa
khdp va viem khdp dang thap, bao gom 39.605 benh nhan thoai hoa khdp (N = 25,903),
viem khdp dang thap (N = 3.232) hoac cac benh nhan mac mot trong hai tinh trang nay (N
= 10,470), va so sanh ty le mac tac dung khong mong mudn ve tieu hoa d cac benh nhan
didu tri bdng celecoxib vdi benh nhan dung gia duoc hoac cac thudc NSAID (ke ca
naproxen, diclofenac va ibuprofen). Ty le mdi mac loet tren lam sang va xuat huyet do
loet vdi celecoxib tong lieu 200 mg-400 mg hang ngay la 0,2% so vdi ty le 0,6% vdi cac
thudc NSAID (RR = 0,35; 95% CI 0,22-0,56).

Nghien cint ve do an toan lau dai cua Celecoxib trong dieu tri Viem xuong khdp (nghien
cini CLASS) bao gom cd viec sic dung cung vdi Aspirin

Trong mot nghien cuu tien cuu ve ket qua an toan lau dai tien hanh sau khi luu hanh thudc
tren khoang 5.800 benh nhan thoai hoa khdp va 2.200 benh nhan viem khdp dang thap,
benh nhan su dung celecoxib 400 mg hai lan mdi ngay (lan luot gap 4 lan va 2 lan lieu
khuyen nghi dung cho thoai hoa khdp va viem khdp dang thap), ibuprofen 800 mg ba lan
moi ngay hoac diclofenac 75 mg hai lan mdi ngay (lieu dieu tri thong thuong). Thdi gian
su dung trung binh vdi celecoxib (n = 3.987) va diclofenac (n = 1.996) la 9 thang trong
khi ibuprofen (n = 1.985) la 6 thang. Ty le tich luy Kaplan-Meier tai thdi diem 9 thang
duoc cung cap cho tat ca cac phan tich. Tieu chi danh gia chinh cua ket qua nghien cuu
nay la ty le viem loet co bien chicng (xuat huyet, thung hoac tac nghen du'bng tieu hoa).
Benh nhan duoc cho dung ddng thdi lieu thap (< 325 mg/ngay) aspirin (ASA) de de
phong anh hubng den tim mach (phan nhom ASA: celecoxib, n = 882; diclofenac n = 445;
ibuprofen, n = 412). Sir khac biet ve ty le viem loet co bien chicng giua celecoxib va nhom
dung ket hop ibuprofen va diclofenac khong co y nghTa ve mat thong ke. Cac benh phan
dung dong thdi celecoxib va lieu thap ASA co ty le viem loet co bien chicng cao gap”™Jgp
so vdi nhung ngudi khong dung ASA (xem phan 4.4 Tac dung tren duong tieu hoa). Ket
qua vd celecoxib duoc trinh bay trong Bang 5.
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%

Bang 5. Tac dung cua viec dung dong thbi Aspirin lieu thap den ty le Viem loet cd
bien chung vbi cerecoxin 400 mg Hai lan moi ngay (Ty le Kaplan-Meier tai thbi
diem 9 thang [%0])

Ngubi khong dung Aspirin ~ Ngubi dung Aspirin

n=3105 n=882
Loet co bien chung 0,32 1,12

Chuc nang tieu cau

(3 ngubi tinh nguyen khoe manh, celecoxib b lieu dieu tri va khi dung da lieu 600 mg hai
lan moi ngay (gap ba lan lieu khuyen nghi cao nhat) khong co anh hubng gi den qua trinh
ket tap tieu ciu va thbi gian xuat huyet so vbi gia duoc. C) tat ca cac nhom doi chung vbi
hoat chat khac (chit uc che COX khdng dac hieu) deu thay giam ro ret qua trinh ket tap
tieu cau va keo dai thbi gian xuat huyet (Xem Hinh 1).

Hinh 1. Tac dung cua celecoxib lieu cao (600 mg hai lan mot ngay) den qua trinh ket
tap tieu cau va thbi gian xuat huyet b ngubi khoe manh

% Ket tap tieu cau vai Arachidonat Thai gian xuat huyet khi dung da lieu

(Trung binh + sai so chuan (SE)) khi dung da lieu Thay doi so vai ban dau

240

Sec
50
120.
- I
n=8 n=8 n=8 n=8 ’ n=8 _ n=8
Gia duoc celecoxib Chat uc che COX Gia duoc celecoxib Chat uc che COX
600 mg hai khong dac hieu 600 mg hai khong dac hieu
lan/ngay (Naproxen 500 mg hai lan/ngay (Naproxen 500 mg hai
ISn/ngay) lan/ng&y)

* Chenh lech dang ke so vbi gia duoc; p<0,05
** Chenh lech dang ke so vbi celecoxib; p<0,05

Nghien ciini so sanh Celecoxib so vai Omeprazole va Diclofenac tren benh nhan co nguy
ca bi thoai hoa khop va viem khop dang thap (Nghien cini CONDOR)

Trong nghien cuu tien chu, keo dai 24 tuan b nhung benh nhan tu 60 tuoi trb len hoac co
tien su' loet da day ta trang (loai tru ngubi sir dung aspirin lieu thap), ty le phan tram benh
nhan gap phai bien cb tieu hoa co y nghTa ve mat lam sang (tieu chi danh gia tbng hop
chinh) thap hon b nhung benh nhan duoc dieu tri bang celecoxib 200 mg hai lan rgpimgay
so vbi nhung benh nhan duoc dieu tri bang diclofenac SR 75 mg hai lan moi ngay K"jnyop
vbi omeprazol 20 mg mot lan moi ngay. Su khac biet ¢6 y nghTa lam sang nay la do sir
giam hemoglobin (>2 g/dL) va/hoac ty le hong cau (hematocrit) (>10%) da biet hoac
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phong doan la co nguon goc tir dirdng tieu hoa. Cac ket qua cho tirng thanh phan cua tieu
chi tong hap nay nhu sau:

Diclofenac SR 75 mg

Celecoxib hai lan moi ngay
Cac thanh phan cua tieu chi danh gia tong 200 mg hai
hop da biet lan moi ngay + Omeprazol
(N = 2238) 20 mg hang ngay
(N = 2246)
Thanh phan N (%) benh nhan
Xuat huyet da day ta trang 3(0,1) 3(0,1)
Xuat huyet ruot gia 1(<0,1) 1(<0,1)
Xudt huyet tieu hoa cap tinh khong ro nguyen i (<o,i) 0 (0,0)
nhan
Giam hemoglobin (>2 g/dL) va/hoac ty le hong 5(0,2) 24(1,1)

cSu (>10%) co y nghTa ve mat lam sang cd

nguyen nhan tieu hoa da biet

Giam hemoglobin (>2 g/dL) va/hoac ty le hong 10(0,4) 53 (2,3)

cau (>10%) co y nghTave mat lam sang co

nguyen nhan tieu hoa an dupe phong doan

Tong cong * 20 (0,9) 81 (3,6)

Doi vai cac thanh phan sau day cua tieu chi danh gia tong hap da biet, khong co bien co nao a ca hai nhom dieu
tri: tdc nghen dirdng ra cua da day; thung da day ta trang, ruot non hoac ruot gia; xuat huyet ruot non. Tat ca cac
bien co cau thanh tieu chi danh gia tong hap da dirge ban giam dinh chuyen mon doc lap phan xet va ban giam
djnh nay khong dugc bi£t cac thuoc dieu tri da dugc cho dung theo phuong phap ngau nhien..

*Trong phan tich ty le song con (time-to-event analysis), su dung ky thuat bang thong ke tuoi tho trung binh,
xac suSt p <0,0001 la xac sudt cua viec so sanh giua nhom dieu trj bang celecoxib va nhom dieu tri bang
diclofenac ket hap omeprazole cho tieu chi nay.

An toan ddi vdi tim mach —Nghien cini dai han tren benh nhan kL, polyp u tuyen rai rac

Hai nghien cuu tren benh nhan bi polyp u tuyen rai rac da duoc tien hanh vdi celecoxib,
tuc la thu nghiem APC (Phong ngua u tuyen bang Celecoxib) va thu nghiem PreSAP
(Phong ngua polyp u tuyen tu phat). Trong thu nghiem APC, co sir gia tang lien quan den
lieu d tieu chi danh gia tong hop ve tu vong do tim mach, nhoi mau co tim hoac dot quy
(da phan xet) vdi celecoxib so vdi gia dupe trong suot 3 nam dieu tri. Thu nghiem
PreSAP da khong cho thay tieu chi tong hop nay cd nguy co gia tang cd y nghTa ve mat
thong ke.

Trong thu nghiem APC, ty le nguy co so vdi gia dupe d tieu chi tong hop ve tir vong do
tim mach, nhoi mau co tim hoac dot quy (dupe giam djnh) la 3,4 (Cl 95% 1,4 - 8,5) khi
dung 400 mg celecoxib hai lan moi ngay va 2,8 (95% CI 11 - 7,2) khi dung 200 mg
celecoxib hai ldn moi ngay. Ty le tich luy cua tieu chi danh gia tong hop nay qua 3 nam
ISn lupt la 3,0% (20/671) va 2,5% (17/685) cho nhom su dung celecoxib 200mg ngay 2
Idn va 400mg ngay 2 lan so vdi 0,9% ( 6/679) d nhom su dung gia dupe. Muc tang cua ca
hai nhom sir dung celecoxib so vdi nhom sir dung gia dupe chu yeu la do nhoi mau co
tim.

Trong thu nghiem PreSAP, ty le nguy co so vdi gia dupe cita cimg tieu chi danh gia”“pg
hop nay la 1,2 (Cl 95% 0,6 - 2,4) khi dung 400 mg celecoxib mot lan moi ngay.Ty le tich
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luy cua tieu chi tong hop nay qua 3 nam la 2,3% (21/933) so voi 1,9% (12/628) d nhom
su dung gia duoc.

An toan ddi vdi tim mach - Nghien cini ddi han cua thu nghiem phong ngua bang thudc
khang viem trong benh Alzheimer (Nghien cini ADAPT)

Du lieu tu nghien cuu ADAPT khong cho thay muc tang dang ke ve nguy co tim mach
khi dung celecoxib lieu 200 mg hai lan moi ngay so vdi gia duoc. Nguy co tuong doi so
vdi gia duoc cua mot tieu chi tong hop tuong tu (tu vong do tim mach (CV), nhoi mau
co tim (Ml), dot quy) la 1,14 (Cl 95% 0,61 - 2,12) khi dung 200 mg celecoxib hai lan
moi ngay.

An toan ddi vdi tim mach Phan tich tong hop tie cac nghien cini ve viec sir dung thudc
lau ddi

Chua tien hanh duoc nghien cuu lam sang dai han co ddi chung dupe thiet ke dac biet de
danh gia tinh an toan cua celecoxib doi vdi tim mach khi dupe su dung lau dai trong bat
ky khoang thdi gian nao. Tuy nhien, phan tich tong hop du lieu an toan (cac bien co bat
Ipi nghiem trong da dupe giam dinh do nghien cuu vien bao cao) tu 39 nghien cuu lam
sang ve celecoxib hoan thanh trong toi da 65 tuan da dupe tien hanh, tuong ung vdi
41.077 benh nhan [23.030 (56,1 %) benh nhan dung tong lieu celecoxib 200 mg-800 mg
hang ngay (TDD), 13.990 (34,1 %) benh nhan dung cac thudc NSAID khong chon loc va
4.057 (9,9 %) benh nhan dung gia dupe].

Trong phan tich nay, ty le bien cd dupe giam dinh ddi vdi tieu chi tong hop (bao gom tu
vong do tim mach, nhdi mau co tim khong gay tu vong va dot quy khong gay tu vong) la
tuong tu giua didu tri bang celecoxib (N = 19.773; 0,96 bien cd/100 benh nhan-nam) va
NSAID khong chon loc (N = 13.990; 1,12 bien ¢d/100 benh nhan-nam) (RR = 0,90, ClI
95% 0,60 - 1,33). MO hinh tac dung nay dupe duy tri cho du co dung hay khong dung
ASA (< 325mg). Ty le bien cd nhdi mau co tim khong gay tu vong dupe giam djnh co xu
hudng cao hon (RR = 1,76, Cl 95% 0,93 - 3,35); tuy nhien ty le do d dot quy khong gay
tu vong cd xu hudng thap hon (RR = 0,51, Cl 95% 0,23 - 1,10), va ty le do d trudng hop
tu vong do tim mach la tuong tu (RR = 0,57, Cl 95% 0,28 - 1,14) khi dung celecoxib so
vdi dung ket hop cac NSAID khong chon loc.

Trong phan tich nay, ty le bien cd ddi vdi tieu chi tong hop bao gom tu' vong do tim mach,
nhdi mau co tim khong gay tu vong va dot quy khong gay tu vong la 1,42/100 benh nhan-
nam ddi vdi dieu tri bang celecoxib (N = 7.462) va 1,20/100 benh nhan-nam ddi vdi gia
dupe (N = 4.057) (RR = 1,11, Cl 95% 0,47 - 2,67). MO hinh tac dung nay dupe duy tri
cho du co dung hay khong dung ASA (<325 mg). Ty le nhdi mau co tim khong gay tu
vong co xu hudng cao hon (RR = 1,56, Cl 95% 0,21 - 11,90), ty le do d trudng hop tu
vong do tim mach cung cao hon (RR = 1,26, Cl 95% 0,33 - 4,77), va ty le do d dot quy
khong gay tu vong la tuong tu (RR = 0,80, Cl 95% 0,19 - 3,31) khi dung celecoxib so vdi
gia dupe.

An toan ddi vdi tim mach

Cac ket qua an toan ddi vdi tim mach da dupe danh gia d thu nghiem CLASS (xem d tren
de biet chi tiet ve thu nghiem). Ty le tich luy Kaplan-Meier ddi vdi cac bien cd bMloi
nghiem trong do huyet khoi tac nghen tim mach dupe nghien cuu vien bao cao lai (bao

gom nhdi mau co tim, nghen mach phoi, huyet khoi tinh mach sau, dau that nguc khong
on djnh, con thidu mau nao cue bo tarn thdi va cac tai bien mach mau nao do thieu mau
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5.2

cue bo) khong cho thay sir khac biet nao giua cac nhom dieu tri bang celecoxib,
diclofenac hoac ibuprofen. Ty le tich luy b tat ca cac benh nhan sau chin thang dieu tri voi
celecoxib, diclofenac va ibuprofen lan luot la 1,2%, 1,4% va 1,1%. Ty le tich luy b nhung
benh nhan khong su dung ASA sau chin thang dieu tri b tung nhom trong ba nhom dieu
tri la dubi 1%. Ty le tich luy dbi vbi nhoi mau co tim b nhung benh nhan khong dung
ASA sau chin thang dieu tri b tung nhom cua ba nhom dieu tri la dubi 0,2%. Khong co
nhom gia dugc b thu nghiem CLASS. Dieu nay gibi han kha nang xac dinh xem lieu ba
loai thuoc da thu nghiem deu khong tang nguy co bi cac bien co tim mach hay khong hay
tat ca cac thubc do da tang nguy co b muc do tuong tu nhau.

Cac dac tinh dugc dong hoc
Hap thu

Duoc dong hoc cua celecoxib da duoc danh gia tren khoang 1.500 ngubi. Khi dung luc
doi celecoxib de dang duoc hap thu va dat nong do dinh trong huyet tuong sau khoang 2-3
gib. Sinh kha dung duong uong dang vien nang la 99% so vbi dang hon dich (dang duong
ubng toi uu hien co). Khi duoc dung luc dbi, ca nong do dinh trong huyet tuong (Cmax)
va dien tich dubi duong cong (AUC) deu ty le vbi lieu cho den 200 mg, 2 lan/ngay; b lieu
cao hon ty le tang tuong ung cua Cmax va AUC thap hon.

Phan bo

Ty le gan ket vbi protein huyet tuong (ty le nay khong phu thuoc nong do) la khoang 97%
b nbng do dieu tri trong huybt tuong va celecoxib khong uu tien gan vbi hong cau.

Chuyen hoa

Celecoxib duoc chuyen hoa chu yeu qua cytocrom P450 2C9. Ba san pham chuyen hoa
khong co tac dung uc chb COX-1 hoac COX-2 duoc nhan dien trong huyet tuong ngubi la
ancol bac nhat, acid carboxylic tuong ung va dang lien hop vbi glucuronid cua no.

Hoat tinh cua cytocrom P450 2C9 giam b ngubi co da hinh di truyen va dieu nay dan den
giam hoat tinh cua enzym, vi du ngubi dong hop tu dbi vbi da hinh CYP2C9*3.

Trong nghien cuu duoc dong hoc cua celecoxib 200 mg dung 1 lan/ngay b ngubi tinh
nguyen khoe manh, cb kieu gen CYP2C9*1/*1, CYP2C9*1/*3 hoac £YP2C9*3/*3, gia
tri trung binh Cmax va AUCo-24 cua celecoxib vao ngay 7 Idn luot la xap xi gap 4 lanva 7
Idn, b ngubi co kieu gen CYP2C9*3/*3 so vbi cac kieu gen khac. Trong 3 nghien cuu don
lieu rieng re, cb tbng cong 5 dbi tuong cb kieu gen CYP2C9*3/*3, lieu don AUCo-24 lieu
don tang khoang 3 lan so vbi ngubi chuyen hoa binh thuong. Hoc tinh tan suat cua kieu
gen *3/*3 la 0,3% den 1,0% giua cac nhom chung toe khac nhau.

Can than trong khi dung celecoxib b benh nhan da biet hoac nghi ngb cb chuyen hoa
CYP2C9 kem dua tren tien su/kinh nghiem vbi cac co chat khac cua CYP2C9. Nen xem
xet viec bat dau dieu tri vbi mot nua lieu khuyen nghi thap nhat (xem phan 4.2 Lieu dung
va each dung va 4.5 Tuong tac vbi cac thubc khac va cac dang tuong tac khac).

Thai trie

Thai trir celecoxib chu yeu do chuyen hoa qua gan vbi dubi 1% lieu dung duoc bai tiet
nguyen dang qua nubc tieu. Sau khi dung da lieu, thbi gian ban thai la 8-12 gib va. hsc do
thanh thai khoang 500ml/phut. Vbi da lieu, nbng do thubc trong huyet tuong bn draft/dat
duoc trubc ngay thu 5. Bien thien giua cac dbi tuong ve cac thong so duoc dong hoc
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chinh (AUC, Cmax, thai gian ban thai) la khoang 30%. The tich phan bo b trang thai on
dinh trung binh la khoang 500L/70 kg b ngubi truong thanh khoe manh cho thay sir phan
bb rong khdp cua celecoxib vao cac mo. Cac nghien cuu tien lam sang da xac dinh thubc
vuot qua duoc hang rao mau nao.

Anh hudng cua thuc an

Dung thubc cung thuc an (giau chat beo) lam cham sir hap thu the hien qua Tnaxdat dupe
sau khoang 4 gib va sinh kha dung tang 20% (xem phan 4.2 Lieu dung va each dung).

6 ngubi tinh nguyen khoe manh, lupng hap thu toan than (AUC) cua celecoxib tuong
duong giua dang ubng nguyen vien nang hoac dang hoa tan trong nubc sinh to tao. Khong
cb su thay dbi dang ke ve Crex, Trmax hoac Ti/2 sau khi ubng thubc nguyen vien hoac hoa
tan vao nubc sinh to tao.

Cac nhom benh nhan dac biet
Ngudi cao tuoi

O ngubi tren 65 tuoi, Cmex va AUC cua celecoxib tang len 1,5-2 lan. Dieu nay chu yeu
lien quan den can nang chu khong do thay dbi ve tuoi tac, nbng do celecoxib cang cao
hon b nhung benh nhan co can nang cang thap va do do nhung ngubi Ibn tuoi co can nang
trung binh thap co nbng do celecoxib cao hon nhung ngubi tre. Do vay, phu nu Ibn tuoi
cb xu hubng co nbng do huyet tuong cao hon dan ong Ibn tuoi. Noi chung, khong thuc su
can dieu chinh lieu. Tuy nhien, vbi cac benh nhan Ibn tuoi cb can nang dubi trung binh
(<50 kg), nen dung lieu khuyen nghi thap nhat.

Tre em

Dupe dong hoc b trang thai bn dinh cua celecoxib dung b dang hon dich ubng dupe danh
gia b 152 benh nhan viem khbp tu phat thieu nien tir 2 tuoi den 17 tuoi cb can nang >
10kg bi viem khbp tir phat thieu nen (cb yeu to thap duong tinh hoac am tinh) b mot hoac
vai khbp, the mb rong hoac da khbp va benh nhan bi viem khbp tu phat thieu nien khoi
phat toan than (vbi cac dac diem hien tai toan than bat hoat). Phan tich dupe dong hoc
quan the chi ra rang do thanh thai duong ubng (khong dieu chinh theo can nang) cua
celecoxib tang vbi ti le it hon so vbi muc tang can nang, vbi benh nhan 10 kg va 25 kg du
doan cb do thanh thai lbn luot giam 40% va 24% so vbi benh nhan viem khbp dang thap
nang 70 kg.

Dung vien nang 50 mg, 2 lbn/ngay cho benh nhan viem khbp tu phat thieu nien cb can
nang tir 10 - 25 kg va dung vien nang 100 mg cho benh nhan viem khbp tu phat thieu
nien cb can nang tul25 kg trb len dat dupe nbng do huyet tuong tuong tu nhu nbng do
huyet tuong trong thu nghiem lam sang, dieu nay chi ra rang tac dung khi dung celecoxib
khong thua kem khi dung naproxen lieu 7,5 mg 2 lan/ngay (xem phan 4.2 Lieu dung va
each dung). Celecoxib chua dupe nghien cuu b benh nhan viem khbp tir phat thieu nien
dubi 2 tuoi, benh nhan can nang dubi 10 kg (221bs) hoac trong thbi gian qua 24 tuan.

Chimg toe

Phan tich tbng hop ve cac nghien cuu dupe dong hoc da du doan ty le AUC cua celecoxib
vbi ngubi da den cao hon khoang 40% so vbi ngubi da trang. Nguyen nhan va y nghTa
lam sang cua van de nay van chua dupe biet.
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5.3

Suy gan: Nong do huyet tuong cua celecoxib b cac benh nhan suy gan nhe (Child-Pugh
Loai A) khong khac biet dang ke so voi nong do a nhom doi chung cung tuoi va giai tinh.
Q@ cac benh nhan suy gan vua (Child-Pugh Loai B), nong do celecoxib huyet thanh gap
khoang 2 lan nong do so vai nhom doi chung tuang ung (xem phan 4.2 Lieu dung va
each dung).

Suy than: Q ngubi tinh nguyen cao tuoi bj giam toe do loc cau than (GFR) do tuoi (GFR
trung binh > 65ml/phut/I,73 m2) va benh nhan bi suy than man on dinh (GFR 35-60
ml/phut/1,73 m2) dugc dong hoc cua celecoxib tuang duang vai benh nhan co chuc nang
than binh thuong. Khong co lien he dang ke nao dugc tim thay giua creatinin huyet thanh
(hoac he so thanh thai creatinin) va do thanh thai celecoxib. Suy than nang khong thay doi
do thanh thai celecoxib do duong thai tru chinh cua thuoc la qua chuyen hoa tai gan thanh
dang khong hoat tinh.

Anh hudng tren than: Vai tro tuong doi cua COX-1 va COX-2 trong sinh ly than chua
dugc biet day du. Celecoxib giam thai tru qua than cua PGE2va 6-keto PGFi a (mot chat
chuyen hoa cua prostacyclin) nhung khong anh hubng den thai tru thromboxan B2huyet
thanh va 1l-dehydro-TXB2 mot chat chuyen hoa cua thromboxan (deu la san pham cua
COX-1). Cac nghien cuu rieng biet da cho thay celecoxib khong lam giam GFR b benh
nhan Ibn tuoi hoac benh nhan suy than man. Cac nghien cuu nay cung cho thay co sir
giam nhe bai tiet natri. Trong cac nghien cuu tren benh nhan viem khbp, ty le phu mach
ngoai vi da dugc quan sat thay la tuong duong vbi ty le nay b benh nhan dung cac thubc
uc che COX khong dac hieu (cung cb tac dong uc che COX-2). Bieu nay de thay nhat b
cac benh nhan dang dibu tri ket hgp vbi thubc Igi tieu. Tuy nhien, khong thay tang ti le
tang huyet ap va suy tim, tinh trang phu mach ngoai vi thuong nhe va tu het.

Du lieu an toan tien lam sang

Du lieu an toan tibn lam sang da cho thay khong cb nguy co dac biet nao cho con ngubi
dua tren cac nghien cuu co ban ve.dbc tinh vbi lieu nhac lai, tac dung gay dot bien va ung
thu.

Celecoxib khi dung duong ubng vbi lieu >150 mg/kg/ngay (xap xi gap 2 lan lugng thubc
su dung b ngubi khi dung libu 200 mg ngay 2 lan dugc tinh theo AUCO-2), lam tang nguy
co di tat vach ngan that, mot bien cb hiem gap, va di tat b thai nhi, vi du nhu dinh xuong
subn, dinh cac dot uc va bien dang dot uc tren tho su dung celecoxib trong qua trinh phat
trien he co quan cua bao thai. Cb su tang phu thuoc libu cua nguy co thoat vi co hoanh khi
chuot cong dung celecoxib vbi libu ubng >30 mg/kg/ngay (xap xi gap 6 lan lugng thubc
su dung b ngubi khi dung libu 200 mg ngay 2 lan dugc tinh theo AUCo-2) trong qua trinh
phat trien he co quan cua bao thai. Nhung tac dung dugc hieu cb lien quan den tac dung
uc che tbng hgp prostaglandin cua celecoxib. Tren chuot cong, dung celecoxib trong thbi
ley phat trien dau cua bao thai gay say thai trubc va sau khi phoi lam to va lam giam sul
song sot cua phoi/thai nhi.

Doc tinh tren dong vat

Ba cb ghi nhan truong hop tang ti le bi nang tinh dich cb hoac khong cb kem theo nhung
thay doi thu phat, nhu lugng tinh djeh it trong tinh hoan cung nhu gian ong dan tinh tu rat
nhe den gian nhe tren chuot cong chua truong thanh. Cac ket qua tren he sinh san mactfiay
du cb the lien quan den dieu tri nhung khong lam tang ti le hoac muc do nghiem treing
theo libu dung va cb the la tinh trang tu phat . Khong ghi nhan cac ket qua tuong tu tren
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he sinh san trong nghien cuu tren cho chua truong thanh, cho truong thanh hoac chuot
cong truong thanh dieu tri bang celecoxib. Y nghTa lam sang cua nhung quan sat nay chua
duoc biet den.

6. CAC DAC TINH DITOC HOC

6.1.  Danh muc ta diroc

Vien nang chua: lactose monohydrat, natri lauryl sulfat, povidon, natri croscarmellose,
magnesi stearat.

Vo nang chua: Titan dioxid, gelatin, sorbitan monolaurat, natri lauryl sulfat, nude tinh
khiet.

Muc in tren vo nang chua: Shellac, dehydrated alcohol, isopropyl alcohol, butyl alcohol,
propylen glycol, dung dich ammoniac dam dac, oxid sdt vang E 172.

6.2.  Tmmg ky
Chua duoc biet.
6.3.  Thoi han sir dung
36 thang ke tir ngay san xuat.
6.4.  Than trong dac biet khi bao quan

Bao quan d dieu kien khong qua 30°C. Lupng thuoc hoa tan trong nude sinh td tao, chao,
sua chua on dinh toi 6 gid khi bao quan trong tu lanh (2-8°C/35°F-45°F). Khong dupe bao
guan lupng thuoc hoa tan vdi chuoi nghien nat trong tu lanh.

6.5.  Tinh chat va dung lupng cua bao bi dong goi 4

Hop 3 vi x 10 vien nang.

San xuat tai: Pfizer Pharmaceuticals LLC - Km 1.9, Road 689, Vega Baja, Puerto Rico
00693, Mj. /

Ddng goi va xuat xuong tai: R-Pharm Germany GmbH - Heinrich-Mack-Str.3489257
Illertissen, Due.

®Nhan hieu da dang ky
LPD date: Jul 12,2016
Reference CDS date: Feb 25, 2015

TUQ. CUC TRUING
ptruSng PHONG

‘Nyupn yfuy, yfung,
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