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mi;rwry-sl.alrin: cellulose M101, calci hydrophosphat dihydrat, croscameliose
al silicon diowyd, povidon K30, hypromeliose 2910 (Gep), hypromeliase 2910 (15cp),
palyethylen glycal 00T [P titan dioxyd, mugreen lake, oxyd st den.

DANG BAO CHE: Vizn nén bao phim.

M8 t3 s3n phdm: Vién nén bao phim hinh tam gide, maudm, hal m3t tran, canh v thanh vign lanh 13

CHi DINH

ATOCIB dugc ehi dinh:

- Biutrj e&p tinh va man tinh cdc d& hidu va trigu ching bénh thedi héa khip (ostenarthrifis - OA) va vigm khdp ding thip
{rheumataid arthritis - RA).

= Bidutrj viém ddit sding dinh khdp (ankylosing spondylitis - AS).

- Biflutrj viém khdp got edp tinh (acute gouty arthritis).

- Bidutr| ede con daucAp tink, bao gdm chimg dau byng kinh nguyén phat.

- Bidutri ngdn han cac can dau vira iz quan dén phiu thudt ring.

Quyétdinh k& don chit de ché chon lpe COX - 2 phil dya trén vige dinh gid toan bd cac nguy cd d8i vii ting bEnh nhin (xem
Canh bdo v than trang khi ding thust).

cAch DONG, LIEU DIING

ATOCIB dugc diing bing duing uling, cd th diing cimg hodc khing cisng i thifc &n. ATOCIE nén dugs ding trang hii gian
ngén nhat ca thé va vai lifu hang ngay thap nhit ma cd higuqui.

Thodl hba khdp

Ligu dé nghi cho ngudi kin 13 30 mg hodc 60 mg ngy 1 n.

Vigm khdp dang thip

Liéu d& nghi cho ngu 18n 12 60 mg hojc 90 myg npdy 1 1@n, Lidutdi thigu hing ngay cd tae dung 1 60 mg ngay 1. & mit
< bnh nhdn, lifu90 mg ngay 1 14n cé thé cung cXp sy gia tng i ich cla trj ligw.

Vidm a61 sting dinh khdp

Li#u 08 nghi cho ngudi 16n 1 60 mg hodc 90 mg ngdy 1 ln. Lidu tal thifu kang ngay cd tde dung 13 60 mg ng4y 1 . O mat
54 bénh nhdn, li8u90 mg ngdy 1 14n cé thé cung c£p sy gla ting kol kch el i ligw

Viém khdp thiing phong cip tinh

Ligu ¢& nghi che nguii 15n 13 120 mg ngay 1 in. Chi nén diing etoricowib 120 mg trang giai doan cd tridu ehitng edp inh, véi
thisi gian diu tritdi da la 8ngay.

Dau cilp tinh va dau byng kinh nguyén phat

Lifu @€ nghi 12 120 mg ngiy 1 En. Ghi nén ding etoricoxib 120 mg trang giai dogn cé trigu ching cXp tinh, vl thii gan dif
tr 16 da 14 8 ngdy.

Bau sau phiu thujt nha khea

Lifu dé nphj 13 50 mg ngay 114n, ding 161 da trong 3 nody, mét 58 bénh od 1hé cin ding thém thudc giam dau.

Cae lifu can han lidu 48 nghj cha mdi chi dinh trén vin khang lm ting thém hidu lyc ciia thulie hojc vin chua duge nghidn
cilu, Do dé:

Liéu giing trong thadi hia khdp khang vugt qud 60 myg mBi ngay.

Lidu giing trong vidm khdp dgng thap khing wijt qus 90 mg mdi ngdy.

Liéu diing trong viém d&t sing dinh khp khang duge vt qud 90 mg mdi ngdy.

Liu diing trang bénh théing phong cip tinh khang dugc vugt qua 120 mp ngay 1 n,

Lifu diing frong dau c3p finh vi dau byng kinh npuy&n pht khang dugc vugt qui 120 momgdy.

Lidu giing trong daw sau phiuwthudt nha khoa khong dugs vugt qud 90 mg mdi ngay.

Wi ede nguy ea tim mach ca th Eing theo Iy disng v thisi gian ding nhiing chat i chi chgn loc COX - 2, do dd nin diing
1husie treng thati gian ngén nhit cd the va ding li€u higy qua hing ngay thip nhaL. Nén ddnh qid lai dinh k) rhu cdu v gidm
frifu ching va dip ing difu tr] cha bénh nhdn (xem Cinh bia v thin trong khi diing thuic).

MNgutiti cao tudli, gidi tinh, chiing 1c

Khang cdn diéu chinh lidu etoricoxit 8 nguti cao tufi hode dyfa thea gidi tinh hogc ching tc.

Suy gan

@ bénh nhan suy gan nhe (didm s6 Chik - Pugh 5 - 6), ligu ding kndng nén vugt qud 60 mg ngdy 1 14n. { bénh nhin suy gan
trung binh (dim 58 Child - Pugh 7 - 8), nin gidm lifu; khéng nén it qud 18u60 mg 2 ngdy 1 l4n, cling cé the xem xt dimg
liéu 30 mg ngay 1 1n, Khdng cd i ligu lim sing hodc dugc dgng hoc khi ding thubc & bEnh nhdn suy gan nang (im sd
Child - Pugh > 8) (xem Canh bdo vi thin trgng khi ding thudc).

Suy thin

Khdng khuyn cdo didu tr) vdi slaricoxib & binh nhdn o bEnh than 1i€n tridn (h sb thanh thai creatinin < 30 mL/ phii).
Khéing edn chinh lifu  bénh nhin suy thin mic 8§ nhe han (e 58 thanh thii creatinin = 30 mL/ phit) (xem Cink biovi than
trong khi ding thufic).

Hodc theo chi din cia Thiy thubc.

CHANG CHI BINH

Chdng ehi dinh ding staricoxib § banh nhdn;

- Min cdm vai bt ki thanh phin nao cda thulic. Tién sif hen suydn, ndi may day hodc cde phdn dng di dng saw ki ding
aspirin hodc cdc thudc khdng viem khang stercid (NSAID) khde.

- Suy tim sung huydt (NYHA 11 - V),

- Bgnh nhan ting huy&t dpcd huygt dp lién tuc t3ng cao trén 140/ 80 mmHg va chua dugc kidm sodt ddy di.

- Bénh tim thidu mdu cuc b9, binh ddng mach ngoai bin vi! hojc binh mach mau ndo 0 dugc xdc dinh (baa gdn benh
nhin méi trdi qua phiu thuit ghép bde cdu ddng mach vinh hodc tao hinh mach mau)

- Riil lagn chilc ndng gan ndng (albumin huyEt thanh < 25 o/ L hodc didm s Child - Pugh = 10).

~ Lodt d3 day 14 tring hoatddng hodc chiy mdu (G1) tigu hda,

= Dl thanh thai creatinin < 30 mL/ phit

- Phy il cd thai va cho con bil.

= Tré em dudi 16 tudi.

Khéng nén sif dyng etoricaxib nhu ligu phdp k&t hop wi cde thudic khdng vitm khang steroid (NSAID) khds do khang cd ddy
dii bing ching ching mink cho igi ich vi cic phén ding phy baltIgicd the gip phii.

CANHBADVA THAN TRONG KHI DUNG THUOC

Nauy co buyEt khi tim mach: Cac thulic ching vitm khiing steroid (NSAIDs), khdng phii aspirin, ding duing todn thin, ¢6
thé I3m t3ng nguy ca xult hidn bikn c& huyt khdl tim mach, baa odm ¢ nhéi méu catim vi 83t quy, cd thé dSn dén i vang.
MNguy co ndy cb th xudt hin sém trang vai wwn ddu ding thudc v cd thd 1ang Kn thao théi gian disng thutie. Nguy e huyst
khdi tim mach duge ghi nhin chiy y&ud Béu cao.

Bac sTcdn dinh gid dinh ky sy xudt hign cla cde bighn o tim maeh, ngay ¢ khi bEnh nhan khaing ¢ cic triju ching tin mach
trudc dd. Binh nhdn cdn duge cdnh bio vé cdc tridu ching clia bigh o fim mach nghiém trong va c&n thim khdm béz st ngay
ki wudt hign cdc trigu chdng nay. DE gidm thifu nguy coxut hign bign cb bat Igl, cdn sl dyng ATOCIB & liéu hang ngdy thip
nhit co higw gud trong thii gian ngdn ahdt cé th,

Nhing thi nghigm I3m sing gdi § nhém thudic dc ch chon Jpe COX - 2 o6 the kim thea ting nguy co cic biFn cf do huyst
Khdi (03¢ bigt 12 nhéi mdu cd tim va 831 quy), 50 Vol placedo va vl thulic kndng vigm khdng steroid (naproxen). Vi cic 19wy oo
tim mach cé thé taing theo lify diing va thi gian ding nhiing chal fc chi chgn lpc COX - 2, da dd nén ding thudc treng thii
pian ngdn nht cd 1hé v ding li€u hidu qud hing ngay thip nhal, M2n dinh gid ai dinh Ky nhu cdu wé gidm trigy ching va
dip dng didu tri clia bénh nhan.

Chi nén dlng etoricoxih sau khi cdn nhde cdn than & bisnh nhin o6 cic yEu 18 nguy cd rd rét vé bign clf im mach (N ting
buyt dp, Bng lipid mdu, dii thio dubing, hit thudc).

Cac chit de ché chpn lge COX - 2 khdng phai 3 chat thay the aspiria trong dy phéng tim mach v khing cd tc dyng 18n tidu
cdu Do etoeicoxib |3 thinh vign trang nham thudc ndy, khdng cb tic dyng de ehd sy kift by tidu cdu, nén khing dugc nging cic
thudic khing tifucdu.

Npuy co oo cdc e dung bat Il @ o3 diy - rudt (ot 03 day - rudt hodc cde bifn ching khic A da day - it tang ttEm khi
ting etaricaxib, cde ehdt de chd chon lge GOX - 2 khic vi thude khing vidm khang steroid (NSAID) khic ciing e vdi acid
acetybsalicylic (tham chi véi iy th¥p). Sy khc bigt tuang ddi v tinh an todn & da d3y - rudt gila phic 68 ding edc shit dc
chi chon lge COX - 2 + acid wii diing NSAID + acid chua duge dénh gid ddy ol trang nhing thir
nghidm im sing dai han.

Khiing khuyén cdo diing trilidu etoricoxid cho bénh nhdn cb bénh thin tifn tidn n3ng. Kinh nghigm I2m sang & bénh nhin co
hé s thanh thai creatinin wic lugng < 30 mifphit et han ché. NEu phai khi dZu tri lijy etaricaxib cho nhiing bEnh nhin niy,
nén gidm sit chifc nding thin clia biénh nhin chit chi.
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S dyng Ky dai NSAID gdy hoai 6 nhi 1hdn va tin thuong khic d thin. Cdc prostaglandin sin xu8t tai thin c6 th of vai trd bi
ddp sy duy tri tudi mauthin, Do dd, trong eic didu kign gidm twai méuthin, vide 5O dyng etaricoxib ¢ thé 1am gidm su thinh
Fap prostaglandin vi gidm b lugng mau 4 thin thd phat vi nhu vy lam gidm chilc n@ing 1hin. Nhilng b&nah nhin of nguy eo
cao nhdt g3p phin dng nay 13 ngubi da gidm chic ndng thin, nguli suy tim mdt b, hode ngudi bi xd gan dang ké 1 tnade. Nén
xem x4 gidm sdt choc ndng thind cdc binh nhdn nhy thE. Nhu s thudt khdc oo tc dunp e ch suting hap prostaglandin,
vide ngung tri ligu etoricoxib 58 din d&n phuc hdi finh trang truic khi diutr].

Cdn thn trong khi bt d4u tri ligu etoricoxia & bdnh nhan cé tinh trang mat nudc déng ké. Nén bis nudc cho bénh nhin s
khi bit d4u ding etoricoxib.

Mhu cdc thudc khidc cd sc dung dc ché tdng hop prostaglandin, tinh trang gill nutic, phis va ting huyét ap ciing dugc ghi nhgn
{1 vai bénh nhdn ding etoricaxia. Nn tnh d€n khi nang gil nude, phi) hodc 12ng huyét 4p nay khi ding etoricoxib cho bénh
nhan d2 cd sin tinh trang il nutc, ing huyit dp hodc sy lim. Tit 63 cic thulc khing vigm khing stercid (NSAID) ban pm
c2 etoriconit cd thé 1ién quan dEn sy khiii phit mdi hode su tdi phét suy tim sung huydt (xem Téc dung khong mong mudn ciia
thedic). Etaricaxib cd thé phil hop vili inh trang 1ng huy#l dp thubing xuyén han va ndng hon, so vl vl NSAID va cdc ehdl e
ch chon lpe COX - 2 khic, dc bidt khi ding li€u cao. Do 6, chil § dic bigt d&n kifm tra hutt p trong qud trinh didu trivai
etoeicoxib. NEu huy$tdp ting ddng k, phil xem xét tr ligu khic thay th.

Bac 57 nén bift 13 tng bénh nhdn ca thé phdt trin lal/ cic bign ching cia loét duiing tidu hoa trén, khaing k& vide didutri.
Mac dl khtng loai trif nguy ca dc tinh cha dubing tidu héa khi dung etoricoxib, c4c két qud cia Chuong trinh MEDAL da ching
minh & binh nhin ding trj ligu etoricaxib, nguy cd djc tinh cho dubing ity hoa khi ding etoricoxit 60 my hode 90 mg ngay 1
Lin it hon 1§ rét so vai ding diclofenac 150 mg mbi ngdy. Trong nghitn ciu lm sing véi ibuprafen va naproxen, nouy cd loét
duing tidu hda trén phat hign qua i sai & bénh nhin diing etaricoxib 120 mg ngdy 1 4n th th¥p hon 50 vdi cdc bénh nhdn
ding cic NSAID khdng chgn ke ndy. Trong khi nguy co loét dudng tigu hoa phat hign gua ndi soi thdp & bénh nhdn ding
staricoxib 120 mg, thi nguy cd ndy ki cao han § bEnh nhin ding placebo. Loét cde bi€n ching loét duiing tiéu hda trén duge
qghinhdn & bénh nhdn ding etaricoxib va c6 the xdy ra vio ba1 ki thisi difm ndo trong thai gian didu tr va khing co cdc trigy
chitng bo teule. Bénh nhdn e6 tifn sif thing, odt v wudt huydt dubing tidu hda va bénh nhdn han 65 wéi dfu duge bist rd cb
nguy cd bi cac bign cf ndy caa hon, khdng phy thubc vaa diéu tr.

Khodng 1% bénh nhdn trang cdc thif nghidm I&m s&ng ding etoricoxib 30, 60, v 90 mg mAi ngay kéo dai 480 1n3m di ting
alanin aminatransferase (ALT) v/ hodc aspartat aminatransferase (AST) (x4 «d > 3 n mic ti da binh thuing). Trong cic
nahdm ching cia nhing thi nghigm I2m sing diing cic hogt chil khic so sdnh, & 1§ AST v/ hodc ALT tang caad binh nhan
ding etoricoxib 60 va 50 mg mbi ngdy 1l twong ty nhu @ nhdm bénh nhdn ding nagraxen 1.000 mg mai ngdy, nhung thip
hon rd rét so vii nhdm ding diclofenac 150 mg médi ngdy. Sy gia 13ng cde men ndy g2 khai hin & bénh nhan ding tri gy
etoricaxib, vl khodng 1/2 binh nhdn hit tng men gan trong khi vn ding thudtc. Trang nhilng thil nghiém 14m sing cd adi
chiing eloricaxib 30 mg mii ngdy v ibuprafen 2.400 mg méi ngéy holc celecoxib 200 mg mdi ngdy, 1§ 18 13ng ALT hadc AST
déu giing nhau & cic nhdm.

Nén xét nghigm dinh gi chilc ndng pan b4t thudng lién tuc & bk nhén cd cdc tigu ching val hodiz d4u hiku gai ¥ il lean
chilc ning gan, hodic & nguii d3 cb 81 nghiém chiftc ndng gan bit thuing. Phil ngung tr gy etoricowil ndy xét nghigm chic
ndng gan bt thudng li€n tyc (gdp 3 n mitc t8i da binh thuling).

Man s dyng staricoxib cin thin & binh nhdn d3 ting cd con hen cip tinh, bi may day, hode viém mii trade 86 do cim Gng véi
i thudc nhim salicilat hodc cdc chit do che cycloaxygenase khing chon lpe, Vi sinh Iy bénh clia nhing phin dng nay chs
duge bigt rd, bic sTcdn edn nhic I0f ich tidm ndng cia trj liu etoricaxib so wdi cdc nguy cd cd thé gip.

Khi diing etoricaxit & nguii cao tudi va & bénh nhidn cd i logn chdc ndng thin, gan hodc tim, cdn duy 1 che d8 cham sic y 1§
phil hgp. NEu céc bénh nhin niy cé dién tign bEnh xdu ddn trong I6c didu i, phil thye hida nhiing bidn phip ot hap, baa
gdm ngung trligu.

Trong gidm sat hdu mai, rat hifm ¢4 cdc béo cdo vé nhilng phin ing da nghiém trong; ma vai phin dng cd thé gly 1 voag,
bao gdm viém da tréc vdy, i chiing Stevens - Johnson va hogi 1if bifu bl nhifm ¢3¢ xiy ra khi diing MSAID vi vai chit i
che chgn lpe COX - 2 (xem Téc dyng kndng mong mudn clia thofic). Cdc tic dyng phy nghiém trong ndy cé thé xdy ra ma
khng bdo trudc. Hinh nhu bénh hdn cd nguy cd cao nhil gp cic phan Ung nay sdm trong qud trinh didu tri: pndn Ign cic
tnuiing hgp ¢ phan ding khii phit trong thing ddu diéu tri. B3 cf cic bdo cdo nhitng phan dng mdn cim ndng (nhy phin Gng
phin vé vi phil mach) & binh nhin ding etoricoxib (xem Tac dyng khing mong mudn ciia thudc). Mt vai chdt dc ché chon
lge COX - 2 thuiing phiéi hip vai ting nguy cd phin iing da d bénh nhdn cd tién cn d dng bA1 ki logi thudz ndo. Cdn ngung tri
K etoricob khi bit ddu e6 bidu hign phit ban & da, edc 1dn thung nigm mac hodc bl ki ddu hidu khic clia phdn dng qud
min.

Etaricoxib o thé che d3y tridu ching s6t, 1 d3i higu cia bénh nhifm tring. Bic 57 nén billl 1@ uln A& ny khi diing etoricoxt
cha bé nh nhin dang didu trj béah ahiEm triing.

Lién quan dén i dupc

Lactose manchydral: khing nén sif dung 8 binh nhan ca vin 88 vé dung nap galactose, thigu hyt men lactase hojc bj rlf Ioan
hidp thu glucose - galactose,

Thudc ndy chifa it hen 1 mmal natri (23 ma) mi vidn, cb nghia 3 “khang cd natri®,

M green lake: ca thE gy phin ing di dng.

50 DUNG THUBE CHO PHY NI GO THAI VA CHO CON BO

Phy nd cd thal

Nhu cic thufic khdc cd tic dung de chi t8ng bap prostaglandin, nén trdnh diing etoricaxit trang nhing thing cufi ciia thai ky
vicdthé gy déing sém dng ding mach,

Nghign ciu dic tinh 1n kha ndng sinh san dugc tign hanh & chudt ciing da ching minh khing cé bing ching v& nhing bat
thing trong sy phat trin phai thai khi diing liéu thudc dén 15 mar ko/ ngdy (xdp f 1,5 1én liéu & nguili (20 mg) dva vao sy
i wic todn than). 8 cdc ligu xdp 1 2 W libu tiép xiic & ngudi truBing thinh (30 mg) dya vio su tiEp xic 10dn than, ngud ta
ghi nhdn cd tf 18 thip vé di dang tim mach va gia tng hu thai sau khi edy thy tinh & thé didu irj bing etoricaxib. Khing im
tndy tic dung I&n sy phdt trién phai thai khi liéu tiép xic todn thin gdn bing hodc kém han iy hang ngay & npuéi (50 mp).
Tuy nhidn, nhing nghiin ciu khd ndng sinh sin § ddng vat khang phii Kic nda cling dy dodn duge ddp dng & nguii. Khang cb
nhiing nghién cihy phil hop vi 881 ching 31 & phy n cd thal. Chi nén ding etoricedb trang 2 quy d4u clia thai kir khi ki ich
tiém nang hon hin nouy co cd thé xdy ra cha thal nhi,

Phy nif cho con bi: Etaricoxib duge bai tidt trong <02 chudt me. Vin chua bigt rd thude ndy co bai tidt vio sla nguéi hay
Khéng. \i cd nhidu thudc dugc bai tiét trong slla ngubi va vi cdc tde dung phu clia nhiing thud e ché ting hep prostaglandin
cf thd wiy rad tré nhd bd me, nén tiy thea tm quan trong clia thust 48 v nguti me ma quyét dinh haje ngung bi me hodc
ngimg ding thulie.

Khd nanp sinh sdn: Etoricoxin, cing nhu cdc thutfe e chi COX - 2 khde, trdnh disng cho phy nT dang mudn o6 thai.

SU DUNG 0 TRE EM: Chua xic 19p tinh an toan va higu qud ciia etaricaxib & bénh ahin tré em

0 DYNG & Noull LON Tuli: Duge 6gag hoe cia thsc & nguti cao Wi (= 65 i) tubng  nhu & ngudi tré tugi, Trong this
nghiém &m sing, ty & %e dyng bt Igi cao hon & b3nh nhin cao tudi khi so véi bénh nhin tré twdi hon; nhitng khic bigt tng
daii giita nhém etoricaxit v cic nham chilng déu giding nhau & nguii cao tubi v nguii tré tudi. Khiing thé loi irll sy nhay cim
nhifu han & mit S8 nguti 1n fudi han.

ANH HUENG COA THUGE LEN KHA NANG LAIXE VA VAN HANH MAY MOC

Khiing cd thdng tin ndo gi § etaricoxib e ddng |én khi ndng 14 xe hodc vn hinh may khi bénh nhin dang dung thudc. Cic
bénh nhin b hoa m1, chéng mat, bugn ngi ki diing etoricoxib nén han ché 14 xe va vin hinh mdy mde.

TUONG TAE, TUONG KY CllA THUGE

TUGNG TAC THUGC

Warfarin: & d8i tugng 8n dinh v tri ligu warfarin mdn tinh, phdc 04 etoricondb 120 mg mbi ngdy thudng li8n ket véi ting
khadng 13% ti s& chudn hia quiic t& vé thil gian prothrombin {International Normalized Ratio - INR). N&n kidm tra thuiing 18
cAc gid tri INF khi bit ddu hodc thay d8i difu tr vé etoricoxib, d3c bift 13 trong vai ngdy ddud banh nhin ding warfarin hajc
cac thedc hidng by,

Rifampin: ding etaricoxib ciing 1 wdi rifampin, mt chit g&y cim Ung manh sy chuyin héa qua gan ¢ lam gidm 65% dién
tich dutii duiing cong {ALIG) bi€u dif ndng df etoricoxib trang huy&t fudng. Nén tinh dén sy huang tc nay khi ding etoricoxib
cling e wai rifampin.

Methalrexat: o 2 thil nghim nghign ciu tac dgng cia etoricoxib lidu 60, 90 hode 120 mg ding rgdy 1 14n treng 7 ngdy &
bitnh nhin dang ding methotre:at (i 7,5 - 20 mg tudn 1140 o€ difu trj vim da khap dang thaip. Etaricoxit liéu60 v 90 mg
khdng &nh huing dén ndng 89 meshotrexat trong huyét tuong (ddnh gid qua AUC) hagc su thanh thii thulic qua thin. Trong 1
thif nghiém, etoricoxib 120 myg khing tdc ddng d&n ning db methatrexat trong huyst tuong (dénh gid qua AUC) hode sy thanh

Size 90%



dthricexi 120 mg Km ting ndng A0 methotrexal trong huyEt tudng S8n 28%
otreat gua thin dén 13%. Min gidm sit khd ndng gdy d9c lidn quan dén
0 mdi ngdy va dlng tri liéu metholrexat cing hic.

in (ACE) v thud dd khdng angiatensin 1l {AlA4): cic bda cdo goiy NSAID
# ki gidm hidu by didu iri t3ng huy#h 4p clia cde thud Ioi tidy, thuic de chd
¥ dn sy tuong Yc ndy khi ding etoricoxib cling I6c voi cic loai theic nay. 0
biénh nhdn cao i hagc Bénh nhdn mdt thé tich dich tudn hodn, bao gdm bénh
a § 4 thulc khdng vigm khang stercid, bao gdm 1udt Ot ché chon lpc COX - 2, vigc
I R ACE hodic 08l khdng angiotensin 1l cd th 1am chile ndng thin cang xdu hon, banplm khd
n:snn suy thin ca’n cac uc d0ng nay thuang ¢& thé phuc hél. Dods, nen cdn 1hn khi BnGi Nop cac ude, 0ac bigtd agudi czo
Eudi.

Lithi: cic bdo cdp gai ¥ NSAID khang chen lge v thulie de chi chon Ing COX - 2 cd thé lim ting ndng dd lithi trang huyit
tuong. Nén tinh défn sy tudng te ndy khi cho bgnh nhan dimg ataricoxib clng e vai lithi,

Aspirin: e thd ding etorieoib iing i vai aspirin 1iéu thip dé dy phong bénh tim mach. & trang théi bién ving, etoricoxi
120 myg ngay 1 Kn khdng tic dgng ¥n hoat tinh khdng tiu cu ciia aspirin liéu thip (81 mg ngay 1 n). Tuy shitn, ding
aspirin lidy thep dding thisi vai etoricoxid lm t3ng £ 18 Iodt duang tidy hda hadc cdc bifn chitng khdc khi so véi ding storicoxib
don tri ligu. (xem Canh béo va thin trng khi dimg thudc).

\ién uding trinh thai: etoricaxib 60 myg ding ciing 16z vl vitn wing trinh thal chia 35 meg ethinyl estradiol va 05 - 1 mg
nosethindron tronp 21 npdy 03 1am t3ng AL, . Clka ethin| estradiol & trang thii bén vIng d&n 37%. AL, ., ,cia ethinyl
estradial 8 trang thdi bénvilng d2 tng dén 50 - 60% khi etoricaxin 120 my ding cing Kic hade edeh 12 gits vl loai vign wing
trénh thai ndy. C4n tinh d&n sy gia ting ndng dj ethiny! estradiol khi chon Iya logi vign wing trinh thai ding chung vii
eloricaxib. TAng Hip xiic lugng ethinyl estradial cé th 1am ting 1 1§ cdc tie dyng bat Igi thuing Ban kBt vl ding cde vitn
uling tranh thai (nhu cdc bign e huyet khdi tie finh mach & phy n 68 nguy co)

Tij i thay the horman: etoricoxib 120 mg ding ciing wdi tr iy thay thé harmon chila cdc estrogen lign hga (1625 mg
PREMARIN™) trang 28 ngdy, 3 lim ting AU, . trung binh  trang thii bén vilng ciia estran khiing lién hop (41%), equilin
(76%) vi 17--estradiol (22%). Tic ddng cia cic lidy etaricasib khuyn céo (30, 60 v 90 mg) ding kéo dai cum dups
nghién cdu. Tac djng cia eloricaxid 120 mg 12n ndng 83 (ALG,,,..) cic thanh phdn estrogen ndy trong PREMARIN™ thi kém
han phan nita 5o vii tic d9ng quan 54t duge khi ding PREMARIN™ dan ddc v& khi lifu thuic t3ng tir 0,625 dén 1,25mg. Vin
chita b il  nghTa I4m sing cila cac sy gia tnp ndy va vin chua cd nghién citu vé phdc ¢ phii hap PREMARIN™ liéu cao
han wii etoricosib. Nén tinh dén sy gia ting ndng d9 c4c estrogen khi chon lyfa tri ligu thay thit horman sau man kinh d disng
i eforicaib.

Cdc thudc khdc: trong cic nghién cify vé tudng tie thudc, etoricarib khang o cic tic ddng quan trong trén m sianglén duge
&)ng hoc clia prednison/ prednisalon hode digoxin.

Nhiing thudc khing acid vi ketoconazal (1 chit dc ché manh CYP3A4) khing e céc tic ding quan trong IEn duge ding hoe
1&m séing cla eloricoxib

TUONG KY THUGC: Kndng dp dyng.

TAC DUNG KHONG MONG MUDN CA THUGC

Tinh an todn clia etoricaxib duge ddnh gid trang nhilng thir nghiém Bm sing trén 9.295 ci thé, bao gdm 5.774 bénh nhin b
wigm xugng - khdp, vim da khdp dang thip hodc dau thit king man tinh (xdp »i 500 bénh nhin bi vidm wudng - khip hode
vigm da khdp dang thip dugc difutri 1 ndm hodc ldu hon).

Cac tic dung bét Igi lign guan din thudc sau ddy duge bdo cdo trong nhing Q nghidm B sang @ banh nhan bj hodi hia
khiip, vigm da khop dang thip hodc dau thit king mdn tinh duge didu tri d&n 12 tudn, Cdc tdc dyng khing mong mudn xdy ra 2
1% binh nhin ding etorcoxib vi wii iy 1 cao han so vdi placebo 1: suy nhuge/ mét méi, chodng vdng, phis chi di, ting
huy#t dp, kha tidu, g ndng, bubn ndin, nhic ddu, ting ALT, ting AST. Cic tic dyng khdng mang mun giing nhau d binh nkdn
i thadi héia khip hadc vim da khp cang thp ding tri 8w etoricoxil trong 1 ndm hodc 1Ay han,

Trong nghidn clu MEDAL, nghidn ¢du cd tigy chi dinh gid & k&t gud tim mach tifn hanh trén 23,504 bénh nhdn, inh an tein
ci= etoricaxib [€u 60 hodc 90 mg mBi ngdy thi tudngdudng vii diclatenac lifu 150 mg mBi ngdy & binh nhdn bj thadthda khip
haic vidm da khdp dang thip (thi gian didu trj trung bink & 20 thang). Trang nghién chu quy md Kn ndy, chi cd cictac dyng
It bgi nghilim trong v cie truling hyp ngumg thudc do tic dyng bt i mdi dupc ghi chép. T 18 cic tic dyng bl g nghigm
trgng d tim mach do huyt khdi 03 dude xdc dinh & dn s8 ding storicoxib va diclatenac ddy gifing nhau. T 1 ngungtham gia
nghién cu do cdc tic dyng bat Igi lign quan d&n ting huyst dp chua din 3% & mdi nhdm diéu tri, by nhign, etoricasib 60 va
90 mg ob ty B ngung thue do cdc tie dyng ndy cao hon o rdt eo vli diclofenac. Ty 1 cde tic dung bit ki vl suy tim sung
huydt (ngung tri liu va tic dung nghidm trong) va 1 18 ngung tham gia nghidn ciu do phi thi tuang ty nhau gila nhom
etaricoxib 60 mg vA nhdm diclofenac: tuy nhign, ty 1§ cic bign ef ndy d din 8 ding etoricaxib 50 mg thi cao hen so wii
diclafznac, T§ 1 ngung tham gia nghitn cifu da rung nhi cas hen di vii etaricexib so vii dicksfenac.

Cic nghi#n clu EDGE vi EDGE 11 83 so sdnh khi ndng dung nap duing uing cia etoricaxia 90 mg mbi ngay (1,5- 3 1 idu
khuyfin cdo trong thedi hda khdp) va diclefenac 150 mg mdi ngdy trén 7.111 bEah nhdn bj thadi haa khip (nghién ciu EDGE;
thial gian digu trj trung binh 9 thdng) v trén 4,086 bénh nhin bj viém da khip dang thap (nghidn ciu EDGE II; thiii gian difu
trj trung birh 18 thing). Tai mBi nghién ciu nay, djc linh tic dung bt igi § nhém ding etaricoxib ndi chung fudng b na cde
o co e dyng baL Igi trong nhing thil nghigm 1Am sing gial dogn b/ 111 d6i ching vi placebo; tuy nhign, Bng huét dp va
cdc tic dyng bak igi lién quan dn chdng phi xdy ra vii ty ¥ cao hon @ nhdm ding etoricoxib 90 mg so vai nhim ding
diclafenac 150 mg mBi ngdy. T 1§ cde tc dung bat Igi huyét khdi tim mach nghigm trong d3 xic dinh 8 2 nhdam ditu tri ddy
nhy nhaw,

Trong 1 phin tich t8ng hdp ce thit nghigm ti giai doan b dén giai doan Vvdi thisi gian nghién el kéo dai = 4 nsdn (ngaai tri
nhilng nghidn eiu clia chung trinh MEDAL), ty 12 cic tic dyng bAt igi huy€t khdli tim mach nghiém trgng d3 xic dind @ nhom
ding etoricodb = 30 mg khéng khic hidt c6 ¢ nghia 5o vai nham disng NSAID khdng thudc naproxen. Ty I cdc tic Jung bt
\i ndy & nham atoricoxib th cap hon 50 vdi nham ding naproxen 500 mg, 2 1n mdi ngay.

Trong 1 nghién ciu [m sing vé vitm dat sing dang thip, binh nhdn duge déu tri vl etoricaxi 80 mg ngdy 1 Wn cho dén 1
ndm (N = 126]. Trong 1 nghign ciu lim sang khic vé vigm dat sing dang thip (N = B57), béah nhin duge difu tr vl
etaricoxib 60 mg hade 30 mg ngay 1 1in cho d¥n 26 tuln. NGi chung, ol iy tic dyng bit lgi trong cac nghidn ciu ndy tusng iy
nh trong c4e rghiln ciudai han vé thadi hoa khip, vidm da khaa dang thip va dauth&t umg man tinh.

Trong 1 thif nghigm im sang vé vitm khap thing phong cap tinh, bénh nhin ding i lifu etoricaxib 120 mg ngay 1 4n trang
8 nghy. DO li¢u tic dung b4t Igi trang nghidn clu ndy, ndi chung, tudng iy nhir trang cic nghién ci 18ng hop thodi kia khip,
wirn da khdp dang thip vi daw thit luing mén tinh.

Trong nhilng thif nghi#m m sang ban d&u vé dau cip tinh, bérh nhin ding tri lidu etoricoxib 120 mg ngay 1 1dntong 1-7
ngay. O §fu i dyng bt Igi trong cdc nghidn cdu ndy, néi chung, tudng 1y hu trong cic nghién citu tdng hop thodi Féa khap,
vidm da khdp dgng thip v dau thit ling mén tinh.

Trong nhing thit nghigm k&t hep vé dau cap sau phdu thudt réng, 1 18 mdc viem 6 rng sau nhd réng (chan rang Wha) duge
bédo cée d binh nhan dify trj bing eloricoxib 13 tuong duong wii nhing b&nh nhin diéu tr bing cic hoat chit so sdah.
Nguy o huyét khii tim mach {xem thim phin G3nh bda v thin irgng khi ding thudc).

Kinh nghiém hju mai

Cic phin ing bt Igi sau ddy duge bio cdo trong kinh nghigm hiu mai:

R&i loan mdu vi hd bach huydt: gidm i clu.

Rdi logn hg miln dich: cc phin ing qui mn, phin iing phin vé/ gid phan vé bao gim séic.

Rdi logn chuyén hda vi dinh duding: ting kali uyét

RS loan tm thin: o Eng, m&t ngd, Bn 1gn, do gidc, trdm cim, bén chin.

Rdi loan b thdn kinh: réi loan vi gidc, ngl ga.

R4l loan thy gide: nhin md.

Réi loan tim: sty tim sung huy€t, hdi hdp! dinh tréng ngue, dau thdt ngyc, nhip tim nhanh.

Rii loan mach mdu: con tang huyét dp kich phat.

Rl inan hd hdb, dng ngye v trung that: ca thit phe quin.

RS loan gy hda: dau bung, loét migng, Ioét dudng tidu ho2 bao gam thimg va xudt huyEt (chid y8u & banh nhan cao tadi), nan,
thdu chdy.

RAdi logn gan m3t vidm gan, ching véng da.

Adi lgn da v md dudi d2: phiy mach, ngua, ban di, phit ban, a0i ching Stevens - Jahnson, hogi 17 biéu bl nhigm dbc, miy
day.

R4 loan thin vi mudc idu; tn thuong thin, bao gdm cd suy than {xem Canh bido va thin trong khi diing thudc).

Thitng bda cho bac &7 nhing t4c dung khiing mong mudn g3p phil khi sl dyng thudc.

A=
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Quk LiEw vA cAcH xif TR

Khing cé ddc tinh ddng ké xdy ra khi ding etoricaxib liéu dan dén S00 mg va lidu nhidu [dn 0€n 150 mo/ npdy, trong 21 ngay
i cde thif nghiém I2m sang. B4 cd nhing bdo cdo vé sl dung qud lifu etoricoxib cap tinh, nhung khting cd bio ciové 4c dung
Bt It ey ra & phidn Idn cdc trng hop qud lifu. Céc tie dyng b4T o phd Bi%n nhat duge ghi nhan du phil hap wdi d3c tinh an
todn clia etoricoxib (nh cdc tde dung trén dulsng tidu hda, trén mach mau thin).

Trang truang hop qud liéy, didu hgp 1 @ nén dp dung cde bign phap b trg thubing ding, nhy logd b chat chua kip hap thu khil
duing tigu hta, theo ddi trén 13m sang v tr ligundng 03, néu cdn.

Khang thé loai bé etoricoib bing thdm phin may; vin chua bigt rd o6 thé ding thim phan phic mac df logi bb etoricoxin hay
khang.

BAC TiNH DUYC LYC HOC

Nham duge Ij: Thodic kndng vidm vi chiing thip khap, khdng steroid, coxbs. M3 ATC: MO1T AHOS.

Etaricexib 13 thudc khang vigm khing stareid (NSAID) ed hoat tinh khing vidm, gidm dau, vi gidm sét & cdc md hinh djng
w1 Etoricouit 13 chat i'c ch® cyclocwygenase - 2 (COX - 2) manh, k3t chon lge, 6 hogt tinh khi udng trong pham vi va cao han
pham vi liéu ding trén im sing. B3 wic dinh dugc 2 déng dang cycloowygenase: cyclomeygenase - 1 (COX - 1) va
cycloonygenase - 2 (GOX - 2). COX - 1 chijutrich nhiém vi cdc chic nang sinh Iy binh thuling qua trung gian prostaglandin nhu
bdo vE nigm mac da diy va sy k&t tifu cdu. Sy dc chE COX - 1 do ding cic NSAID khang chon ke thuing kam then tin
thuting da ddy va O ché tifu cdu. Nguii ta da chiing minh COX - 2 cd trach nhim chil y&u trong ting hap cdc chdt trung glan
cila acid prostancic gay dau, vidm va A1 Sy de ehil ehon lge COX - 2 do diing etoricaxib 63 tim gidm cic diu hidu v trigu
chiing I&m sang niy cing vdi gidm dic tinh & duting tigu hda mi khiing cd tic dyng 1&n chic ndng tifu cdu

Trong t31 c3 cde nghitn clu duge lim sang, etoricaxb cd tis dung dt ché COX - 2 phy thude vie litu s dyng ma khing e chi
CO¥ - 1 khi dsng liéu d&n 150 mp méi ngay.

Anh huing 18n hoat tinh bia vé nigm mac dg day cda COX - 1 cing duge ddnh gid rang 1 nghidn e 13m sang vii cde miu
sinh thigt d ciy dugc thu th3p W @51 tgng diing hojc etaricoxid 120 mg mdi ngay, hodic naproxen 500 m ngay 2 Ién, hode
placebo df dinh gid sy 1éng hop prostaglandin. So vai placebo, etoricoxib khdng U ché sy ting hop prostaglandin d da day.
Ngude lai, napraxen di dc ché sf 18ng hap prostaglandin & da diy dén gdn B0% khi so vii placebe. Céc o lidu ny cang
chiing minh thém tinh chan lge COX - 2 ¢z etoricoxib,

Chile ndng béu cdu

Thai gian chdy méu khang bj 3nn hudng khi ding etaricoxib nhidu lidu dén 150 mg mai ngay trang 9 ngay 5o vai placeba.
Tueng 1, thii gian ehdy mau khdng bi thay o trong 1 nghién ci lidu don vai etaricoxib 250 hadc 500 mg. & 1€ bao thye
nghiém sdng ngodi cd thi {ex viva), khéng ca sy Uc ché acid arachidonic hode skt ty tidu ciu do cim dng callagen 8 trgng
thai bén viing vii lidu etoricaxib d&n 150 mg. Cac phat hign ndy phis hyp vai tinh chgn loc cla etoricoxib dii vai COX - 2.

BAC TINH DUGC BONG HOC

Hip the

Etoricoxib duge hip th 16t qua duting uing. Trung binh sinh khi dyng dubing uling gén 100%. Sau khi ding 58y 120 mp ngdy
1 14n cha dén khi dat trang thii bén viing, ndng db dinh trong huyt tung (trung binh nhdn Cmax = 3,6 meg/ mil) dugc ghi
nhdn dat duvc gdn 1 gid (Tmax) sau khi ddi tupng ngudi 1n vling thudc 1 bung ddi. Trung binh nhdn AUG,,, . &
37,8 mcg* g ml. Duge d9ng hoc cixa etoricoxib tuyn tinh vili pham vi Béuding trén 13m sing.

Bila &n binh thubing khdng cd dnh huding co ¥ nghia Im sing 1&n mic ) hojc tc &) hip thy 1 1 etoricaxid 120 mg. Tong
cdc thil nghidm 3m sing, etoricaxib dufe ding khing Mn quan dén thie 3n.

Dugc ding koo cia etoricoxib 0 12 i tugng khoe manh déu nhu nhau (tuong duong ALC, Cmax trong khodng chénh léch
20%) khi ding thudc don ddc, khi ding chung vdi thudic khang acid chia magnesy/ nhim hydroyd, hode thult khing acid
chia calci carbonat khi néing trung h acid xdp «f 50 mEq).

Phin b

Khodng 92% lidu etoricoxib gdn vdi protein trang huydt tuong nguli khi ding trong pham vindng 08 0,05 - 5 meg/ mL.

Thé tich phan phdi & trang thdi bén vong (Vdss) khedng chimg 120 it d ngubi.

Etoricaxib i qua nhaw thai & chubt ciing v tha, uﬂ di qua hiang rao médu- nda  chudt cfing.

Chuyén hga

Etoricaxib dugc chuyén héa manh m v < 1% lifu dus tim thiy trong nubc tifud dang ban ddw Con duing :nwln hésa chinh
@8 tao dAn x1 vl bu < 1% 1i€u dugc fim thdy trong nubc tigu @ dang ban dfu. Con dubing chuyBn hda chinh dé tao din wut
6"~ hydroxymethyl dugc thye hidn vl sy xic te clia c4c enzym cytochrom P450 (CYP).

D4 cd 5 chift chuyén hda dugc nhdn dién A nguii. Chil chuyén hda chi y8u la dln it ' - carbowylic acid clia eloricodh dugc
hinh thanh £ 5y axy héa ddn st 6 - hydresymeathyl. Cde chdt chuyén hoa chii yiu rdy bidu hign hade khbng cd hogt tinh cd
thé do hodcehi cd host tinh hudic de ché COX - 2. Céc chit chuyén héa niy déu khding dc chf COX - 1.
Thai trir

‘Sau kni tigm fiah mach 1 lifu don 25 my etoricoxib ¢b gdn phing xa cho céc ddi Wgng khie manh, 70% hoat chdt phang x
duge fim thay trong nude 1€ v 20% trong phdn, phén Idn & dang cic chit chuyéin hia. Dudi 2% hoat chit phing xa dugc fim
thy & dang thuds khéing chuyéin héa.

Phén 16n etaricoxib Gupc thi il chis yEu qua qud 1ninh chuyén ho2, 530 06 qua 5U bai g1 § than. Ndng 09 cia eloricosid &
trang thdi bdn vilng dat dugc trang viing 7 npdy didu iri ki ding li€u 120 mg ngay 1 1n, vii ) 58 tich 1Dy gdn bing 2, tuang
ing wii thil gian bin i tich Iy khodng 22 it Theo Ul tinh, s thanh hdi thudc tai huydt wong x4p x1 50 mL/ phit.

Nhilng d3c tinh & banh nhan (cde dan sif d3c bigy)

Gidi tinh: Dugc dng hoc clia etoricoxih 8 nam v nil ddu nhu ahau (xem Cach ding, lifu ding).

MNyuidi cao tudi: Dude ddng hoe & ngui can tui (= 65 tudi) cing twong ty nhu & nguli tré wdi. Khdng cdn chinh lifu & bénh
nhdn cao tudi {xem Cich ding, liéu ding)

Ching tjc

Chiing tde khing tao hijudng quan trong trén [Am sing [én dujc ddng hoc clia atoricaxib (xem Cach ding, i€ ding).

Suy gan: 8 bnh nhdn sy gan nhe (didm s6 Child - Pugh 5 - 6), etoricoxib lidy 60 mg ngay 1 14n o6 AUC trung binh cao hon
@dn 16% 50 vi d8i tugng khde manh ding ciing chi ¢ lifu. Binh nhin suy gan tung binh (gifm & Child - Pugh 7 - 9) ding
etoricoxib iy 60 mg 2 ngay 1 dn ¢l cd AUC trung binh tuong ty nhu & ddi tugng khie manh ding etoricoxib 60 myg ngay 1n;
liku etoricoxib 30 mg ngdy 1 n chua duge nghidn ciu trong ddn s ndy. Khéng cb tai Bu lm sang hode dugc B3ng hoc khi
ding thudic & bénh nhdn suy gan ning (difm s8 Child - Pugh > 8] (xem Cich diing, lidu ding, Suy gan).

Sy thin

Dupc ddng hoc clia etoricoxdb liéu don 120 mg & binh nhin suy thin trung binh - ndng vi bénh nhdn co binh thin giai doan
cui dang didu tri bdng thdm phén mau khang khdc bigt ddng ké so vl dugc 8dng hoe & dii tugng khde manh. Tham ghin
maukhang gdn phdn ding ké vao vidc thii irir thullc (su thanh thii thulic qua thim philn khoing 50 mU phit).

Teé em

Duge A3ng hoe el etarkcoxd & binh nai (< 12 twdi) chua dugc nghign ciu.

Trong mt nghign ciu dugs dng hot (n = 16) ti&n hinh trén thanh thidu nign (12 - 17 i), duge ddng hee O thanh thigu nidn
nang 40 - 60 kg dung etoricaxit 80 mg ngay 1 10 va & thanh thigy nign ning = B0 kg ding etoricoxib 90 mo ngdy 1 Wn th déu
piting nhu duge ddng hoe @ ngudi I6n ding etoricaxid 90 mg ngay 1 14n. Vin chua edc Bp tinh an todn vi hidu gud cia
etoricaxib & b3nh nhinird em,

Turang tc thudc vdi cdc diF ligu dugc ddng hoe b4 sung

Etoricoxib duge bign i sinh hoc chi vEu qua qud trinh axy héa phy thudc vaa hé thing men cytochrom a8 tao thinh &' -
Iydraxymethyl etoricoxib, ma chit nay o hé dugc chuyén hia tiép thanh acid carbaxyiic tong dng hodc O - glucuronid. DT
lifu i vitro cha thiy CYP3A4 ddng vai trb chil yEu (khading 60%) trang phin dng hydroyl hda etoricaxib v CYP2CS, 142,
2619, va 206 dam nhigm phdn hydraxyl héa can 1i (khodng 40%). Sk dung thudic e ché manh CYP3A4 (ketaconazol) khang
1am tng nding 89 etoricaxit trong huyEt tuang d&n mde a3 cb § nghia trin 1Am sang (ting AUC x&p xT 43%). S0 dung thulc
ody cim dng manh cdc enzym CYP (ritampin) lm gidm 65% ALC clia eloricoxib trong huyt tuong.

Knhi ndng etoricoxib dc ch¥ hode cim dng hogt tinh cia CYP3A4 di duc nghign clu trong nhifng thil nghidm @ nguii qua xét
nghidm o thal sau khi tizm finh mach enythromyein. So véi placebo, etoricoxib (120 mg ding méi ngly, trong 11 npdy)
khéng o bt ki tic ddng ding ki 12n phin dng khil nhdm N - mathyl nda clia erythramycin, didu ndy chiing 15 thullc khing od
tdc d3ng 1n hagt tinh clia GYP3A4 fai gan. Dya trén edc nghitn cihu in witro, etoricaxit khong co tac dung dc ché cic
cytochrom P450 1A2, 209, 2019, 206, hoge 2E1.

QUY CAGH BANG GOI: Hap 3 v1 x 10 vien.

DIED KIEN BAD QUAN: Nai kha, nhilt 80 kndng qud 30°C, trénh dnh sang.

HAN DUNG: 36 théing ké 1l nghy sin xudt

TIEw cHUKM: TCCS.

Cd s& san xult:

CONG TY CO PHAN DUGC HAU GIANG - Chi nhénh nha mdy dugc phdm DHG tai Hau Giang
Ld B2 - B3, Khu cdng nghigp Tan Phi Thanh - giai doan 1, xa Tan Phi Thanh, huyén Chau Thanh A, tinh Hu Giang, Vigt Nam
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