HUONG DAN SUDUNG THUOC

Thubc diing theo sw chi dink ciia bdc s7. Néu can thém thing tin, xin hoi thém y kién bic 57,
Doe ki huémg ddn sir dung trude khi diing.

NESO 500mg/20mg TABLET

Mdi vién nén bao tan trong rudt chira Naproxen BP S00 mg, Esomeprazole USP twong duong véi 20 mg Esomeprazole, Té
duge: Pregelatinised starch, Povidone (K30), Crospovidone, Mannitol, Anhydrous Sodium Carbonate, Hydroxypropyl
Methyleellulose, Sodium Lauryl Sylphate, Sodium Starch Glycolate, Purified Tale, Magnesium Stearate, Kollicoat MAE
30DP, Lemon Yellow color powder, Titanium dioxide.

DUOC LUC HOC

Naproxen li mt NSAID véi thc dgng gidm dau va hg sot. Co ché tic dfng clia Naproxen gidng nhu cie NSAID khic, lign
quan dén sy irc ché tbng hop prostaglandin. )

Esomeprazole 1 mt chit irc ché bom proton, (re ché sy tiét acid dg day bing cich irc ché hogt dong cila bom H + /K +
ATPase trong té bdo thanh da ddy- budc cudi ciing trong qua trinh sin xuft acid da diy, tr 46 lam gidm acid da ddy.
Esomeprazole dy phing vét loét ¢6 thé giy ra do ditng Naproxen hofic cic NSAID khic

Tic dfng cita NESO trén pH da diy a3 duge xdc dinh & 25 tinh nguyén vién khoe manh trong mdt nghién cin.. Ba két hop
NESO (naproxen 500 mg két hgp véi hojic esomeprazole 10, 20, 30 hodic mg) duge sir dyng 2 1in mdi ngay trong 9 ngdy.
Két qua dugc thé hign trong bing sau:

Anh hirdmg trén pH da ddy trong ngdy 9 (N=25)

Naproxen 500mg két hgp véi Esomeprazole

10 mg 20 mg 30 mg
% thén gian pH da diy >4 1.1 715 76.8
_HE s6 phin tin 55% 18% 16%

pH da diy duge theo dai trong sudt 24 gid,

W

Naproxen

O trang thii én djnh, sau khi sir dung NESO 2 lin m&i ngiy, nbng 45 dinh trong huyét twomg ciia naproxen dat duge sau thi
gian trung bink 3 'b,mdliﬁuh:&iahgvili&ahﬂitgLTh&ighnduu&gdédinhmhu tuomg cita xen 14
hoi dii sau ngay dAu tién sir dyng, v6i thisi gian trung binh lin lugt i 4, 5 giés twong img cho lidu budi sing v budi 6.

Naproxen hip thu nhanh vé hoan todn qua duémg tiéu héa, véi sinh kha dyng in vivo 95%.

Néng 4% én djnh ciia Naproxen dat duge trong 4 dén S ngdy.

Esomeprazole - .

Sau khi sir dyng NESO 2 lin mdi ngay, esomeprazole dugc hdp thu nhanh véi ndng d¢ dinh trong huyét tuong dat duge sau
thiri gian trung binh 0,5-0,75 git sau cd lidu budi sdng va lidu budi 1di cia ngay ding thubc ddu tién va & trang thai én dinh.
Sau khi ditng lidu lfip di Lip NESO, Cmax 14 cao hom 2-3 lin, AUC cao hon 4-5 lin so véi ngiy diu tién.

Diing chung vdi thirc én

Sir dung NESO chung véi thir &n khong dnh huémg mirc 46 hip thu ciia Naproxen nhung lam tri hodn déng ké sy hip thu
khodng 8 gitr vA gidm ndng 43 dinh trong huyét twong khodng 12%.

Sir dyng NESO chung véi thire &n khéng 1am tri hodn sy hip thu cla esomeprazole nhumg lim gidm ding ké mirc 45 hip
thu, din dén gidm AUC 52%, nbng d dinh trong huyét twong 75%.

Sir dyng NESO 30 phiit trutc bia &n chi c6 tic dyng gidm i thiéu hojc khéng nh huémg dén mirc 49 hip thu vi théi gian
hip thu cia naproxen, khong c6 anh huéng quan trong dén mirc 46 hip thu cla esomeprazole khi so sinh véi sir dung thube
sau bira &n



Phiin bb

Ne

Tlgﬁchphianﬁcﬂaﬂmmﬂ,lﬁ L/kg, O lidu didu trj, hom 99% naproxen gin két véi albumin huyét tuomg. Lidu
Naproxen l6n hon 500 mg/ngdy, i 1¢ gia ting ning ¢ trong huyét twong ciia naproxen thip hon so véi sy thanh thai, didu
niy giy ra béri su bio hoa clia protein gin két trong huyét tuomg & lidu cao hom (ndng 46 dn dinh trong huyét twong Css lin
lugt 36,5, 49,2, 56,4 mg/ml twong img voi lidu hing ngdy 500, 1000, 1500 mg). Naproxen dirge tim thiy trong sita ciia phy

nif cho con bi & ndng 4 twong dwong khoang 1% ndng 4§ tdi da trong huyét tuong.
Esomeprazole
Thé tich phiin bd ciia esomeprazole 0,22 Likg. Ti 1§ ghn két véi protein huyét tuomg 14 97%,

Chuyén héa
Naproxen ’

30% Naproxen dugc chuyén hda & gan bii hé cytochrom P450, chi yéu ld CYP2C9, tao thinh 6,0 desmethyl. Ci
naproxen vé 6,0 desmethyl naproxen tiép tuc bj chuyén hoa thinh cic lién bop acylglucuronic.

Esomeprazole

Esomeprazale dirge chuyén héa hoan todn bé hi thing eytochrom. Trong d6 chi yéu 1 CYP2C19 da hinh, chiu tréch nhigm
chinh trong sy tao thinh chit chuyén héa hydroxy-desmethyl eda esomeprazole. Phin cén lgi phy thujic CYPIA4, chiu trich
nhi¢m trong sy tgo thinh esomeprazole sulphone, chit chuyén hoa chinh trong huyét twong. Cic chit chuyén hoa cia
uom:pc:am]:khﬁmgoﬁﬁcdﬁngh’énsutiétuidda day.

AUC ciia esomeprazole ting khi sir dyng liéu i3p lai NESO.Syr gia ting ndy phy thudc lidu va khdng cé sy tuyén tinh.

Thii trir
N

aproxen

Sau khi sit dyng NESO 2 1in m&i ngdy, T1/2 lin hegt 9 gitr va 15 giir sau liéu budi sing va budi 1di, khdng cd thay di khi st
dyng lidu 3p di 13p lai. )

D thanh thii cia naproxen 0,13 mbphitkg Khoing 95% naproxen dwgc bai tiét trong mude tiéu, dudi dang
naproxen(<1%), 6,0 desmethyl naproxen {<1%) hoc cic chit chuyén hoa khéc (66-92%). Lugng nhé (<3%) litu ding dwge
bai tiét trong phin. O nhimg bénh nhén suy thin, cb thé cb sy tich liy cdc chdt chuyén hda.

Esomeprazole

Sau khi sir dyng NESO 2 lin mdi ngay, T1/2 ciia esomeprazole khodng | giir sau lidu budi sing va budi 16i coangay 1, T1/2
liu hon(khodng 1,2-1,5 gitr khi & trang thai én dinh).

Thanh thii huyét tuong clia esomeprazole 14 khodng 17 L/gidr sau lidu diu tign v khong 9 L/gidr sau khi diing lidu 13p lai.
Géin 80% lidu ufing esomeprazole duge bi tiét duéi dang chiit chuyén héa qua meéc i phgwﬁn lpi duge béi tiét trong
phin. [t hon 1% dang nguyén ven duge bai tiét qua mrde tiéu,

CHI DINH

-Gitm céc diu hiu va trigu chimg cila viém xwong khép, viém khép dang thip, viém cjt sbng cimg khép

-Ldm gifm nguy co tién trién viém loét da diy & bénh nhin cé nguy co viém loét da day do sir dyng NSAID, Esomeprazole
lim gidm nguy co loét vi cic vin 38 vé da ddy tién tridn & bénh nhén cén dify trj bing Naproxen hay cdc NSAID khac, Tiy
thugic vio vi tri ciia vt loét nd duge goi 13 loét da diy hode loét t4 tring. Nguyén nhin cia vét loét ¢é thé 14 do acid trong da
diy qué cao.

Liu diing 1 1 vién x 2 i& mdi ngiy Neso 500 mg/20 mg (Naproxen 500mg vi Esomeprazole 20mg).

Diing trirde bika &n it nhit 30 phit,

chi dinh & bénh nhén qui mén véi Naproxen, Esomeprazole Magnesium, hiofic bit ky thinh phin ti duge ndo.
Chéng chi dinh & nhimg bénh nhin cé tidn sir bj hen suyén , ndi mé day holic ce phin (mg dj ing sau khi sir dung aspirin
hoiic céc NSAID khiic y
Chéng chi djnh dé didu trj dau rong cc philu thuft bic ciu djng mach vinh, & nhig bénh nhén trong giai dogn cudi cla
thai k.

IHAN TRONG

Trénh sir dung NESO déing thiri véi cdc NSALD khic, bao gbm céc chit ire ché chon lgc COX-2. C6 thé sir dung NESO véi
nspumh:fﬁp .

Ciéic yéu 16 nguy co lim ting cic bién chimg da diy-rugt do NSAID bao gbm tuéi cao, sit dung ding thin cic thude ching
dbng, corticosteroid, NSAID khiic bao gbm cd axit acety; salicylic liéu thip, bénh tim mach, tién sir loét da diy t tring.
B&ivaibe-nhuhin6-tln.htrangmnapfpmnchin&n@:acnkdﬂ,mgkhicinnhicﬂgiﬁataiichvinguyw:

-Bénh lupus hé thing v bnh mb lién két hin hop.

Bgnh nhan diéu trj l3u i (dfc bigt 13 nhimg ngudi duge didu tri hon | ndm) nén duge gidm sit thudng xuyén.
Ngwoi lom i

Naproxen: Ngudri cao tudi ting thn sulit cic phin img bét I, dic bigt 1a da day-ruft, xult huyét tidu héa, cb thé gdy tir vong.
Esomepraole clia NESO ¢6 thé lam gidm t 1§ loét & ngudn gid.



Anh hwdng diecng tiéu hoa :

Naproxen: Xuét huyét tiéu hoa, loét hodic thiing, c6 thé giy tir vong, 43 duge bio cdo véi tht ca cic NSAID bét cit e ndo
trong qué trinh diéu tri, c6 hojic khdng c6 tri¢u chimg canh béo.

Nguy co xudt huyét tiéu hoa, loét hodic thing do NSAID gia ting khi ting liéu NSAID, bénh nhiin ¢ tién sir loét da day,
biét phitc tap véi cdc trudmg hop loét hodc thiing, nguisi gid. Btﬁvd‘icictmﬁﬂghvpniynénbéidﬁudiéuhi bingljéu$
nhét co thé. Diéu trj két hgp véi cdc tic nhin bao vé (vi dy misoprostol hoic céc thube irc ché bom proton) nén duge xem
xé. Cin thin trong véi cic bénh nhén sir dung ddng théi NSAID véi cée thude c6 thé 13m ting nguy co loét hay chay méu
dudmg tiéu héa nhu: corticosteroid ubng, thude chbng d6ng mau nhu warfarin, thude re ché t4i hap thu chon loc serotonin,
thude chéng két tap tiéu ciu,

Esomeprazole: :

Diéu tri véi céc thude irc ché bom proton ¢6 thé din dén ting nhe nguy co nhiém tring tiéu héa do Salmonella va Campylo-
bacter. Esomeprazole c6 the lim gidm hap thu vitamin B12

Anh huing trén tim mach vd mach mau ndo : .

Naproxen: Bénh nhén ting huyét 4p khong kiém sodt dwgc, suy tim sung huyét, bénh thiéu méu cyc b co tim, bénh déng
mach ngoai bién, bénh mach méu ndo chi nén dugc diéu trj véi naproxen sau khi xem xét cén thin. Cin xem xét twong tr
w%rc:khidiéuu'i liu dai véi bénh nhén véi cdc yéu t6 nguy co tim mach ( ting huyét 4p, cao lipid méu, d4i thio dudng, hit
thuoe Ia).

Ank dén chiec ndng thin -

Naproxen vé cic chit chuyén hoa clia né duge bai tiét véi mdt lugng 16m (khodng 95%) qua nuéc tidu théng qua loc & ciu
thiin, nén duge sit dung thiin trong & bénh nhén suy gidm chirc ning thin, theo dai creatinin huyét thanh/ 45 thanh thai
creatinin. NESO chéng chi dinh & bénh nhan c6 4§ thanh thai creatinin dudi 30 mU/phit.

Thim tach méu khong lam gidm ndng 43 naproxen huyét tuomg do ti 1§ gén két protein huyét twong cao. Mt sé bénh nhén,
dic bidt 14 ngudi ¢b luu hugng méu thin bj t6n thuomg do mit dich ngoai bdo, xo gan, gidm Natri hu)rét, suy tim sung huyét.
bénh thin tir trée, cin dinh gid chirc ning thin tnrée va trong qué trinh diéu trj véi NESO.

Anh hiemg dén chirc ning gan :
Dung lidu thip nhft ¢6 hidu qua & bénh nhin suy gan.

Anh huomg trén huyét hoc ; _

Bénh nhén 6 nguy co bj chiy mau va nhimg ngudi diu trj chéng déng mau (vi du céc din xuit dicoumarol) cé thé lam ting
nguy co chiy méu néu sir dung ddng théri véi naproxen hodc céc san phim chira naproxen.

Naproxen lam gidm két tip tiéu ciu va kéo dai théi gian chiy méau. Cén hru ¥ khi x&c dinh théi gian chiy méu.

Khi cé sy chiy méu lim sing tir bit ki nguén ndo véi bénh nhén dang sir dung NESO, qué trinh didu trj nén duge ngung lai.

Anh hueomg dén mat ;
Kiém tra mit nén duge thye hign néu xdy ra bét ky sy thay d4i hodc xfo trjn trong tim nhin.

Anh huimg dén da : y
Vige sir dyng NESO nén duge ngung khi xuét hién céc triéu chimg ban d6 da, tén thiremg niém mac, hoéic bét cir ddu higu
mén cdm ndo khic,

Bénh nhén cé tién sic hen suyén : _ )
Khéng nén st dung NESO cho ngui bj co thit phé quén do di img aspirin, cho bénh nhin 6 tién sir hen suyén

Phu nir dang dg tudi sinh dé :

Viée sir dung NESO ciing nhu céc thube trc ché cyclooxygenase, prostaglandin téng hop, c6 thé lam gidm kha néing sinh sin
vi khong duge khuyén cdo & nhimg phy ni¥ cb ging dé thy thai, O phy nir khé khin trong thy thai, nhimg ngudi dang didu
tri vo sinh, ngumg sir dung NESO can duge xem xét.

Gidm magie huyét :

Di véi cac bénh nhin dy kién s8 diéu trj kéo dii hodc ding thude (e ché bom proton kéthgdigoxh:hoﬁncﬁcrhuﬁccéthé
gy ra gidm magie huyét (vi dy thude lgi tiéu), cin xem xét do ndng 46 magie trude khi bit diu diéu trj vdi thude (e ché bom
proton va dinh k¥ trong qua trinh diéu trj.



Str dung trong thai ky mang thai: Naproxen & Esomeprazole déu xép loai B trong sir dung cho phy nif c6 thai. Sy két hgp
niy nén duge sir dung trong théi ki mang thai chi khi lgi ich tiém ning 16n hon nii ro cho thai nhi.

Sii dung cho ba me dang cho con bii: Naproxen & Eso le ¢6 thé dugc bai tiét qua sira me, cin nhic quyét dinh xem
¢6 nén ngimg cho con bii hofic ngimg thude, ¢6 tinh dén quan trong ciia thude d6i véi ngudi me.

Sir dung cho tré em:

Naproxen: An toan va hiéu qua cia Napmxen & bénh nhi duéi 2 tudi chua duge nghién ciru.
Esomeprazole: Tré em trén | tudi dugc sir dung Esomeprazole duémg udng.

Nguwoi lém tudi: Cén thin trong khi sir dung lidu cao, cb thé cin phai diéu chinh liéu,

Suy gan: Su két hgp nay khéng duge khuyén céo sir dung & nhimg bénh nhin suy gan ning vi liéu Esomeprazole khing nén
wvugt qui 20 mg moi ngdy & nhimg bénh nhén nay.

Suy thdn: Sy két hop ndy khéng dwge khuyén céo sir dung & nhimg bénh nhén suy thén ning
(d thanh thai creatinin <30 ml / phit)

QUA LIEU .
Chura c6 ghi nhfn cic trudng hep qua liéu sir dung

Mt sd nghién ciru da cho théy khéng c6 sy tuong téc giira hai thinh phéu Naproxen va Esomeprazole.

NSAID cd thé 1am giam tic dyng ha huyét 4p ciia thubc irc ché men chuyén,

Probenecid lam ting ndng d§ anion Naproxen trong huyét nrong va ting ding ké T1/2 huyét nrong.

Sir dung ddng théi thube trinh thai dudmg udng, diazepam, phenytoin hofic quinidine héu nhu khéng dé thay ddi dic tinh
duge déng hoc ciia Esomeprazole.

TAC DUNG PHU .
Cée téc dyng phu duge béo cdo vii sy két hgp ndy bao gbm rdi loan tidu héa nhur khé tiéu, budn nén, tidu chay, diy hoi, dau
bung. Théng bdo cho béc si hodc duge si nhimg tic dung khéng mong mudn gip phai khi sir dyng thube.

PONG GO
Mdi hép chira 10 vi x 4 vién nén.

BAO QOUAN
Béo quan noi khé réo, thoang mét, trinh dnh sing. Khéng qua 30°C
Dé xa tim tay tré em.

24 thang ké tir ngay sin xudt.

Nha sén xuét

SO PANG KY; VN - 22492 - 20

SAN XUAT BOT

n ARISTOPHARMA LTD.
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