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TO HUONG DAN SU DUNG THUOC
nay chi ding theo don thuoc

LACELE-XIB 100

THUOC NAY CHI DUNG THEO PON THUOC
DPE XA TAM TAY TRE EM
POC KY HUGNG DAN SU DUNG TRUGC KHI DUNG
1. THANH PHAN CONG THU'C THUOC
Thanh phin hoat chit:
o ORI ol i o see i e T TR i TR e o T R T e T o P R R e 100 mg
Thanh phin ti dwge:

Lactose monohydrate, croscarmellose sodium, sodium lauryl sulfate, povidone, colloidal
silicon dioxide, magnesium stearate, vo nang rong.

(Thanh phan v6 nang rdng: gelatin, methylparaben, propylparaben, sodium lauryl sulfate,
glycerine, silicon dioxide, acetic acid, sucrose fatty acid esters, polyethylene glycol, titanium
dioxide).

2. DANG BAO CHE
Vién nang ciing.

M& t: Vién nang cimg s 2, thdn mau tring, ndp mau tring, bén trong chira bdt cém mau
triing dén tring nga.

3. CHI PINH
Giém triéu chimg trong didu tri thodi hoa khép, viém khép dang thip va vidm ¢t séng dinh
khép ¢ nguoi 16m.
Cin dénh gia nguy co di voi timg bénh nhin trude khi chi dinh dung thudc @c ché
cyclooxygenase-2 (COX-2) chon loc.

4. CACH DUNG, LIEU DUNG

Céch dung:
Thude ding dudng udng, cé thé ding ciing holic khdng ciing thirc in. Véi bénh nhén khé nudt
vién nang, c6 thé 14y bdt thude trong vién cho vao sbt tdo, chdo, stta chua hojc chudi nghién
ndt dé ubng cing. Khi d6, phai cho toan bd lugng thube vao khodng mot thia nho sbt tdo,
chdo, stta chua hodic chudi nghidn nét & nhiét d6 phong hodc mat va phai ubng ngay véi
khoang 240 ml nuéc. Luong thude da trén véi st téo, chdo hodc sita chua ¢6 thé n dinh
trong khoang 6 gidr khi bao quan trong didu kién lanh (2 - 8 °C). Khéng nén bao quan lugng
thudc da trdn véi chudi nghién trong didu kién lanh va phai uéng ngay hn hop ndy.

Liéu dung:
Do nguy co tim mach (CV) cta celecoxib ¢é thé ting theo lidu va thoi gian dung thude, do
vdy nén sit dung lidu hang ngay thdp nhéit ¢ hidu qua trong thoi gian ngdn nhét ¢6 thé. Nhu
cdu clia bénh nhén trong viée giam triéu chimg va dép tmg véi didu trj cin duge danh gid lai
dinh ky, ddc biét la ¢ nhing bénh nhan bi thoai hoa khép.
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c4o hang ngay théng thudmg 1a 200 mg ubng 1 lin/ngdy (twong g v6i 1 vién

ofic 2 vién 100 mg) hodc chia lam 2 1in (twong tmg v6i 1 vién 100 mg/lan). G mét

an, néu khéng giam dugce tridu ching, ting liéu 1én 200 mg (twong (mg vdi 2 vién

% hodc 1 vién 200 mg) x 2 lan/ngay c6 thé 1am ting hiéu qua. Néu hiéu qua diéu trj
khong tdng sau 2 tudn, nén xem xét lra chon diéu tri khac.

Viém khép dang thip
Lidu khéi ddu hang ngay duge khuyén cdo 1a 200 mg chia 1am hai lan (fwong tmg véi 1 vién
100 mg/lAn). Néu cin thiét, c6 thé tang lidu 1én 200 mg x 2 lan/ngdy sau d6. Néu higu qua
didu trj khong ting sau 2 tudn, nén xem xét lya chon diéu trj khéc.

Viém cit song dinh khép
Lidu khuyén céo hang ngay 14 200 mg uéng 1 1in/ngdy (tuong (mg véi 1 vién 200 mg hoc 2
vién 100 mg) hogic chia lam 2 l4n (twong tmg véi 1 vién 100 mg/lan). G mét s& bénh nhan,
néu khong giam dugc triéu chimg, ting lidu 1&n 400 mg mot ldn mdi ngdy (twong tmg véi 1
vién 400 mg, 2 vién 200 mg, 4 vién 100 mg) hodc chia lam 2 l4n (twong ¥mg véi 1 vién 200
mg, 2 vién 100 mg/I&n) ¢6 thé 1am tiing hiéu qua. Néu hiéu qua diéu trj khong ting sau 2 tuén,
nén xem xét lya chon diéu tri khéc.

Lidu hang ngay tdi da duge khuyén cdo 12 400 mg cho tit ca cac chi dinh.

Céc ddi twong dic biét

Nguwdi cao tudi
Cfing nhu & nhém tré tudi hon, nén khéi diu voi lidu 200 mg (twong tng véi 1 vién 200 mg,
2 vién 100 mg) mdi ngly & ngudi cao tudi. Néu can, ¢6 thé ting liéu 1én 200 mg (tuong tmg
voi 1 vién 200 mg, 2 vién 100 mg) x 2 1dn/ngay. Cin diic biét than trong & ngudi cao tudi c6
cén nang dudi 50 kg.

Tré em
Celecoxib khong dugc chi dinh cho tré em.

Ngwoi chuyén héa kém qua CYP2C9
Nhitng bénh nhén duge biét hojic nghi ngd chuyén héa kém qua CYP2C9 dya trén kiéu gen
hodc tién sir/kinh nghiém truée d6 véi cac co chét khéc ciia CYP2C9 nén thin trong khi ding
celecoxib vi nguy co xay ra téc dung khong mong mudn phu thude lidu tang 1én. Can nhéc
giam lidu xubng mdt nira lidu thip nhét duge khuyén cdo.

Suy gan
@ bénh nhén bi suy gan mitc d trung binh véi albumin huyét thanh tir 25 — 35 g/l, can bt
dAu didu tri & mue lidu bing mét nira lidu khuyén cdo. Kinh nghiém & nhitng bénh nhin nay
chi giéi han & bénh nhén xo gan.

Suy thin

Kinh nghiém sir dung celecoxib & bénh nhén suy thdn nhe hodc trung binh con han ché, do
d6, cin than trong khi diéu trj nhitng bénh nhan nay.
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CHI PINH
véi celecoxib hoic véi bit ky thanh phin ta dugce nao cla thude.

qu4 min véi sulfonamide.

da day ta trang tién trién hodc chay mau dudng tiéu hoa (GI).
Bénh nhén da timg bi hen suyén, viém miii cAp tinh, polyp miii, phtt mach thén kinh, ndi may
day hoic cc phan (g di (mg khac sau khi ding acid acetylsalicylic (aspirin) hodc cdc thude
chéng viém khéng steroid (NSAID) khac bao gdm ca thubc tre ché COX-2.
Phu nit mang thai va phu nit ¢6 kha niing mang thai, trir khi sir dyng bién phdp tranh thai hiéu
qua. Celecoxib di dwgc chimg minh 1a gy di tat trén hai nghién clru & dong vat. Kha ning
gy nguy co trong thai ky & ngudi vin chua rd nhung khéng thé logi trir.
Phu nit cho con bt.
Suy gan niing (albumin huyét thanh < 25 g/ hodc diém Child-Pugh > 10).
Bénh nhan ¢6 dd thanh thai creatinine wde tinh < 30 ml/phut.
Bénh viém rudt.
Suy tim sung huyét (NYHA II-1V).
Bénh tim thiéu méu cuc bd di x4c dinh, bénh dong mach ngoai bién vivhodc bénh mach mau
nao.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Anh hwéng trén hé tidu héa
Bién chimg dudng tiéu héa trén va duéi (thing, loét hogic chay mau [PUB]), mdt s& din dén
tir vong d& xay ra & nhitng bénh nhan dugc didu trj v6i celecoxib. Cén thin trong khi diéu tri
cho bénh nhén ¢6 nguy co cao bj bién chimg duwdng tiéu héa khi ding NSAID; ngudi cao
tudi, bénh nhan dang duoc didu tri ddng thoi véi bt ky NSAID, thude chéng tiéu cdu khic
(nhur acid acetylsalicylic) hodic glucocorticoid, bénh nhan sir dung rugu hode bénh nhén c6
tién sir bénh dudng tiéu hoa, ching han nhu loét va chiy méu dudng tiéu héa.
Nguy co xay ra tic dung khéng mong mudn & dudng tiéu héa (loét hoidc cic bién chimg dudng

tidu héa khac) do celecoxib ciing ting cao hon khi ding dong thdi celecoxib véi acid
acetylsalicylic (ké ca & liéu thép).

Tinh an todn trén dudmg tiéu héa giita thudc ttc ché COX-2 chon loc + acid acetylsalicylic so
v&i NSAID + acid acetylsalicylic khong khac biét dang ké trong céc thit nghiém lam sang dai
han.

Sir dung dong thoi véi NSAID
Nén tranh stz dung dong thoi celecoxib va NSAID khong phai aspirin.
Anh hwéng 1én tim mach

Tinh trang ting sé lugng céc bién cd tim mach (CV) nghiém trong, chu yéu 1a nhdi mau co
tim, @4 dugc phét hién trong mét nghién ciru dai han c6 ddi chimg véi gia duge & nhimg bénh
nhan bi polyp u tuyén rai réc duge diéu trj bing celecoxib ¢ lidu 200 mg x 2 lan/ngay va 400
mg x 2 14n/ngdy so véi nhém ding gia duge.
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T

o tim mach ca celecoxib o thé tang theo liéu va thdi gian st dung, nén dung liéu
thép nhét c6 hidu qua trong thoi gian ngén nhét c6 thé. Cac thuée nhém NSAID,
o thude tre ché chon loc COX-2, ¢6 lién quan dén viée ting nguy co méc céc bién

mach va huyét khdi khi dimg l4u dai. Chua xdc dinh duge mic d§ chinh xdc vé nguy
ng lidu dom, ciing nhu chua x4c dinh dugc thoi gian diéu tri chinh x4c l1am gia ting

dénh gi4 lai dinh ky, d4c biét 1a & nhitng bénh nhan bi thoai hoa khap.
Bénh nhan c6 yéu t nguy co dang ké d6i v6i cde bién b tim mach (nhu ting huyét 4p, ting
lipid mau, déi théo duomg, hit thudc) chi nén duge diéu trj bang celecoxib sau khi d cén nhic
cén than.
Céc thude trc ché COX-2 chon loc khdng phai 12 thube thay thé acid acetylsalicylic trong du
phong huyét khéi do khong cé téc dung khang tiéu cdu. Vi véy, khong nén ngimg cic liéu
phép khéng tiéu cau.
Nguy co huyét khoi tim mach
Céc thudc chéng viém khéng steroid (NSAIDs), khong phai aspirin, ding dudng toan than,
c6 thé lam tang nguy co xudt hién bién cé huyét khéi tim mach, bao gdm ca nhdi mau co tim
va dot quy, ¢6 thé din dén tir vong. Nguy co ndy co thé xudt hign sém trong vai tudn déu ding
thude va cé thé ting 1én theo thoi gian dimg thubc. Nguy co huyét khéi tim mach dugc ghi
nhén cha yéu & lidu cao.
Béc si cdn dénh gia dinh ky sy xuft hién cta cic bién c6 tim mach, ngay ca khi bénh nhén
khong c6 cdc triéu ching tim mach trude d6. Bénh nhin can duge canh béo vé cde tridu chimg
tim mach truée d6. Bénh nhén cin duge canh béo vé céc trigu chimg ctia bién ¢b tim mach
nghiém trong va cin tham kham béc si khi xudt hién cdc triéu chimg ndy.
Pé gidm thidu nguy co xudt hién bién cb bit l¢i, cin sit dung celecoxib & lidu hang ngay thip
nhét ¢6 hiéu qua trong thoi gian ngn nhét ¢6 thé.

Giit dich va phit né
Ciing nhu cée thude (e ché tdng hop prostaglandin khéc, gift dich va phi né da duge quan sét
thdy & bénh nhan diing celecoxib. Do d6, nén thdn trong khi sir dung celecoxib & b¢nh nhan
c6 tién sir suy tim, rdi loan chirc ning thit trai hodc tang huyét 4p, va & bénh nhén bi phi né
tir truée vi bt ky 1 do ndo khéc, do viée e ché prostaglandin ¢6 thé din dén suy giam chie
ning thin va gift nude. Ciing cAn thén trong & nhitng bénh nhan dang diéu tri bing thude loi
tidu hodc c6 nguy co giam thé tich méu.

Téng huyét ap
Ciing nhu tit ca cde NSAID khéc, celecoxib ¢b thé gdy ra ting huyét 4p hoic lam trim trong
thém tinh trang ting huyét &p da c6 tir trude, gop phin 1am ting ty 1& mic cdc bién cb tim
mach. Do d6, cAn theo d&i chit ché huyét dp khi bt diu va trong sudt qua trinh diéu trj bing
celecoxib.

Anh hwéng 1én gan va thin

Suy gidm chirc ndng gan hodc than va dic biét 1a 161 loan chirc nang tim thudng gip ¢ ngudi
cao tudi, do d6 can phai duy tri sy gidm sét thich hop vé mit y té.
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SAID, bao gdm cé celecoxib, c6 thé gy ddc than. Cac thir nghiém lam sang véi
xib di cho thiy tac dong tuong ty trén thin nhu v6i cde NSAID khéc duge dung dé so
Bénh nhin c6 nguy co bi ddc thin cao nhét 1a nhilng nguiri bi suy giam chirc ndng thén,

1m, roi loan chirc nang gan, ngudi dt‘mg thudc loi tidu, thubc e ché men chuyén
T5 ﬂyg‘iotensm (ACE), thudc dbi khéng thu thé angiotensin II va ngudi cao tudi. Cén theo doi
= cAn than khi diéu tri bing celecoxib trén nhitng bénh nhén ndy.

Mbt sb truomg hop xdy ra phan ting nghiém trong trén gan, bao gdm viém gan cép (mét sb
trudmg hop tir vong), hoai tir gan va suy gan (mdt s trudmg hop tir vong hodc cdn ghép gan),
da duoc bao cdo khi st dung celecoxib. Trong sb cic trudmg hop c6 bdo céo thoi gian khoi
phat, hiu hét cic bién ¢ nghiém trong trén gan déu tién trién trong vong mot thang sau khi
bét dAu didu tri voi celecoxib.

Néu trong qué trinh didu tri, bénh nhan b suy giam chire nang ctia bit ky co quan nao duge
mb ta & trén, cAn xem xét céc bién phép thich hop va ngimg diéu tri véi celecoxib.

U'e ché CYP2D6

Celecoxib tre ché CYP2D6. Mic dit khong phai 1a chit rc ché manh ciia enzyme nay, nhung
¢6 thé cAn phai giam lidu d8i véi cdc thude chuyén héa boi CYP2D6 cén higu chinh liéu.

Bénh nhin chuyén héa kém qua CYP2C9
Thin trong khi diéu trj & bénh nhén chuyén héa kém qua CYP2C9.
Phan tng qud min trén da va toan thin

Phan tmg nghiém trong trén da, mot s6 co thé gdy tir vong, bao gém viém da tréc vay, hoi
chitng Stevens-Johnson va hoai tir biéu bi nhiém dgc, dd duge béo cédo nhung rat hiém gip
lién quan dén viée sir dung celecoxib. Bénh nhén thuong cé nguy co cao nhit gip phai cac
phan tmg nay trong giai doan dAu didu tri: trong phén 16n cac trudmg hop, phan tmg khoi phat
xdy ra trong thang dAu tién diéu trj. Phan tmg qué mén nghiém trong (bao gbm phan vé&, phi
mach va phat ban do thube v6i ting bach cdu 4i toan va cdc triéu chimg toan thin (DRESS)
hodic hdi chimg qud min) @i duge béo céo & nhing bénh nhin dimg celecoxib. Bénh nhén ¢6
tién str di tmg sulfonamide hogc dj img bit ky thudc ndo c6 thé c6 nguy co cao hon gip phai
cdc phan tmg nghiém trong trén da hofc phan ng qué mén. Nén ngimg st dung celecoxib
ngay khi phat hién phat ban trén da, ton thuong niém mac hodc bét ky déu hidu quéd man nao
khac.

Téng quan
Celecoxib c6 thé 1am che déu sét va cac ddu hiéu viém khic.
Sir dung thude chéng dong dwomg uéng

O bénh nhén dang didu tri déng thoi val warfarin, da ¢ bdo cdo vé céc bién ¢b chay mau
nghiém trong, trong d6 c6 mot sé truémg hop gy tir vong. P c6 bdo cdo vé thoi gian
prothrombin (INR) tang lén khi diéu tri ddng thoi. Do d6, can theo d&i chit ché tinh trang nay
& bénh nhan dang ding thudc chéng dong dudomg uéng nhém warfarin/coumarin, dic bigt 12
khi bat ddu diéu tri bing celecoxib hodc thay dbi lidu celecoxib. Sir dung ddng thoi thube
chéng ddng véi NSAID c6 thé lam ting nguy co chdy mau. Can than trong khi két hgp
celecoxib véi warfarin hodc céc thude chéng déng dudomg udng khac, bao gbm céc thude
chdng d6ng maéi (vi dy: apixaban, dabigatran va rivaroxaban).

5/15



https://trungtamthuoc.com/

i0 ta dwge

)

¢ lactose vi vy thén trong khi dung thuéc & bénh nhan méc céc vén dé di truyén
ip vé khéng dung nap galactose, thiéu hut lactase hoan toan hodc kém hép thu glucose-

Thube nay ¢6 chira dudi 1 mmol (23 mg) natri trong mdi vién, vé co ban duge xem nhu
“khdng chira natri”.

7.SU DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU
Phu nir ¢6 thai

Céc nghién ciru trén dong vét (chudt va thé) da cho thdy c6 ddc tinh sinh sén, bao gdm ca céc
di tat. Viéc tic ché tdng hop prostaglandin c6 thé anh hudng xdu dén thai ky. Dit ligu tir cdc
nghién ciru dich t€ hoc cho thdy nguy co say thai tr nhién tang 1én sau khi sir dung chat e
ché tong hgp prostaglandin trong giai doan déu cia thai ky. Kha ning giy nguy co & ngudi
trong thai ky vin chua duge biét, nhung khong thé loai trir. Giéng nhu cdc thude te ché tong
hop prostaglandin khac, celecoxib c6 thé [am cho tir cung khdng co bop va déng sém 6ng
dong mach trong ba thang cudi thai k.

Trong ba théng gifta va ba thang cubi thai ky, cic NSAID (bao gdm celecoxib) cé thé giy rbi
loan chic nang thin & thai nhi, tinh trang ndy c6 thé lam gidm thé tich nuée 61 hoiic thiéu bi
trong nhitng trudng hgp nghiém trong. Nhitng tdc déng nay c6 thé xay ra ngay sau khi bit
dAu diéu trj va thudng c6 thé hdi phyc sau khi nglmg thude.
Celecoxib chéng chi dinh & phy nit mang thai va nhitng phu nit ¢6 khé ning mang thai. Néu
phu nit ¢6 thai trong thoi gian diéu tri, nén ngung dung celecoxib.

Phu nir cho con bi

Celecoxib dugc bai tiét trong sita ctia chudt dang cho con bl & m"mg d6 tuong duong ndng do
trong huyét twong. St dung celecoxib & mdt s hrong gi6i han phuy nit cho con ba cho thdy
mét lugng rit nho celecoxib bai tiét vao sita me. Phu nit ding celecoxib khéng nén cho con
bu.

Kha ning sinh sin
Dua trén co ché tac dung, viée sir dung NSAID bao gdm ca celecoxib c6 thé 1am cham hosc
ngdn nglta v& nang budng trimg c6 lién quan dén vé sinh ¢6 hdi phuc & mot s6 phu ni.

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

Celecoxib ¢6 thé anh hudng nho dén kha ning 14i xe va van hanh may méc. Bénh nhén bj
chéng mat, hoa mit hodic budn ng khi ding celecoxib nén han ché 14i xe hoiic van hanh méy
moc.

9, TUGNG TAC, TUONG KY CUA THUOC
Twong tic duwge lwe hoe
Thube ché‘ng dong

Hoat tinh khéng dong cin dugc theo ddi, diic biét 12 trong vai ngay dau sau khi bdt dau hodic
thay ddi lidu celecoxib & nhiing bénh nhan dimg warfarin hoic cac thuée chdng dong khac vi

6/15



https://trungtamthuoc.com/

e
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n thude khéng dong can duge theo di chiit ché thoi gian prothrombm INR dac biét
hi ngay ddu khi bit ddu diéu trj bing celecoxib hodc thay dbi lidu celecoxib. D co
& céc trudmg hop chiy méu lién quan dén sy gia ting thai gian prothrombin, chi yéu

(O 15 ay tir vong

Thubc tri ting huyét dp

Céc NSAID c6 thé lam giam tic dung cla céc thudc trj ting huyét 4p bao gom thude tic ché
men chuyén, thude khang thu thé angiotensin I, thude loi tiéu va thube chen beta. Nhur céc
NSAID khéc, nguy co suy than cdp, thudmg hdi phue, cé thé ting & mdt sO bénh nhin c6 chire
néing thin suy gidm (vi du: bénh nhin mét nuée, bénh nhin ding thude lgi tiéu hogic bénh
nhén cao tudi) khi sit dung céc thuée tre ché men chuyén, thube khang thu thé angiotensin II
va/hodc thubc loi tiéu két hop véi NSAID, bao gdm ca celecoxib. Do d6, can thén trong khi
ding phdi hop, dic biét 1 & ngudi cao tudi. Bénh nhan cin duge b nude day di va xem xét
theo d&i chirc ning thin sau khi bit ddu didu tri ddng thoi va dinh ky sau do.

Trong mdt nghién ctru 14m sang kéo dai 28 ngay & bénh nhén ting huyét ap giai doan I va II
duoc kiém soat biang lisinopril, viéc diing celecoxib 200 mg x 2 lan/ngady khéng gy ra sy gia
tang ddng ké v& mit 1am sang ctia huyét ap tim thu hodc tdm truong trung binh hang ngay so
v&i nhém ding gia duge, sau khi theo ddi huyét 4p 24 gid. Trong sd nhimg bénh nhén duge
didu tri biang celecoxib 200 mg x 2 lan/ngdy, 48% dugc xem 1a khong dép tmg vdi lisinopril
tai 14n kham cudi (dugc xac dinh bing huyét 4p tAm truong > 90 mmHg hoic ting > 10% so
véi binh thudng), so véi 27% & nhém bénh nhin dung bang gia duge; sy khac biét nay co y
nghia théng ké.
Ciclosporin va tacrolimus

Viée dung ddng thdi NSAID véi ciclosporin hode tacrolimus c6 thé 1am ting doc tinh trén
than cta ciclosporin hodc tacrolimus. Cén theo ddi chite nang thén khi ding két hop celecoxib
v6i bét ky thude ndo trong sb nay.

Acid acetylsalicylic
Celecoxib c6 thé duge ding véi acid acetylsalicylic lidu thip nhung khong phai la thudc thay
thé acid acetylsalicylic trong phong ngira bién ¢b tim mach. Trong cdc nghién ctru di tién
hanh, cling nhu cdc NSAID khéac, nguy co loét duong ti€u hoa hogc cac bién chimg dudng
tiéu héa khéc ting 1én khi ding ddng thoi acid acetylsalicylic lidu thip, so véi viée chi ding
celecoxib don ddc.

Twong tic dwge dong hoe

Anh huémg clia celecoxib 1én céc thude khéc.

Uc ché CYP2D6

Celecoxib 1a thudc tic ché CYP2D6. Nong do trong huyét tuong ciia cc thude 1a co chit cia
enzyme ndy c6 thé ting 1én khi ding ddng thoi véi celecoxib. Vi du cée thude dugc chuyén
héa bai CYP2D6 bao gdm thude chdng trdm cam (ba vong va SSRI), thudc an than, thude
chéng loan nhip tim,.... Cén gidm liéu ddi véi céc co chét CYP2D6 khi bt dau diéu trj bing
celecoxib hoc ting 1én néu ngimg diéu trj véi celecoxib.
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dng thai véi celecoxib 200 mg x 2 lan/ngay lam ting ndng d6 dextromethorphan va
ol trong huyét twong (co chit CYP2D6) 1n luot 12 2,6 14n va 1,5 lan. Sy gia téng
celecoxib tre ché qua trinh chuyén hoa co chit CYP2D6.

D B . ;
¢ nghién ctu in vitro cho thiy tiém ning cua celecoxib trong e ché qud trinh chuyén hoa

duoe xtc tac boi CYP2C19. Hién chua 16 tAm quan trong vé mit 14m sang cua phét hién nay.
Céc thude chuyén héa qua CYP2C19 nhu diazepam, citalopram va imipramine.

Methotrexate
O bénh nhén bj viém khép dang thip, celecoxib khéng ¢ anh huéng dang ké v& mit théng
ké dbi véi duge dong hoc (d0 thanh thai trong huyét twong hodc thin) cuia methotrexate (&
lidu diing cho bénh thip khép). Tuy nhién, cin can nhic theo ddi dy di ddc tinh lién quan
dén methotrexate khi két hgp hai thude nay.

Lithium
O nguoi khde manh, ding dr}ing thori celecoxib 200 mg x 2 lan/ngay véi 450 mg lithium x 2
14n/ngay 1am ting ting trung binh Cmax va AUC ctia lithium 1an luot 14 16% va 18%. Do do,
bénh nhan dang didu tri bing lithium nén duge theo ddi chit ché khi bt ddu holic ngimg st
dung celecoxib.

Thubc trinh thai dwong uong
Trong mot nghién ctru twong tic, celecoxib khdng c6 anh huong vé mit 14m sang d&6i véi
duge dong hoc cua thube tranh thai dudmg uéng (1 mg norethisterone/35 microgam
ethinylestradiol).

Glibenclamide/tolbutamide

Celecoxib khéng anh hudng dén duge dong hoc & mite 3 14m sang ciia tolbutamide (co chét
CYP2C9) hoac glibenclamide.

Anh hudng clia cic thudc khéc 1én celecoxib
Ngudi chuyén héa kém qua CYP2C9

O nguoi chuyén héa kém qua CYP2C9 va c¢6 bicu hién ting phoi nhi€m toan than véi
celecoxib, khi didu tri ddng thoi véi thudce e ché CYP2C9 nhu fluconazole c6 thé 1am tang
thém phoi nhiém celecoxib. Nén tranh céc phéi hop ndy & nhitng ngudi chuyén héa kém qua
CYP2CY,

Thudc tec ché va cam ing CYP2CY9

Vi celecoxib chil yéu chuyén héa qua CYP2C9, nén sir dung mot nira lidu khuyén cdo & nhitng
bénh nhin dang dung fluconazole. Sir dung ddng thdi celecoxib lidu don 200 mg va
fluconazole liéu 200 mg mdi ngay, mot chét trc ché CYP2C9 manh, lam ting trung binh Crmax
ctia celecoxib 12 60% va AUC la 130%. St dung ddng thdi cdc chit cam tmg CYP2CY nhu
rifampicin, carbamazepine va barbiturate c6 thé lam giam ndng do celecoxib trong huyét
trong.

Ketoconazole va thubc khdng acid

Chua thdy anh hwéng ctia ketoconazole hodc céc thude khéng acid 1én duge dong hoc cua
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Do khong c6 céc nghién ciru vé tinh tuwong ky cia thude, khong tron 1dn thude nay véi cc
thude khéc.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Céc tac dung khong mong mudn duoe liét ké theo hé co quan va dugc xép hang theo tan suét
trong Bang 1, phan anh dit liéu thu duge tir cac ngudn sau:

* Céac tac dung khong mong mubn duge bdo cdo & bénh nhin thodi héa khép va bénh nhan
viém khép dang thép véi ti 16 mée bénh 16m hon 0,01% va 16n hon ti 1€ béo cdo & nhom ding
gia dugc trong 12 thir nghiém 1am sang c6 dbi chimg gia duge va/hodc ¢6 dbi ching hoat
chit kéo dai 12 tudn, vdi liéu celecoxib hang ngay tir 100 mg dén 800 mg. Trong cac nghién
ctru bd sung sir dung thude so sanh NSAID khéng chon loc, ¢6 khoang 7.400 bénh nhan
viém khép dugc diéu trj bang celecoxib & liéu hang ngdy 1én téi 800 mg, bao gbm khodng
2.300 bénh nhén dugc diéu trj trong 1 ndm hodc 14u hon. Céc téc dung khong mong mudn
duge ghi nhin & nhoém dung celecoxib trong nhitng nghién ctu b sung ndy twong ty vdi cdc
tac dung khong mong mudn & bénh nhén thodi héa khép va viém khop dang thdp duorc liét
ké trong Bang 1.

Céc tac dung khéng mong mudn duge bdo cdo véi ti 1é cao hon trén nhém dung gia duge &
nhitng ngudi duge didu tri bing celecoxib 400 mg mdi ngay trong céc thir nghi¢m phong
ngira polyp dai han kéo dai 3 ndm (céc thir nghidm Phong ngira u tuyén bing Celecoxib
(APC) va Phong nglra polyp tuyén dai trang rai ric (PreSAP).

Céc the dung khoéng mong mudn dugc ghi nhan sau thoi gian lwu hanh thube trén thi truong
trong céc bao cdo tir nguyén ude tinh > 70 triéu bénh nhan di éu tri vdi celecoxib (liéu lugng,
thoi gian va chi dinh khac nhau). Mic di nhimg téc dung khéng mong muén nay dugc xac
dinh tir c4c bdo cdo sau luu hanh, dit ligu thir nghiém da duge tham khao dé uée tinh tin
suit. TAn suét dua trén phén tich tdng hop tich lily voi vide gdp cde thir nghiém & 38102 bénh
nhén.

Bing 1. Tac dung khong mong mudn trong cic thir nghiém 1Am sang va cde nghién ciru

theo doi celecoxib (Theo thuit ngir MedDRA)"2
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SGOT - serum glutamic oxaloacetic transaminase
SGPT - serum glutamic pyruvic transaminase

! Tac dung khéng mong muén xay ra & nhitng thir nghiém phong nglra polyp, céc dbi
twgng duge st dung celecoxib 400 mg/ngay trong 2 thir nghlém kéo dai d¢én 3 nim (thi
nghiém APC va PreSAP). Nhiing tc dung khéng mong mubdn dugc llét ké & trén d6i voi
céc thir nghlém phong ngira polyp chi 1a nhitng tic dung da duge biét t6i trude do trong
céc bdo cdo sau khi lru hanh thude hodc xay ra thudng xuyén hon so v6i cée thir nghiém
viém khép.

? Ngodi ra, nhing tdc dung khong mong mudn (chua biét trude do) da xuét hién trong
céc thir nghiém phong ngilra polyp trén bénh nhén duge diéu trj voi celecoxib 400 mg
hang ngdy trong hai thir nghiém lam sang kéo dai dén 3 nam (APC va PreSAP).

Thudng gap: dau thit ngye, hoi ching rudt kich thich, sdi thin, ting creatinin mau, phi
dai tuyen tién liét lanh tinh, tdng cén. It gﬁp nhiém khuan helicobacter, herpes zoster,
viém qu&ng (erysipelas), viém cuéng ph()l viém mé dao tai, nhiém khudn nuéu, u lipoma
(u md), vén duc thiy tinh thé, xuit huyet két mac, huyét khéi tinh mach sdu, rdi loan
glong noi, xuat huyet bai tri, di ngoai thudng xuyén, loét mi¢ng, viém da di img, hach,
tiéu dém, xudt huyét Am dao, dau vii, gily xuong chi dudi, ting natri mau.

3 Phu nit ¢6 y dinh mang thai da du'o'c. lO-';ll triv & tat c& cdc thir nghiém, do d6 viéc tham
khao co s& dit liéu thir nghiém vé tin sudt cho bién e nay la khong hop 1y.

4 Tin suét duge dya trén phén tich gdp voi s6 lugng dit liéu thu thap tir 38102 bénh nhén.

Dit liéu cudi cling (da duge dénh gid) tir céc thir nghiém APC va PreSAP & bénh nhan duge
didu tri bing celecoxib véi liéu 400 mg/ngay 1én @én 3 nam, ti 1é nhdi mau co tim cao hon so

12 /15




https://trungtamthuoc.com/

4 duoc 12 7,6 bién ¢8/1000 nguoi bénh (it gip), ti 1€ dot quy khong cao hon (khong phin
dang) so véi gia duge.

huyét khéi tim mach (xem thém phan Cdnh bdo vé than trong khi ding thudc).

do ngay cho bdc si hodc dwoc st khi giip cdc tic dung khong mong mudn nhw trén

Jeht sir dung thube hoic bdo cdo cdc phan teng cé hgi ciia thuéc vé Trung tam Thong tin
thubc va Theo déi phan ting cé hai ctia thuéc (ADR) Quéc Gia, Dia chi: 13 — 15 Lé Thdnh
Téng — Phwong Civa Nam — Ha Nji. Dién thogi: 024.9335.618; Fax: 024.3.9335642;
Email: di.pvcenter@gmail.com

11. QUA LIEU VA CACH XU TRI

Qui licu
Chura c6 kinh nghiém 14m sang vé qua lidu. Lidu don Ién dén 1200 mg va da liéu 1én dén 1200
mg x 2 lan/ngay d& dugce ding cho ngudi tinh nguyén khoe manh trong 9 ngdy ma khong ghi
nhén bt k¥ téc dung khong mong mubn cé y nghia ldm sang nao.

X tri
Trong trudng hep nghi ngd qua lidu, nén 4p dung céc bién phép hd trg chiam soc y té phu hop,
vi du nhu loai bd cée chét chira trong da day, theo ddi lim sang va tién hanh diéu tr triéu
chimg, néu cin. Thdm phan khdng phai 12 bién phap higu qua & loai bo thube vi thudc lién
két manh véi protein.

12. PAC TINH DUQC LUC HQC

Nhém dwge lj: Thude khéng viém, tri thép khép khong steroid, nhém coxib

Mia ATC: MO1AHOL

Co ché tac dung:
Celecoxib 1a thudc duéng ubng, trc ché COX-2 chon loc trong khoang lidu 14m sang (200-
400 mg mdi ngdy). Khdng ghi nhan sy tc ché COX-1 ¢6 y nghia théng ké (dwoc danh gia 1a
{rc ché sy hinh thanh thromboxane B2 [TxB2] ex invivo) trong khoang liéu nay & nhimg ngudi
tinh nguyén khoe manh.

Téc djng dwgce lwe hge
Cyclooxygenase chju trach nhiém tgo ra prostaglandin. Hai isoform COX-1 va COX-2, da
duoc xé4c dinh. COX-2 la isoform clia enzyme duge cam g badi cée kich thich gy viém va
chiu trch nhiém chii yéu trong tong hop céc chit trung gian prostanoid gy dau, viém va sét.
COX-2 ciing tham gia vao qua trinh rung trimg, lam t6 va déng bng dong mach, diéu hoa
chite néng thin va céc chitc ning ctia hé¢ thin kinh trung wong (géy sbt, cam nhan dau va chirc
ning nhén thic). N6 ciing dong vai tro trong qua trinh 1am lanh vét loét. COX-2 di duge tim
thdy trong md xung quanh vét loét da day & ngudi nhung mdi lién quan clia COX-2 v6i qua
trinh 1am lanh vét loét vAn chua duge xac dinh.
Su khac biét trong hoat tinh khang tiéu ciu gitta mot s6 NSAID tre ché COX-1 va trc ché chon
loc COX-2 c6 thé c6 ¥ nghia lim sang & nhitng bénh nhin ¢ nguy co xuét hién phan tng
huyét khéi tic mach. Céc chit e ché chon loc COX-2 lam giam sy hinh thanh prostacyclin
toan thén (va ¢6 thé ca ndi md) ma khong dnh hudng dén thromboxane tiéu cdu.
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ib 12 mét pyrazole thay thé diaryl, twong ty vé mit hoa hoc véi céc sulfonamide khong
ine khac (nhu thiazide, furosemide) nhung khéc véi arylamine sulfonamide (nhu
oxizole va cdc khang sinh sulfonamide khac).

sét thdy 6 thc ddng 1én sy hinh thanh TxB: phy thude liéu khi dung celecoxib lidu

ZTuy nhién, & ngudi khoe manh, trong cic nghién ciu da lidu v6i liéu 600 mg x 2 1an/ngdy
(8p 3 14n lidu khuyén cdo téi da) celecoxib khong cé anh hudng 1én sur két tap tiéu clu va
théi gian chdy mau so vai gid duoc.

13. PAC TINH DUQC PONG HQC

Dwge dong hoc

Hip thu
Celecoxib dugc hép thu t6t, ndng do dinh trong huyét tuong cta thudc dat sau 2 — 3 gid. Udng
celecoxib v6i thitc &n ¢é lwgng chit béo cao lam chim hép thu celecoxib khoang 1 gid, din
dén Tmax dat sau khoang 4 gidr va ting sinh kha dung khoang 20%.
O ngudi tinh nguyén truéng thanh khoe manh, AUC ciia celecoxib 1a twong duong khi ding
celecoxib dudi dang vién nang nguyén ven hodc thude trong nang duoc ric 1én st tho. Khong
¢6 thay déi déng ké nao v& Ciax, Tmax holic T2 sau khi ding bt thude trong nang két hop véi
sdt téo.

Phiin bo

Ty 1& gén protein huyét twong 13 97% & néng 4 didu tri va celecoxib khong wu tién gin véi
hong cau.

Chuyén héa

Celecoxib chuyén héa chi yéu qua trung gian cytochrome P450 2C9. Ba chit chuyén héa,
khdng tic ché COX-1 hodc COX-2, da dugc xé4c dinh trong huyét twong ngudi, d6 12 alcol béc
nhét, acid carboxylic tuong tmg va lién hgp véi glucuronide ctia celecoxib.

Hoat tinh cia cytochrome P450 2C9 gidm & nguoi ¢6 da hinh di truyén va didu nay din dén
giam hoat tinh enzyme, vi du ngudi ddng hop tir véi da hinh CYP2C9*3.

Trong mdt nghién ctru duge dong hoc khi sir dung celecoxib 200 mg x 1 lan/ngay & ngudi
tinh nguyén khoe manh, cé kiéu gen 14 CYP2C9*1/*1, CYP2C9*1/*3, hojc CYP2C9*3/*3,
gia tri trung binh Cmax v& AUCo.24 ciia celecoxib & nhimg ngudi ¢6 kiéu gen CYP2C9*3/*3
vao ngay 7 ldn lugt xAp xi gdp 4 1dn va 7 lan, so véi cdc kiéu gen khdc. Trong ba nghién ctru
don lidu riéng biét, ¢6 tdng cong 5 ngudi c6 kidu gen CYP2C9*3/%3, gid tri AUCo.24 clia liéu
don ting khoang 3 14n so vé&i ngudi chuyén héa binh thudng. Uéc tinh tAn sudt xudt hién cuia
kidu gen *3/*3 12 0,3% dén 1,0% & cdc nhém dén tdc khéc nhau,

Bénh nhén di biét hodic nghi ngd c6 chuyén héa qua CYP2C9 kém dya trén tién sir/kinh
nghiém véi céc co chét khac ciia CYP2C9 cin thén trong khi ding celecoxib.

Khéng cé su khédc biét dang ké vé mat 1am sang trong céc thdng s6 duge dong hoc cua
celecoxib giita ngudi cao tudi My-gde Phi va ngudi da tring.

Ndng d6 celecoxib trong huyét tuong ting khodng 100% & phu nit 16n tudi (> 65 tudi).
So voi cac dbi tuong c6 chitc ning gan binh thuong, bénh nhan suy gan nhe ¢6 Cmax trung
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53% va AUC ting 26%. Céc gi4 tri twong Umg ¢ bénh nhén suy gan trung binh lan
va 146%. Khi ning chuyén héa & nhimg bénh nhén suy gan tir nhe dén trung
6l o /r, g quan voi gid tri albumin trong mau Nén bét dau diéu tri véi nira lidu khuyén céo
i fihdn suy gan trung binh (albumin huyét thanh 25 — 35 g/l). Bénh nhén suy gan nidng
albtimin huyét thanh < 25 g/l) chua duge nghién ctru va celecoxib chéng chi dinh & nhém
bénh nhén nay.
C6 rét {t kinh nghiém vé viéc sit dung celecoxib & bénh nhén suy thén. Duge ddng hoc clia
celecoxib chua dugce nghién clru & bénh nhén suy than nhung it ¢é kha ning thay doi dang ké
& nhitng bénh nhén ndy. Do d6, cin than trong khi diéu tri cho nhimg bénh nhén suy than.
Chéng chi dinh v6i bénh nhéan suy thin ning.

Thai trie

Celecoxib chil yéu duoc thai trir qua qué trinh chuyén héa. ft hon 1% liéu duge thai trir dudi
dang khong déi trong nuée tiéu. Su bién thién gitra céc di twong trong qud trinh phoi nhiém
celecoxib 1a khoang 10 l4n. Trong pham vi liéu diu trj, celecoxib thé hién duge dong hoc
khong phy thude vao lidu va thoi gian. Thoi gian bén thai 12 8 — 12 gid. Nong o trong huyét
tuong & trang thai dn dinh dat duge trong vong 5 ngdy diéu tri.

14. QUY CACH PONG GOI
Hop 2 vi (Alu-PVC) x 10 vién nang cimg, kém t& huéng din st dung.

Hop 3 vi (Alu-PVC) x 10 vién nang climg, kém t& huéng déan sir dung.
Hop 5 vi (Alu-PVC) x 10 vién nang cimg, kém t& huéng dan sir dung.
Hop 10 vi (Alu-PVC) x 10 vién nang cting, kém t& hudéng dén sir dung.

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Diéu kign bdo quan: Dé noi khd rdo, nhiét @6 khong qua 30°C, trdnh dnh séng tryc tiép.
Han diing: 24 thing, ké tir ngdy san xuat.

Tiéu chuin chdt lupng thudc: TCCS.
16. TEN, PIA CHI CUA CO SO SAN XUAT THUOC

CONG TY TNHH MTV DUQC PHAM LA TERRE FRANCE

Dia chi: Lo B3-1, goc dudng D4-N1, khu c¢ong nghi¢p Hyu Thanh, Xa Huu Thanh, Huyén Dirc
Hoa, Tinh Long An, Viét Nam.

Dién thoai: 0706888899 Email: laterrefrance@laterrefrance.vn
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