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=~ Boehri
MOBIC® T pochninger

Meloxicam

THUOC DUNG THEO DON BAC SY
THANH PHAN

Mdi vién nén chira 7,5 mg hay 15 mg 4-hydroxy-2-methyl-N-(5-methyl-2-thiazolyl)-2H-1,2-
benzothiazine-3-carboxamide-1,1-dioxide (= meloxicam).

Td dwoc
Sodium citrate, lactose monohydrate, microcrystalline cellulose, povidone K235, colloidal
anhydrous silica, crospolyvidone, magnesium stearate.

CHI PINH

MOBIC l4 thudc chdng viém khong steroid dugc chi dinh diéu tri triéu ching trong:
- Viém xuong khép (bénh hu khép, bénh thodi hoa khép)
- Viém khép dang thap
- Viém cot sdng dinh khép L

7

LIEU LUQNG VA CACH DUNG

Viém xuong khép: 7,5 mg/ngay. Néu can thiét lidu co thé
tang 1én thanh 15 mg/ngay.

Viém khép dang thip: 15 mg/ngay. Tuy theo dap (ng diéu tri,
lieu cd thé giam xudng thanh 7,5 mg/ngay.

Viém c6t séng dinh khép: 15 mg/ngdy. Tly theo dép tng diéu tri,
liéu co thé giam xuong thanh 7,5 mg/ngay.

O bénh nhdn c6 nguy co cao bi nhiing phan img bét loi:
diéu tri khoi dau véi lieu 7,5 mg/ngay.

O nhitng bénh nhan suy than nang dang loc mau:
lieu dung khong dugc qué 7,5 mg/ngay.

Khuyén cio chung: .
Vi ¢6 kha nang phan mg bét loi tang theo liéu va thdi gian st dung, do d6 nén sir dung thude
trong thoi gian ngin nhat c6 thé va vai lidu thip nhat dem lai hiéu qua.

Liéu t3i da hang ngay duoc khuyén cdo cia MOBIC la 15 mg.

Sir dyng két hop cac dang bao ché khac nhau: )
Tong lieu ding hang ngay cua meloxicam dugc cung cap dudi dang vién nén va dung dich
tiém khong dugc vuot qué 15 mg.

Pbi voi thanh thiéu nién (tré em tir 12 tudi dén 18 tudi):
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Liéu ti da duoc khuyén cdo 14 0,25 mg/kg.

No6i chung, chi giéi han sir dung cho thanh thiéu nién va ngudi I6n (xem phan chong chi dinh).
Tong lidu ding hang ngay nén dugc str dung dudi dang don liéu (dung mot lan) va nén udng
nguyén ven ca vién véi nude hodce thire udng long khéc trong cung bita an.

CHONG CHI PINH

- Tién can man cam v&i meloxicam hofic bat ky té duoc ndo cua san pham.

- Cb kha ning nhay cam chéo dbi véi acid acetylsalicylic va cac thude chdng viém khong
steroid khac (NSAIDs).

- Khéng ding MOBIC cho bénh nhan timg cé ddu hiéu hen phé quan tién trién, polyp
miii, phii mach hodc ndi may day sau khi diing acid acetylsalicylic hodc cac thude
chong viém khong steroid khéc.

- MOBIC chéng chi dinh cho diéu tri dau truéc va sau phiu thuat bac cdu mach vanh
(CABG).

- Gén day c6 tién sir thing/loét dudng tiéu héa hodc dang tién trién.

- Bénh viém rudt tién trién (Bénh Crohn ho#ic viém loét dai trang).

- Suy gan ning.

- Suy than ndang chua dugc loc mau.

- Xuét huyét duong tiéu hod rd rét, xuat huyét ndo gin diy hoic céc réi loan xuat huyét
toan than dugc xac lap. .

- Suy tim ning khéng kiém soat. %/

- Phu nir ¢é thai hoac cho con ba.

- Chéng chi dinh sir dung trong truong hop bénh nhan ¢6 bénh Iy di truyén hiém gip ma
¢6 thé khong tuong thich v&i mot thanh phan ta dugc cla thude (hay tham khao muc
Nhimng luu y dic biét va than trong khi dung thudc).

- Tré em dudi 12 tudi

NHUNG LUU Y PAC BIET VA THAN TRONG KHI DUNG THUOC

Nhu céc thube chéng viém khong steroid khdc, can than trong khi dung thudc nay & nhiing
bénh nhén cé tién sir bénh dudng tiéu hoa va nhing bénh nhan dang diéu tri v6i thudc chéng
ddéng mau. Cin theo doi cdn than nhiing bénh nhan ¢6 triéu chiing ctia dudng tiéu hod. Phai
ngung ding MOBIC néu xuét hién loét da day ta trang hodc xuat huyét dudng tiéu hod.

Ciing nhu cac NSAIDs khéc xuat huyét dudng tiéu hod, loét hodc thung, ¢6 kha nang gay ti
vong, co thé xay ra bét cir liic nao trong qua trinh diéu tri ma c6 hay khéng c¢6 nhitng déu hiéu
canh béo hoc tién su bi céc tai bien tram trong trén dudng tiéu hod. Héu qua cia nhing bién
chung trén thuong trdm trong hon & bénh nhéan ngudi cao tudi.

Céc phan (mg nghiém trong & da, mot sé ¢ the gy tu vong, bao gbm viém tréc 1& da, hoi
chirng Stevens-Johnson, hoai tir doc biéu bi, rat hiém dugc bio cdo lién quan véi viée sir dung
cac thude chdng viém khong steroid. Nhitng bénh nhan gip phai nguy co cao nhét cta nhiing
phan tng bét lgi nay thuong & giai doan sém khi bt ddu diéu tri, trong phan I6n céc trudng
hop, phan tng khdi phat trong thang dau tién diéu tri. Nén ngung s dung MOBIC ngay khi
xuét hién phét ban trén da, thuong tdn & niém mac hozc bét cir ddu hiéu man cam nao.

Céc thude chdng viém khong steroid ¢4 thé lam tang céc tai bién huyét khéi tim mach ning,
nhdi mau co tim, d6t quy, c6 thé dan dén tir vong. Nguy co nay cé thé ting 1én trong thdi gian



sir dung. Bénh nhén c6 bénh tim mach hoic ¢6 yéu té nguy co cao véi bénh tim mach c6 thé
gép rui ro cao hon.

Céc thube chéng viém khong steroid (NSAIDs) tc ché téng hop céc prostaglandin & than cé
vai trd hd tro trong viéc duy tri sy tudi mau than. Nhiing bénh nhén c¢6 thé tich va luu luong
méu qua than giam, viéc dung thudc NSAIDs c¢6 thé nhanh chéng 1am 16 rd sy mat bu cta than,
tuy nhién tinh trang nay thudong duoc phuc hdi trd lai trang thai cii nhu trude khi didu tri néu
ngung dung thudc chdng viém khong steroid.

Nhing bénh nhan c6 nguy co cao nhét bi phan tng trén 1a cac bénh nhan cao tudi, cic bénh
nhén bi mat nuée, suy tim sung huyét, xo gan, hdi ching than hu va bénh ly tai than rd rét,
bénh nhan dang diéu tri ddng thoi vai thude loi tiéu, thude e ché men chuyen hoac trc ché thu
thé angiotensin II hodc nhiing bénh nhan dang phai trai qua nhiing dai phdu ma c6 thé din dén
giam thé tich mau. O nhirng bénh nhén néi trén cin kiém tra chit ché thé tich nudc tiéu va
chirc néng thén luc bit diu diéu tri.

Hiém gap hon, cac thubc chng viém khong steroid c6 thé gdy viém than k&, viém cau than,
hoai ttr nhu mo than hoac hdi ching thén hu.

Liéu dung cua MOBIC trén nhitng bénh nhén suy than giai doan cudi dang loc mau khong
duoc vuot qua 7,5 mg. Khdng can giam liéu ¢ nhirg bénh nhan suy than nhe hoic trung binh
(nhu 1a & nhitng bénh nhén véi do thanh thai Creatinin trén 25 mL/phut).

Nhu da sb cac thudc chdng viém khong steroid khéc, su tang thoang qua transaminase huyét
thanh hoic céc thong sé khéc cua chirc nang gan da duoc ghi nhan. Trong da sb céc truong hop
thay su tdng nhe trén gi6i han binh thudng va thodng qua. Néu su bit thuong dang ké hoic kéo
dai, cin ngung dung MOBIC va tién hanh céc xeét nghiém theo dai. .

Khéng cén giam liéu & nhiing bénh nhan xo gan én dinh trén 1am sang. %

Cin theo ddi can than & nhitng bénh nhan thé tang yéu hay suy nhugc ma kém chiu dung cac
tac dung phu cua thudc. Nhur véi cac thude chdng viém khong steroid khac, cin than trong khi
dung thubc & nhitng bénh nhin nguoi cao tudi vi ho dé ¢d tinh trang suy giam chirc ning than,
gan hay tim.

Cac NSAIDs co thé gdy gilr mudi natri, kali va nuéc cling nhu ngén can téc dung kich thich bai
tiét natri trong nudc tiéu cua thude loi tiéu. Suy tim hodc ting huyét ap c6 thé xuét hién hoic
ndng thém & nhiing bénh nhan nhay cam. Nhitng bénh nhan cé nguy co nén dugc theo dai sat
trén lam sang.

Meloxicam, ciing nhu céc NSAIDs khac ¢6 thé lam che phu céc trigu ching cia bénh nhiém
khuan chinh.

Sur dung meloxicam ciing nhu céc thube trc ché cyclooxygenase / tong hop prostaglandin khac
¢6 thé gy anh huong c6 hai dén su sinh san va dugce khuyén cdo khéng nén ding cho phy nit
mubn c6 thai.

Do d6, cac phu nit khé mang thai hodc nhiing phu nir dang tién hanh kiém tra chirc nang sinh
san kém can xem xét viéc ngimg diéu tri véi meloxicam.

Véi nhitng tuong tac thudc lién quan cin sy cham soc dic biét, xin xem phan “Tuong tac
thude”.

Chua c6 nghién ctru ddc hiéu vé anh huong cua thude lén kha néng lai xe va vin hanh may
méc. Bénh nhan cé réi loan thi giac, ngu ga, hodc céc rdi loan than kinh trung uong khac cén
tranh nhirng hoat dong do.
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Vién nén MOBIC 7,5 mg ¢ chia 47 mg lactose & lidu duoc khuyén céo tdi da mdi ngay. Trén
nhitng bénh nhén c6 tinh trang khong dung nap vdi galactose, vi du galactoza huyét, thiéu men
Lapp-lactase hoic hip thu kém glucose-galactose do yéu t6 di truyén, d hiém khi xay ra, thi
khong nén sir dung san pham nay.

Vién nén MOBIC 15 mg ¢6 chira 20 mg lactose & liéu dugc khuyén cdo toi da mdi ngéy Trén
nhitng bénh nhan ¢6 tinh trang khong dung nap véi galactose, vi du galactoza huyét, thiéu men
Lapp-lactase hodc hdp thu kém glucose-galactose do yéu tb di truyén, du hiém khi xay ra, thi
khdng nén sir dung thudc nay.

TAC PONG CUA THUOC KHI LAI XE VA VAN HANH MAY MOC

Chua c6 nghién ciru vé anh hudng cua thudc 1én kha ning lai xe va vén hanh may moc. Tuy
nhién, nén canh bao bénh nhan la c6 thé gip cac tac dung khong mong mudn nhu rdi loan thi
giac ké ca nhin mo, x4y x4m, budn ngu, chéng mit va céc rdi loan than kinh trung wong khéc.
Do véy, nén khuyén bénh nhén thén trong khi lai xe hodc vén hanh may méc.

Néu bénh nhan gdp bat ky céc tac dung mong mudn nay, nén tranh nhiing hoat dong c6 kha
nang gy nguy hiém nhu I4i xe hodc van hanh may méc.

KHA NANG SINH SAN, THAI KY VA CHO CON BU %/
Chéng chi dinh MOBIC cho phu nit ¢ thai.

Uc ché tdng hop prostaglandin c6 thé anh huéng dén thai phu va/hodc su phat trién cia phoi
thai. Dir liéu tir cac nghién ctu dich t& hoc cho thdy su ting nguy co sy thai va di tat tim va
thoat vi bdm sinh loai gastroschisis (bénh hé thanh bung bam sinh) sau khi st dung thudc uc
ché tdng hop prostaglandin & giai doan sém cia thai ky. Nguy co tuyét déi gy di tat tim ting
tir dudi 1% I€n khoang 1,5%. Ngudi ta tin ring nguy co néy tang khi tang licu va khoang thoi
gian diéu tri. Trong cac nghlen clru tién 1am sang, didu tri bing chit i ché tong hop
prostaglandin cho thdy tang say thai trude va sau khi lam td va ti 1& chét thai. Thém vao dé,
tang ti 1€ cac di tat khac bao gom tim mach dugc bao cdo trong cac nghién clu tién 1am sang c6
str dung chit tc ché prostaglandin trong thoi gian tao thanh cac co quan.

Trong 3 thang cudi cua thai k¥, tit ca cac chit tc ché tdng hop prostaglandin ¢6 thé gdy trén
thai nhi:
- Pac tinh trén tim phdi (dong sém ong dong mach va tang huyét ap tinh mach phdi).
- R&i loan chirc ning than, co thé c[an dén suy than, c6 su hién dién thiéu 6i; anh huéng
trén me va trén thai nhi giai doan cudi cua thai ky:
- Ting thdi gian chay mau, tac dung chéng tap két tiu cau c6 thé xay ra tham chi & liéu
rat thap
- Uc ché co bop tir cung lam cham thdi gian chuyén da

Cac N§AIDS duoc tiét vao sira me, khong c6 kinh nghiém cu thé nao xay ra vdi MOBIC. Do
dd, chdng chi dinh st dung trén phu nir dang cho con bu.

Viéc sit dung meloxicam, gidng nhu véi bit ky thudc nao duge biét tc ché tong hop
cyclooxygenase/prostaglandin, ¢6 thé lam suy giam kha ning sinh san va khéng dugc khuyén
céo sir dung trén phu nit c6 ké hoach mang thai. Meloxicam c6 thé tri hoan rung trimg. Do d9,
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nén can nhic ngung meloxicam & nhitng phu nir khé thu thai, hodc dang dugc chén doan danh
gia vo sinh,

TAC DUNG KHONG MONG MUON CUA THUOC

Nhing tac dung phu dugc ghi nhan sau day co thé lién quan dén viéc sir dung MOBIC qua
nhitng bdo cdo nhan dugc khi thudc dang lwu hanh,

Céc tac dung khong mong mudn c6 thé lién quan nhan qua dén viéc su dung MOBIC da dugc
bict den qua két qua nhing bdo cdo lién quan w,jri viéc sir dung dang uong sau khi da duogc dua
ra thi trudng dugc theo ddi boi mdt sd tham chicu.

R&i loan méu va bach huyét:

Cbéng thirc mau bat thuong (bao gdm dém céc loai bach cdu), giam bach cdu, giam tiéu ciu,
thiéu mau

St dung ddng thdi véi cde thude gdy ddc cho tiy dic biét 1a methotrexate, tr¢ thanh tac nhén
thiic ddy giam té bao.

Réi loan mién dich:
Phan (g phan vé, phan (rmg gidng phan vé va phan (ng ting man cam tic thi khic

R&i loan tam than: ) ) J7
Tinh trang 16 13n, mét dinh hudng, thay d6i khi sic /

R&i loan than kinh: ‘
Choang vang, buon ngu, nhic dau.

Réi loan mit:
RGi loan thi gidc bao gom nhin mo, viém ket mac

R4i loan tai va tién dinh:
Chdng mat, u tai.

R&i loan vé tim:
Tim dap nhanh

Réi loan mach mau: r
Téang huyét ap, néng birng mat

Réi loan nguc. trung that va hd hip:
Hen suyén, tily thudc tirng c4 nhan do dj mg v&i aspirin hodc cdc NSAIDs khac

Rdi loan tiéu héa:

Thung dudng tiéu hoa, xudt huyét tiéu hoa vi thé hoic dai thé, loét da day ta trang, viém dai
trang, viém da day, viém thyc quan, viém miéng, dau bung, rdi loan tiéu hoa, tiéu chay, budn
ndn, ndn, tdo bdn, déy hoi, ¢ hoi.

Loét, thiing hodc xuat huyét tiéu hoa cé kha nang gay tir vong.

Rbi loan gan mat:
Viém gan, xét nghiém chic niang gan bat thudng (vi du: ting transaminase hodc bilirubin)




Roi loan da va md dudi da: ‘
Hoai tir doc bi€u bi, hdi ching Stevens-Johnson, phit mach, viém da bong nudc, hong ban da
dang, ndi mén, may day, phan 0ng nhay cam 4nh sang, ngira

R&i loan than va tiét niéu: ’

Suy than cp, xét nghiém chirc ning than bat thuong (ting creatinine huyét thanh va/hodc urea
huyét thanh

Sur dung NSAIDs c6 thé lién quan dén cac rdi loan tiéu tién, bao gdm ca bi tiéu cap

Réi loan chung & biéu hién tai chd noi tiém thude: J;
Phu né 2

Thong bdo cho bdc sy cdc tdc dung khong mong muén gip phai khi sir dung thubc.
TUONG TAC VOI CAC THUOC KHAC

- Céc thude trc ché tong hop prostaglandin (PSI) khac ké ca glucocorticoids va sallcylates
(acetylsalicylic acid): Khong khuyén c4o sir dung dong thoi véi cac thude tre ché téng hop
prostaglandin do c6 thé 1am ting nguy co loét va xudt huyét tiéu hoa thdng qua tac dung hiép
ddng. Khong khuyén dung ddng thdi meloxicam véi cac NSAIDs khéc.

Str dung déng thoi véi aspirin (1000 mg 3 ldn/ngay) trén ngudi tinh nguyén khoé manh c6 xu
hudng 1am ting AUC (10%) va Cmax (24%) cua meloxicam. Chua biét dugc ¥y nghia lam
sang cua tuong tac nay.

- Thudc udng chéng dong mau, heparin dung dudng toan than, cac thuoc tiéu huyet khbi: tang
nguy co chay mau. Cén theo ddi chat ché tac dung chéng déng méau néu phai phdi hop thude
(ddi voi dung dich tiém: xem muc Chdng chi dinh)

- Cac thubc chdng két tap tidu cau va tc ché thu hon serotonin ¢6 chon loc (SSRIs): tdng nguy
co chay mau, thong qua e ché chiic ning tiéu ciu.

- Lithium: Cac thudc chong viém khong steroid da dugc ghi nhén lam tang lithium huyét
twong (do 1am giam tiét lithium qua than), co thé dan dén muc gay doc. Khong khuyen céo
sir dung ddng thoi lithium va NSAIDs. Néu can thiét phai két hop 2 thude nay, can phai theo
dai ndng do lithium huyét tuong cén than trong khi bit ddu diéu tri, diéu chinh va khi dimg
meloxicam.

- Methotrexate: NSAIDs c6 thé [am giam tiét methotrexate qua than do d6 lam tang ndng do
methotrexate trong huyét twong. Vi li do nay, véi cac bénh nhan ding liéu cao methotrexate
(trén 15 mg/tudn), khong khuyén cao dung dong thoi véi NSAIDs. Nguy co tuong téc giita
céc san pham NSAID va methotrexate ciing nén dugc xem xét trén bénh nhan dung liéu thép
methotrexate dac biét 1a bénh nhén chirc nang than suy giam. Trong trudng hop can thiét két
hop diéu tri, cdn theo d3i cong thitc mau va chirc ning than. Can than trong trong trudng hop
ding ddng thoi NSAIDs va methotrexate trong vong 3 ngay, khi ma ndng d6 methotrexate
huyét tuong co thé tang va lam tang doc tinh. Mac du duoc dong hoc cua methotrexate (15
mg/tuan) khong bi anh hudng khi st dung dong thdi v&i meloxicam, can xét dén doc tinh
trén hé tao méau cua methotrexate c6 thé bi khuéch dai do didu tri cing NSAIDs.

- Tranh thai: Sy giam hiéu luc cua cic dung cu tranh thai dat trong tir cung do NSAIDs da
duoc ghi nhan nhung cin duoc khing dinh thém.,

- Thudc loi tiéu: Dang chung véi cac thude chdng viém khong steroid c6 nhiéu kha ning dua
dén suy than cAp & nhimg bénh nhan bj mét nude. Nhitng bénh nhan dang ding MOBIC véi
thlilétc loi tiéu can duoc bd sung ddy di nudc va theo ddi chirc ning than trude khi bat dau
diéu tri.



Thudc chéng tang huyet ap (chen B3, uc ché men chuyen thudc glan mach, loi tiéu): Giam tac
dung cua thudc ha huyét ap bai sur trc ché prostaglandin gay giin mach da dugc ghi nhan
trong khi diéu tri véi NSAIDs.

- NSAID, cac thudc trc ché thy thé anglotensm I cling nhu céc thube trc ché men chuyén cé
tac dung hiép dong lam giam murc loc cau thén. Trén nhitng bénh nhan suy giam chirc nang
than, co thé dan dén suy thén cép.

- Cholestyramine gén voi meloxicam & dudng ti€u hod dan dén thai trir meloxicam nhanh hon.

- Cac thudc chng viém khong steroid c6 thé 1am ting ddc tinh trén than cla cyclosporin qua

tac dung trung gian cua prostaglandin. Can kiém tra dénh gid chic nang than trong diéu tri

két hop.

Meloxicam dugc loai trir hiu nhur hoan toan béng s bién dudng qua gan, trong d6 khoang 2/3
qua trung gian cua céc enzyme cytochrome (CYP) P450 (thong qua con dudng chuyen hod
chinh CYP 2C9 va dudng chuyén hoi phu CYP 3A4) vé 1/3 qua nhitng dudng chuyén hod
khéc vi du su oxy hoé peroxidase. Can chu y kha ning xuat hién tuong tac duge dong hoc khi
sir dung meloxicam va thudc duoc biét 1a gay wre ché, hay bi bién dudng béi CYP 2C9 va/hodc
CYP 3A4.

Khong cé céc twong tac duge dong hoc thube-thube 18 rét duge phat hién véi viée sir dung
dong thoi thude khang acid, cimetidine, digoxin va furosemide.

Khéng loai trir kha nang c6 thé xay ra twong tac vdi cac thube udng tri tiéu duong dang udng.
QUA LIEU J';/

Trong trudng hop qué lidu, cac bién phéap lam sach da day va cdc bién phap hd trg toan than
nén dgqc sir dung vi hién nay chua c6 thudc giai doc dac hiéu. Mat thir nghiém lam sang cho
thay rdng cholestyramine lam ting toc d dao thai meloxicam.

DUQC LY HQC

MOBIC la thudc chdng viém khong steroid thudc loai acid enolic ¢6 tac dung chdng viém,
giam dau va ha sbt trén dong vat. Meloxicam c6 hoat tinh chdng viém trén tat ca cdc mo hinh
viém chudn. Co ché tac dung chung cho nhimng tac dung trén co thé do meloxicam tic ché sinh
téng hop céc prostaglandin duoc biét 1a nhitng chat trung gian gy viém.

So sanh lidu gy loét va lidu co tac dung chdng viém trén mo hinh viém khép & chudt cong da
khdng dinh loi ich diéu tri cua thudc vuot trdi cac thudc chéng viém khong steroid chuan trén
sac vat. In vivo, meloxicam da trc ché sinh tdng hop prostaglandin & vi tri viém manh hon tai
niém mac da day hay & than.

Ngudi ta cho ring nhiing khéc biét néu trén c¢ lién quan dén sur e ché wu tién trén COX-2 so
véi COX-1 va ngudi ta tin rang vige e ché COX-2 dem lai nhiing hiéu qua tri liéu cua
NSAIDs, trong khi sur e ché chu yéu COX-1 lai c6 thé chiu trach nhiém cho nhitng phan ting
phu trén niém mac da day hay than.

Tinh tre ché uu tién trén COX-2 cua meloxicam da dugc khing dinh trong mdt sé céc hé thong
thir nghiém in vitro 1an ex vivo. Trong thir nghiém mau toan phan ngudi, meloxicam cho thdy
thudc tre ché uu tién COX-2 trén in vitro. Trong thir nghiém ex vivo, meloxicam (7,5 & 15 mg)
cho thdy trc ché nhiéu hon trén COX-2, nhur d3 duge chimg to bing viée (e ché nhiéu hon trén
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sy san xvdt PGE; dugc kich thich boi lipopolysaccaride (COX-2) so voi sy san Xuét
thromboxan trong cuc mau dong (COX-1). Nhimg tac ddng nay phu thude liéu ding.
Meloxicam khéng cé tac dong trén sy két 14p tidu cau hodc thoi gian mau chdy & nhimng lidu
khuyén céo dung trong thir nghlem ex vivo, trong khi indomethacine, diclofenac, ibuprofen va
naproxen (rc ché dang ké su két tap tidu cau va kéo dai su chay mau.

Trong céc thir nghiém 1am sang, nhin chung meloxicam 7,5 va 15 mg it gdy ra cac phan ang
phu trén dudng tiéu héa hon so véi cde NSAID dbi chleu do tdn xuat Ihap hon déng ké cac
phan tng phu nhu khé tiéu, nén mira va dau bung. Tén sudt thing, loét, Xut huyet dudng tiéu
héa trén duoc béo cdo 6 lién quan dén meloxicam thi thip va phu thude 1idu ding.

Khong ¢é nghién citu riéng 1& du 1én dé phat hién nhimg khac biét vé mat théng ké tén xuat
thing, tic nghén, xuit huyét dudng tiéu hoa trén dang ké v& mat ldm sang giita meloxicam va
cdc NSAID khac. Mat phan tich gdp da dugc tién hinh trén nhitng bénh nhin viém xuong
khép, viém khép dang thap va viém c6t séng dinh khop duge didu tri bang meloxicam trong 35
thiy nghiém [dm sang. Thoi gian diing meloxicam trong thir nghiém nay thay ddi tir 3 tuén dén
] nam (da sb céc bénh nhan dugc thu nhin tham gia cac nghién ctu kéo dai 1 thang). Hau hét
nhitng bénh nhan dwoc phép tham gia cac thi nghiém trén déu ¢6 tién sir thing, loét hay xudt
huyét dudng tiéu héa.

TAn xuvét thiing, tic ngh&n hay xuét huyét (POB) duge danh gid hdi ctiu sau viée danh gia ‘mi’
va doe ldp cée trudng hop.
Két qua dugc trinh bay & bang dudi day:

Nguy co tich lay thing, tic nghén hay xuit huyét ciia meloxicam 7,5 mg va 15 mg tir cdc
thit nghiém 1Am sang ciia BI so véi diclofenac va piroxicam (Uéc tinh theo pheong phap

Kaplan-Meicer) [

7



PIEU TRI | Khoang thdi [ S6 bénh nhan | Thung, tic nghén, | Nguy co | Khoang tin
gian tai diém giira Xuét huyét trong | (%) cdy 95%
(ngay) khoang  thoi | khoang thoi gian
e gl
Liéu mdi
nggy |
Meloxicam | O o
7,5mg |1- <30 9636 2 |.0,00-0,05
30-<91 551 1 ___000 0,13
15mg [1- <30 | 2785 K 0,00-0,25
130-<91 1683 5 0,12 - 0,69
9I < 182 {1090

! 10,16 -0,83
182-<365 |642

Diclofenac | 1 - <30 10,04 - 0,24

100mg | 30-<91 | 493 ~10,00-1,13
20 mg | 30 - 1 11 0,35 1,86

Trong mdt nghién ciru 14m sang mi doi, ngdu nhién & tré bi viém khép dang thép thiéu nién
(JRA — Juvenile rheumatoid arthritis) tir 2 dén 16 tudi, meloxicam huyén dich dang uéng dung
mot lan m3i ngay o lidu 0,125 mg/kg can ning (N = 73) va 0,25 mg/kg cin ning (N = 74) duoc
so sanh véi naproxen 10 mg/kg cdn ndng/ngay (BID) (N = 78). Ty 1€ ddp ‘ng sau mdt nim
diéu tri 1a 77%, 76% va 74% va nhu vdy tuong duong nhau giita ba nhém diéu tri. Ty 18 tac
dung khong mong mudn 1a 74%, 80% va 85% tuong &ng & nhém ding meloxicam 0,125
mg/kg/ngay, 0,25 mg/kg/ngay va naproxen 10 mg/kg/ngay. JZ

DUQC PONG HOC %

Hip thu

Ding dwong ubng:

Meloxicam duge hip thu t6t qua dudng tiéu hoa, duge thé hién qua sinh kha dung tuyét doi
qua dudng udng khoang 90%.

Vién nén, hdn dich udng va vién nang c6 tuong duong sinh hoc.

Sau khi udng liéu don meloxicam, trung vi ctia ndng d¢ dinh trong huyét tuong dat dugc sau 2
gid ddi véi hdn dich va 5-6 gior dbi véi dang bao ché rin (vién nang va vién nén).

Miic d6 hap thu meloxicam sau khi ding dudng uong khong bi anh hudng boi viée dung cling
thirc &n hodc str dung cac chét khéng axit v6 co. Liéu dung tuyén tinh duoc thé hién sau khi
dung dang udng trong pham vi liéu diéu tri tir 7,5 mg dén 15 mg.

Véi da liéu, trang théi &n dinh dat dugc sau 3 - 5 ngay.

Liéu mot 1an mdi ngay din dén nong do trung binh thube trong huyét twong vdi dao dong
day/dinh tuong ddi nho trong khoang tuong tng tir 0,4 - 1,0 ug/mL véi Ileu 7,5mgva 0,8 -2,0
pg/mL vai lidu 15 mg (Ndng d6 ti thidu va ndng do téi da & trang thdi én dinh, tuong Gng).



Ndng dd ti da trung binh cua meloxicam trong huyét twong & trang théi dn dinh dat dugc
trong vong 5-6 gid tuong tng dbi voi vién nén, vién nang va hdn dich udng.

Phén bd

Meloxicam lién két manh vai protein huyét tuong, chu yeu & albumin (99%).

Meloxicam xam nhap tét vao dich khép va dat duoc ndng do x4p xi bing Y ndng do trong
huyet trong.

Thé tich phan bd thap, x4p xi khoang 11 L sau khi tiém bap hodc tinh mach, va cho thiy thay
dbi tiy thude vao timg ca thé tir 7 - 20%.

The tich phan bé sau khi diing da liéu meloxicam uong (7,5 mg tdi 15 mg) khoang 16 L. vai hé
s6 bién thién trong giGi han tir 11 dén 32%.

Chuyén dang sinh hoe

Meloxicam chuyen hoa manh qua gan.

Bén dang chuyén hoa cua meloxicam qua nudc tiéu da duoce xac dinh khong c6 hoat tinh sinh
hoc.

Dang chuyen hoa chinh, 5’-carboxymeloxicam (60% liéu diing) duoc cdu tao thanh boi su oxy
hoa chét chuyén héa trung gian 5’ -hydroxymethylmeloxicam, cling dugc thai trir it hon (9%
liéu diing). Nghién ctru in vitro cho thiy CYP 2C9 déng vai trd quan trong trong dudng chuyén
héa nay vi mot su déng gop nho tir isoenzyme CYP 3A4. Hoat tinh chdng oxy héa & bénh
nhan ¢6 1& chiu trach nhiém cho 2 chat chuyén héa khéc, v6i sd lugng 16% va 4% tuong (ng
véi lidu sir dung.

Thai trir

Meloxicam duoc thai trir chi yéu qua nude tiéu va phan & mic ngang nhau dudi dang chét
chuyén héa. Dudi 5% liéu ding dugc thai qua phan dudi dang nguyen dang, trong khi chi mot
fwong rat nho duoc thai qua nudc tiéu dudi dang nguyén dang.

Thoi gian ban thai trung binh dao dong trong khoang tir 13 va 25 gid sau khi uong, tiém bép va
tiém tinh mach. D6 thanh thai huyét tuong khoang 7 - 12 mL/phit sau khi udng liéu don, diing
duong tmh mach hodc qua truc trang.

Dy tuyén tinh/khong tuyén tinh

Meloxncam biéu thi duoc ddng hoc tuycn tinh trong khoang liéu diéu tri tir 7,5 mg dén 15 mg
dudng udng ciing nhu dudng tiém bap.

Nhém bénh nhan dac biét dl/t///

Bénh nhadn suy gan/thdn

Ca trudng hop suy gan va suy thén tir nhe dén vira déu khong anh huong dén dugc dong hoc
meloxicam. Bénh nhén suy thdn muc d6 trung binh ¢6 thanh thai thudc cao hon dang ké. Pa
quan sat thdy giam lién két protein dang ké & nhirng bénh nhén suy thén giai doan cudi. Trudng
hop suy thin giai doan cudi, thé tich phan b ting c6 thé din dén tang ndng dd ty do cua
meloxicam cao hon va khdng nén st dung qua 7,5 mg/ngay.

Nguoi cao tuéi

Bénh nhén ngudi cao tudi nam gidi c6 cac thong s6 dugc dong hoc trung binh twong duong
v&i nam gi6i tré tudi. Bénh nhan ngudi cao tudi nit gi6i cho thdy céc gid tri AUC cao hon va
thoi gian béan thai dai hon so v6i cac bénh nhén tré tudi ca nam va nir. Bo thanh thai huyet
tuong trung binh & trang thai dn dinh & ngudi cao tudi kém hon ngudi tré tudi khdng déng ké.

Trée em



Trong mdt nghién ctru trén 36 bénh nhi, phép do duoc dong hoc da duoc tién hanh trén 18 tré
véi liéu 0,25 mg/kg can ning dung dudi dang huyén dich ubng. Nong do tdi da trong huyét
twong Cax (-34%) cling nhu dién tich dudi duong cong AUCq., (-28%) ¢ xu hudng thé’ip hon
& nhém tré ¢6 tudi it hon (tir 2-6 tudi, s6 lugng 7 em) so sénh vdi nhém tudi 16n hon (7 dén 14
tudi, sé luong 11 em) trong khi d9 thanh thai trung binh cta nhom tré it tudi lai cao hon. Mot
so sanh trong lich sir trén ngudi 16n da cho thdy ndng do tap trung trong huyét tuong it nhit
ciing tuong tu gitta tré Idn va ngudi [én. Thoi gian ban thai (13 gid) cho ca hai nhém tuong ty
nhau va ¢ xu hudng ngin hon so véi ngudi lém (15-20 gid).

HAN DUNG ?
36 thang ké tur ngay san Xudt
BAO QUAN

Bao quan duéi 30°C
TRINH BAY

Vién nén 7,5 mg va 15 mg
Hop 2 vix 10 vién

Hoép 3 vix 10 vién

SAN XUAT BOI

Boehringer Ingelheim Pharma GmbH & Co KG
Binger Str. 173 55216 Ingelheim — Germany

PHO CUC TRUONG

S — L . E{@u@@ Vim %fiﬁj&
POC KY HUGNG DAN SU DUNG TRUGC KHI D
NEU CAN THEM THONG TIN XIN HOI Y KIEN BAC SY

Director of Applicant Pf}\t OLD/L 0)/ AY f& W
AT Junt %13

San xuét tai Buec.

s Lu Bihong

~\ Boehringer
Il”l Ingelheim

Boehringer Ingelheim International GmbH

1l




	69

