dot bién gay de khéng clia vi khudn Gram duong so vdinda C8-H.
Sy hién dien cia nhom thaythe bicycloamin cong kénh G vitri C-7
ngén can bom daythuoc chti dong, lién két véi cc gen norA hoc
pmrA dugc thay & mot s6 vi khuan Gram duong.

Céc nghlen ctiu duoc Iuc hoc chiing minh rang moxifloxacin ¢6
khé nang diét khuan phu thudc vao nong do. Nong do diét khuén
t6i thiéu (MBC) dugc tim thay ndm trong khoang ndng do tc ché
t6i thiéu (MIC)

Anh huéng dén hé vi sinh vét dudng ruét & ngudi

Nhiing thay d6i sau & hé vi sinh vat dudng rugt dugc phat hién
& ngui tinh nguyén khod manh sau khi uéng moxifloxacin:
Escherichia cofi, Bacillus spp., Enterococcus spp., va Klebsiella
spp. gmm, cling nhu vi khudn ky khi Bacteroides vulgatus,
Bifidobacterium spp., Eubacterium spp., va Peptostreptococcus spp.
C6 su tang lén ddi véi Bacteroides fragiis. Nhiing sy thay déi nay
trd lai binh thuong trong vong 2 tuan.

Co ché dé khéng

Co ché dé khang 1am bét hoat penicillin, cac cephalosporin,
aminoglycosid, macrolid va tetracyclin khong anh huonE dén
hoat dong khang khudn cda moxifloxacin. Cac co ché dé hang
khac nhu gidmtinh tham (thudng gap & Pseudomonas aeruginosa)

14, Déc tinh dugc dong hoc:

Hap thu va sinh kha dung
Sau khi uong, moxifloxacin hap thu nhanh va gan nhu hoan toan

qua dudng tiéu hod, Sinh kha dung tuyét d6i khoang 91%.

Dugc ddng hoc tuyen tinh trong khoang 50 - 800 mg véi liéu duy
nhat va liéu Ien dén 600 mg/Ian/ngaytron 10 ngay. Sau khi uéng
liéu 400 mg, ndng d6 dinh & muc 3,1 mg/l dat dugc trong 0,5 - 4
gio. Nong d6 cao nhat va thap nhat trong huyét tuong ¢ trang
thai 6n dinh (liéu 400 'mg/ngdy) tuong ting 1a 3,2 va 0,6 mg/l. O
trang thai 6n dinh, muc do tiép xtc trong khoang cach liéu cao
hankhoang 30% sau khi diing liéu dau tién.

Phan b

Moxifloxacin dugc phéan bd nhanh chong dén cac khoang ngoai
bao. Sau khi uong liéu 400 mg, AUC dat 35 mg.gi¢y/l. Thé tich phan
b tai trang théi on dinh (Vss) khoang 2 I/kg. Trong cac nghién ctu
invitro va exvivo khoang 40-42% moxifloxacin lién két vGi protein,
khéng phu thudc vao nong do thudc. Moxifloxacin lién két chu
yéu véi albumin huyét thanh.

Céc nong dé dinh sau day (gid tri trung binh) thu dugc sau khi
uéng mat liéu duy nhét 400 mg moxifloxacin:

va bom ddy c6 thé anh huéng dén kha nang nhay cdm vdi . .
moxifloxacin. Mo Nong dé hL‘;Ieet‘t"ut(;:\g
Trén in vitro vi khuan khang moxifloxacin phat trién cham
théng qua nhiéu bucc dot bién tai vi tri dich cua ca hai enzyme Huyét tuong 3,1 mg/l -
topoisomerase loai Il clia vi khuan, DNA gyrase va topoisomerase
IV. Moxifloxacin it bi anh hudng bd| cd ché bom day 6 vi khuan Nudc bot 3,6 mg/l 0,75-13
Gram duong. —
Pathdy co su khang chéo gitia moxifloxacin va cac fluoroquinolon Dich nét phdng 1,6' mg/l 1,7
khéc. Tuy | nhién, vi moxifloxacin tc ché ca topoisomerase Il va |V ” .
vi ¢ ché tuang ty & mot vai vi khuan Gram duong, cac vi khuan | Niém mac phé quan 54mg/kg 17-21
Rﬂg;ga}r}nevgfrmil o\)/((a”cfrfc quinolon khac nhung van c6 thé con Paithucbaophénang | 567 ma/kg 186-700
Diém gay o 3 Dich biéu md 20,7 mg/l 5-7
Cécnong do tc ché toi thieu MIC trén lam sang va trén dia khuéch -
tan cta moxifloxacin theo EUCAST (01.01.2012): Xoang ham 7,5mg/kg 20
Visinh vt Nhay cam Pékhang Xoang sang 8,2mg/kg 21
i ——
Staphylococcus spp. f gj,m%ﬂ Z ;1mn%bb o oo i —
- Dich ké 1,02mg/! 0,8-1,4% ]
S pneumoniae <0,5mg/l >0,5mg/l ——
-P >22mm <22mm Duong sinh duc nir* 10,2 mg/kg 1,72¢ —
Streptococcus Groups | <0,5mg/l >1mg/l *Truyén tinh mach liéu don 400 mg
ABC 218mm <15mm 110 gios sau dung
] <05mg/l >05mg/l nong QQ khong lién két
H.influenzae S e 53 dén 36 gid sau khi ding
05 mal 05 mal #khi két thuc truyén
. <05mg >0,omg
M. catarrhalis >23mm <23 mm
Chuyén hoa
Enterobacteri <05mg/l >1mg/l Moxifloxacin tréi qua chuyén hoa sinh hoc pha Il va dugc déo théi
nterobacteriaceae | - 54 mm <17mm qua than va mat/phan du6i dang khong doi cting nhu dang phiic
hcp sulpho (M1) va qucuronld (M2). M1 va M2 la chat chuyen hoa
Biém gay khong L'f-‘” <05mg/l >1mg/| €6y nghia d6i véi nguoi, ca hai déu la chét bt hoat vi khuan.
quan dén cdc loai Giai doan lam sang pha [ va nghién cdu in vitro cho thay khéng c6
*Biém gay khong lién quan dén céc loai dugc xéc dinh chiiyéu dya | KON tc dugc dang hoc vdi cac thudc khac chuyén hoa qua pha
trén co's6 dtliéu dugc dong hoc/dugc luc hoc va doc lap véi MIC | Iler;]quan Een caclsnzym cytochrom Piso. Khong c6 déu hiéu clia
clia céc loai cu thé. Gid tr nay chi duoc sudung véi cac loai chua s chuyen hoa oxy hoa
thiét lap diém gay cu thé va khong st dung vdi cac loai ma céc chi Thai tri
tiéu dién gidi van dang con xac dinh. Thai gian ban huy xap xi 12 gic. Vi liéu 400 mg, d6 thanh thaitoan

Phg khang khuan
Ty lé dé khang mac phdi co thé thay déi vé mét dia Ib va thdi gian
dai vai céc loai sau va thdng tin de khang tai cac khu vyc la can
thiét, dac biét khi diéu trj nhiém khudn nang. Cénthamkhaoy y kién
cac chuyen giavétylé dé khang &khu vyc ma viéc ép dung diéutri
cho mét vai trudng hop nhiém khudn vén chua ré rang.

Nhiing lodi nhay cdm
Visinh vét hiéu K | i Gram duong
Gardnere lavaginalis
Staphylococcus aureus* (nhay cam methicillin)
Streptococcus agalactiae (NhOm B)
Streptococcus milferi group*(S anginosus, S. consteflatus va S. intermedius)
Streptococcus pneumoniae*
Streptococcus pyogenes* (Nhom A)
Nhom Streptococcus viridans (. viridans, S. mutans, S. mitis, S. sanguinis, S.
salivarius, S. thermophifus)

Vi sinh vét hiéu khi Gram &m
Acinetobacter baumanii
Haemophilus influenzae*
Haemophilus parainfluenzae*
Leglonella pneumophl/a

Moraxella (Branhamella) catarrhalis*

Visinh vat ky khi
Fusobacterium spp.
Prevotella spp.

Vi sinh vét khac
Chlamydophila (Chi amydla)pneumomae*
Chlamydia trachomatis*
Cox:e burnetii
coplasma zenitalium
Nf/coplasma ominis
[ycoplasma pneumoniae*

Nhiing loi ¢6 kha ning dé khang dang quan tam
Vi sinh vt hiéu khi Gram duong

Enterococcus faecalis®

Enterococcus faecium*

Staphylococcus aureus (khang methicillin)*

Vi sinh vét hiéu khi Gram &m
Enterobacter cloacae*
Escherichia coli®

Klebsiella pneumoniae*
Klebsiella oxytoca
Neisseria gonorthoeae*
Proteus mirabifis*

Visinh vt ky khi
actero;des ?ragf fis*

Peptostreptocaccus spp.*

Visinh vét da dé khang
Vi sinh vét hiéu khi Gram am
Pseudomonas aeruginosa

*Da dugc ching minh trén lam sang.

#Nhiing ching sinh ESBL (enzyme beta-lactamase phd rong) thuong khang
fluoroguinolon

*Ty 1 dé khang > 50%

phan trung binh khoang 179-246 ml/phit. P4 thanh thai clia than
khoang 24 - 53 ml/phiit cho thay thudc co thé dugc tai hép thu
mot phan & 6ng than.

Sau khi dung mot liéu 400 mg, thudc dugc thai trir qua nudc tidu
(khoang 19% dusi dang khéng ddi, 2,5% M1, 14% M2) va phan
(khodng 25% dusi dang khong di, 36% M1, khong c6 M2) gan
96%.

St dung dong thai véi ranitidin va probenecid khong lam thay déi
d6 thanh thai than cla thudc.

Nquai cao tudi va nhe can
Nong d¢ moxifloxacin trong huyet tuong cao han & nhiing nguai
cao tudi va ngudi nhe can (chang han phu n).

Suy thdn

Céc dac tinh dugc dong hoc cla moxifloxacin khong bi anh
hudng & ngUOI suy than (ke ca d6 thanh thai creatinin > 20 ml/
phit/1,73m?). Khi ‘chiic nang than suy gidm, ndng do cac chat
chuyén hod M2 (glucuronid) tang Ién dén ty 1é 2,5 (v6i do thanh
thai creatinin < 30 ml/phdt/1,73m?).

Suy gan

Tren co's¢ cac nghién ctiu dugc dong hoc da dugc thuc hién cho
dén nay & nhing bénh nhan bj suy gan (nhém A, B theo phan loai
Child Pugh), khong thé xéc dinh duoc bét ky sy khéc biet nao so
v6i ngudi tinh nguyén khoé manh. Chiic nang gan suy giam cé
lién quan dén su tlep xtc véi M1 trong huyét tuong nhiéu han,
trong khi muc d6 tiép xdc véi thuéc & dang khong déi la tuong
duong nhu ngudi tinh nguyén khoé manh. Van chua c6 du diliéu
Vé viec st dunlg moxifloxacin ¢ nhiing bénh nhan suy giam chic
nang gan trén [am sang.

15. Quy cach dong goi: Hop 1 vix 5 vién.

1hG Diéu kién bao quan, han dung, tiéu chuan chat lugng clia
thuéc:

Bdo quan: Bdo quan nai kho mét, & nhiét do dudi 30°C.
Han dung: 36 théng ké tu ngay san xuat
Tiéu chuan chat lugng: Nha san xuat.

17.Tén, dia chi c s& san xuat thuéc:

LABORATORIOS CINFA, S.A.

Dia chi: Ctra. Olaz-Chipi, 10. Poligono Industrial Areta, 31620
Huarte (Navarra), Tay Ban Nha

Vai tro: San xudt, kiem soat 16 va xuat xudng 16

LABORATORIOS CINFA, S.A.

Dia chi: Travesia de Roncesvalles, 1,31699 Olloki (Navarra), Tay Ban
Nha

Vai tro: Dong goi so cap va thi cap.

Qcinfa

Rx Thudc nay chi diing theo don thudc

Hudng dan st dung thubc
XFLOX® 400 MG

- Doc kj hudng dan st dung trudc khi dung. Néu can thém thong tin, xin héi y kién bdc s hodc dugc si.
- Thong bdo cho bdc si nhiing tdc dung khéng mong mudn gdp phdi khi st dung thuéc.

- Déxatdm tay tréem.

1.Tén thuéc: XFLOX 400 MG

2.Thanh phén céng thitc thuéc:

M&i vién nén bao phim cha:

Hoat chdt: Moxifloxacin (dudi dang moxifloxacin hydrocloride)
400 mg

Td dugc: microcrystalline cellulose, croscarmellose sodium,
povidone, maize starch, colloidal anhydrous silica, magnesium
stearate, hydrogenated castor oil, opadry Y-1-7000 white, red
iron oxide (E-172).

3. Dang bao ché: vién nén bao phim

M& t&: Vién nén bao phim mau héng, hinh thuén, khéng c6 rénh,
khéc chir MXF.

4. Chi dinh:

Thudc dugc chi dinh trong diéu tri bénh nhiém khudn do nhiing
dong vi khudn nhay cdm gay ra trong cac trudng hop duoc liét
ké dudi dai/‘

- Nhiém khudn dudng ho hap

- Viém phdi mac phai trong céng dong (véi muc do ti nhe
dén trung binh) do Streptococcus pneumoniae, Haemophl/us
influenzae, Mycoplasma pneumoniae, Chiamydia pneumoniae
hodc Moraxella catarrhalis gy ra.

Viém da va t6 chic dusi da khong bién ching do
Staphylococcus aureus hodc Streptococcus pyogenes gay ra.

- Nhiém khuan da va t6 chic dudi da c6 bién chiing (bao gom ca
nhiém trung ban chan do bénh di thao dudng)

Nhiém tring 6 bung c6 bién chiing bao gom céc trudng hop
nhiém trung do nhieu loai vi khuan gay ranhu dp xe.

Diéu trj cdc bénh viém ving chau muc do nhe dén trung binh
(chang han nhiém khuan co quan sinh duc trén & nit, bao gom
viém voi triing va viém ndi mac td cung) ma khong 6 ap xe
voi triing hodc hé chéu. Khong khuyen cao strdung don triliéu
thudc dé diéu trj bénh Iy viém viing chau ma nén phoi hop véi
mot khang]smh diét khuan thich hap khac (nhu cephalosporin)
do tinh K éng moxifloxacin cta Neisseria gonorrhoeae ngay
cang téng trirkhi c6 thé loai trur Neisseria gonorrhoeae khang
moxifloxacin. )

Dot cap clia viém phé quan man do vi khudn Streptococcus
pneumoniae, ~ Haemophilus  influenzae, ~ Haemophilus
parainfluenzae, Kiebsiella pneumoniae, Staphylococcus aureus
hodc Moraxella catarrhalis gay ra.

Do khang sinh fluoroguinolon, trong dé c6 moxifloxacin lién
quan dén phan ling ¢0 hai nghiém trong (xem muc Canh béo
va than trong) va dot nhiém khuan cap cla viém phe quan
manh tinh & mot s& bénh nhan ¢4 thé tu khai, chi nén st dung
moxifloxacin cho nhiing bénh nhan khéng c Iua chon diéu
tri khdc thay thé,

Viém xoang c&p do vi khudn Streptococcus pneumoniae,
Haemophilus influenzae hodc Moraxella catarrhalis gay ra.
Do khang sinh ﬂuoroqulnolon trong d6 c6 moxifloxacin lién
quan dén phan {ng ¢ hai nghiém trong (xem muc Canh béo
va than trong) va viém xoang cap tinh do vi khuan & mot s6
bénh nhéan co thé tu khai, chi nén st dung moxifloxacin cho
nhimg bénh nhan khong €0 Iua chon diéu tr khac thay thé.
Nén xem xét can than cac chi dan chinh thic vé st dung thich
hop cac khang sinh.

5. Cach dung, liéu dung:

Liéu lugng:

Liéu khuyen ¢do 1a400 mg (vién nén hogc dung dich tiém truyen)
Imot lan méi ngay cho cac chi dinh néu'trén va khong duing qua
iéu

Thoi gian diéu tri

Nén xac dinh thoi gian diéutri tuy theo mic do nang clachidinh
hay dép tng lam sang. C6 thé st dung theo khuyén cdo chung
dudi day:

- Viém ph0| mac phéi trong cong dong: 10 ngay.

- Nhiém tring da va t6 chuic dudi da khong c6 bién chiing: 7

- N%uem tring da va t6 chitc dudi da c6 bién ching tong thoi
gian diéu tri nGi tlep (truyén tinh mach trudc sau d6 chuyén
sang dung derng uong) 7-21 ngay

- Nhiém triing 6 bung ¢0 bién chting tng thai gian diéu tri n6i
iép (truyén tinh mach trudc sau do chuyén sang ding dudng
uong) 5-14 nga)/

- Nhiem triing h6 chau muc d6 nhe dén viia: 14 ngay

- Dot cap clia viem phe quan man tinh: 5 ngay

- Viém xoang cip: 7 ngay

Thudc da dugc nghién ctiu trong nhiing thi nghiém lam sang

kéo dai dén 21 ngay diéu tri (trong diéu tri nhiém trung da va to

chuic dudi da c6 bién chung)

Cach dung:
Nuot nguyén ca vién thudc véi mot lugng nudc vira da co thé
uéng thuoc trong hay ngoai bia an.

Ngum gia
6ng can phai chinh liéu & ngudi gia.

Tréem va thanh thiéu nién

Hiéu qué va an toan clia thudc & tré em va thanh thiéu nién chua
dugc xéc dinh (xem thém phan Chong chidinh)

Cdc ching toc khdc nhau: khong can chinh liéu trong cac nhom
dén toc.

Suy gan: Khong can phai chinh liéu & bénh nhan suy chiic nang
gan (xem thém phan Canh bdo va thn trong khi st dung cho bénh
nhdn xo gan)

Suy than: Khong ¢ can phai chinh liéu & bénh nhan su?/ than & bat
miic d6 nao (ké ca khi d6 thanh thai creatinin < 30 mi/phut/1, 73m
va trén bénh nhén pha| loc méu kéo dai nhu chay thédn nhan tao
hoac bénh nhan ngoai trii thim phan phtic mac lién tuc).

6. Chéng chi dinh:

- Qua man véi moxifloxacin, céc quinolon khac hodc bat ci
thanh phan nao clia thudc.

- Phu nir c6 thai va cho con bu.

- Bénh nhén dusi 18 tudi.

- Bénh nhan c6 tién st bénh hodc réi loan vé day chéng lién
quan dén diéu tri bang qumolon

Trén céc nghién clu tién 1am sang va trén nguoi, déu quan

sét thdy nhiing thay d6i trong dién tam @6 sau khi st dung
moxifloxacin, dudi dang kéo dai khoang QT. Vi nhimg ly do lién
quan dén sy an toan khi dung thudc, chong chi dinh moxifloxacin
cho nhiing d6i tuong bénh nhan sau:
- QT kéo dai bam sinh hodc dugc ghi nhan.
- gm loan dién gidi, dac biét I3 tinh trang ha kali mau chua dugc
ieu tr|
- Nhip tim cham trén am sang.
- Suy tim trén 1dm sang c6 giam phan suat téng mau tam that
trai.
- Tién strloan nhip tim hé thong
- Khong duing déng thai moxifloxacin véi céc thudc khac kéo dai
khoang QT.
Do ditliéu lam sang han ché, moxifloxacin ciing chéng chi dinh &
bénh nhan ¢6 chiic nang % n suy giam (Child Pugh C) va tang cac
transaminase > 5 |an gigi han trén muic binh thuong.

7. Canh bao va than trong khi dung thuéc:

Cdc phan ting ¢6 hai nghiém trong ¢d kha nang khong héi phuc
va gdy tan tat, bao gom viém gan, dt gan, bénh Iy than kinh
ngoai bién va cac tac dung bat loi trén than kinh trung uong.

Cackhang sinh nhém fluoroguinolon ¢4 lién quan dén cac phan
(ing ¢6 hai nghiém trong ¢ kha nang gay tan tat va khong hoi
phuc trén cac hé ca quan khdc nhau cta cg thé. Céc phan (ng
nay co thé xuat hién dong thoi trén cuing bénh nhan. Céc phdn
(ing 6 hai thudng dudc ghi nhan g6m viém gan, dut gan, dau
khdp, dau cg, bénh Izthan kinh ngoal vi va cac tdc dung bat loi
trén hé thong than kinh trung uang (do gidc, lo au, tram cam,
mat ngu, dau dau nang va It [an). Cac phan ting nay co thé xéyra
trong vong vai gldden vai tudn sau khi stidung thudc. Bénhnhan
4 bat ky tudi nao hoac khong c6 yeu to nguy co ton tai tir trudc
déu co thé gap nhung phan tng c6 hai trén.

Nguing st dung thudc ngay khi c6 dau hiéu hodc triéu ching
dau tien ctia bat ky phdn ting c6 hai nghiém trong n&o. Thém vao
d6, tranh st dung cac khang sinh nhém fluoroquinolon cho cdc
bénh nhén da tling gdp cac phan Ung nghiém trong lién quan
dén fluoroquinolon.

Kéo dai khoang QTc va cdc tinh trang 1am sang c6 khé néng lién
quan dén kéo dai khoang QTc

Moxifloxacin dugc chi ra rang kéo dai khoang QT trén dién tam
do & mot s6 bénh nhan. Trong phan tich dién tim d6 ghi nhan
duoc trén chuang trinh thir nghiém lam sang, su kéo dai khoang
QT do moxifloxacin vao khoang 6 mili gidy + 26 mili giay, 1,4%
50 VGi ban dau. Vi phu nir c6 khuynh hudng c6 khoang QT ban
déu dai hon so v6i nam gidi, phu nit co thé nhay cam hon véi céc
thudc kéo dai khoang QT. Ngudi cao tudi c6 thé nhay cdm hon
v6i céc anh hudng trén khoéng QT lién quan toi thudc.

Canthan trong khi strdung céc thudc cd thé gidm ndng do kali &
bénh nhan st dung moxifloxacin.

Can than trong khi st dung moxifloxacin & bénh nhan dang tréi
qua tinh trang loan nhip tim (ddc biét & phu nit va ngudi cao
tudi), chang han nhu thiéu méu co tim cap tinh hoac khodng QT
kéo dai béi vi dleu ndy c6 thé dan dén tang nguy ca loan nhip
that (bao gom xodn dinh) va nguing tim. Nguy ca kéo dai khoang
QT tang Ién cling véi viéc tang ndng do thudc. Do d6, khong nén
dung qud liéu khuyén cdo.

Néu dau hiéu ctia loan nhip tim xdy ratrong qué trinh diéu trivéi
moxifloxacin, nén ngimg diéu tri va theo doi dién tam do.

Qud man/phan (ing di Uing

Da c6 ghi nhan ve qud man va phan (ng di tng khi dung
ﬂuoroqumolon bao gom c& moxifloxacin ngay tUf lan déu tién.
Cdc phan (ng phan vé c6 thé tién trién thanh séc de doa tinh
mang1 ngay ca sau khi dung thudc lan dau. Trong trudng hop c6
bieu hién phén tng qua man nghiém trong trén lam sang, phai
ngung st dung thudc va tién hanh cac bién phap diéu tri thich
hop (nhu diéu tri s6c).

Réi loan chic nang gan néng o
Da 6 ghi nhan vé cac truong hgp viém gan bung phat dan dén
suy gan khi dung moxifloxacin.
Can trao d6i véi bac sy trugc khi ti€p tuc diéu tri khi théy déu
hiéu va triéu chiing cda viém gan phat trién nhu suy nhuoc di
keém véi vang da, nudc tidu sm mau, c dau hiéu chay mau hodc
benh ndo gan.

Nén kiém fra chiic nang gan khi thdy céc ddu hiéu bat thuong.

Phan (ing ¢4 hai trén da nghiém trong

Cdc phan Uing ¢6 hai nghiém trong trén da (SCAR) bao g6m hoai
t& biéu bi nhiém doc (TEN: con dudc goi la hoi chiing Lyell),
hoi chiing Stevens Johnson (SJS) va hoi chiing ngoai ban mun
mU toan thén cap tinh (AGEP) va phan (ing do thudc kém theo
tang bach cu i toan va cdc triéu ching toan than (DRESS) (<)
thé de doa tinh mang hodc géy tr vong, da dugc bao cdo véi
moxifloxacin. Khi dugc ké don, benh nhén nén dugc thong béo
vé céc dau hiéu va triéu ching clia phan ting da nghlem trong
va duoc theo déi chét ché. Néu cac déu hiéu va triéu ching goi y
nhun? phén ting nayxuat hién, nén ngting str dung moxifloxacin
ngay lap tuic va nén xem xét mot phuang phap dieu tri thay thé,
NEu bénh nhén d phét trién mat phan ung nghiém trong nhu
SJS, TEN, AGEP hodc DRESS khi st dung moxifloxacin, thi viéc
didu tri bang moxifloxacin khong duoc bat dau lai @ benh nhéan
nay bét cd l0c nao.

Bénh nhan 6 nguy cd co gidt

Cac quinolon co thé gay ra co giat. Cén than trong khi st dung
thudc & bénh nhan r6i loan than kinh trung uong hodc cé cac
yéu to nguy ca 6 thé dan dén co giat. Tron%trucng hop xdy ra
€0 giat, can nging thudc va dung cac bién phap can thiép thich
hop.

Cac phan ing ¢6 hai clia thudc nghiém trong kéo dai va cd kha
nang khong thé phuc hoi

Rat hiém trudng hop cdc phan (ng co hai cla thu6c ‘nghiém
trong kéo dai (keo dai nhiéu thang 0ac nhiéu ndm), va c6 kha
nang khéng thé phuc héi anh hudng dén cac hé ca quan trong
cd thé (co xuong, than kinh, tam than va glac quan) da dugc bao
cao ¢ nhitng bénh nhan dung quinolon va fluoroguinolon batké
tudi va cac yéu t6 rdi ro ton fai tir trudc. Khong co phuang phap
diéu tri dugc ly nao dugc xéc dinh la phuong phap diéu tri hiéu
qua cac triéu chiin ﬁ clia cac phan ting c6 hai kéo dai hoc géy tan
tat lién quan dén uoroquinolon. Moxifloxacin nén duorc nging
ngay Iap tdc khi cé dau hiéu hodc triéu chiing dau tién clia bat ky
phan ing cé hai nghiém trong nao va bénh nhan nén lién hé véi
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bac 57 dé dugc tu van, xem xét cac triéu chiing mot cach thich hop
va tranh tiép xdc them lam ndng thém céc phan ting c6 hai.

Bénh than kinh ngoai bién
a ghi nhan cac truong hop bénh da day than kinh cdm gidc hodc
van dong dan dén dj cdm, gidm cam gidc, loan cam, hogc suy nhugc
& nhiing bénh nhan dung quinolon. Bénh nhan dang diéu trj voi
momﬂoxacm nén thong bdo cho bac si trudc khi tiép tuc diéu tri
néu cac triéu chting clia bénh than kinh nhu dau, rét, ngtia ran, té
hodc mét moi tién trién.

Phén ting tam than
Cacphan tng tam than ¢ thé xéy ra ngay ca sau khi dung quinolon

lan déu tién, bao gom ca moxifloxacin. Trong mot s6 hiem nhiing
truong hop, tram cam hoac loan than kinh da dan dén nhiing suy
nghi tu tdf va hanh vity gay thuong tich chang han nhu ¢6 géng tu
td. Trong trudng hgp bénh nhan phét trién nhung triéu ching nay,
nén ngung duing momﬂoxacm va thuc hién cac bien phap canthiép
thich hgp. Can than trong néu st dung moxmoxacln & bénh nhan
tam than hogc @ bénh nhan cé tién st mac bénh tam than.

Tiéu chay lién quan dén khéng sinh bao gém viém dai trang
Tiéu chdy lién quan dén khang sinh (AAD) va viém dai trang lién
quan dén khang sinh (AAC), bao gom viém dai trang gid mac va tiéu
chdy lién quan dén Clostridium difficile, d& dugc bao cdo lién quan
dén viéc su dung cac khang sinh phé 1ong. nhu moxifloxacin va c6
thé c6 céc muic d6 tu tiéu chay nhe dén viém dai trang cd thé dan
dén tirvong. Do d6 diéu quan trong |a phéi xem xét chan doan nay
& nhiing benh nhan b tiéu chéy nang trong hodc sau khi st dung
moxifloxacin. Néu nghi ngd hoac khang dinh AAD hogc AAC thi nén
ngung st dung cac thuéc khang khuan, bao gom ca moxifloxacin,
va phai bat dau cac bién phap can thiép kip thai. Ngoai ra, can pha|
thuc hién céc bién phap kiém soat nhiem khuan thich hop dé giam
Euy co lay truyén. Chong chi dinh cac thuéc gidm nhu dong rudt &
nhiing bénh nhan bj tiéu chdy nang.

Bénh nhén bi nhugc co.
Than trong khi st dung moxifloxacin & nhiing bénh nhan nhugc co
vi cac triéu chiing ¢4 thé tram trong han.

Viém gan, ddt gén

Viém L];an va dut gan (ddc biétla gan Achilles), co thé xay ra khidung
quinolon, bao gom moxifloxacin, ngay ca trong vong 48 gid sau khi
bit dau diéu tri va da duoc béo cgo vai thang sau khi nging diéu
tri. Nguy co viém géan va dit gan sé ting & bénh nhan cao tudi va &
nhung bénh nhan dugc diéu trj dong thai véi corticosteroid. Ngay
khi c6 dau hiéu dau tién clia dau hoac viém, bénh nhan nén nguing
diéu tri véi moxifloxacin, nghi ngoi voi chan bi tén thuong va tham
khao y kién bac s ngay 1ap tuic dé c6 cac bién phap diéu trj thich
hgp (vi dy nhu ¢6 dinh) cho gan bi anh huong

Phinh va béc téch dong mach chd, hé van/suy van tim
Cac nghién ctu dich té hoc bao cdo su gia tang nguy ca phinh va
béc tach dong mach chi, déc biét & nhiing bénh nhan cao tui va
hd van dong mach chti va van hai I sau khi uong fluoroquinolon.
Céctrudng hop phlnh va bdc tach dong mach chu, doi khi phic tap
do v§ (bao gom ca nhiing truong hop tu vong) va ha van/suy van
tim clia bt ky van tim nao da dugc bao cdo ¢ nhiing bénh nhéan
dung fluoroquinolon.
Do d6, fluoroguinolon chi nén dugc st dung sau khi dénh gié loi
ich-nguy o can than va sau khi can nhac cdclva chon diéu tri khac
& nhiing bénh nhan c¢ tién st gia dinh méc bénh phinh dong mach
hoéc bénh van tim bam sinh hodc trén nhiing bénh nhan da tin
dugc chan doan mac bénh phmh va/hodc boc tach dong mach chi
hoac bénh van tim, hodc hién cé cac yéu t6 nguy ca hay tinh trang
khc c thé dan dén phinh va/hoic béc tach dong mach chi va/
hodc bénh van tim.
- d6ivéica chiing phinh dong mach chu va béc tach va hé van/suy
van tim (vi du: r6i loan m lién két nhu hoi chiing Marfan hoac hoi
ching Ehlers-Danlos, hoi ching Turner, bénh Behcet's, ting huyét
ap, viem khép dang thap) hoac
- doi véi chiing phinh dong mach va béc tach dong mach chi i
dy r6i loan mach mau nhu viem dong mach Takayasu hodc viem
déng mach té bao khéng 16, hodc chiing xo vita dong mach da
biét, hoac hoi chiing Sjogren) hodc
- d6ivéi hcvan/suyvan tim (vi dy: viém ndi tam mac nhiém trung).
Nguy cd phinh va boc tach dong mach cha, vé dong mach chu
cling ¢4 thé ting Ién & nhiing bénh nhan du0c diéu tri dong thoi
V6i corticosteroid toan than.
Trong trutng hgp dau bung, nguc hodc lung dt ngdt, ngudi bénh
nén dén ngay bac si dé cap cuu.
Bénh nhan nén dén co say té ngay lap tdc trong trudng hop khd
thd c4p tinh, tim dap nhanh méi khai phat hoac phat trién pht né
viing bung hodc chi dudi.

Bénh nhan t6n thuong chiic nang than

Can than trong khi s dung moxifloxacin & bénh nhan cao tudi bi
suy giam chic nang than néu khéng thé duy tri lugng chat long
thich hap vi mét nudc cd thé lam tang nguy ca suy than.

Roi loan thi gidc
Néu thi lurc tré nén suy yeu hodc c6 bét ky anh hudng nao trén mat,
can tham khao y kién clia chuyén gia mét.

Ha dugng huyét
Nhu véi tat ca cac fluoroquinolon, r6i loan duding huyét, bao gom

c& ha dudng huyét va tang dudng huyét da dudc bao cdo véi
mo><|ﬂoxacm 0 nhing bénh nhan dugc diéu tri béng moxifloxacin,
16i loan duong huyét xay ra chd yéu & bénh nhan tiéu dudng
nang dugc diéu tri dong thoi véi thuoc ha dudng huyet (vi du
squonyIurea) hoac véi insulin. & bénh nhan tiéu dudng, nén theo
di cén than luong dudng trong méu.

Phong ngtia phan ting nhay cam vdi anh séng

Cac quinolon da duoc chi ra la gdy ra phan ting nhay cam ¢ bénh
nhan. Tuy nhién, cac nghlen cltu da chira rang moxifloxacin c6 nguy
co thap gayra nhay cam vdi dnh séng. Tuy nhién, bénh nhén nén
dugc khuyeén cdo de trénh tiép xc vi tia cyc tim hoéc anh sang mt
trofi rong va / hodic manh trong qua trinh diéu trj véi moxifloxacin.

Bénh nhan thié i€u glucose-6-phosphat dehydrogenase

Bénh nhan ¢ tién st gia dinh hodc su thiéu hut dehydrogenase
qucose -6-phosphate thuc su dé bi phan (ing tan mau'khi diéu tri
bang céc quinolon. Do @6, can than trong khi st dung moxifloxacin
& nhitng bénh nhén nay.

Bénh nhan bi bénh viém ving chéu

DGi v6i bénh nhan bi bénh viém vung chau phuc tap (chang han
nhu két hdp véi &p xe budng tring-6ng dan tring hoac & ap xe vung
chau), can thiét diéu tri béng duong tiém tinh mach, diéu tri véi
dang vién nén bao phim khong dugc khuyén dung.

Bénh viém viing chau c6 thé do Neisseria gonorrhoeae khang
ﬂuoroqumolon Trong nhiing trudng hdp nhu vdy mosxifloxacin
nén dugc dung chung v6i mot khang sinh thich hop khac (vi du
nhu cephalosporin) trif khi c6 thé loai trir khong phai do Neisseria
gonorrhoege khang moxifloxacin. Néu khong nhan thay sy cai thién
trén 1am sang khong dat dugc sau 3 ngay diéu tri, nén can nhac lai
liéu phap diéu tri.

Bénh nhan c6 ¢SS5 déc biét

Hiéu qua 1am sang cta moxifloxacin trong diéu tri céc truong hop b
bdng nang, viém phé quan va bénh viém tinh mach ban chan van
chua dugc xac dinh.

Anh huding dén céc xét nghiém sinh hoc

SU dung moxifloxacin c6 thé anh hudng dén viec kiém tra
Mycobacterium spp. do tc ché sy tang trudng mycobacterial gay ra
két qua am tinh gia.

Bénh nhan nhiém MRSA

Khong khuyén cao st dung moxifloxacin dé diéu tri nhiém khuan
MRSA. Trong trudn hdp nhiém khuén nghi ngd hoac khang dinh
do MRSA, nén bit dau diéu tri véi mot khéng sinh thich hgp.

Tréem

Do tdc dung phu trén sun & tré vi thanh nién, viéc sit dung
moxifloxacin & tré em va thanh thiéu nién dui 18 tudi Ia chong chi
dinh.

Ta duoc

Thudc c6 chia hydrogenated castor oil, ¢ thé gay r6i loan tiéu hoa
nhe va tiéu chdy.

M@i vién nén co chia it hon Tmmol (23 mg) natri vé co ban 1a
“khéng c6 natri".

8. St dung thuéc cho phu nif ¢6 thai va cho con bi:

Sirdung thuéc cho phu nit ¢6 thai:

Tinh an toan clia moxifloxacin khi st dung cho phu nt c6 thai chua
dugc nghién ctu. Nghién cdu trén dong vat cho thaythuoc gay doc
cho hé sinh s&n. Nguy cd tiém &n d6i vdi con ngudi chua duoc biét
16. Do fluoroquinolon c6 nguy co gay t6n hai sun & céc khdp ganh
chiu lyc & ddng vat chua trudng thanh va cic ton thuang khop co
hoi phuc dugc mo ta 6 tré em diing fluoroquinolon. Do vay, chéng
chi dinh st dung moxifloxacin cho phu ni cé thai.

St dung thuéc cho phu ni cho con bu:

Chua c6 dit liéu vé str dung thudc & phu ni cho con bu. Dt iéu tién
lam sang cho thay mét lugng nho moxifloxacin dugc bai tiét vao
sia. Tuy chua c6 ditliéu trén ngudi nhung vin uy cdﬂuoroqulnolon
gay tén hai sun & cac khép ganh chiu luc & 6ng vat chua trudng
thanh, vi vay khong duing moxifloxacin & phu nit cho con bu.

Kha ndng sinh sdn
NgLnen clu trén dong vat khong cho thay su suy giam kha néng
sinh san.

9, Anh hudng ctia thudc 1én kh nang lai xe, van hanh may méc:

Chua c6 nghién ctu nao vé anh huéng cda moxifloxacin dén kha
nang di xe va van hanh mdy méc. Tuy nhién cac fluoroguinolon
gom ca moxifloxacin c6 thé [am giam kha nang l4i xe va van hanh
mdy méc do cdc phdn Ung trén hé than kinh trung uong (chéng
mat; mat thi luc cap, thoang qua), mat y thic tam thoi hodc lau dai
(ngat) Bénh nhan can phai dugc tu van vé anh huéng cua thudc
trudc khi léi xe va van hanh méy méc.

10. Tuong tac, tuong ky cda thuéc:

Tuong tdc vdi cdc thudc khdc
Mot tac dung hiep dong vao viéc kéo dai thdi gian QT clia
moxifloxacin va cac thudc khéc c6 thé kéo dai khodng QT khdng thé
bi loai trir. Diéu nay cd thé dan dén tang nguy co'1r6i loan nhip that.
Do d6, phéi hop moxifloxacin véi bt ky san pham thudc sau day
la chong chidinh:
- Chdng loan nhip tim loai IA (vi du quinidin, hydroquinidin,
dlsopyramld)
- Cbhor;n_:(]j loan nhip tim loai Ill (vi du amiodaron, sotalol, dofetilid,
ibutilid)
- Thudc chéng loan than (vi du cac phenothiazin, pimozid,
sertindol, haloperldol sultoprid)
- Thuéc chong tram cam ba vong
- Mot s6 thuéc chong vi trung (saquinavir, sparfloxacin,
erythromycm IV, pentamidin, thudc sot rét dac biét la halofantrin)
- M6t s6 thudc chong tram cam (terfenadm astemizol, mizolastin)
- Céc thudc khac (cisaprid, vincamin IV, bepridil, dlphemanll)
Nén than trong khi st dung momﬂoxacm & nhitng bénh nhén dang
dung thudc ¢é thé lam giam nong 6 kali hodc thudc c6 lién quan
dén nhip tim chdm trén lam sang.
Nén duing cach khodng 6 gid khi diing moxifloxacin véi cac thuéc
¢6 chuta cation hda tri ITva lll (chang han, cac antacid chiia magnesi
hodc aluminium, vién nén didanosin, sucralfat va céc thudc chifa
sét hodc kém).
Dung dong thai than hoat véi 400 mg moxifloxacin dudng uong
dan dén giam ro rét khé nang hap thu clia thudc va gidm sinh kha
dung hé thdng cta thudc han 80%. Do do, khéng khuyén cai dung
dong thoi hai thudc trén (trir trudng hop qua liéu).
Sau khi dung liéu [3p lai & nhiing nguoi tinh nguyén khoe manh,
moxifloxacin tang Cmax clia digoxin [én khodng 30% nhung khong
gnh hutng dén AUC. Khong can than trong khi st dung thudc vi
igoxin.
Trong cdc nghién clu dugc tién hanh & nhiing nguoi tinh
nguyén tiéu duong, dung phéi hop moxifloxacin dudng uéng
v0| glibenclamid lam giam khodng 21% non[q do dinh trong
get tuang cla glibenclamid. Vé matg/ thuyét, sy két hop cta
glibenclamid va moxifloxacin co thé dan dén ting duong huyét nhe
va thoang qua. Tuy nhién, nhiing thay déi dugc dong hoc da thay
§ glibenclamid khéng lam thay ddi cac thong s6 dugc dong hoc
(glucose mau, insulin). Do d6 khong c6 su tuong téc vé 1am sang o
rang gilta moxifloxacin va glibenclamid.

Thay déi trong INR
Phan I6n trudng hop cho thay téc dung ting Ién cla cac thudc

chéng dong mau dudng udng da dugc béo cdo & nhing bénh
nhan duing cac thudc khéng khuan, dic biét la cac fluoroquinolon,
macrolid, tetracyclin, cotrimoxazol va mot s6 cephalosporin. Cac
diéu klen gay viem, tudi téc va tinh trang chung cta bénh nhan
la nhUng yéu t6 nguy co. Trong nhiing trudng hop nay, rét kho dé
danh gia xem liéu nhiém khuan hodc viéc diéu tri gay ra INR. Néu
can, nén diéu chinh liéu thuéc chéng déng duong uong.

Cac nghién cdu lam sang cho thdy khong ¢4 sy tuong tac nao sau
khi duing phéi hgp véimoxifloxacin vai: ranitidin, probenecid, thuéc
tranh thai dusng udng, thudc bé sung canxi, morphin diing ngoai
da, theophyllin, cyclosporin hodc itraconazol.

Tuong tdc véi thic dn
Moxé oxacin khong ¢d tuong tac lam sang vdi thic an bao gbm ca
c4c s3n pham tir stia.

11.Tac dung khéng mong muén ctia thuéc:

Cac téc dung khong mong mudn dugc ghi nhan theo tan suat trén
am sang va hau méi véi moxifloxacin 400 mg/ngay (dudng udng v
diéu tri ndi tlep sau) duoc liét ké sau day:

Ngoai budn non va tiéu chay/ cdc tac dung khong mong mudn khéc
<] tan 56 dudi 3%. Trong moi nhom tan s6, tdc dung khong mong
mudn thé hién theo muic dd nghiém trong gidm dan.
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* Rt hiém trudng hdp phdn (ng thudc - nghiém trong kéo dai (Ién
dén vai thang hodc vai nam), gy tan phé va c6 kha nang khéng thé
phuc héi anh huong dén mot s6, doi khi nhiéu hé co / quan va cac
giacquan (bao gém cac phan ting nhu viém gan, dit gan, dau khp,
dau tu chi, réi loan dang di, bénh than kinh lién quan dén chiing
loan cdm, mét méi, céc triéu chiing tim than, suy giam tri nhd, suy
giam thinh gidc, th| luc, vi gidc va khdu gidc) da dugc bao cdo lién
quan dén viec st dung qumolon va ﬂuoroqumolon trong mot s6
trudng hop bit ké cac - yéu t6 nguy co da c6 tur trudc. Mot loat triéu
chung tam than c6 thé xdy ra nhumot phan cliacéc phan (ing c hai
, €0 thé bao gom, nhung khong gi6i han bdi: réi loan giac ngu,
ang, hoang loan, It Ian hoéc trdm cam. Khong c6 phUdng phap
dleu tri dugc [y ndo dugc xéc dinh Ia phuong phap diéu tri hiéu qua
cac triéu chiing clia cic tic dung phu kéo dai hodc gay tan tat lién
quan dén fluoroguinolon. Tan suat cta cac phan ung thu6c nghlem
trong kéo dai, gdy tan tat va ¢ kha nang khong thé phuc hoi nay
khong thé duoc danh gia chinh xdc bang du liéu c6 san, nhung ty
& bdo cao tlf céc béo cdo phan ting c6 hai clia thudc cho thdy tan
suat & miic t6i thigu tir 1/1.000 dén 1/10.000 (tuong ting vdi loai tén
suat hiém gdp).
** Cc trudng hgp phinh va béc tach dong mach cha, d6i khi phic
tap do v& (bao gom ca nhiing trutng hop t vong) va tinh trang hé
/suy van tim clia bét ky van tim nao da dugc bao cao & nhiing bénh
nhan dung fluoroquinolon.
Rét hiém trudng hop gdp phai cdc téc dung phu sau dugc bdo cdo
sau khi diéu tri ban%I cac fluoroquinolon khac, ciing c6 thé xay ra
khi diéu tri véi moxifloxacin: ting ap Ivc ndi s (bao gbm ca u ndo
gid), ting natr| huyet tang calci huyét, thi€u mau tan méu, phan
Uing nhay cam vdi anh sang.

Théng bdo cho bdc sinhiing tdc dung khéng mong muén gap phai
khi su dung.

12. Qua liéu va cach xu tri:

Khong cé thudc diéu tri dac hiéu khi dung thudc qua liéu. Trong
truong hop qua liéu, can diéu tri triéu ching. Nén theo doi ECG vi
€6 kha néng kéo dai khoang QT. Viéc st dung déng thai than hoat
vei liéu 400 m%momﬂoxacm ducng uong hodc dudng tiém sé lam
gidm gidm sinh kha dung hé théng clia thudc hon 80%. Viéc st
dung than hoat sém trong qué trinh hap thu c6 thé s& hiu ich trong
viéc tranh tang qua mdc nong do moxifloxacin trong trudng hop
uéng qua liéu,

13. Déc tinh dugc luc hoc:

Nhém duoc ly: Khdng sinh nhém quinoion

MaATC:JOIMA14

Co ché ticdung ) )

Moxifloxacin co téc dung in vitro d6i véi ca vi khuan Gram am va
Gram duong.

Tac dung diét khudn ctia moxifloxain 1a do ic ché ca topoisomerase
II (DNA gyrase va topoisomerase IV) can thiét cho viéc tai tao, sao
chép, stfa chita va téi két hop DNA vi khuan. Nhg phan'tir c6 nita C8-
methoxy gop phan gia tang téc dung diét khudn va gidm kha nang




