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C-64, Lajpat Nagar-1
m Second Floar, | o

1,\TetiaBE: Biyi,200 Capsules
o
Car-daiewtire ¥ va khuyén cio khi ding thude
Poc kv g dan sir dung triedc khi ding. Néu cdn thém théing tin, xin hoi v kién bdc 57 hodc
dieoe st

Théng bio cho bic si nhitng tdac dung khong mong muén gdap phai khi si dung thuoc.

Dé thuoc xa tam tay tre em.

3. Thanh phén cong thirc thube

M0i vién nang cimng chira;

Thanh phan hoat chit:

Celecoxib 200 mg

Thdnh phan té dugc:

Natri croscarmellose 6,0 mg, lactose 28,0 mg, povidone 5,0 mg, natri starch glycolate 5.0 mg,
tinh bot ngd 10,0, natri lauryl sulphate 12,0 mg, isopropyl alcohol vira du (dung méi bay hoi
trong qué trinh san xuat), vo nang cimg gelatin ¢ s 1 (thanh phan vo nang eing gelatin-
Thin nang- Gelatin 31,6084 mg, titan dioxide 0,635 mg, natri lauryl sulphate 0,0756 mg.
nudce tinh khiét 5,481 mg; Nip nang- gelatin 21,0214 mg, titan dioxide 0,2822 mg, carmosine
supra 0,029 g, ponceau 4R supra 0,1554 mg. sunset yellow FCF 0,0134 mg, natri lauryl
sulphate 0,0504 mg, nudc tinh khiét 3,654 mg

4. Dang bao ché: Vién nang cimg

M ta: Vién nang cimg s0 2 cé ndp nang mau do, thin nang mau trang chira bot mau tring
bén trong.

5. Chi dinh

- Diéu trj tri¢u chimg thodi héa khép (OA) va viém khap dang thap (RA)

- Giam nhe cac dau hidu va triéu chimg cia viém khép tu phat thiéu nién (JIA) o bénh nhan 2
ludi tr 1én vai cdn nang toi thiéu 10 kg

- Giiam nhe céc ddu hiéu va tri¢u chimg ciia viém ¢t song dinh khap (AS)

- Kiém soét dau cdp tinh

- Dicu tri thong kinh nguyén phat.

6. Cach ding, liéu ding

Vién nang Celecoxib véi liéu ding 200 mg x 2 lan/ngay c6 thé ding cing thire an hodc
khong.

Do nguy co vai tim mach cia celecoxib c6 thé ting theo licu va théri gian ding thude. nén
dung liéu thap nhat trong théri gian ngin nhét co thé.

Ngwii lim:

Diéu tri tri¢u chimg thodi hda khép (OA) : liéu khuyén cdo 1a 200 mg ding liéu den.

Diéu tri trigu chimg trong viém khép dang thap (RA) : lidu khuyén cao la 200 mg x 2

lan/ngay.

BRA
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Viém cot song dink khop (AS) - liéu khuyén cdo 1a 200 mg ding liéu don. Mot sé bénh nhin

c6 the 6t hon néu ding tong liéu mdi ngdy 400 mg.

Kiém soat dau cap tinh : liéu khoi dau khuyén céo la 400 mg. dung thém mdt lieu 200 mg

trong ngdy diu tién néu cn thiét. Trong cac ngdy tiép theo, lidu khuyén cio 13 200 mg x 2

lz;m.r*ngéy khi cin.

Biéu tri dau bung kinh nguyvén phat : liéu khai déu khuyén cao la 400 mg. ding thém mat

liéu 200 mg trong ngay dau tién néu can thiét, Trong cac ngay liép theo, liéu khuyén cao la

200 mg x 2 lan/ngay khi cin.

Neudi ¢6 chuyén héa kém CYP2C9 : bénh nhin di biét hodc nghi ngd chuyén hoa kém gua

CYP2C9 dya wén tien siwkinh nghiém vai cic co chat khac cua CYP2C9 cin thin trong khi

ding celecoxib. Bét déu diéu tri véi lidu bang nira liéu khuyén cao thap nhit.

Ngudi cao tudi : khong can diéu chinh liéu. Tuy nhién véi cic bénh nhan cao wdi ¢d can

nang dudi 50 kg nén bat diu diéu tri vai liéu khuyén cao thép nhét. =
Tréem : ,a/'

Viém khap wr phat thiéu nién (JIA)

~ e e e e s o B 64, |
Hénh nhi (2 tudi tro 1én) Licu lugng S

Tir 10- 25 kg ) Vién nang 50 mg x 2 lan/ngay ‘ a3
Trén 25 kg | Vién nang 100 mg x 2 lan/ngay %

Celecoxib di duge nghién ciru & cac bénh nhan viém khap 1l,r_ph'£|l thiéu nién tir 2 dén 17 tudi.

Tinh an todn va hiéu qua cua celecoxib ¢ tré em chua duge nghién ciru trong théni gian trén 6

- thang ¢ bénh nhédn c6 can nang dudi 10kg hodc @ b¢énh nhan véi biéu hién phat bénh toan
thin.

Cich dung: véi bénh nhan kho nudt vién nang, ¢o the cho lugng thude trong vién nang vio
nudc sinh 16 140, chao, sita chua hodc chudi nghién nat dé uong cang. Khi do. phai cho toan
bé luong thudc vao khoding mét thia nho nuée sinh té, chao, sira chua hoic chudi nghicn nat
o nhiét dd phong va phai uéng ngay véi nudc. Lugng thude di trén vai nude sinh 6. chio.
sira chua 6n dinh trong khodng 6 giér khi bao quan trong ti lanh (2°C-8°C, 35"F-45"F). Khong
dirgre bao quan trong tii lanh lrgng thude da tron véi chudi nghién ndt ma phai udng ngay.
Suy gan : khéng can diu chinh liéu véi bénh nhan suy gan nhe. Diing celccoxib theo nira lidy
khuyén c4o & bénh nhéin viém khémp hodc dau trong suy gan vira, Chira ¢6 cac nghién ciru trén
bénh nhin suy gan nang.

Suv than : khang cin chinh liéu véi bénh nhan suy than nhe va vira. Chara ¢ céc nghién ciu
lam sang trén bénh nhén suy than ning.

. Ding két hop véi fluconazole : nén ding celecoxib véi nua licu khuyén cao trén bénh nhén
dang diéu trj véi fluconazole, mot chat (re ché CYP2CY. Ciin than trong khi dong kél hom
celecoxib véi cac chat e che CYP2C9,

7. Chéng chi djnh

- Man cam véi celecoxib hoiic bat ky thanh phén té dwoc ndo cua thude
- C6 tién sir qua mén vai sulfonamid.

- Loét da dy 14 trang tién trién hoéc chay mau duémng tiéu hoa (GI).
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- Bénh nhan bi hen suyén, viém miii cdp tinh, polyp mii, phii mach thin kinh, ndi mé day
hodc cac phan (ng dj img khac sau khi ding acid acetylsalicylic (aspirin) hodc cac thude
chéng viém khong steroid khac (NSAID) bao gém ca thude ire ché COX-2.

- Phy nir dang trong thdi ky mang thai hodc c¢d kha ning sinh con trir khi sir dung phuweng
phép trdnh thai higu qua. Celecoxib di dugc chimg minh la gay di tit ¢ hai loai dong vilt
duoc nghién ciru. Kha nang gdy nguy hiém cho con ngudn khi mang thai chua duge biét rd
nhung khong thé loai trir,

- Phy nir dang cho con ba

- Réi loan chire ning gan ndng (albumin huyf:t thanh <25 g/l hodc diém Child-Pugh = 10).

- Bénh nhin c6 dg thanh théi creatinin wdc tinh < 30 ml/phit.

- Bénh viém rudl.

- Suy lim sung huyét (NYHA 11-1V).

|

- Bénh tim thiéu mau cuc bo, bénh dong mach ngoai bién vathodc bénh mach mau nio. £
8. Cinh bio vi thin trong khi ding thude

Huyét khot tim mach: chc thlu-f‘:c chong viém khén:g steroid ( T\SﬁIDS]i. khf’fnng phai aspirin, -:21::??
ding dudng toan than, ¢o thé lam ting nguy co xuat hign bién ¢ huyét khdi im mach, bao Juth D
gdm ca nhdi mau co tim va dot quy, o thé dan dén tir vong, Nguy co nay cd thé xuat hién —
sém trong vai tuan diu ding thude va co thé tang theo thai gian dung thude. Nguy co huyél HI- 1A

khai tim mach dugc ghi nhin chi yéu & liéu cao.

* Béc si can danh gid dinh k¥ sy xuat hién cia cac bién cd tim mach. ngay cd khi bénh nhan
khéng ¢ cac triéu chimg tim mach tnréc do. Bénh nhan can duge canh bao vé cac tricu
chimg cia bién ¢é tim mach nghidém trong va cin tham kham bac si ngay khi xuét hién cac
triéu chimg nay.
pé Elam thiéu nguy co xudt hién bién b bit loi, cén sir dung celecoxib o liéu hang ngay thép
nhat c6 hidu qua trong thoi gian ngan nhét co thé.

Anh hwong dén dwong tiéu hoa:

Cac bién chimg & duémg tiéu hoa trén va dudi (thung, loét hoac xudt huyét [PUB]). mot sé
bién chimg dan dén nr vong, da xdy ra & nhimg bénh nhan diu tri bang cclecoxib. Nén than
trong khi diéu tri cho bénh nhin co nguy co cao bi bién ching dudmg tidu hoa khi ding
NSAID; ngudri gia, bénh nhin sir dung bit ky loai thuoe NSAID hogc thude khang ticu ciu
nao khéc (nhu acid acetylsalicylic) hodc glucocorticoid dong thai, bénh nhin sir dyng rugu
hodc bénh nhin ¢o tién sir bénh duong tiéu hoa trrde do, nhu loét va xudt huyét tiéu hoa,
Nguy co tac dung phu trén dudmg tiéu hoa cua celecoxib (loét duong tiéu hoa hodc cac bicn
chimg dwémg tidu hoa khic) ting khi ding celecoxib déng thévi vii acid acetylsalicylic (ngav
cd o liéu thap). Su khac biét dang ké vé do an toan trén dudng tiéu hoa giira cac thude re ché
chon loc COX-2 va acid acctylsalicylic so véi NSAID va acid acetylsalicylic chua duoc
chimg minh trong cac thi nghiém |am sang dai han.

Str dung dri'ng theri viri NSAID

Tranh sir dung dﬁng théi celecoxib vén NSAID khang phat aspirin,

Anh heong dén tim mach
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S6 lugng céc bién 6 tim mach (CV) nghiém trong ting lén, chi yéu la nhdi méu co tim, di
duge phat hién trong mét nghién ciru dai han co déi chimg gia duge o ngudi bj da polyp rai
rac dugc dicu tri bang celecoxib vai lidu 200 mg x 2 lan/ngay (BID) va 400 mg BID so vai
gia duge,

Do nguy co tim mach cia celecoxib cé thé ting theo liéu lwong va thei gian su dyng, vi thé
nén ding thude trong thoi gian ngdn nhét co thé va vai lidu hang ngay thip nhit 6 hiéu Gui.
NSAID, bao gém ca thude (rc ché chon lge COX-2, ¢ lién quan dén viéc ing nguy co mic
cac tac dung khong mong muén vé tim mach va huyct khoi khi dung lau dai. Mdc 4o rut ro
chinh xdc lién quan dén liéu don va théi gian di¢u trj chinh xac lién quan dén nguy co gia
ling van chua duge xdc dinh. Nhu ciu giam trigu chimg va dap (mg véi diéu tri cia bénh
nhén can ducgc danh gia lai dinh ky, ddc biét & nhitng bénh nhan bi viém xuong khop.

Bénh nhiin ¢6 cic yéu 16 nguy co dang ké vé bién ¢d tim mach (nhu ting huyét ap. tang lipid
méu, dai thao duomg, hit thude 14) chi nén diéu tri bing celecoxib sau khi di can nhic ki
ludng.

Thuoe irc ché chon loc COX-2 khong thé thay thé acid acetylsalicylic trong diu trj du phong
bénh huyét khoi tic mach tim mach vi thude khong cé tac dung khang tiéu cau. Vi viy.
khéng nén ngimg diéu tri khang tiéu ciu.

U'dich va phi:

Ciing giéng nhu céc thude co téc dung e ché tong hop prostaglandin, phi né va i dich da
duge quan st trén mdt s6 bénh nhén dang ding cclecoxib. Do d6. cin thin trong khi dung
celecoxib cho bénh nhin co tién sir suy tim, rbi loan chirc ning that trii hodc ling huyét dp va
@ nhing bénh nhdn di bi phi tir trude do bat ky nguyén nhan nao khic, vi sy (e ché
prostaglandin ¢ thé ddn dén suy giam chirc ndng than va gilt nuée, Ciing cin thin trong khi
ding cho bénh nhén dang diéu trj bing thudc loi tiéu hodc ¢6 nguy cor bi giam thé tich mau.
Tang huyét dp:

Ciing nhu cic NSAID khéc, celecoxib o thé dan dén khei phat tinh trang tdng huyét ap mi
hode lam tram trong thém tinh trang ting huyét ap di co tir trudc, ca 2 yéu 1o nay déu ¢o the
ldm tdng nguy co xdy ra cc bién ¢d tim mach. Vi vy, can theo ddi chat ché huyét ap trong
thai gian bat dau diéu trj béng celecoxib va trong sudt qud trinh diéu tri.

Anh huwomg dén gan va than

Céc ton thuong chirc niing thin hodc gan va déc biét la roi loan chirc ndng tim thudmg xay ra
& nguoi cao tudi va do d6 cin duy tri sy gidm sét phi hop vé mat y té.

NSAID, bao gom celecoxib, ¢o thé gay doc cho than. Cic thir nghiém 1dm sang vai celecoxib
di cho thay tic dung trén thin twong tu nhu cac tic dung duge quan sat thay véi cac NSAID
so sanh. Bénh nhin c¢6 nguy co nhiém dc thin cao nhit 13 nhimg ngudi bi suy giam chire
nang thin, suy tim, r6i loan chirc nang gan, nhitng ngudi ding thudce loi ticu. thube e ché
men chuyén angiotensin (ACE), thudc dbi khang thu thé angiotensin 11 va ngudi cao tudi.
Nhirng bénh nhan nay can duge theo ddi cin thin trong khi diéu tri bing celecoxib.

MGt 50 truémg hop phan (mg gan nghiém trong, bao gém viém gan kich phal (mét s6 gay nr
vong), hoai tir gan va suy gan (mét sb gay 1 vong hodc cdn ghép gan), da dugc bdo cdo v
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celecoxib, Trong s0 cac wromg hq;rp bao cao vé thoi gian khai phat, hiu hér céc tac dung
khéing mong mudn nghiém trong vé gan déu phat trién trong vong mél thang sau khi bt dau
diéu try hang celecoxib.

Néu trong qua trinh didu tri, bgnh nhén suy gidm bat ky chirc ndng nao cua cic h¢ cur quan
durge mo ta & trén, thi cac bién phép thich hop nén duroc thye hién va nén xem xét vige nging
diéu trj bing celecoxib.

e ché CYP 2D6

Celecoxib trc ché CYP2D6, Mic di celecoxib khang phai l4 chét (e ché manh cnzyme nay,
nhung véi nhimg thude dioc chuyén héa bai CYP2D6, 6 thé cin phai giam ligu trong thii
gian bat diu diéu tri biing celecoxib

Chuvén hod kém CYP2C9

Than trong khi sir dung thudc cho bénh nhin da duoc biét la chuyén hoa kem CYP2CY

Cac phdn 1mg trén da va qud man tadn thén

Céc phan (ng nghiém trong wén da, mdl sé galy tir vong, bao gdm viém da troc vy, héi
chimg Steven-Johnson va hoai tir biéu bi nhiém dbc di duge bdo cdo nhung rat hiém gap
trong vige sir dung celecoxib. Bénh nhan thuong cé nguy co cao véi cic bién cd nay trong
iai doan sém cua qua trinh diéu tri, hiu hét cac trudmg hop xay ra chu yéu trong thiang dicu
trj déu tién.

Cic phan tmg qua man nghiém trong (bao gom sbe phan v¢, phi mach va phat ban do thuac
kém theo tang bach cau &i toan va cac triéu ch-.'n;ig todn thin (DRESS), hodc hdi chirng qui
min) da duoe bdo cdo @ nhimg bénh nhan dung celecoxib, Bénh nhin ca tién sur di tng v
sulfonamid hofic bit ky loai di img thudc nao déu c6 thé cé nguy cu cao bj phéan tng da
nghiém trong hodc phan img qua man. Nén !‘Ij-:,lrl'll._. sir dung Celecoxib khi xuat hién phat ban
da déu tién, ton thurong niém mac hodc bit kv dau Ineu qua mén ndo khac.

Chung

Celecoxib cd thé lim md& con sbt hode cic tridu chimg viém khic.

Sie dung dong thot véi thude chong ding mau dwomg uong

O nhitng bénh nhén diéu tri dong thai voi warfarin, cac bién cd chay mau nghiém trong, mot
50 gay tr vong da duge bdo cdo. Di co bao cio vé viéc tdng thai gian prothrombin (INR) khi
diéu tri dun:,a thi. Do dé, can theo doi chat ché didu nay & nhimg bénh nhin ding thudc
chong dong duong udng loai warfarin/coumarin, dac bigt khi bt déu diéu trj hodc thay do
litu dung celecoxib. Sir dung dong thii thube chung dong mau vii NSAIDS ¢o thé lam tang
nguy co chay mau. Cén thin trong khi két hop celecoxib véi warfarin hodc cic thude L]‘IDHE_
dong mau dudng udng khic, bao gom ca thude chong dong mau mai (vi dy apixaban.
dabigatran va Rivaroxaban)

Canh bao lién quan dén td dore

Thude ¢ chira lactose. Khong nén st dung thudc o nhimg bénh nhin ¢o van dé vé di Iru}-r_'n
hiém gap vé khéng dung nap galactose. thigu hut Lapp lactase hodc kém hip thu glucose-

galactose,
Moi vién nang chira it hon | mmol natri, vi thé ¢ thé coi 12 thuée khéng chira natri.
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Thudc ¢6 chira ta duoc sunsct yellow FCF: co thé giy cac phan g di img.

Thude ¢6 chira ti duoc ponceau 4R supra: ¢d thé gy cac phén ing di ung.

9. Anh hwéng ciia thude dén kha ning sinh san, phu nir ¢6 thai va cho con bu

Phu nir ¢d thai

Cac nghién ciru trén déng vat (chudt va thd) da cho thay doc tinh vé sinh san. bao gom i dj
tat. Su (rc ché tong hop prostaglandin ¢ thé anh huemng xau dén thai ky. Dir ligu tir cac
nghién ciru dich té hoc cho thiy ting nguy co say thai ty nhicn sau khi sir dung thude tre ché
tnng hop tuyén tién liét trong théi ky diu mang thai. Rui ro khi mang thai & ngudi chua duoc
biét rd nhung khéng thé loai trir. Celecoxib, cing nhr cic thude e ché tong Im‘p
prostaglandin khéc, co thé gay co wr cung va dong som ong dong mach trong ba thang cudi
thai ky.

Trong ba thang giira va cudi cia thai ky, cic NSAID bao gém celecoxib ¢o thé gay roi loan
chirc ning thin cua thai nhi, din dén giam hrgng nude 6i hode thidu bi trong nhiing trurdng
hop nghiém trong. Nhitng tac dung nhu vy co thé xay ra ngay sau khi bat dau didu iri va
thueng hoi phuc khi ngimg thude.

Celecoxib chéng chi dinh & phu nir o thai va phu nir ¢o thé mang thai. Néu phu nir ¢é thai
trong théi gian dicu tri, nén ngimg sit dung celecoxib.

Phu nir dang cho con bi

Celecoxib dugc bai tiét qua sira & chuét dang cho con bu véi ndng dé twong ty nhu néng do
trong huyét tuong. Viée sir dyng celecoxib cho mét so it phu nir dang cho con bi cho thay
celecoxib chuyén vio sita me rat thap Phu nir diing Celebrex khéng nén cho con bi.

Kha nang sinh sdan

Dura trén co ché tic dung cua thude, viéc sir dung cic NSAID, ké ca celecoxib. ¢é thé gy tri
hoén hodc ngan can su rung trimg, dan dén hién twgng vo sinh co hdi phyc & mot so phu nii.
10, Anh hwdmg ciia thude 1én kha ning ldi xe, viin hanh may moc

Celebrex co thé ¢6 anh huang nho dén kha ning lai xe va van hanh may moc. Bénh nhin bi
hoa mat, chong mat hodc budn ngu khi ding Celebrex nén tranh l1ai xe hodc vin hanh may
maoc

1L Twong tic, twong Ky cia thubc

Thudc chong dong mau

Hoat tinh chéng dong méu phai dugc theo ddi dic biét trong vai ngdy dau sau khi bét diu
hodc thay doi li€u celecoxib & bénh nhén ding warfarin hode thude chéng dong méu khic vi
nhimg bénh nhin nay ¢o nguy o bién chimg xuat huyét cao. Vi vdy, bénh nhan ding thudce
chdng déng méau dudmg udng cin duge theo doi chat ché vé thai gian prnlrombm INR, dic
biét trong nhimg ngay dau diéu tri hodc khi thay déi liéu celecoxib. Bién c¢d chay mau lién
quan dén viéc tang thoi gian protrombin da duge bao céo, chii yéu ¢ ngudi cao woi, o nhimg
bénh nhin ding celecoxib dong théi véi warfarin, mét sé trirmg hop tir vong,

Thude ching téng huyét ap

NSAID c6 thé lam gidm tic dyung cia cac thudc chong ting huyét 4p bao gom thuée tre ché
ACE, thude d6i khang thu thé angiotensin I, thudc loi tiéu va thude chen beta, Dér vai

.'_-____,,d:-:\i-r_;/
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NSAID, nguy co suy thin cip, thuéng cé thé héi phuc, 6 the ting |én & mét sd bénh nhan bi
ton thwong chic nang thin (nhu bénh nhan mit nuéc, bénh nhan dung thuée loi tiéu hode
bénh nhén cao tudi) khi ding thude (e ché ACE, thubc dbi khang thy thé angmtermn Il va
/hodc thude lgi tiéu dugce két hop vai NSAID, trong do co celecoxib, Vi vay, cin thin trong
khi diing ph-;u hop, dic biét & ngudi cao tudi. Bénh nhan cin duge bu nudc day du va cin cin
nhic theo d&i chirc ning than sau khi bit diu diéu trj ddng thei va dinh ky sau do,
Trong mét nghién ciru ldm sang kéo dai 28 ngay o nhirg bénh nhan tang huyét ap giai doan |
vii IT duge kiém soat bang lisinopril, st dung celecoxib 200 mg x 2 lan/ngay khéng din dén
sir gia tang dang ke vé mat lam sang, khi so sanh véi diéu tri bing gia duoc. vé huvet ap tam
thu ho#c tdm truong trung binh hang ngay dugc xac dinh bang cach sir dyung thiét bi theo ddj
huyét ap cip ciru trong 24 gi¢r. Trong s6 nhimg bénh nhin dwge didu tri béng celecoxib 200
mg x 2 lan/ngay, 48% duoc coi 13 khong dap (mg v lisinopril & lan kham cudi cung (duge
xac dinh 14 huyét dp tdm triromg =90 mmHg hodc huyét ap tam trirong tang =10% 5o véi ban
déu khi do bang vong bit), so véi 27% bénh nhén duoc didu tri bang gia dugc: su khac biét
nay c¢d y nghia thfing ké.
Ciclosporin va tacrolimus

Ding dong théi NSAID véi ciclosporin hodc tacrolimus cé thé lam ting tac dung ddc thin
ciia ciclosporin hoge tacrolimus, Cén theo déi chirc nang thin khi ding két hop celecoxily v
céc thudc nay.
Acid acetylsalicylic
Celecoxib c6 thé duoc sir dung vai acid acetylsalicylic lidu thip nhung khong thé thay thé
acid acetylsalicylic trong diéu trj dy phong CV. Trong cic nghién ciru duge wrinh bay, ciing
nhur cac NSAID khic, nguy co loét duémg tiéu héa hodc cac bién chimg dudng tidu hoa khic
ting lén khi ding déng théi celecoxib vai acid acetylsalicylic lidu thip so vé&i viée chi sir
dung cclecoxib.
Cac tuung tic duoe ding hoce
Anh huong cua celecoxib dén cic thudce khic

Jc ché CYP2D6
Celecoxib 1a chit rc ché CYP2D6. Nong do trong huyét twong cua cac thude 1a co chit cua
enzym ndy c6 thé tang 1én khi sir dung déng thoi véi celecoxib. Vi du vé cic thude duoc
chuyén héa boi CYP2DG6 la: thude chéng trdm cam (thude ba vong va SSRIs), thude an thén.
thuée chéng loan nhip tim, v.v.. Véi cde co chit cua CYP2D6, co thé cin gidm liéu khi bat
dau diéu trj bing celecoxib hoc tang lén néu ngung diing celecoxib.

Sir dung dong thoi celecoxib 200 mg x 2 lin/ngdy lam tang ndng dd trong huyét twong cia
dextromethorphan va metoprolol (co chal cia CYP2D6) gép 2.6 tin va 1,5 lan. Viée tang nay
ld do celecoxib irc ché chuyén hoa co chat CYP2D6.

Ue ché CYP2C19
Céc nghién ciru in vitro di chimg minh celecoxib ¢ kha nang irc ché qua trinh chuyén hoa
duge xie téc bai CYP2CI19. Y nghia lam sang cua phat hién in vitre ndy vin chura duge bict.
Vi du v¢ céc thude duge chuyén hoa bai CYP2C19 Ia diazepam, citalopram va imipraminc.
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Methotrexate

O bénh nhan viém khép dang thip, celecoxib khang cé anh hudng 6 ¥ nghia théng ké dén
duoe déng hoc (d6 thanh thai huyét nrong hodc than) cua methotrexate (& liéu ding cho bénh
thap khép). Tuy nhién, cin cin nhic viéc theo ddi day du dc tinh lién quan dén methotrexate
khi ding két hop 2 thudc nay.

Lithi:

O ngudi khoe manh, sit dung déng théi celecoxib 200 mg x 2 lan/ngay vai 450 mg lithi 2
lan/ngdy din dén ting Cos trung binh cua lithi 16% va dién tich dudi dwomg cong (AUC)
8%. Do do, bénh nhén dang diéu tri bing lithi cin dwgc theo dai chil ché khi sir dung hoiic
ngimg s dung celecoxib,

Thude tranh thai dwomg uong

Trong mot nghién ciru vé luromng tae thudc, celecoxib khong co tac dung co v nghia lam sang
dbi véi duoe dong hoe cua thude tranh thai duong uong (1 mg norethisterone/35 microgram
cthinylestradiol).

Glibenclamid/tolbutamid

Celecoxib khang anh hwdng dén duge dong hoc cia tolbutamide (co chit cua CYP2C9) hodc
glibenclamide & mirc dd co6 y nghia lam sang.

Anh hudng cua céc thuoc khic dén celecoxib

Chuyén hoa kém CYP2C9

O nhimg ngudi chuyén hoa kém CYP2C9 va c6 biéu hién ting phoi nhiém toan than véi

celecoxib, didu tri dong thoi véi cac thude tre ché CYP2CY nhu fluconazole ¢o thé lam tang
phoi nhi#m celecoxib. Nén tranh ding két hop & nhimg ngudi da biét li chuyén hoa kém
CYP2C0O.

Chat irc ché va cam g CYP2D6

Vi celecoxib duoe chuyén hoa chii yéu boi CYP2C9, nén sir dung vai nira licu khuyén cio o
nhimg bénh nhin ding fluconazole. Su dung déng thei celecoxib liéu don 200 mg va
fluconazole, mét chit irc ché manh CYP2C9, liéu 200 mg ngay mét lan din dén mirc tang
trung binh Crmax ctia celecoxib 1a 60% va AUC la 130%. Sir dung dang thai cic thude cam
img CYP2C9 nhu rifampicin, carbamazepine va barbiturat cd thé lam giam nong dé
celecoxib trong hu}rét tromg.

Ketoconazole va thuoe khang acid

Chua ghi nhédn anh huéng cua ketoconazole hodc thuoc khéng acid dén duge dang hoe cia
celecoxib.

Beénh nhan tré em

Nghién ciru twong téc chi dugce thuc hién trén nguo lon.

Twong ky:

Do khéng ¢6 cac nghién ciu vé tinh tuong ky cua thude, khéng tron lin thude ndo vai cic
thude khac.

12. Tdc dyung khang mong mudn cia thude

o ® BRA W-'\r -
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Cac tic dung khong mong mudn duge liét ké theo logi cor quan trong hé thong va xép hang
theo tan sudt trong Bang |, phan anh di liéu ur cic nguon sau:

- Cic tac dung khong mong mudn duge bdo cio vin u lé lon hen 0.01% o nhém dung
celecoxib va cao hon so vai bido cdao ¢ nhom ding gia durere, trong 12 the nghiém lam SAng co
ddi chimg véi gid duge vahoidc vai hoat chat khac, kéo dai toi 12 wén. ding liéu hang ndv
tir 100 mg dén 800 mg o nguoi Iém. Trong cac nghién ciru bd sung su dung cic thude so sink
NSAID khong chon loc, khodng 7400 bénh nhin viém khop da duge diéu tr bang celecoxib
voi licu hang ngay 1én 161 800 mg, trong do co khodng 2300 bénh nhan duwec dicu 1 trong |
niim hogc lau hon. Céc tie dung khong mong mudn quan sél thay vai celecoxib rong cic
nghién ciru bo sung nay phu hop vor eac phan tng phy o bénh nhin viém xuong khap v
viém khép dang thip duoc liér ké trong Bang |.

- Cac tac dung khong mong mudn duge bdo cao véi ty 1& mée cao hon gid duoe o nhom duoc
diéu tri bing celccoxib 400 mg mi ngay trong cac thir nghiém phong ngira polyp dai han kéo
dai dén 3 nam (thu nghi¢m Phong ngira u tuyén bang Celecoxib (APC) va Phong ngira polyp
luyﬂn dai trire trang rai ric (PreSAP);

- Cac 1ac dung khong mong mudan cia thude tir cac cuoe khao sat hau man da duge bao cao ty
phat trong khoang théi gian wic tinh co khoang >70 triéu bénh nhin duve diéu bing
celecoxib (nhiéu liéu lrong, théi gian va chi dinh khac nhau). Mac da nhimg phan dmg niy
duoe xac dinh 1a phan ung ur céc bdo cdo hiu mii, nhung dir lidu thir nghi¢m vin duge tham
khao dé ude tinh tén suat.

Tén sudl dya trén phin tich tong hop tich 10y voi viée tdng hop cdc thae nghiém thé hién mire
d6 phoi nhiém & 38102 bénh nhan.

Tén suit ADR duoc dinh nghia nhu sau; i thuomg pap (= 10%). thudmg gdp (1" v
10%). it gip (> 0,1% va < 1%), hiém gip (> 0.01% va < 0.1%). rét hiém gap (< 0.01%). chua
duge bict dén (khéng thé ude tinh L cae dir lidu c6 sin

Bing 1. Tic dung khing mu::g_mufm ciia thudc (ADR) 1;*-5:-|_1g cic thir nghiém_lﬁ_m ;ﬂng
va kinh nghiém gidm sit (thudt ng@t wu tién coa 'ﬂedDRM

Hé co gquan Tac dyng khdng mong muén

Tan suac

Nhi¢m khuin va nhiém k¥ sinh tring

' Thudng sip | Viém phé quan, viém xoang, nhiém khuan duong ho hﬁp trén, nhicm
| khudn dirémg tiét nigu

| Réi loan miu vi hé bach huyét

Tt gip Thigu man
Hiém gap Giam bach cau, gidm fiéu cau -
Ral hiém zap ‘ Giam toan thé huyét cau 1=
Roi loan hé mién dich
I zap CQua man i |
Rit hiém gip Sac p}mn vé, phan ¢ tng phan 'w: _

Roi loan dinh duing va chuven hog

o

™

@\

I
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it gap l Ting kali mau

" Roi loan tam thin o

' Thudng gap Mt ngl

i gap Lo lng, tram cam, m;.il moi

' Hiém gip Trang thai 1 1an, 4o gidc

' Rébi logn hé than kinh =
Tﬁui:‘mg é:;ip Choéng mit, dau dau, t&ﬁg trromng luc co
It gip Nhéi mau ndo, di cam, budn ngu
Hiém gip Mat dicu hoa, roi loan vi piac

Rt hiém gip

R6i loan mit

ming ndo v khuan, déng kinh (bao gdm ca tram trong thém bénh
dong kinh), mat khiru gidc, mat vi giac

Xuit Huyéi ndi so (bao -gﬁin xuat huyét n¢1 so gdy wr vongl. viém '

RfiTogn gan mi

It gap Nhin mé
| Hiém gip | Chaymaumat
i R%ﬁlémﬁ_gﬁp— Tic ddng mach vong mac, tac tinh mach vong mac -
Roi loan tai vi tai trong
|' It gip U tai e L )
R_ﬁlugn tim
Tﬂl}uﬁgﬁp Nhéi mau co tim
it gap Suy tim, danh tnf'rng ngure, tim dap nhanh
| Hiém gip Ching loan nhip tim
Réiloan mach 1 s
Rl thutmg gap | Tang huyét ap (bao gom cd trdm trong thém tang huyét ap)
Hiém gap Téc mach phéi, do mat
Rat hiem gap Viém mach
Réi logn hé hiip, viing ngyc va trung thit
Thuémg gap Viém miii, ho, kho tho
It gép Co that phé quan I
' Hiém gap Viém phai
Roi loan hé tiéu hoa
Thudmg gip Nén mira, dau bung, tiéu chay, kha tiéu, day bung. budn nén
It gap Tio E['}n_.m;r.igm da dav, viém miéng, viém dur'rng_ ticu héa [har-:‘ gSm I
¢ viém dudmg tiGu hoa téam trong hon), o hoi
Hiém gip Xuat huyet tiéu hoa, loét 14 trang, loét da day. loét thue quan, loét

duomg rudt, loét rudt gid, dudng rudt thung, viém thye quan, dai tign
phin den, viém tuy, viém dai trang

It g3p

Chirc ning gan bt thuomg, men gan tang cao (ké ca ting SGOT vit L

alpe
and
suth
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SGPT)
Hiém gip Viém gan - S
Rat hiém gap Suy gan (dai khi gay (U mng hodic can shép gan). viém E‘:_n_hulu.
phat (mot s6 c6 két cuc tir vong), hoai tr gan, (r mdt, viém gan & mit,
vang da
Rii loan da va md dwdéi da -
FThm‘mg gap Ngtra (bao gnm cd ngtra toan than), phat h'in -
it gap May day, bam méu - -
Hiém Eip Phii mach, rung e, nhay sang k
Rt hiém gap Viém da roc vay, hﬁng ban da danahﬁi ::hirﬁg_ Stevens-Johnson,

hoai tie biéu bi nhiém dgc, phan (ng thude vai tdng bach cau a1 toan
vii cac tri¢u chimg toan than (DRESS). 11&i chimg mun mi g
ban toan than cap tinh (AGEP). viém da bong nurde

R&i loan cor va ma lién két

'i'huf:rng gap Dau khop
It gap Co thit co hﬁp (chudt rit o chan) - o
Rat hiém gap Viém co - -
Roi loan than va tict ni¢u -
i gap Tang creatinin mau, ting ure méu - o
Hiém gip Suy thin ::fip, ha natri mau
Rét hiém gap Viém thin & ong ke than, hoi chimg than hur, viém ciu than t6n 1|'I‘1.HH—L.
lcu thigu

Rii loan hé sinh san va va

Hiem giip Roi loan kinh nguyét

Chura dur,:ﬂ: biét dén Vo sinh 1 nu {kha ndng sinh aan cu nu _L_um giam)

Réi loan toan than va tai chid

Timémg Zip Phil ngoai bién, bénh gu:mg cum

it gip Pha mat, dau ngye
Ton thuong, nhiém dbc va tinh trang do thu thuat

| Thuong gap Chan thu&ng (chan throng do tai ngn)

Trong dir ligu cudi cing (duge danh gid) tir cac thir nghigm APC va PreSAP o bénh nhin
diéu tri bing celecoxib 400 mg moi ngay trong t6i da 3 ndm (div licu gop W ca har thu
nghiém), 1 1€ vurgt qua gia duge trong di¢u tri nhdi mau co tim & 7.6 trén 1000 beénh nhan (il
2ap) va khong ¢d ty 1¢ dot quy vugt mie (cac loai khong phén biét) so vor gia duoc,

Nguy co huyét khéi tim mach : xem phén canh béo v than trong.

Thing bio cho bic si khi giip phai cde tic dung khing mong muén.

13. Qia liéu va cich xir tri

s/

*Na
Flog
Jaih
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Kinh nghi¢m lan sang vé tinh trang qud lidu con han ché. Ding liéu don lén &i 1200 mg [odc
da lidu (2 lan/ nga:-,fj véi tong liéu 1200 mg & nguén khoe manh khong cho thiy tic dung
khéng mong mudn nao ¢o y nghia vé mdt lim sang. Trong trrdmg hop nghi ngd qua liéu, nén
¢6 bién phap hé tro vé y té thich hop. Tham phan khéng phai 1a bién phap hiéu qua dé loai bo
thube vi thuoe 1én két manh vai protein,

14. Didc tinh duge lue hoe

Nham duoc 1¥: Thude chéng viém khong steroid (NSAID)

Ma ATC: MO1AHOI

Celecoxib 1d mdt thuée chéng viém khéng steroid. trc ché chon loc cyclooxygenase-2 (COX-
2}, ¢ cac tac dung Lhung viém, giam dau, ha sot, Co ché e dung cua celecoxib duwe cor la
e ché sy tong hop prostaglandin, chu yéu thong qua tic dung e ché isoenzym
cyclooxygenase-2 (COX-2), dan dén lam giam syr tao hanh céc prostaglandin. Khic vai phin
lom cée thude chong viém khéng steroid co trude ddy, celecoxib khdng (e ché iscenzym
cyclooxygenase-1 (COX-1) véi cac ndng do didu trj & AL,

COX-1 12 mjt enzym c6 & hau hét cac md, bach cdu don nhin to va tiéu ciu. COX-1 tham
gia vao tao cuc mau dong (nhu thic day ticu cau ngung tp) duy tri hang rio niém mae da
day va chire nang than (nhu duy tri tudi mau thin). Do khong (e ché COX-1 nén celecoxib it
cO nguy co gay cdc tac dung phu (thi du xuat huyeét, viém loét da day. kéo dai thé gian chay
mau), nhung co thé gay cac tac dung phu & thin twong tir nhur cac thude chéng viém khang
steroid khac. Celecoxib ca thé lam ting nguy co huyét khdi mach mau & mét sé bénh nhan vi
thude tre ché tong hop prostaglandin (mot chat khing huyét khdi) va khang tac dong dén
thromboxan A2 (mét chat dé gay huyét khoi). Ngoai ra, celecoxib con co thé ngan chan ting
sinh 1& bao ung thyr dai tring va ldm giam kich thude polyp dai truc trdng.

15. Dic tinh duye dijng hoc

Hap thu

Celecoxib hap thu nhanh qua dudmg tiéu hoa. Udng celecoxib véi thite an ¢o nhicu chit béo
lam cham thén gian dat nong do dinh trong huyét trong so vii udng lae doi khoang | - 2 giiy
vil lam ting 10 - 20% AUC. Cé thé diing cclecoxib khi dn hodc xa cac bira 4n.

Nong do dinh trong huyét tweng ciia thude thl.mrng dat & 3 gidr sau khi udng mot lidu duy nhit
200 mg lic doi va trung binh hﬁng 705 ng/ml. Nong d¢ thude & trang thii on dinh trong huyét
tuong dat duge trong vong 5 ngay; khéng thay (6 tich luy. O ngudi cao tudi trén 65 i,
nong dé dinh trong huyét wromg va AUC tang 40 va 50%, trong (g, so vdi ngudi tré, AUC
cua celecoxib & trang thai 6n dinh ting 40 hodc 180% & nguwii suy gan nhe hoac vir, lrong
(rng, vd giam 40% & ngudi suy thin man tinh (téc dé loc ciu than 35 - 60 ml/phiit) 50 vén &
ngwai binh thudmg,

Phin bo

Thé tich phan b ¢ trang thai én dinh khoang 400 lit (khoang 7,14 livkg) nhu viy thuéc phan
ho nhiéu vao mo. O m:mg dd diéu tri trong huyét tromg, 97% celecoxib gin vai protein huyel
twong, Celecoxid c¢6 kha nang phan bé vao sira me.

Chuyén hoa:
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Celecoxib duge chuyén hoa chi yéu qua gan bai isoenzym CYP450 2C9 thanh céc chét
chuyén hoa khéng c6 hoat tinh dugc i}'r nhir cdc thude tre ché enzym COX-1 va COX-2,

Thiii trir

Nira déri thai trir trong huyét twong ctia celecoxib sau khi udng loc déi 1a 11 gio va hé so
thanh thai trong huyét trong khodng 500 mi/phit. Nira déi coa thude kéo dai & ngudi suy
thin 1a 13,1 gi& va suy gan la 11 gior hodic 13,1 gid. Celecoxib thai trir khodng 27% trong
nuée tiéu va 57% trong phin, dudi 3% liéu duge thai tnr khéng thay doi.

16. Quy cich ding gai: Hop 1 vi = 10 vién

17. Ditu kién bio quin, han ding, titu chudin chit lwgng cia thubc

Piéu kién bao quan: Bio quan & nhiét d khong qua 30°C. Tranh énh sang,

Han diing: 24 thang ké tr ngay sdn xudt

Tiéu chuén chit lrong: Nha san xuét

18. Tén, dia chi cia co sd sdn xuit thude

BRAWN LABORATORIES LIMITED

Pia chi: 13, NIT, Industrial Area, Faridabad-121001, Haryana, An Bo,




