U VI APIBREX 100 253

CUC QUAN LY DUOC
DA PHE DUYET

Lén dﬁuOéif/ﬁQfg M

B ny 'ffﬁm

A

72,00 mm

[ AR erermovocrwes  APIBREX 100 N

Celecoxib 100 mg

APIBREX 100 APIMEL o 1v 0o pran bUGC APMED AI

Celecoxib 100 mg Cele

AP soarvcommonsenes APIBREX 100

Celecoxib 100 mg

JiGC APIMED API BR Ex 1 00 APIME cona v co puan buge apive
Celecoxib 100 mg _
AN consrcomonerns APIBREX 100 <

Celecoxib 100 mg

CO PHAN DU'QT APIMED A PI BH Ex 1 00 AP!!’I!‘-! CONG TY CO PHAN [

Celecoxib 100 mg

I 00 APJMH CEANG TY CO PHAN DU'GIC APIMED API BREX 1 Oﬂ

Celecoxib 100 mg

B9 coNG T €O PHAN DUGC APIMED APIBREX 1 00 APmEd (oo

Celecoxib 100 mg

Ex 1 00 ) APRMED ona v €0 PHAN DUOE APWED ,,AP|B,.B__EX_/

130,00 mm >

Vi tri dong s6 16 san xuat va han ding
S0 10 san xuat va han ding dugc dap ndi trén vi



Huug 24 mm
Cao: 76 mm

>
A
=
=
%
==t
=
=

Tilé7:10

R Thudc ké ddn

GMP-WHO

Thinh phin Mbi win nang cing chia

Celecoxih 100 mg
T duroe vira di 1wl
Chi dinh, cdch dang, chéng chi djnh vi cic thong tin khic
Xin doe rong to nudng dlin sir dyng

Bao quan

B4 nor kha rio, INK AN sAng, NSt 8 knang qua 30T

R Prescription drug

HOP APIBREX 100

pimed

HARMA

APIBREX 100

 Celecoxib 100 mg

Hop 3 vi x 10 vién nang ciing

Thu chudn: TCCS

06 1a Bm tay ré em.

Doe ¥ huremyg alln sir dyng truee khi dung
Apimed

G vt b

CONG TY CO PHAN DUEIC APIMED

Cum Ceingg g P Than - Vi Thark,

Hupde Mt Traehy Tish Sideg Nm

A Pimed

APIBREX 100

Celecoxib 100 mg

Composition Each hard geletin capsule contans
Calaconb 100 mg
Excipionts .8 1 capsule

and other

precautions: Read tha package inser inside

Storage
In @ dry piace, protect from ignt, 62 not store above 30T

135 mm

Box of 3 blisters x 10 hard gelatin capsules

Specification: In-nouse

Heep elll of reach of children.
Read the package insert caretully before use.

APHSED PoA AMACELTICAL JOINT STOCK COMPANY
P Tharty - Ve Tharsh et “ste o Taes. Dt
g b $raanca.

54 18 SX 1 Balch No:

NSX / Mig Date

HO |/ Exp Dale

76 mm

24 mm

“ .K‘-' 'J..!



HO SO HANH CHINH &

PHANI: = : .
~ THONG TIN SAN PHAM

Trang: 1/ 10

Vién nang cirng APIBREX 100

Ngay £9. thang (4. nim 2018

Cosod kY va san xuit thude
@ dingly

Ds. Pham Bao Anh




Trang 2/ 10

Hudmg din sir dung thude

®*Vién nang cimg APIBREX
RX Vién nang cirng APIBREX 100
RXVién nang cirng APIBREX 200

8]

“Doc ky huwdng din sie dung trwée khi ding”

“Dé xa tam tay tré em”
“Thudc nay chi ding theo don thudc”

THANH PHAN CONG THUC: trong mét vién nang cimg
1.

APIBREX 100

Thanh phan dugc chat:
CelecoXib ..ouiiinii e 100 mg

- Thanh phén ta dugc:

Natri croscarmellose, natri lauryl sulfat, povidon K30, lactose monohydrat 200 , magnesi stearat

2. APIBREX 200
- Thanh phan duge cht:

CRIBCORID s cranvsmiinmoanin s oo s S A R S ST 08 200 mg
Thanh phan ta dugc:

Natri croscarmellose, natri lauryl sulfat, povidon K30, lactose monohydrat, magnesi stearat

DANG BAO CHE:
I.

APIBREX 100: Vién nang cimg 56 2, nap va than mau trang c6 hai vong mau xanh, bén trong
chira bot thude mau tring dén tring nga.

APIBREX 200: Vién nang clmg s0 2, ndp va than mau tring c6 hai vong mau vang, bén trong
chira bot thude mau tran_g, dén tring nga.

CHI PINH

Chi dinh:

Piéu tri triéu chimg cia thoai hoa khdp (Osteoarthritis, OA) va viém khdp dang thap (Rheumatois
arthritis, RA).

Giam nhe cac ddu hiéu va triéu chimg cua viém cdt séng dinh khép (Ankylosing spondylitis, AS).
Kiém soat dau cap tinh.

Diéu tri thong kinh nguyén phat.

CACH DUNG VA LIEU LUQNG:

Cdch ding:

Udng vién thube voi mét ly nude. Dung lidu thap nhit c6 hlcu qua va trong thoi g:an ngan nhat phu
hgp véi myc dich diéu tri. Néu dung liéu 200 mg, ngay 2 lan, c6 thé uong khong can chi y dén bira
an. Néu dung liéu cao hon (400 mg, ngay 2 lan), phai ung véi thirc an dé cai thién hép thu.

Liéu lugng:
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Cac nguy co trén tim mach cua celecoxib ¢ thé tang theo lidu va thoi gian dung thude, nén ding
li¢u thap nhét trong thoi gian ngin nhét c6 thé.

- Liéu cho nguoi lém:

*  D6i voi viém xwong khop:
Liéu dé n‘g,hi 200 mg/ ngay: Udng 200 mg mét lan/ ngay hodc 100 mg x 2 lan/ ngay.
Trong mot sd trudmg hop, bac si co thé tang liéu 1én t6i da 1a 400 mg (uéng 200 mg x 2 lan/ ngay) ,
neu can

= Déi véi viem khip dang thap:
Liéu dé nghi 1a 200 mg mdi ngay ( ubng 100 mg x 2 lan/ ngay).
Trong, mét s6 truong hgp, bac si c6 thé tang liéu lén tdi da 1a 400 mg (udng 200 mg x 2 lan/ ngay).
néu can.

= DGi véi viem ¢t séng dinh khp:
Liéu diing 200 mg mdi ngay: Uéng 200 mg mét lan/ ngay hodc 100 mg x 2 lan/ ngay.
Trong mét s6 truong hop, bac sT ¢6 thé tang lidu 1én ti da 1a 400 mg (udng 400 mg 1 1in/ ngay
hodc 200 mg x 2 lan/ ngay), néu can.

= Kiém sodt dau cdp tinh:
Liéu dé nghi khoi dau cua celecoxib 13 400 mg, dung tiép theo liéu 200 mg (néu can) trong ngay
dau tién. Trong céc ngay tiép theo, liéu dé nghi 1a 200 mg x 2 lan mdi ngay (khi can).

= Diéu tri dau bung kinh nguyén phat:
Liéu dé nghi khoi dau cia celecoxib 13 400 mg, tlep theo véi lidu bé sung 200 mg trong ng,av dau
tién (néu cin). Trong cac ngay tiép theo, liéu khuyén nghij 1a 200 mg x 2 lan/ ngay (khi can).

Diing thuoe cho doi twong dic biét:

Nguoi cao tuéi: Nhin chung khong phai diéu chinh liéu. Tuy nhién, véi cac bénh nhan cao tudi ¢6
cin ning dudi S0kg, nén bat ddu diéu tri voi liéu khuyén nghi thap nhat.

Suy gan: Khong can chinh liéu & bénh nhan suy gan nhe. Bénh nhan suy gan & mirc do vira
(albumin huyét thanh tir 25 - 35 g/I): Liéu dung bang % liéu dé nghi. Chua ¢6 nghién ciru trén bénh
nhan suy gan ndng.

Suy thdn: Khong cin chinh liéu & bénh nhan suy than nhe va vira. Chua c6 nghién ctru trén bénh
nhan suy thdn nang.

Dimg két hop véi fluconazol: Nén ding celecoxib véi liéu bing mot nira liéu khuyén céo trén
nhitng bénh nhén dang dicu tri voi fluconazol, mét chat tre che CYP2C9. Can thén trong khi ding
két hgp celecoxib voi cac chat ire ché CYP2C9.

- Siwrdung ¢ tré em va thanh thiéu nién: Celecoxib chi danh cho ngudi Ion, khong dung cho tré em va
thanh thieéu nién.

CHONG CHi PINH:
MAn cam v&i celecoxib, sulfonamid hay véi bét cir thanh phén nao cta thude.
- Viém loét da day ta trang tién trién hodc chay mau da day ruét.
- Bénh thiéu mau cyuc bj co tim, bénh mach ngoai bién, bénh mach néo.
- Suy tim sung huyét d6 II — IV theo phan loai NYHA.
- Suy thén ndng (Cler < 30 ml/phut).
- Suy gan niing (albumin huyét twong duéi 25 g/l hoic diém child-Pugh > 10).
- Bénh viém rudt (bénh Crohn, viém loét dai trang).

Tién sir bi hen, may day hodc cac phan (mg kiéu di img khac sau khi ding aspirin hodc cac thude
chong viém khong steroid khac. P cé bao cao vé cac phan tmg kiéu phan vé nang, doi khi gay
chét, vdi cac thude chong viém khong steroid ¢ nhiing ngudi bénh nay.

- Khéng ding giam dau trong thoi gian ghép ndi tic dong mach vanh.

¥
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Cic tdac dpng trén thin:

CANH BAO &THAN TRONG KHI DUNG THUOC

Céc tdac dong trén tim mach:

Huyét khoi tim mach:

Celecoxib c6 thé gay ting nguy co huyét khoi tim mach nghiém trong, nhdi mau co tim, va dét
quy, nhitng bién c6 nay c6 thé gy ur vong. Tat ca cac NSAID deu cd thé c6 chung nguy co nay.
Nguy co nay cé thé t{mg theo lidu dung, thoi gian ding va céc yéu to nguy co tim mach cua ban
than. Bénh nhin véi tién sir b¢nh tim mach cé thé co nguy co cao hon. Pé giam thiéu nguy co xay
ra tic dung khong mong mudn trén tim mach & bénh nhan dleu tri vGi celecoxib, nén dung liéu thap
nhét co hiéu qua trong thoi gian ngin nhit c6 thé. Thiy thudc va bénh nhan can canh giac voi sy
phat trién cua cac truong hop nay, ngay ca khi khéng ¢6 céc trigu chimg vé tim mach trude do.
Bénh nhan can duoc thong bio vé cac diu hiéu va triéu chung cua cac dgc tinh nghiém trong trén
tim mach va cac budce phai lam khi chang xay ra (xem phan Dugc luc hoc).

Hai thor ng._,h]em lam sang lon, cé dbi chimg vé mot NSAID tac dong chon lopc trén COX-2 khac
trong diéu tri dau 10 - 14 ngay dau sau khi phiu thuat ghép mach dong mach vanh nhéan tao
(CABG) cho thiy co su tang ty Ié¢ nhdi mau co tim va dot quy (xem phén Chéng chi dinh).
Celecoxib khong phai la mot chat thay thé cho acid acetylsalicylic trong dy phong céc bénh tic
ngh&n huyet khoi tim mach do thiéu tac dong trén chirc nang tleu cau. Baoi vi celecoxib khong trc
ché sy két tap tiéu ciu, khong nén ngig céc tri liéu khéng tiéu cau (vi du acid acetylsalicylic).

Téang huyét dp: Ciing nhu tat ca cac NSAID, celecoxib cé,thé lam khai phat con ting huyét ap hodc
lam tinh trang ting huyét 4p von ¢6 nang thém, ca hai yéu té nay déu c6 thé lam ting bién ¢b tim
mach. Nén thin trong khi diing cac NSAID, ké ca celecoxib trén bénh nhan tang huyét ap. Can theo
ddi huyét ap chat ché khi bét dau diéu tri vdi celecoxib ciing nhu trong sudt thoi gian diéu tri.

U dich va phir: Ciing glong nhu cic thude c6 tac dung irc che tdng hop prostaglandin, phu né va ir
dich da giip trén mot s6 bénh nhin ding celecoxib. Do dé, can theo ddi chat ché bénh nhén bi suy
tim sung huyét hodc tang huyét ap tir trude. Nén dung celecoxib than lronj3 cho cac bénh nhan da bi
ton thuong chire néng tim, phi hodc cac tinh trang c6 kha nang tré nén tram lrunE, hon do @ dich va
phii bao gom nhimg ngudi dung thude loi tiéu, hodc ¢6 nguy co giam thé tich mau.

Cuc tdc dpng trén dwong tiéu hoa:

Thung dudng tiéu hoéa trén va dudi, loét hodc chay mau da xdy ra voi cac bénh nhan ding
celecoxib. Nhirng bénh nhan ¢6 nguy co cao nhat bi nhimg bién chimg dudng tiéu hoa loai nay khi
ding cac thuée NSAID bao gém: Ngudi cao tudi, bénh nhén bi cac bénh tim mach, bénh nhan dang
dung aspirin, cac glucocorticoid hoac cac NSAID khac, bénh nhan ding thirc uéng ¢ con hodc
bénh nhan c6 tién sur hodc dang b[ cac bq:nh duong neu héa tién trlen nhu loét, cac tinh trang chay
mau hogc viém dudng tiéu hoa. Hau hét cac bao cao ngiu nhién vé cic trl.rcmg hop tir vong do blen
c¢b tren dudng tiéu hod cé lién quan dén celecoxib trén cac bénh nhan c6 thé chét yéu hoac ngtro‘;
¢ao tudi. %

Céac NSAID bao gém celecoxib cé thé gay ddc cho thdn. Cac thi nghiém lam sang vai celecoxib 3!
chi ra cac tac dong tuong tw nhu véi cac NSAID khéc duge so sanh. Bénh nhan co nguy co nhiém
doe thén cao nhét 1 ngudi suy chire niing than, suy tim, suy chirc ning gan va ngudi cao tudi. Can
theo ddi can than nhimg bénh nhan nay khi diéu trj bang celecoxib.

Cén thg_in trong, kh{ bt _déu diéu tri cho bénh nhén bi mét nuée. Trude tién nén bu nude cho bénh
nhan roi moi bat dau di€u tri bang celecoxib.

Bénh thén tién triép: Cé{l theo ddi chit ch& chirc ndng than & bénh nhan bj bénh than tién trién ding
celecoxib (xem phan Liéu lugng va Cach ding).

Phan trng phan vé:

Ciing nhu céc thuée NSAID néi chung, cic phan img phan vé da xay ra trén cac bénh nhan ding
celecoxib (xem phan Chdng chi dinh).

IR = . TR T
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Cidc phan irng nghiém trong trén da:

Céc phan (mg nghlem trong trén da, mot sé dan dén tir vong, bao gom viém da troc vay, hdi chimg
Steven-Johnson, va hoai tir biéu bi nhiém ddc, da dugc bao cdo nhung rat hiém gip trong sir dung
celecoxib. Bénh nhén thudng c6 nguy co cao véi cac bién cb nay trong giai doan s6m cuia qua trinh
diéu tri, cic trudong hop nay xay ra chu yeu trong thang dau tién dung thudc. Can ngung dung
celecoxib ngay khi xuat hién méan do da, ton thuong niém mac, hodc bat ky ddu hiéu qua man nao.

Cic tdc dpng trén gan:

Chua ¢ nghién ciru trén cac bénh nhin suy gan ngtng (Child-Pugh nhom C). Khong st dung
celecoxib trén cac bénh nhan suy gan ning. Celecoxib can duoc sir dung than trong trén cac bénh
nhan suy gan vira (Child-Pugh nhoém B), va nén bit ddu v6i lidu bing mét nira lieu khuyén céo
(xem phan Liéu lugng va Céch dung).

Céc tac dung khong mong mudn nghiém trong hiém gap trén gan, bao gOm viém gan kich phat
(mét s6 trudmg hop gdy tir vong), hoai tir gan va suy gan (mot so truong hop gay tir vong hodc can
phai ghép gan) da dugc bao céo vai celecoxib.

Bénh nhén c6 cac trigu chimg va/hodc dau hi¢u cua suy gan hogc ngudi ¢o xét nghiém chire nang
gan bt thuong can dtro'c theo doi chat ché vé cac dau hiéu phat trién phan (mg trén gan tram trong
hon trong qua trinh diéu tri véi celecoxib.

Sir dung dong théi véi thube chong dong mau dwong ubng:

Viéc sir dung dong thoi cac NSAID véi thude chong (dong mau duong uong lam tang nguy co Xuat
huyét va can dugc sir dung than trong. Cac thude chong dong mau duong uéng bao gdm cac thude
dang warfarin/coumarin va cac thudc chéng dong mau dwong udng thé hé méi (vi du: Apixaban,
dabigatran va rivaroxaban).

Tong quan:

Vi tac dung giam viém, celecoxib ¢6 thé 1am md cac dau hiéu chan doan, vi du nhu triéu chimg
s6t trong chan doan nhiém tring.

Can tranh ding ddng thoi celecoxib véi mot thuée NSAID khong phai aspirin.
Uc ché CYP2D6:

Celecoxib cho thdy c6 kha nang ire ché CYP2D6 ¢ mic trung binh. D6i v6i nhiing thude durge
chuyén hda béi CYP2D6, co thé can phai giam liéu trong thoi gian bat dau diéu tri bang celecoxib
hodc ting liéu khi ngung diéu tri bang celecoxib (xem phan Twong tac).

Nguy co h uyet khoi tim mach:

Cac thude chong viém khonb stercnd (NSAIDS) khong phai aspmn dung duong toan than, ¢6 thé
lam tang nguy co xuat hién bién c¢6 huyét khoi tim mach, bao gbm ca nh01 mau co tim va dot quy,
c6 thé dan dén tir vong. Nguy co nay c6 thé xuat hién sém trong vai tuan dau ding thuoc va o the
tang 1én theo thoi gian dung thude. Nguy co huyét khdi tim mach duoc ghi nhan chu yéu & liéu cao.

Béc si cin danh gid dinh ky sy xuét hién ciia céc bién c6 tim mach, ngay ca khi bénh nhan khong
O cac triéu chirng tim mach trude do. Bénh nhan can dugc canh bao ve cac triéu chirng cua bien co
tim mach nghiém trong va can tham kham bac si ngay ca khi xuat hién cac tri¢u ching nay.

Dé giam thiéu nguy co Xuét hién bié:l'l cb ba:!t loi, cén st dung APIBREX & liéu hang ngay thap nhit
c6 hiéu qua trong thdi gian ngan nhat co the.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU
Anh hwing trén kha ndng sinh san: Dya trén co ché hoat dong, vige sir dung cac NSAID, ké ca
celecoxib co thé gay tri hoan hoac ngén can su rung trimg, lién quan dén hién tugng vo sinh cé the

phuc hdi & mét sé phu nir. Nhitng phu nir kho thy thai hay dang chira vo sinh, can can nhic viéc
ngimg dung cac NSAID, bao gdm ca celecoxib.

Thoi ky mang thai: Cho téi nay, chua c6 cac nghién ciru day du vé celecoxib & phu nit mang thai.
Tuy nhién cic nghién ciru doc tinh trén thai nhi tho vai lidu 150 mg/kg/ngay cho thiy ting ty Ié

n
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khuyét tit vach ngin tim that va bat thudng & cdc xuong sudn thai nhi. Vi vay, chi nén dung
celecoxib cho phy nir mang thai khi lql ich cao hon nguy co c6 the \iay ra doi vai thai nhi. Piac biét,
khong dung celecox1b & 3 thang cubi cua thai ky, vi cac chat irc ché tdng hop prostaglandin ¢6 thé
¢6 tac dung x4u trén hé tim mach cua thai nhi.

Thoi ky cho con bii: Celecoxib duoc lhal trir qua sira me¢ & chugt nudi con, nong do tuong tu nhu
trong huyét trong, Tuy nhién & ngudi, van chua cé bing chimg thudc o phan bé vao sita me hay
khéng. Do celecoxib ¢ thé c6 ADR nghiém trong & tré nho b sita me, can can nhic lgi‘hai hodc
ngirng cho tré bi me, hoac ngirng dung celecoxib cho me.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Chura c6 nghién ciru vé tac dong cia celecoxib trén kha ning lai xe va van hanh may méc, nhung
dura trén cac dic tinh duoc lue hoe va mo ta téng quat vé an toan, c6 thé khong co anh huong.

TUONG TAC CUA THUOC

Téng quan:

Celecoxib chii yéu chuyén hoa qua cytocrom Pyso (CYP) 2C9 tai gan. Can thin trong khi dung
celecoxib trén bénh nhén da biét hoac nghi ngor chuyén héa qua CYP2C9 kém dua trén tién sir voi
céc co chat khac cia CYP2C9 vi nong do thube trong huyel tuong c6 thé cao bat thuong do glam
d6 thanh thai chuyén hoa. Nén bit dau diéu tri voi liu bang mot nira liéu dé nghi (xem phan Liéu
lwong va Cach dung va Dugc dong hoc - Chuyen hoa).

Viéc sir dung dong thoi celecoxib vadi cac Lhat trc ché CYP2CY c¢6 thé din dén viéc tang nong do
celecoxib trong huyet tuong, Vi vdy, co thé can giam liéu celecoxib khi celecoxib duoc sir dung
ddng thoi véi cac chét Ge ché CYP2C9.

Vige sir dung celecoxib ddng thoi voi cac chat cam img CYP2C9 nhu rifampicin, carbamazepin va
barbiturat c6 thé dan dén viéc giam ndng do celecoxib trong huyét twong. Vi vay, c6 thé can ting
liéu celecoxib khi celecoxib dugc sir dung ddng thdi voi céc chit cam (mg CYP2C9.

Nghién ciru duge dong hoc va nghién ciru in vitro cho’thz"iy mic du celecoxib khong phai la co chat
nhung né ¢6 tac dung (e ché CYP2D6. Do d6 co thé co tuong tac in vivo gilta celecoxib vdi cac
thude chuyén héa boi CYP2D6.

Véi cdc thude cu thé

Twong tdc giita celecoxib va warfarin hodc cdc thuée twong tw: (Xem phan Than trong - Str dung
dong thoi voi thude chong dong mau duong udng).

L{'rhium: O déi tuong khoe manh, péng dg lithium trong huyét tuong tang ‘khoéng‘ 17% khi dung
dong thoi lithium va celecoxib. Céan theo ddi chat ché bénh nhdn dang diéu tri bang lithium khi
dung celecoxib hodc ngimg dung celecoxib.

Aspirin: Celecoxib khong anh hudng dén tac dong khang tiéu ciu cua aspirin Ileu thip (xem
phan Than trong - Cac tic dong trén dudng tiéu héa). Vi khéng c6 tac dong trén tiéu cau, celecoxib
khong phai la chat thay thé cho aspirin trong diéu trj dy phong bénh tim mach.

Cdc thudce chéng ting huyét dp bao gém cdc chit tec ché men chuyén angiotensin (ACEI), chdt doi
khang angiotensin 1l (con dwoc goi la thuoc chen thu thé angiotensin, ARB), cdc thuéc loi tiéu va
cdc thuée chen beta: Viée trc ché prostaglandin cé thé 1am giam tic dung clia cac thude chéng tang
huyét 4p bao gﬁm ACEI va/hoic ARB, thudc loi tiéu va thude chen beta. Can luu y tuong tac nay
khi diing df‘mg thoi celecoxib vai ACEI va/hodc ARB, thube loi tiéu va thude chen beta.

Doi voi bénh nhan cao tudi bi giam thé dich (bao ngm ca nhitng nguoi dang dung thude loi tiéu)
hodc bi ton thuong chirc nang than, viéc dung ddng thai thube NSAID, bao gom thudce trc ché chon
loc COX 2, véi thude uc ché men chuyén angiotensin, cac chat d0| khang angiotensin Il hoac thude
loi tiéu ¢6 thé dan dén lan hai chirc nang than bao gom suy than cap tinh. Céc tac dung nay thuong
o thé phuc hoi. Vi vy, can than trong khi sur dung ddng thai nhitng thude nay. Can cho bénh nhan
uong nhiéu nuée va can theo doi vé mdt lam sang, danh gia chirc nang than khi bat dau diéu tri két
hop va danh gia theo dinh ky sau do.

o
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- Cyclosporin: Do ¢6 tac dung trén prostaglandin than, cic NSAID c6 thé lam ting nguy co nhiém
dc than do cyclosporin.
F:’uconazo? va ketoconazol: Dung dong thoi fluconazol lidgu 200 mg, | lam’ngay lam tang gép doi
nong d6 celecoxib trong huyét tuong. Viéc ting 1én nay la do tac dong rc ché sw chuyen hoa cua
celecoxib qua CYP P450 2C9 bdi fluconazol. Celecoxib nén duge sir dung véi liéu bang mot nua
liéu khuycn cao ¢ bénh nhan dang dung fluconazol, mot chat (rc ché CYP2C9 (xem phan Liéu

lugng va Cach dung). Ketoconazol, mét chit trc ché CYP3A4, khong c6 tac dung trc ché chuyén
hoa celecoxib déng ké trén lam sang.

Derrmmerharphan va metopm!o! St dung dnng thoi celecoxib 200 mg hai lan mdi ngay din dén
vi€c ting lan lugt 2,6 1an va 1,5 lan ndng do dextromethorphan va metoprolol trong huyét tuong
(co chat cia CYP2D6). Viée tang 1én nay la do sy tre ché cua celecoxib lén sy chuyen héa co chat
cua CYP2D6 qua CYP2D6. Vi vay, ¢6 thé cin giam lidu lugng cua cac thude 1a co chét cua
CYP2D6 khi bat diu diéu trj bﬁng celecoxib hodc tang liéu khi ngung diéu tri bang celecoxib (xem
phéan Than trong - Sir dung déng thai véi thude chéng dong méau duong udng).

Thuéc lgi tiéu: Cac nghién ciru 1am sang cho thiy trén mot sd bénh nhan, NSAID ¢ thé lam giam
tac dung ting thai natri qua nudc tiéu cua furosemid va thiazid bang cach irc ché tong hop
prostaglandin.

Methotrexat: Khong quan sét thay twong tic duge dong hoc va lam sang quan trong ndo trong
nghién ciru lam sang giira celecoxib va methotrexat.

Cdc thuéc tranh thai deomg uéng: Trong mot nghién ciru tuong tac, celecoxib khong c6 tac dong ro
rang trén lam sang véi duge dong hoc cia thude tranh thai duong udng loai két hop (1 mg
norethindron/0,035 mg ethinyl estradiol).

Cdc thuoc khdc: Chua ¢6 bao cao tuong tic quan trong nao vé mit 1am sang giira celecoxib va
thudc khang acid (nhém va magnesi), omeprazol, glibenclamid (glyburid), phenytoin hoic
tolbutamid.
TAC DUNG KHONG MONG MUON CUA THUOC
- ADR ciia celecoxib & liéu thuong dung noi chun;, nhe va c6 lién quan chu yéu dén dudmg tiéu hoa.
ADR khién phai ngirng dung thude nhiéu nhat gom: Kho tiéu, dau bung. Khoang 7,1% nguoi bénh
dung celecoxib phai ngimg dung thudc vi ADR so véi 6,1% nguoi bénh ding placebo phai ngimg.
- Thuong gap, ADR > 1/100
Tiéu héa: Pau bung, ia chay, khé tiéu, day hoi, budn nén.
H6 hap: Viém hong, viém miii, viém xoang, nhiém khuén dudng hé hap trén.
TKTW: Mét ngu, chong mit, dau dau.
Tim mach: Tang huyét ap. nhdi méau co tim.
Da: Nbi ban.

Chung: Pau lung, cac triéu chimg giéng ciim, phu ngoai bién.

- Hiém gap, ADR < 1/1000:

Tim mach: Ngét, suy tim sung huyét, rung that, nghén mach phéi, tai bién mach mau néo, hoai tir
ngoai bién, viém tinh mach huyet khoi, viém mach.

Tiéu hoa: Téc rudt, thung rudt, chay mau dudng ti€u hoa, viém dai trang chay mau, thung thuc quan,
viém tuy, tac rudt.

Gan mat: Bénh s6i mat, viém gan, vang da, suy gan.

Huyét hoc: Giam lugng tiéu ciu, mit bach cau hat, thiéu mau khong tai tao, giam toan thé huyét cau,
giam bach cau.

Chuyén héa: Giam glucose huyét.
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TKTW: Mat diéu hoa, hoang tudng tu sat.

Than: Suy than cép, viém than ké.

Da: Ban do da dang, viém da tréc, hgi chimg Stevens-Johnson.

Chung: Nhiém khuan, chét dot ngét, phan img kiéu phan vé, phu mach
*  Nguy co huyét khéi tim mach (xem thém phdn cdc truong hop thén trong khi dimg thude)
Théng bso cho bsc si nhirng tic dung khéng mong mudn giip phai khi sit dung thude.

Huéng din cich xir tri ADR:

Néu ¢6 biéu hlen doc hai than trong khi diéu trj celecoxib, cin phai ngirng thude, thuéng chire ning
than sé tré vé mirc trude diéu tri sau khi ngirng diéu trj thude.

- Test gan c6 thé ting (gap 3 lin mirc binh thuong & gtm han cao). Sur ting nay co thé l|én trién, hodc
khéng thay déi hodc chi tam thai trong mét thoi gian khi tiép tuc diéu tri. Nhung néu ¢6 biéu hién
ndng clia viém gan (vang da, biéu hién suy gan...) phai ngimg ngay thudc.

- No6i chung, khi dung véi liéu théng thuomg va ngan ngay, celecoxib dung nap tot.

QUA LIEU VA CACH XU TRi

- Qud liéu:
Qua liéu cac thuée chéng viém khong steroid c6 thé gay ngu lim, ngi lo mo, buén non, non, va dau
viing thuong vi; cac biéu hién nay thudng phuc hoi véi viée diéu tri nang dd. Ciing xay ra chay méu
dudmg tiéu hoa. Céc biéu hién xay ra hiém hon la ting huyet ap, suy thin cép, rc ché hd hap va hon

mé. Céc phan tng kiéu phan vé da dugc théng bao véi lidu diéu tri cua thuée chdng viém khdng
steroid va c6 thé xay ra khi qua liéu.

- X tri:

Piéu tri qua liéu thude Lhong viém khong steroid bao gdm diéu tri triéu chimg va ning do; khong co
thudc g giai doc dac hi¢u dbi vai thude chdng viém khong steroid. Trong 4 gid dau sau dung qua liéu,
liéu phap gay non va‘hodc cho than hoat (60 — 100 g cho ngudi lon, hodc 1 -2 g/kg cho tré em),
va/hoiic mot thudc tay thAm théu co thé co ich ddi voi nhitng nguoi bénh da cé biéu hién bénh ly
hodc da uong mot luong thude qua lén. Khéng biét celecoxib ¢6 loai dugc bang tham tich mau hay
khong nhung thuoc gén vao protem voi ty 1€ cao gr,n y st dung cdc bién phap bai ni¢u cudng birc,
kiém héa nudce tiéu, tham tach mau, hodc truyén mau cé thé khong co higu qua loai bo lugng Ion
celecoxib khoi co thé.

CAC PAC TINH DUQC LUC HQC, DUGC PONG HOC
Pac tinh dwoe lue hoc

Nhém duge ly: Thuée chéng viém khéng steroid iec ché chon loc COX- 2.
Ma ATC: MOIAHOI.

- Celecoxib 1a mot thude chdng viém khong steroid, 1rc ché chon loc cyclooxygenase -2 (COX-2), ¢6
tac dung chong viém, giam dau, ha s6t. Co ché hoat dong cua celecoxib 1a (rc ché sy tonb hop
prostaglandln chi yéu thong qua tac dung (e ché isoenzym cyclooxygenase-2 (COX-2), dan dén
lam giam su tao thanh cac prostaglandin.

- Khéc v6i phan 16n céc thude chéng viém khong steroid ¢6 trude day, celecoxib khéng irc ché
isoenzym cyclooxygenase-1 (COX-1) vai cac nong do diéu tri & ngudi. COX-1 la enzym ¢ hau hét
& cac md, bach cau don than to va tiéu cau. COX-1 tham gia vao tao cuc mau déng (nhu thic day
tiéu ciu ngung tap) duy tri hang rao niém mac da day va chirc nang than (nhu duy tri tuéi mau thén).
Do khong (e ché COX-1 nén celecoxib it cé nguy co giy cac tic dung phu (vi du xuat huyét, viém
loét da day, kéo dai thoi gian chay mau), nhung c6 thé gy cac tac dung phyu & than tuong tu cac
thude chong viém khong steroid khéc.
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- Celecoxib ¢6 thé lam tang nguy co huyet khdi mach mau & mot s6 bénh nhén vi thude e ché tong
hop prostaglandm (mdt chat khing huyét kho:) va khong tac dong den thromboxan A2 (mét chat dé
gay huyét khdi). Ngoai ra, celecoxib con co thé ngan chin tang sinh té bao ung thu dai trang va lam
giam kich thude polyp dai truc trang.

Pac tinh dwge dong hoc:

. Hidp thu: Celecoxib hap thu nhanh qua dudng tiéu hoa. Udng celecoxib véi thire an ¢6 nhiéu chat
béo lam cham thoi gian dat nong dé dinh trong huyét tuong so véi ung luc déi khoang 1 - 2 gid va
lam tang 10 — 20% AUC. Co thé dung celecoxib khi dn hodc xa cac bira dn.

. Nong do dinh trong huyét trong cua thude thuong dat & 3 gidr sau khi uéng mét liéu duy nhat 200
mg lic doi va trung binh bang 705 nanogam/ml. Nong dé thude & trang thai on dinh trong huyét
twong dat dugc trong vong 5 ngay; khong thay co tich liiy. O ngudi cao tudi trén 65 tudi, ndng do
dinh trong huyét tuong va AUC tang 40 va 50%, tuong tmg, so véi ngudi tré; AUC cia celecoxib o
trang thai on dinh ting 40 hogc 180% & ngudi suy gan nhe hodc vira, tuong img, va giam 40% &
ngudi suy than man tinh (toc do loc cau than 35 — 60 ml/phit) so véi ngudi binh thudng.

. Phdn bé: Thé tich phan bd o trang thai on dinh khoang 400 lit (khoang 7,14 litkg) nhu vay thude
phéan bé nhiéu vao mé. O néng do diéu trj trong huyét turong, 97% celecoxib gén véi protein huyét
twong. Celecoxib ¢ kha ning phan bd vao sira me.

. Chuyén héa: Celecoxib duge chuyén héa chi yéu trong gan béi isoenzym CYPasy 2C9 thanh cac
chat chuyén hoa khong co hoat tinh duge Iy nhu céc thude e ché enzym COX-1 va COX-2.

. Thdi trir: Nira doi thai trir trong huyét twong ciia celecoxib sau khi ufmg lic déi la 11 gior va hé sé
thanh thai trong huyet twong khoang 500 ml/phut. Nira doi cua thube kéo dai & ngudi suy than la
13,1 gio va nguoi suy gan la 11 gio hodac 13,1 gid. Celecoxib thai trir khoang 27% trong nudc tiéu
va 57% trong phan, dudi 3% liéu dugc thai trir dudi dang khong thay doi.

Anh heong cua thiee an: Ding thube cing thirc an (giau chit béo) lam cham sy hap thu cia
celecoxib théihién qua Tmax dat dugc sau khoang 4 gid va lam sinh kha dung ting khoang 20%
(xem phan Liéu lugng va Cach dung).

0 ngudi tinh nguyén khoe manh, luong hap thu toan than (AUC) ctia celecoxib tuong duo'ng yua
dang udng nguyén vién nang hodc dang hoa tan trong nude sot tao. Khong c6 sy thay doi o y
nghia vé Cmax, Tmax hodic Ty, sau khi udng thude nguyén vién hoiic hoa tan vao nudc sot téo.

Cdc nhom bénh nhin dic biét

Nguoi cao tuoi: O ngudi trén 65 tudi, gia tri trung binh Cmax va AUC ctia celecoxib tang lén 1.5 -
2 Ian Piéu nay chu yéu lién quan dén cén ning chir khong do thay déi vé tudi tac, celecoxib cé
ndng do cao hon trén nhitng bénh nhén c6 cin ndng it hon, do dé cao hon & nhing ngudi Ion tudi
co can nfing trung binh thdp hon nhitng ngudi tre. Do vay, phu nir 16n tudi co xu huo‘ng co nong do
thude trong huyet twong cao hon dan 6ng Ion tudi. N6i chung khéng can diéu chinh liéu. Tuy
nhién, v&i cdc bénh nhan 16n tudi ¢6 can nang dudi trung binh (< 50 kg), nén bt dau diéu tri bang
licu dé nghi thap nhét.

Chung téc: Mot phin tich tdng hop cac nghién ciru duge dong hoc da du doan AUC cua celecoxib
¢ ngudi da den cao hon khoang 40% so vai ngudi da tring. Nguyén nhan va y nghia lam sang cia
vin dé ndy van chua duoc biét.

Suy gan: Nong do trong huyet twong cua celecoxib & bénh nhén suy gan nhe (Child-Pugh Loai A)
khéng c6 khac biét dang ké so v6i nong dd & nhém dm chimg ¢6 tudi va gidi tinh tuong Umg. Trén
cac bénh nhén suy gan vira (Child-Pugh Loai B) ndng d6 celecoxib trong huyét tuong cao hon
khoang 2 1dn so véi nhém déi chimg tuong mg (xem phan Liéu luong va Cach ding).

Suy thén: Trén cac bénh nhan tinh nguyén cao tudi bi giam tée do loc cau than (GFR) do tudi (GFR
trung binh > 65ml/ph1’1tf'l,73mz) va cac bénh nhdn bi suy thin man on dinh (GFR 35-
60ml/phut/1,73m?), duge dong hoc cia celecoxib duge so sanh v6i cac bénh nhdn c6 chic ning
than binh thuong. Khéng ¢6 mdi lién hé dang ké nao dugc tim thiy giira creatinin huyét thanh
(hoac h¢ s& thanh thai creatinin) va dg thanh thai celecoxib. Suy thdan nang khong lam thay débi do
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thanh thai celecoxib do dudng thai trir chinh cta thudc la qua chuyén hoa tai gan thanh dang khong
hoat tinh.

Anh huéng trén thgn: Cac vai trd lién quan cia COX-1 va COX-2 trong sinh ly than chua duoc biét
day du.
QUY CACH DPONG GOI:
- Hop 3 vi (Alu — Alu) x 10 vién nang ciing.
PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Piéu kién bao quin: Bio quan noi khé réo, tranh dnh sang, nhiét o dudi 30°C. Pé thude ra khoi tam
nhin va tim tay cta tré em.
Han ding: 24 thang ké tir ngay san xudt.
Tiéu chuin chat lugng: TCCS.
CO SO SAN XUAT
Céng ty C6 phin Dwoec APIMED
- Dia chi tru sé: 263/9 Ly Thuong Kiét, Phuong 15, Quan 11, thanh phé Hé Chi Minh.

- Dia chi nha mdy: Pudmg NI, cum cong nghiép Pha Thanh - Vinh Thanh, xa Vinh Thanh, huyén
Nhon Trach, tinh Péng Nai.

NGAY XEM XET SUA POI, CAP NHAT LAI NOI DUNG HDSD THUOC
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