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‘ ' MAUDANG KY
TO HUONG DAN SU DUNG THUOC BEXIS 7.5

Rx - Thudc nay chi diing theo don thude
BEXIS 7.5

Pé xa tAm tay tré em

DPoc ki huwéng din siv dung trwée khi ding
Thanh phén céng thike thudc: Mdi vien chira:
- Thanh phdn dugc chat:

Meloxicam 7,5mg
- Thémh phén ta duwoc:

Lactose, Tinh bdt mi, Era gel, Dicalci phosphat
dihydrat, Croscarmellose sodium, Microcrystallin
cellulose 101, Tale, Colloidal anhydrous silica,
Magnesi stearat.

Dang bao ché:

- Vién nén.

- Vién nén nho, mau vang nhat, hinh tron, mot
mat tron, mét mat c¢6 vach ngang ¢ giira, khong
mu,

Chi dinh: ,

BEXIS 7.5 la thudc chéng viém khong steroid

duoc chi dinh diéu tri triéu chimg trong:

- Thoai hoa khop.

- Viém khép dang thap.

- Viém khép dang thap & thiéu nién,
Cdch ditng, liéu diing:

- Thoai héa khép: 7,5mg/ngay. Néu can thiét
lidu c6 thé tang 1én 15mg/ngay.

- Viém khép dang thép: liéu dung
7,5mg/lan/ngay. Néu cén thiét liéu co thé tang lén
15mg/lan/ngay.

- Viém khép dang thap & thiéu nién: liéu
7,5mg/lan/ngay ¢ tré > 60kg. Hidu qua diéu tri
khéng tang thém & liéu trén 7 Smg trong cac thir
nghiém 1am sang. Khong khuyén cdo ding thude
cho tré dudi 60kg.

- O bénh nhén ¢6 nguy co cao bi nhimg phan
{mg bat loi: diéu tri khoi dau voi lidu 7,5 mg/ngay.

- O nhimg bénh nhén suy thin ning dang loc
mau: lidu ding khéng dugc qué 7,5 mg/ngay.

- Khuyén cdo chung:

Vi ¢6 kha nang phan (mg bat lgi tang theo lieu
va thoi glan sir dung, do dé nén sur dung thude
trong thoi gian ngan nhat cé thé va voi lidu thap
nhat dem lai hiéu qua.

Liéu t6i da hang ngay duge khuyén céo 1a 15
mg.

- Str dung két hop cdc dang bao ché khdc nhau:

Téng liéu ding hang ngay ctia meloxicam duge
cung cip du6i dang vién nén va dung dich tiém
khéng duoc vugt qua 15mg.

- Déi véi thanh thiéu nién (tré em tic 12 dén 18
tudi):

Liéu t6i da duoc khuyén cdo la 0,25 mg/kg.

Noi chung, chi gi6i han st dung cho thanh
thiéu nién va nguot 1én (xem phian Chéng chi
dinh). Tong liéu dung hang ngay nén dugc sir
dun;, dudi dang don lidu (dlmg mot lan) va nén
uong nguyén ven ca vién véi nude hodc thirc uéng
long khac trong bira an.

Chéng chi dinh:

- Ba thang cudi ciia thai ky;

- Tré em va thanh thiéu nién dudi 16 tudi;

- Qua man véi meloxicam hodc bt ky ta duoc
nao cua thude;

- Qua man véi thude twong tu nhu NSAID,
aspirin. Khong nén dung thudc cho nhing bénh
nhan cé d4u hiéu hen suyén, polyp miii, phti mach
than kinh hodc néi mé day sau khi ding aspirin
hodc cac NSAID khic;

- Tién sir xut huyét hogc thing dwong tidu hoa
lién quan dén viéc diéu tri bang NSAID trude do;

- Dang hodc c6 tién sir loét/xudt huyét da day ta
trang tai phat (hai hodc nhiéu dot loét hoac chay
mau da duge chimg minh rd rang);

- Bénh viém rudt tién trién (bénh Crohn, viém
loét dai trang);

- Chirc nang gan bi suy giam nghiém trong;

- Suy than nang chwra duge loc mau;

- Xuft huyét tiéu héa, tién sir xudt huyét ndo
hodc cc rdi loan chay mau khic;

- Suy tim nang;

- Meloxicam chéng chi dinh trong diéu trj giam
dau sau phau thudt bic cau dong mach vanh
(CABGQG).

Cinh bdo va than trong khi ditng thuéc:

Nhur céc thude chong viém khong steroid khac,
can than trong khi ding thudc nay & nhitng bénh
nhan c6 tién sir bénh duong tiéu hoa va nhimg
bénh nhan dang diéu tri vdi thude chéng dong
mau. Can theo doi can thén nhirng bénh nhan co
triéu chirng cna dudong tiéu héa. Phai ngung dung
BEXIS 7.5 néu xuat hién loét da day ta trang hodc
xuat huyét duong tiéu hoa.
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Ciing nhu cac NSAIDs khac xuat huyét dm‘mg
tiéu hoa, loét hoac thung, co kha nang gay tir
vong, ¢o thé xay ra bat cir lic nao trong qua trinh
diéu tri ma co6 hay khong cé nhirng du hiéu canh
béo hodc tién sir bi cac tai bién tram trong trén
dudng tiéu héa. Hau qua cua nhimg bién chimg
trén thudng tram trong hon & bénh nhan ngudi cao
tuoi.

Cac phan mg nghiém trong ¢ da, mot sb ¢o thé
gdy tir vong, bao gém viém tréc 1& da, hoi chimg
Stevens-Johnson, hoai tir doc bidu bi, rat hiém
duge bao cdo lién quan vai viée sir dung cac thude
chdng viém khong steroid. Nhimg bénh nhén gap
phai nguy co' cao nhat cua nhirng phan img bét lgi
nay thuomg & giai doan sém khi bat ddu diéu tri,
trong phan I6n cac truedng hop, phan tmg khaoi
phat trong thang dau tién dieu tri. Nén ngimg sir
dung BEXIS 7.5 ngay khi xuét hién phat ban trén
da thuong tén & niém mac hodc bét cir dau hiéu
man cam nio.

Cac thudc chong viém khéng steroid ¢ thé
lam tang cac tai bién huyét khoi tim mach nang,
nhdi mau co tim, dot quy, co thé dan dén tir vong.
Nguy co nay co thé ting 1én trong thoi gian sur
dung. Bénh nhéan ¢6 bénh tim mach hodc co yéu t6
nguy co cao voi bénh tim mach c¢6 thé gap rii ro
cao hon.

Cic thudc chéng viém khong steroid (NSAIDs)
trc ché tdng hop cdc prostaglandin & than cé vai
trd hd trg trong viée duy tri sy tudi mau than.
Nhimg bénh nhén c6 thé tich va luu lwgng mau
qua than giam, viéc dung thudoc NSAID co thé
nhanh chong 1am 16 1d sy mat b cua than, tuy
nhién tinh trang nay thuomg duge phuc hdi tro lai
trang thai cii nhu trude khi didu tri néu ngung
dung thuée chéng viém khéng steroid.

Nhimg bénh nhin ¢ nguy co cao nhat bi phan
(mg t{én 1 cac bénh nhan cao tudi, cac bénh nhan
bi mat nudc, suy tim sung huyét, xo gan, hoi
chimg than hu va benh ly tai than ro rét, bénh
nhan dang diéu tri dong thoi voi thude loi tiéu,
thudc rc ché men chuyén hodc (rc ché thu thé
angiotensin II hodc nhirng bénh nhan dang phai
trai qua nhimg dai phdu ma c6 thé dan dén giam
thé tich mau. O nhimg bénh nhén noi trén can
kiém tra chat che thé tich e tiéu va chirc nang
than luc bét dau diéu tri.

Hiém gap hon, cac thudc chéng viém khéng
steroid co thé gay viém than k&, vién cau than,
hoai tir nhu md thén hodc héi chirng than hur.

Liéu dung cua BEXIS 7.5 trén bénh nhan suy
thdn giai doan cudi dang loc mau khéng dugc
vuot qua 7.5 mg. Khéng can giam liéu ¢ nhimg

bénh nhén suy than nhe hoéc trung binh (d§ thanh
thai Creatinin trén 25 mL/phut).

Nhir da sé cac thude chéng viém khéng steroid
khac, sy ting thoang qua transaminase huyét
thanh hodic cac thong s6 khac cia chirc ning gan
da duoc ghi nhin. Trong da s cac truong hop thiy
sir tang nhe trén gioi han binh thuong va tht}ang
qua. Néu sir bat thuomg déng ké hoac kéo dai, can
ngung dung BEXIS 7.5 va tién hanh cdc xét
nghiém theo doi.

Khong cin giam liéu & nhimg bénh nhin xo
gan 6n dinh trén 1im sang,

Can theo dai can than & nhimg bénh nhén thé
tang yéu hay suy nhuo’c ma kém chiu ding cac tic
dung phu cua thude. Nhu véi cac thude chdng
viém khong steroid khac, cdn than trong khi dimg
thudc & nhirmg bénh nhan ngudi cao tudi vi ho dé
co tinh trang suy giam chitc nang thdn, gan hay
tim.

Cac NSAIDs c6 thé gay gitr mudi natri, kali va
nude cing nhu ngan can tac dung kich th:ch bai
tiét natri trong nudc tiéu cua thuoc loi tiéu. Suy
tim hodc ting huyét ap co thé xuat hién hodc ning
thém & nhimg bénh nhin man cam. Nhimg bénh
nhan c6 nguy co nén duge theo doi sat trén 1am
sang.

Meloxicam, cling nhur cadc NSAIDs khéc co thé
lam che phu cdc triéu chimg ciia bénh nhiém
khuan chinh,

Sir dung meloxicam ciing nhur cac thude irc ché
cyclooxygenase/tong hop prostaglandin khac co
thé gay anh hudmg c6 hai dén sy sinh san va duge
khuyén cdo khong nén dung cho phu nir mudn co
thai. Do do, cac phu nir kho mang thai hoédc nhimg
phu nir dang tién hanh kiém tra chirc ning sinh
san kém can xem xét viée ngung didu ti voi
meloxicam.

Vé nhimg tuong tac lhuf’i\c lién quan cén sy
cham séc dac bigt, xin xem phan Tuong téc, twong
kv cua thude.

Thén trong do thanh phﬁn ta duge cua thude:

- Lactose: Thudc c6 chira lactose, do do khong
nén sir dung cho nhimg b&nh nhin co van dé di
truyén vé khong dung nap galactose, thidu hut
Lapp lactase, i loan hap thu glucose-galactose.

- Tinh bdt mi dugc xem la an toan cho bénh
nhdn c6 bénh coeliac (khong dung nap gluten).
Tuy nhién, bénh nhdn di ang vdi lua mi khéng nén
dung thude nay.

Nguy co huyét khdi tim mach:

Cac thudc chéng viém khong steroid
(NSAIDs), khong phai aspirin, dung dwong toan
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thén, c6 thé lam ting nguy co xuat hién bién cb
huyét khéi tim mach, bao gom ca nhdi mau co tim
va dot quy, ¢ thé dan dén tur vong. Nguy CO nay
¢ thé xut hién sém trong vai tuan du dung
thude va co thé tang lén theo thoi gian ding thudc.
Nguy co huyét khoi tim mach duge ghi nhan chi
yéu & lidu cao.

Béc si can danh gia dinh ky sir xuat hién cua
cac bién c¢b tim mach, ngay ca khi bénh nhan
khéng ¢d cac tri¢u chirng nm mach trude do. Bénh
nhan can duge canh bao vé cac tnf;u chimg cua
bién ¢b tim mach ngh1em trong va can tham kham
bac si ngay khi xuét hién cac triéu chimg nay.

De giam thiéu nguy co xuét hién bién cd bét
lcn, can sir dung meloxicam & lidu hang ngay thap
nhat c6 hidu qua trong thoi gian ngin nhit co thé.

Sir dung thude cho phu nit cé thai va cho con
bui:

- Thoi ky mang thai: Chéng chi dinh BEXIS
7.5 cho phuy nir ¢6 thai.

Uc che tong hop prostaglandin 6 thé anh
huéng dén thai phu va/hodc sy phat tnen cua phoi
thal Dir liéu tir cac nghlen ctru dich té& hoc cho
thay s tang nguy co say thai va di tat tim va thoat
v; bam sinh loai gastroschisis (benh hé thanh bung
bam sinh) sau khi sit dung thudc trc ché tong hop
prostaglandm & giai doan som cua thai ky. Nguy
co tuyét d6i gdy di tat tim tang tir dudi 1% lén
khoang 1,5%. Nguoi ta tin ning, nguy co nay tang
khi tang lidu va khoang théi gian diéu tri. Trong
cac nghién ciru tién 1am sang, diéu tn bang chat tre
ché tong hop prosta;,landm cho thay tﬁng sy thai
trude va sau khi 1am t6 va ti 18 chét thai. Thém
vao do, tang ti 1€ cac di tat khic bao gom tim
mach duoc béo cdo trong cac nghién ctru tién 1am
sang ¢6 sir dung chat {rc ché prostaglandin trong
thot gian tao thanh céc co quan.

Trong 3 thang cudi cua thai ky, tat ca cac chat
tic ché tong hop prostaglandin c6 thé gy trén thai
nhi:

- Doc tinh trén tim phdi (dong sém dng
dong mach va tang huyét ap tinh mach phoi).

- Réi loan chire nang thén, c6 thé dan dén
suy than, co sy hién dién thiéu éi, anh huong trén
me va trén thai nhi giai doan cudi cua thai ky.

- Tang thm gian chay mau, tic dung chong
két tap tiéu cau co thé xay ra thdm chi ¢ liéu rét
thap. '

- Uc ché co bop tir cung lam cham thi gian
chuyén da.

- Kha nang sinh san: Vigc sir dung meloxicam,
giong nhu véi bat ky thude nao duge biét irc ché
tong hop cyclooxygenase/ prostaglandin, ¢ thé
lam suy giam kha ndng sinh san va khéng duge

khuyén cdo sir dung trén phy nit c6 ké hoach
mang thai. Meloxicam ¢ thé tri hodn rung trimg.
Do d6, nén can nhic ngimg meloxicam & nhimg
phu nir kho thy thai, hodc dang dwoc chan doan
danh gia vo sinh.

- Thoi ky cho con bii: Mic du chwa ¢é kinh
nghiém cu thé nao xay ra voi meloxicam nhung
cac NSAIDs duoe biét ¢o phan bd vao sira me, do
vdy c6 thé anh huong dén tré bi me. Khdng nén
diing cho ba me dang cho con ba hodc khéng nén
cho con bit khi dang ding thude.

Anh hwdng ciia thude lén khé ning ldi xe, vin
hanh mdy mdc:

Chua c6 nghién ciru vé anh hwong cia thude
1én kha nang lai xe va van hanh may méc. Tuy
nhién, nén canh bao bcnh nhan 1a c6 thé gap céc
tac dung khong mong muodn nhu rdi loan thi giac
ké ca nhin md, xay xam, budn ngu, chéng mit va
cac rdi loan thin kinh trung wong khéac. Do viy,
nén khuyén bénh nhén thin trong khi lai xe hoic
van hanh may moéc.

Néu bénh nhan eap bat ky céc tac dung khong
mong mudn nay, nén tranh nhimg hoat déng co
kha nang gdy nguy hiém nhu lai xe hodc van hanh
may mdc.

Twong tde, twong ky cia thudc:

- Cac thube e ché tong hop prostaglandin
(PSI) khac ké ci glucocorticoids va salicylates
(acid acetylsalicylic): Khong khuyén cao sir dung
dong théi voi cac thube e ché tong hop
prostaglandm do ¢6 thé lam ting nguy co loét va
xuat huyét tiéu hoa thong qua tac dung hiép déng.
Khéng khuyén ding ddng thii meloxicam vai cac
NSAIDs khac.

Sir dung ddng thoi vai aspirin (1000 mg x 3
lan/ngay trén ngudi tinh nguyén khoe manh cé xu
hudng lam ting AUC (10%) va Cmax (24%) cua
meloxicam. Chira biét dugc ¥ nghia ldm sang cia
fuong tac nay.

- Thude udng chong dong mau, heparin duing
dudng toan than, cac thude tiéu huyét khoi: ting
nguy co chay mau. Cén theo doi chat ché tac dung
chéng déng mau néu phai phoi hop thude.

- Cac thude chong két tap tiéu cau va irc ché
thu héi serotonin ¢6 chon loc (SSRIS) tang nguy
co chay mdu, théng qua trc ché chirc nang tiéu
cau.

- Lithi: Cac NSAIDs da dugce ghi nhian lam
tang lithi huyét twong (do lam giam tiét lithi qua
than), co thé din dén gay doc. Khong khu}rén c4o0
str dlmg déng thoi lithi va NSAID. Néu cin thlét
phai két hup 2 thude nay, can phai theo doi nong
do lithi huyet twong can thin trong khi bat diu
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diéu tri, diéu chinh va khi dimg meloxicam.

- Methotrexat: NSAID ¢6 thé lam giam tiét
methotrexat qua than do d6 lam tang ndng do
methotrexat trong huyét twong. Vi li do nay, véi
cac bénh nhan diung liéu cao methotrexat (trén 15
mg/tudn), khéng khuyén céo ding dong thoi véi
NSAID. Nguy co twong tac gitta cac san pham
NSAIDs va methotrexat cling nén dwoc xem xét
trén bénh nhan dung liéu thap methotrexat dac biét
la bénh nhan chirc nang thin suy giam. Trong
truomg hop can thiét két hop diéu tri, cin theo dai
cong thirc mau va chirc nang than. Cén than trong
trong truomg hop dimg dong thoi NSAID va
methotrexat trong vong 3 ngay, khi ma nong do
methotrexat huyét tuong c6 thé tang va lam ting
ddc tinh. Mac du duge dong hoc cia methotrexat
(15 mg/!tuan) khong bi anh huéng khi sir dung
dong thoi vdi meloxicam, can xét dén doc tinh
trén hé tao mau cua methotrexat ¢6 thé bi khuéch
dai do diéu tri cung NSAID.

- Tranh thai: Sy giam hiéu lye cta cac dung cu
tranh thai dat trong tr cung do NSAID da dugce
ghi nhan nhung cén duoc khéng dinh thém.

- Thuéc loi tiéu: Dimg chung véi cac NSAIDs
¢6 nhiéu kha nang dwa dén suy than cip & nhimg
bénh nhan bji mat nwée. Nhimg bénh nhan dang
dung BEXIS 7.5 voi thudc loi tiéu cén duoc bo
sung day du nudc va theo ddi chirc ning thén
trude khi bat dau diéu tri.

- Thudc chéng tang huyét 4p (chen B, irc ché
men chuyén, th'uéc gian mach, loi tiéu): Giam tac
dung cua thuéc ha huyét ap boi su (e ché
prostaglandin gdy gidn mach da dugc ghi nhén
trong khi diéu trj véi NSAID.

- NSAID, cac thude tre ché thu thé an i;iotensin
11 ciing nhu cac thude e ché men chuyén co tac
dung hiép dong lam giam mirc loc cdu than. Trén
nhimg bénh nhén suy giam chirc nang than, c6 thé
dan dén suy than cép.

- Cholestyramin gin vdi meloxicam & dudmg
tiéu hoa dan dén thai trir meloxicam nhanh hon.

- Céc thude chéng viém khong steroid c6 thé
lam tang doc tinh trén than cua cycloqurin qua
tac dung trung gian cua prostaglandin. Can kiém
tra danh gia chirc nang thn trong diéu tri két hop.

Meloxicam duge loai trir hau nhur hoan toan
bang sur bién dudng qua gan, trong d6 khoang 2/3
qua trung gian cua cac enzym cytochrom (CYP)
P450 (théng qua con dudng chuyén héa chinh
CYP2C9 va duong chuyén héa phu CYP3A4) va
1/3 qua nhimg duong chuyén hoa khéc vi du sw
oxy hoa peroxidase. Can chii y kha ning xuat hién
twong tac dugc dong hoc khi sir dung meloxicam

va thude dwgc biét 1a giy e ché, hay bi bién
dudng boi CYP2C9 va/hoiac CYP3A4.

Khéng ¢6 céc twong tac duge dong hoc thuf:c—
thuoc rd rét duge phat hién véi vige sir dung dong
thon thuée khang acid, cimetidin, digoxin va
furosemid.

Khéng loai trir kha nang c6 thé xay ra tuong
tac vdi cac thude udng tri tiéu duong dang udng.

* Tuong ky cua thudc: Do khéng ¢6 cdc nghién
ctru vé tinh twong ky cua thude, khéng tron 1an voi
cac thude khac.

Tdc dung khéng mong mudn ciia thude:

‘Nhitng tac dung phy dwgc ghi nhén sau day c6
thé lién quan dén viéc sir dung meloxicam qua
nhimg b4o cédo nhan duge khi thudc dang hru
hanh.

Cac tac dung khong mong mudn cé thé lién
quan nhan qua dén vigc sir dung meloxicam da
dugc biét dén qua két qua nhimg bao cao lién
quan véi viée sir dung dang udng sau khi da duge
dua ra thi truomg duge theo doi boi mot s6 tham
chiéu.

- Rét thudng gap (ADR > 1/10): _
Dau bung, roi loan tiéu hoa, tiéu chay, buon
non, non, tao bon, day hoi, ¢ hoi.

- Thuomg gap (1/100 < ADR < 1/10):
Pau dau.

- It gap (1/1.000 < ADR < 1/100):

+ Thiéu mau

+ Phan {mg ting mén cam tic thi khong
phai phan img phan vé.

+ Choang véang, chéng mat, budn ngu.

+ Tang huyét ap, néng birng mit.

+ Xuat huyét tiéu hoa, viém miéng, viém da
day.

+ Phu mach, ngtra, phat ban.

+ Gitr natr1 va nudec.

+ Tang kali mau dan dén r6i loan nhip tim,
danh tréng ngue, nhuge co.

+ Xét nghiém chirc nang gan bit thudng:
tang transaminase hodc bilirubin.

+ Xét nghiém chirc nang than bat thuong:
tang creatinin huyét thanh va/hodc uré huyét
thanh.

+ Phu né.

- Hiém gap (1/10.000 < ADR < 1/1.000):

+ Cong thirc mau bat thuomg (bao gom dém
cac loai bach cau), giam bach cau, giam tiéu cu.
Sir dung dong thoi véi cac thude gay doc cho tuy
dédc bit 1a methotrexat, tré thanh tac nhéan thuc
day giam té bao.

+ Thay ddi khi sic, tim trang.
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~ + Réi loan thi gidc bao gém nhin md, viém

két mac.

+ U tai.

+ Tim dap nhanh.

+ Hen suyén, tiy thude timg ca nhan do di
irng voi aspirin hodce cac NSAIDs khac.

+ Viém dai trang, loét da day ta trang, viém
thye quan.

+ Hoai tir doc biéu bi, Hoi chimg Stevens-
Johnson.

- Rét hiém gap (ADR<1/10.000):
+ Thing dudng tiéu hoa.
+ Viém gan.
+ Viém da béng nuée, hong ban da dang.
+ Suy thén cap dic ble’t 0 nhimg bénh nhan
¢6 yéu té nguy co.

- Khong rd tan suét:
+ Phan img phan vé, phan (tng giéng phan
vé.
+ Tinh trang 14 1dn, mat dinh hudmg.
+ Viém tuy.
+ Phan tmg man cam anh sang.
+ Nguy co huyét khéi tim mach (xem thém
phén Canh bao va than trong khi ding thude).
Xuét huyét, loét hodc thing dlrcmg tiéu hoéa co
thé nghiém trong va ¢6 kha ning géy tir vong, dic
biét & nguoi cao tudi.

Huwéng din cdch xiv tri ADR:

Ngimg ding thude va thong bao cho Bac si khi
gap cac tac dung khong mong muén khi sir dung
thuoc

Thong bdo cho Bdc st hodc Duge ST cdc tde dung
khéng mong mudn gép phai khi sir dung thudc

Qud liéu va cdch xir tri:
- Triéu chitng qud liéu:

Cac trigu ching sau khi ding qua liéu
NSAID cép tinh lhucmg chi gidi han ¢ tinh trang
hon mé, budn ngi, budn nén, nén va dau ving
thuong vi, thuomg héi phuc sau khi dwoc cham soc
hd trg. Chay mau dudmg tiéu hoa co thé xay ra.

Ngo doc nang co6 thé dan dén tang huyét ap,
suy thin cip, rbi loan chirc nang gan, suy h6 hip,
hon mé, co git, truy tim mach va nging tim.
Phan tmg phan v¢ da dugc bdo cdo khi ding
NSAID dé diéu tri va c6 thé xay ra sau khi dung
qué lidu.

- Xt Iy qud lidu:

Trong truomg hop qua lidu NSAID, nén tién
hanh diéu tri triéu ching thich hgp. Sy loai bo
nhanh chéng meloxicam bing liéu udng 4g
cholestyramine 3 lan/ngay di dugc chimg minh
trong mot thir nghi¢m 1am sang.

Ddc tinh dwge liee hgc:

Nhom duge 1y tri liéu; Thuoc chéng viém
khong steroid (NSAID).

Mia ATC: MO1A C06
Meloxicam la thudc chéng viém khong steroid
thudc loai acid enolic ¢6 tac dung chéng viém,
giam dau va ha sot trén dong vat. Meloxicam ¢o
hoat tinh chong viém trén tit ca cic md hinh viém
chuén. Co ché tac dung chung cho nhimg tac dung
trén ¢6 thé do meloxicam irc ché sinh tong hop
cdc prostaglandm durgc biét 1a nhimg chit trung
gian gay viém.

So sanh lidu gdy loét va lidu co tac dung chéng
viém trén mo hinh viém khép & chuot cong da
khﬁng dinh 1¢i ich diéu tri cua thude vuot trdi cac
thuée chéng viém khéng steroid chudn trén sic
vat. In vivo, meloxicam da trc ché sinh téng hop
prostaglandin & vi tri viém manh hon tai niém mac
da day hay ¢ than.

Ngudi ta cho rang nhitng khac biét néu trén c6
lién quan dén sir tre ché chon loc trén COX-2 so
véi COX-1 va ngudi ta tin rang viée rc ché COX-
2 dem lai nhimg hiéu qua tri liéu cia NSAID
trong khi sy trc ché chu yéu COX-1 lai ¢6 thé chiu
trach nhi¢m cho nhimg phan (mg phy trén niém
mac da day hay thiin‘

Tinh wc ché chon loc trén COX-2 cua
meloxicam da dugce khang dinh trong mot s6 cac
hé thong thir nghiém in vitro 1an ex vivo. Trong
thir nghiém mau toan phan ngudi, meloxicam cho
thay thuéec e ché chon loc COX-2 trén in
vitro.Trong thir nghxem ex vivo, meloxicam (7,5
va 15 mg) cho thdy trc ché nhiéu hon trén COX-2,
nhur da dugc chimng to ban g viéc e ché nhiéu hon
trén sv san xudt PGE2 duwoc kich thich boi
lipopolysaccaride (COX-2) so v&i su san xuét
thromboxan trong cuc mau dong (COX-1). Nhimg
tac dong nay phu thudc liéu dung. Meloxicam
khong co tac dong trén s két tap tiéu cau hodc
thoi gian mau chay ¢ nhirng liéu khuyén céo dung
trong thir nghiém ex vivo, trong khi indomethacin,
diclofenac, ibuprofen va naproxen trc ché dang ké
s két tap tiéu cau va kéo dai sir chay mau.

Trong cac thir nghiém lam sang, nhin chung
meloxicam 7.5 va 15 mg it gdy ra cic phan {mg
phu trén duong tiéu hoa hon so v&i cac NSAIDs
dbi chiéu do tan suat thap hon dang ké céc phan
u‘ng phu nhur khd tleu nén mura va dau bung. Tén
sudt thing, loét, xut huyet duong tiéu héa trén
duoc bao cdo ¢6 lién quan dén meloxicam thip va
phu thude lidu ding.

Khéng ¢6 nghién ciru riéng ¢ du Ién de phat
hién nhirng khac blet vé mat théng ké tan suft
thing, tic ‘nghén, xudt huyét duong tiéu hoa trén
d4ng ké vé mat lam sang giira meloxicam va cac
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NSAIDs khac. Mot phan tich gop da duoc tién
hanh trén nhimg benh nhan viém Xuong khép,
viém khcrp dang thap va viém c6t séng dinh khép
duge diéu tri bang meloxicam trong 35 thir
nghiém 1dm sang. Thoi gian dung meloxicam
trong thir nghiém nay thay déi tir 3 tuan dén 1 nam
(da s céc benh nhan dwge thu nhan tham gia cac
nghién ciru kéo dai 1 thang). Hau hét nhimg bénh
nhén duge phép tham gia cac th ngh:q:m trén déu
co tién sir thing, loét hay xuat huyét duong tiéu
hoa.

Tan suat thung, tic nghén hay xuét huyét
(POB) duge danh gia hdi ciru sau viée danh gia

0” va doc lap cac truomg hop.

Ket qua dugc trinh bay & bang dudi ddy: Nguy
co thiing, tic nghén hay xuat huyét ciia meloxicam
7,5 va 15 mg tir cac thir nghiém 1dm sang cua BI
so voi diclofenac va piroxicam (Uédc tinh theo
phuong phap Kaplan-Meier)

Diéutri | Khoang | S«&hérlhI Thung, tie| Nguy | Kheang tin
(Liéu m6i | théigian nhantai| nghén, | co (%) cay95%
ngay) (ngay) | diém | xuathuyét
| gika | trong
| khoang khodng
s | thoigian théi gian |
| Meloxicam | L Py T S [ -
75mg 1-<30 | 0636 2 | 002 000-006
30-<91 | 551 A 005 | 000-0,13
15mg 1-<30 | 2785 3 042 | 0,00-025
 |3-<et[ 1683 [ 5 | 040 0,12-069
|et-<ts 1080 | 1 | 050 | 0,46-083
| 182<35 642 | 0 0,50 |
 Diclofenac | 1-<30 | 5110 | 7 | 014 | 004-024
100mg 30-<91 | 493 | 2 | 085 000-113
| Piroxicam f 1-<30 | 5071 B 10 . ] _Q2D 0,07 - 0,32
20mg 30-<91 | 532 6 | 1,11 | 035-186

Trong mét nghién ciru 1am sang mu doi, ngau
nhién ¢ tré bj viém khép dang thap thiéu nién
(JRA) tu 2 dén 16 tudi, meloxicam huyen dich
dang uéng ding 1 lin mdi ngay & liéu 0,125
mg/kg can nang (N=73) va 0,25 mg/kg can ning
(N=74) dugc so sanh vdi naproxen 10 mg/kg cén
nang/ngay (BID) (N=78). Ty 1é dap (mg sau 1
nam diéu tri 1a 77%, 76% va 74% va nhu vy
twong duong nhau gitra 3 nhom diéu tri. Ty 18 tac
dung khéng mong mudn la 74%, 80% va 85%
twong tmg ¢ nhom ding meloxicam 0,125
mg/kg/ngay, 0,25 mg/kg/ngay va naproxen 10
mg/kg/ngay.

Ddc tinh dwgc déng hoc:

Hdp thu

Ding duong ubng: Meloxicam dwoc hip thu
tot qua duong tiéu hoa, duqc thé hién qua sinh kha
dung tuyet doi qua dudm udng khoang 90%.

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

Sau khi udng liéu don meloxicam, trung vi ctia
nong d6 dinh trong huyét twong dat dugc sau 2
gw‘ dcn véi hon dich va 5 - 6 gity dbi voi dang bao
ché ran (vién nang va vién nén). Mire do hap thu
meloxicam sau khi dung dLro'ng ubng khong bi
anh huong béi viéc dung cung thirc an hodc su
dung cac chat khang acid v6 ¢o. Lidu dung tuyén
tinh dwoc thé h1¢n sau khi dung dang u6ng trong
pham vi liéu diéu tri tir 7,5 den 15 mg.

Véi da liéu, trang thél on dinh dat duoc san
3 -5 ngay.

Liéu 1 1an mdi ngay dan dén nong dd trung
binh thude trong huyét twong véi dao déng
day/dinh twong doi nho trong khoang tuong img
tir 0,4 - 1,0 pg/mL véi liéu 7,5 mgva 0,8 -2,0

pg/mL vai 11eu 15 mg (ndng d6 t6i thiéu va ndng
d¢ to1 da & trang thai on dinh, twong mg).

Nong do toi da trung binh cua meloxicam trong
huyét tuong & trang thai én dinh dat dwoc trong
vong 5 - 6 gi0 tuong (mg ddi véi vién nén, vién
nang va hdn dich uéng.

Phdn bé

Meloxtcam lién két manh voi protein huyel
tuong, chi yéu 1a albumin (99%)

Meloxicam xam nhép tot vao dich khép va dat
duge ndng do xap xi bang véi ndng do trong huyét
tuong.

Thé tich phan b6 thap, xap xi khoang 11L sau
khi tiém bﬁp hodc tinh mach, va cho thy thay ddi
tiy thudc vao timg ca thé tir 7 - 20%.

Thé tich phan b6 sau khi ding da lidu
meloxicam udng (7,5 t6i 15 mg) khoang 16L v&i
hé s6 bién thién trong gidi han tir 11 dén 32%.

( huven dang sinh hoc

Meloxicam chuyen héa manh qua gan.

Bon dang chuyén héa cia meloxicam qua nudc
tiéu da duwoc xac dinh khéng co hoat tinh sinh hoc.

Dang chuyén héa chinh, 5'-carboxymeloxicam
(60% liéu ding) dugc cdu tao thanh boi sy oxy
héa chat chuyén hoa trung gian 5
hydroxymethylmeloxicam, cting dugc thai trir it
hon (9% liéu ding). Nghién ciru in vitro cho théy
CYP2C9 dong vai tro quan trong trong duodng
chuyén hoéa nay voi mét sy dong goép nho tir
isoenzym CYP3A4. Hoat tinh chong oxy héa o
bénh nhan c¢6 I chiu trach nhiém cho 2 chat
chuyén hoa khéc, véi s6 lwgng 16% va 4% tuong
{mg voi liéu sir dung.

Thai trie

Meloxicam duge thai trir chi yéu qua nuée tiéu
va phan ¢ mirc ngang nhau dudi dang chét chuyén
hoa. Duéi 5% licu ding duge thai qua phéan dudi
dang nguyén dang, trong khi chi mét lugng rat
nho dugc thai qua nudce tiéu dudi dang nguyén
dang.
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Thoi gian ban thai trung binh dao dong trong
khoang tir 13 va 25 git sau khi udng, tiém bap va
t1em tinh mach. D9 thanh thai huyét trong khoang

- 12 mL/phit sau khi uéng liéu don, ding dudng
nnh mach hoac qua truc trang,
D¢ tuyén tinh/khdng tuyén tinh

Meloxicam biéu thi dwroc dong hoc tuyén tinh
trong khoang liéu diéu tri tir 7,5 dén 15 mg duong
udng ciing nhu dwomg tiém bép.

Nhom bénh nhdn ddac biét

- Bénh nhén suy gan/than

Ca trudng hop suy gan va suy than tir nhe dén
vira déu khéng anh hudmg dén dugc dong hoc
meloxicam. Bénh nhan suy than mirc d§ trung
binh ¢6 thanh thai thuoc cao hon dang ké. Da quan
sat thy giam lién két protem dang ké ¢ nhimg
bénh nhan suy than giai doan cudi. Truomg hop
suy than giai doan cudi, thé tich phan b ting co
thé dan dén ting nong do ty do cua meloxicam
cao hon va khong nén sir dung qua 7,5 mg/ngay.

- Ngudi cao tudi

Bénh nhdn ngudi cao tudi nam gidi ¢o céc
lhong s0 duge ddng hoc trung binh tuong duong
v&i nam gidgi tré tudi. Bénh nhdn ngudi cao tudi
nir gii cho thdy cac gia tri AUC cao hon va thql
gian ban thai dai hon so vdi cac bénh nhan tré tudi
ca nam va nit. D) thanh thai huyét trong trung
binh & trang thai on dinh ¢ nguoi cao tudi kém
hon nguoi tré tudi khéng dang ké.

- Trée em

Trong mét nghién ciru trén 36 bénh nhi, phép
do duo‘c dong hoc da dugc tién hanh trén 18 tré
voi lidu 0,25 mg/kg cén néng,, ding dudi dang
huyén dlch udng. Néng do t6i da trong huyeét
twrong Cmax (-34%) cing nhu dién tich dudi
duong cong AUCO- (-28%) ¢6 xu hudéng thap
hon ¢ nhom tré ¢6 tudi it hon (tir 2 - 6 tudi, s6
lugng 7 em) so sanh véi nhom tudi Ion hon (7 - 14
tudi, 6 legng 11 em) trong khi d§ thanh thai trung
binh ctia nhom tré it tudi lai cao hon. Mot so sanh
trong lich sir trén nguoi 16n da cho thdy ndng do
tap trung trong huyét twong it nhat ciing twong tu
gifra tré I6n va ngudi I6n. Thoi gian ban thai (13
gid) cho ca hai nhom twong tr nhau va co xu
huwrémg ngan hom so véi ngudni 1o (15 - 20 gidy).

Qui cdch dong goi: Hop 10 vi x 10 vién nén.

Diéu ki¢gn béo qudn ciia thude: Noi khé, nhiét
khéng qué 30°C, tranh anh sang.

©
H;m ditng ciia thudc: 36 thang ké tir ngay sa
Xuét.

Tiéu chudn chdt lwpng ciia thuée: TCCS

Tén, dia chi ciia co' sd sdn xuit thudc:
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