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4.1.

ZYVOX®
Rx
CANH BAO DAC BIET:
Chi sr dung thudc nay theo don.
DPoc ky hwdng dan st dung trrdc khi dung.
Khéng dung qua liéu chi dinh.

Hay thong bao cho bac sT biét néu xay ra bat ky tac dung ngoai y nao.

Hay tham khao y kién bac sT dé co thém thong tin.
Khéng str dung thuéc da qua han dung.

Pe thudc ngoai tam véi cla tré em.

TENSANPHAM
ZYVOX®

THANH PHAN DINH LUONG VA BINH TINH

M&i mL chtta 2 mg linezolid.

DANG BAO CHE
Dung dich truyén

DAC TINH LAM SANG

Chi dinh diéu tri

Linezolid dugc chi dinh diéu tri cac nhiém khuén sau day bao gbm ca céac trwdng hop co
nghi ngo hodc da xac dinh c6 nhiém khuén huyét dong thoi, do cac ching vi khudn hiéu
khi hoac ky khi Gram (+) nhay cdm gay ra. Diéu tri phdi hop c6 thé dugc chi dinh trén
Iam sang trong truong hop vi khuan gay bénh bao gom ca cac chung vi khuan Gram (-).

Linezolid chi cé tac dung trén cac vi khuan Gram (+). Linezolid khong cé hoat tinh trén
céc chung vi khuan gay bénh Gram (-). can st dung liéu phap c6 tac dung dac hiéu trén
cac vi khudn Gram (-) trong truong hop da xac dinh hodc nghi ngd nhiém dong thoi vi

khuan Gram (-) (xem muc 4.4 va 5.1).
- Viém phoi bénh vién
- Viém ph8i mac phai tai cong dong

- Nhiém khun da va mé mém nidng c6 bién chitng
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- Nhiém khuan gay boi Enterococcus faecium da khang vancomycin , bao gom ca nhitn
trvong hop c6 nhiem khuan huyét dong thoi.
4.2.  Liéu dung va phuvong phép st dung
Bang 1. Liéu khuyén cao cho nguoi I6n va thiéu nién (tir 12 tudi trd lén)
Liéu dung va Thoi gian diéu tri
Chi dinh dudng dung khuyén céo

(s6 ngay dung lién tuc)
Viém phdi bénh vién, bao gdm ca cac

trwdng hop c6 nhiém khuén huyét dong 600 mg truyén
thoi tinh mach cach
Viém ph6i méc phai tir cong dong, bao 12 gio mot lan
goém ca cac tredng hop c6 nhiém khuén 10 dén 14 ngay t

huyét dong thoi

Céac nhiém khuan da va md mém c6 bién
chirng, bao gdm ca céc trudng hop co
nhiém khudn huyét dong thoi

Nhiém khudn Enterococcus faecium 600 mg truyén

khang Vancomycin bao gém cé nhiing tinh mach cach 14 dén 28 ngay
treons hop c6 nhiém khuén huyét dong 12 gio mot lan

thoi

Bang 2. Liéu dung duoc khuyén cao cho tré em
(tr 1Gc mai sinh cho dén 11 tudi)

Liéu va duong Thoi gian diéu tri
Chi dinh dung khuyén céo
(s6 ngay dung lién
tiép)
Viém phdi bénh vién, bao gém ca cac
tredng hop co nhiém khuén huyét dong 10 mg/kg truyén
thoi tinh mach 8 gi¢
Viém phéi méc phai tir cong dong, bao mot lan 10 dén 14 ngay

gdm cé cac truong hop ¢ nhiém khuan

huyét dong thoi

Céac nhiém khuén da va mé mém c6 bién

chirng, bao gdbm ca cac truong hop co

nhiém khuén huyét dong thoi

Nhiém khuén Enterococcusfaecium khang 10 mg/kg truyén

Vancomycin bao gdm cé nhitrng trwdng tinh mach 8 gio 14 dén 28 ngay
hop c6 nhiém khuén huyét dong thoi mot 1an
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Tré dé non

Tré dé non dudi 7 ngay tudi (tudi thai dwdi 34 tuan) c6 do thanh thai toan than cla
linezolid thap hon va gia tri dién tich dwéi dwdng cong AUC 16n hon so v6i nhiéu tré so
sinh d0 thang va tré so sinh 16n hon. O' ngay tudi thi 7, do thanh thai cla linezolid va gia
tri AUC tvong ty nhw voi tré so sinh du thang va tré so sinh Ién hon.

Bé&nh nhan cao tudi

Khéng can hiéu chinh liéu.

Bénh nhéan suv giam chic nang than
Khong can hiéu chinh liéu (xem muc 5.2).

Bénh nhan suy than nang (VD: dé thanh thai creatinin <30 ml/phat): Khéng can hiéu
chinh liéu. Do anh hwdng trén 1am sang khi ti€p xdc voi hai dan chét chuyén hoa chinh
cta linezolid & nbng dd cao (dén 10 Ian) trén bénh nhan suy than ndng van chwa duoc xac
dinh, vi vay nén than trong khi st dung linezohd cho nhitng bénh nhan nay va chi s dung
khi lgi ich mong doi vuot troi hon cac nguy co vé mat ly thuyét.

D6i voi bénh nhan thdm phan mau, nén dung linezohd sau khi thdm phan vi cé khoang
30% lieu linezolid bi thai trir trong vong 3 gio thdm phan. Cac chét chuyén hoda chinh cla
linezolid bi thai trr mot phan trong qua trinh tham phan nhung ndng do cac chat chuyén
héa nay van con twong d6i cao sau qua trinh thdm phan so véi cac bénh nhan co chirc
nang than binh thuong hodc bénh nhan suy than & mic dd nhe dén trung binh.

Do vay, nén than trong khi s dung linezohd cho cac bénh nhan suy than ning dang tham
phan mau va chi st dung khi lgi ich mong doi vwot trdi hon cac nguy co vé mat ly thuyét.

Cho dén nay, chwa c6 kinh nghiém vé viéc st dung linezolid cho cac bénh nhan thdm
phan phdc mac lién tuc (CAPD) hodc cac phwong phap diéu tri thay thé trong trwdng hop
suy than (ngoai thdm phan mau).

Bénh nhan suy gidm chirc nang gan

Khdng can hiéu chinh liéu. Tuy nhién, cac dit liéu Iam sang hién con han ché va linezolid
duoc khuyén céo chi nén st dung cho nhirng bénh nhan nay khi lgi ich mong dogi vuot trdi
hon nguy co vé mat ly thuyét (xem muc 5.2).

Linezolid dwong truyén tinh mach

Linezolid truyén tinh mach trong khodng thoi gian tir 30 dén 120 phat. Khdéng st dung
tdi truyén tinh mach két ndi véi cac tui/chai truyén tinh mach khac. Khéng thém céac
chét khac vao dung dich truyén tinh mach. Néu linezolid truyén tinh mach dwgc dung
dong thoi véi thuée khac, cac thuéc nén duoc dung riéng ré, phu hgp véi lieu duoc
khuyén cao va dwdng dung ctia mdi thudc.

Linezolid truyén tinh mach c6 thé tvong ky vat ly véi cac thudc dwéi day khi dung dong
thoi qua bd truyén chir Y: amphotericin B, chlorpromazin HC1, diazepam, pentamidin
isethionat, natri phenytoin, erythromycin lactobionat va trimethoprim-sulfamethoxazol.

Linezolid truyén tinh mach tvong ky vé mat héa hoc khi két hop vé6i ceftriaxon natri.
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4.3.

4.4,

Céc dich truyén twong hop:

Dich truyén dextrose 5%

Dich truyén natri clorid 0,9%

Dich truyén Ringer Lactat

Chéng chi dinh

Man cdm véi linezolid hodc bat c* thanh phan nao cla ta dwgc dugc liét ké trong muc 6.1.

Khéng s dung linezolid cho cac bénh nhan dang dung cac thu6c (c ché monoamin
oxidase A hoac B (vi du: phenelzin, isocarboxazid, selegiline, moclobemide ) hodc da
dung mot trong cac thudc nay trong vong 2 tuan trwéc khi dung linezolid. /

Trlr khi c6 phurong tién dé theo ddi va giam sat chat ché huyét ap, khong ding linezolid
cho cé&c bénh nhan cé nhirng bénh canh nén hoac dang diéu tri vo6i cac thudc dung dong
thoi sau day:

- Bénh nhan tang huyét ap khong ki€ém soat duoc, cac bénh nhan cé u té bao wa crém, u
ung thu, nhiém doc do tuyén giap, trim cam ludng cuc, bénh tam than phan liét, trang thai
14 1&n cép tinh.

- Bénh nhan dang dung bat c* thuéc nao sau day: cac thudc (rc ché tai hap thu serotonin
(xem muc 4.4), cac thuéc chéng tram cam ba vong, cac thudc khang thu thé serotonin 5-
HTI (céc triptan), cac thudc cudng giao cdm truc ti€p hodc gian tiép (bao gom cac thudc
gidn phé quan tac dong Ién hé giao cdm, pseudoephedrin va phenylpropanolamin), cac
thuéc co mach (vi du: epinephrin, norepinephrin), cac thuéc c6 tac dung tuong tw
dopamin (vi du dopamin, dobutamin), pethidin hodc buspiron.

Cac dir lieu nghién ctu trén déng vat cho thdy linezolid va cac chét chuyén héa cla no co
thé chuyén vao sira me va vi thé nén dirng viéc cho bl sira me trwéc va trong kill dung
thu6c (xem muc 4.6).

Céanh bao va than trong dac biét khi st dung
trc ché thy xwong

Uc ché ty xuong (bao gdm thiéu méu, giam bach cau, giam toan thé huyét cau va giam
tiéu cau) da dwoc ghi nhan trén mot s bénh nhan dung linezolid. Trong nhitng trvong hop
da duoc biét,sau khi linezolid dwgc ngwng st dung, cac chi s6 huyét hoc bi &nh huéng da
duoc tang Ién tré vé cac murc truvdc khi diéu tri. Nguy GO xdy ra nhitng tdc dong nay co
kha nang lién quan dén thoi gian diéu tri. Bénh nhan Ién tudi dwoc diéu tri bang linezolid
c6 thé c6 nguy co bi cac bénh rdi loan tao mau cao hon bénh nhan tré. Giam tiéu cau cé
thé xay ra thwong xuyén hon & bénh nhan suy giam chirc nang than nang, du cé dugc hay
khong dwgc thdm tdch mau. Vi thé, nén gidm sat chat ché cong thi'c méau trén nhitng bénh
nhan: d& san bi thiu mau, giam bach cau hat hodc gidm tiéu cau; dang dung ddng thoi céac
thudc cé thé gay giam hemoglobin, gidm so lvong t€ bao mau hodc giam chic nang hay
sO lwong ti€u cau; bi suy gidm chléc nang than nang; dung linezolid nhiéu hon 10-14
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ngay. Chi nén dung linezolid cho nhitng bénh nhan trén néu cé thé giam sat chat ché nong
dd hemoglobin, s6 lvgng t€ bao mau va tiéu cau.

Néu c6 su (rc ché tly xuong dang ké xay ra khi diéu tri bang linezolid, nén ngwng ding
trlr nhirng tredng hop that su can thiét phai tiép tuc diéu tri, va trong nhitng truvong hop
do, can thuyc hién giam sat chat ché cong thirc mau va c6 chién lwgc quan ly ca bénh hop
ly.

Ngoai ra, xét nghiém cong thirc mau day du (bao gdbm nong do hemoglobin, tiéu cau, so
lvogng bach cau tong va tirng loai bach cau) nén dwgc theo ddi hang tudn & nhitng bénh
nhan dung linezolid bat ké cong thirc mau ban dau la bao nhiéu. A

¢ nhitng nghién ctru si dung thudc nhan dao, ti 18 mic mai cac trudng hop thiéu mau
nghiém trong cao hon & nhirng bénh nhan dung linezolid vwot qua thoi gian khuyén céo
t0i da 28 nsay. Cac bénh nhan nay hau nhw can phai truyén mau. Céc truong hop thiéu
mau can phai truyén mau cling dd dwgc bao cdo sau khi thudc luu hanh, véi phan 16n cac
trvong hop xay ra & bénh nhan st dung linezolid nhiéu hon 28 ngay.

P4 c6 nhitng treong hop thiéu mau hdng cau to dwoc béo cdo sau khi thuéc luu hanh. &
nhiing trwdng hop biét rd thoi diém bat dau co trieu ching, da s6 bénh nhan di ding
linezolid nhiéu hon 28 ngay. Pa s6 bénh nhan hoi phuc hoan toan hodc mdt phan sau khi
ngwng dung linezoid du c6 dwoc diéu tri thiéu mau hay khong.

Chénh jéch Ve ti Ié t&r vong trong mot thir nghiém Iam sang & nhirng bénh nhan nhiém
khuan huyét do vi khudn Gram (+) lién quan dén viéc dat 6ng théng

Ti 1é t¢ vong cao hon d4 dugc thdy trén bénh nhan diéu tri bang linezolid, so voi
vancomycin/dicloxacillin/oxacillin, trong mot nghién ctu nhdn md trén bénh nhan nhiém
khuan nang cé dat 6ng thdng ndi mach [78/363 (21,5%) so v&i 58/363 (16,0%)]. Yéu to
chinh &nh hwdng dén ti 1 tir vong la tinh trang nhiém vi khudn Gram (+) tir ban dau. Ti Ié
tr vong tuong tw nhau & nhirng bénh nhan bi nhiém khuén chi do vi khudn Gram (+) (ti s6
chénh 0,96; khoang tin cay 95%: 0,58-1,59) nhung cao hon dang ké (p= 0,0162) & nhanh
linezolid v&i nhitng bénh nhan c6 hodc khdng nhiém cac vi khuin gay bénh khéc lic ban
dau (ti s6 chénh 2,48; khoang tin cdy 95%: 1,38-4,46). Chénh léch 16n nhét xay ra trong
khi didu tri va sau khi ngung dung thudc 7 ngay. O nhéanh linezolid c6 nhiéu bénh nhan
nhiém vi khuin Gram (-) hon trong khi nghién ctru va cé nhiéu ca t vong do nhiém vi
khudn Gram (-) va nhiém da khudn hon. Vi thé, d6i v&i nhiém khuin da va mé mém bién
chitng, chi nén dung linezolid cho bénh nhan d4 xac dinh dwoc hodc c6 kha nang nhiém
dong thoi vi khuan Gram (-) néu khong cd lya chon diéu tri thay thé nao khac (xem muc
4.1). Trong nhitng truong hop do, can khéi dau diéu tri dong thoi véi thude khéang vi
khuan Gram (-).

Tiéu chdy va viém dai trang Hén quan dén khang sinh

Viém dai trang gid mac da duoc ghi nhan véi hau hét cac loai thuéc khang sinh, bao gom
ca linezolid. Vi thé, can thiét phai xem xét chan doan nay & bénh nhan co tiéu chay sau
khi dung bat ky thuéc khang sinh nao. Trong trudng hop nghi ngd hodc chic chan viém
dai trang lién quan dén thudc khang sinh, can ngung dung linezolid. Can xay dung nhitng
bién phap quan ly phu hop véi ca bénh.
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Tiéu chay lién quan dén thudc khang sinh va viém dai trang lién quan dén thuéc khang
sinh, bao gdm viém dai trang gid mac va tiéu chay lién quan dén Clostiidium difficile
(CDAD), dad dugc ghi nhan khi st dung hau hét cac loai thu6c khang sinh, bao goém ca
linezolid, va c6 thé dao dong tlr tiéu chay nhe dén viém dai trang gay tr vong. Vi thé, can
thiét phai xem xét chan doan nay & bénh nhéan co tiéu chdy nang trong va sau khi dung
linezolid. Trong tredns hop nghi van hodc chic chan tiéu chay lién quan dén thudc khang
sinh hodc viém dai trang lién quan dén thu6c khang sinh, can dirng ngay cac thudc khang
sinh, bao gdm ca linezolid, va bat dau thyc hién ngay nhitng bién phap digu tri pha hop.
Chdng chi dinh cac thudc ¢ ché nhu dong rudt trong trwvdng hop nay.

Nhiém acid lactic

Nhiém acid lactic d& duoc béo céo khi st dung linezolid. Bénh nhan c6 nhitng triéu ching
va ddu hiéu nhiém acid chuyén héa bao gbm budn nén va nén nhiéu lan, dau bung, néng
dd bicarbonat thép, tdng thdng khi trong khi dung linezolid can dugc x ly y t€ ngay lap
tirc. NEu xay ra nhiém acid lactic, can can nhac lgi ich c6 vuot trdi so véi nguy co tiém
tang hay khong trwdc khi quyét dinh tiép tuc st dung linezolid.

Suy chirc nang ty thé

Linezolid (c ché viéc tdng hop cac protein cla ty thé. Cac bién c6 bat lgi, vi du nhw
nhiém acid lactic, thifu méau va bénh than kinh (réi loan than kinh thi giac va than kinh
ngoai bién), c6 thé xay ra do s rc ché nay; nhitng bién cd nay thudng pho bién hon néu
st dung thudc nhiéu hon 28 ngay.

Hdi chang serotonin

Béo cdo tv phat vé hdi chirng serotonin xay ra khi dung dong thoi linezolid véi cac thube
c6 lién quan dén serotonin (serotonergic), bao gom cac thuéc chéng tram cam, vi du nhuw
cac chat tc ché tai hap thu serotonin c6 chon loc (SSRI) dd duoc bao céo. Vi thé chong
chi dinh viéc sir dung dong thoi linezolid va cac thudc serotonergic (xem muc 4.3) triv khi
viéc dung dong thoi linezolid va cac thu6c serotonergic la that can thiét. Trong nhitng
trvong hop do6, bénh nhan can duoc theo doi ki cac dau hiéu va triéu chirng clia hdi chirng
serotonin, vi du nhu r6i loan nhan thic, s6t cao, tdng phan xa hodac méat kha nang phdi
hop. NEu cac dau hiéu hay triéu chirng nay xay ra, bac si can xem xét dirng mot trong hai
hodc ca hai loai thudc; néu ngung dung céac thudc serotonergic, c6 thé xay ra cac triéu
ching do viéc nglrng thudc.

R6i loan than kinh ngoai vi va than kinh thigiac

R6i loan than kinh ngoai vi, cling nhu r6i loan than kinh thi gidc va viém than kinh thi
giac doi khi dan dén suy gidm thi luc, da dwo< ghi nhan trén cac bénh nhan ding Zyvox,
chl yéu thdy trén cac bénh nhan dung thudc dai hon thoi gian khuyén céo toi da 28 ngay.

Tat cad bénh nhan can duoc khuyén phai bao cao céac trieu chirng suy giam thi luc, nhw
thay d6i thi lvc, nhitng thay d6i v& kha ning nhin mau sic, nhin m¢ hodc vung khuyét
trong thi trwdng. Trong nhitng trudng hop dd, can c6é danh gia ngay lap tlrc va néu can
thiét thi chuyén bénh nhan dén bac sT chuyén nhan khoa. Néu bénh nhan da si dung
Zyvox lau hon thoi gian khuyén cao 28 ngay, can giam sat chic nang thi giac cla ho
thwdng xuyén.
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Neu xuét hién cac bénh rdi loan than kinh ngoai bién va than kinh thi giac, can can nhic
loi ich c6 vuot tréi so v6i nguy co tiém tang hay khong truéc khi quyét dinh ti€p tuc st
dung Zyvox.

Nguy co rdi loan than kinh cé thé tang Ién khi linezolid dugc st dung & nhirng bénh nhan
dang dung hodc vira méi st dung thudc khang vi khuan mycobacteria dé diéu tri lao.

Co giat

Céc truong hop co giat da duoc béo céo xay ra trén cac bénh nhan didu tri bang Zyvox.
Hau hét cac truong hop nay déu c6 ghi nhan c6 tién st dong kinh hodc c6 céac yéu td nguy
co gay dong kinh. Bénh nhan can duoc khuyén phai thdng bao cho béac st ctia minh néu ho
c6 tién str dong kinh.

Céc chat &rc ché monoamin oxidase

Linezolid la chat (c ché khéng chon loc monoamin oxidase (MAOI) cé hoi phuc; tuy
nhién, & liéu lvgng s dung dé diéu tri khang sinh, n6 khong gay ra tac dung chong (¢
ché. C6 rat it div liéu tlr cac nghién clru twong tac thudc va vé do an toan cla linezolid khi
st dung @ bénh nhan c6 bénh nén va/ hodc cé dling thudc dong thoi cac thube co thé gay
ra nguy co do viéc (c ché monoamine oxidase (MAO). Vi vay, khdng nén dung linezolid
trong nhitng treong hop nay trir khi c6 thé theo doi va giam sat chat ché nguwoi dung thude
(xem muc 4.3 va 4.5).

St dung v@i thic pham cé nhiéu tyramin

Bénh nhan nén dwoc khuyén cdo khong st dung lvgng I6n thuc phdm cé nhiéu tyramin
(xem muc 4.5).

Boi nhiém

Téc dong cua linezolid 1én cac vi khuan cé loi chra dwgc danh gia trong céc thr nghiém
lam sang.

Viéc sir dung cac thudc khang sinh doi khi gay ra sw phat trién qua mc cta cac loai vi
khuan khdéng nhay cadm véi thudc. Vi du : Khoang 3% bénh nhan s dung céc liéu
linezolid duwoc khuyén cdo cé bi nhiém nadm candida lién quan dén thudc trong cac thlr
nghiém 1am sang. Né&u bi bdi nhiém trong khi diéu tri, can c6 cac bién phap diéu tri phl
hop.

Ca&c nhom quan thé dac biét

Linezolid can dwoc st dung dac biét can trong & nhitng bénh nhan suy than nang va chi
khi lgi ich dv kién la vuot tréi so voi nguy co c6 thé gap (xem muc 4.2 va 5.2).

Chi nén dung linezolid cho bénh nhan suy gan nang khi lgi ich dy kién vuwot troi so voi
nguy co co thé gap (xem muc 4.2 va 5.2).

Suy gidm kha nang thu thai

Linezolid c6 thé lam giam kha nang thu thai va gay ra hinh théi tinh trung bét thuong &
chudt duc truéng thanh & mirc dd phoi nhiém gan bang véi mic dy kién & ngudi va tac
dong nay la cé thé phuc hoi; kha nang anh hudng cua linezolid 1én hé sinh duc nam &
nguoi chwa dwgc biét (xem muc 5.3).
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4.5.

Céac thtr nghiém lam sang

Do an toan va hiéu qud cla linezolid khi st dung trong thoi gian dai hon 28 ngay chua
duoc xac dinh.

Cac thir nghiém lam sang cé doi chitng khong bao gdbm nhirng bénh nhan cé tén thwong
chan do tiéu duong, tén thwong do tw thé ndm hodc do thiéu méau cuc bd, bi bdng ning
hodc hoai tlr nang. Vi thé, kinh nghiém st dung linezolid dé diéu tri nhitng treong hop
nay con han ché.

Ta duwoc

Moi ml dung dich chtta 45,7mg (nghta la 13,7g/300ml) glucose. Diéu nay can duoc luu y
cho bénh nhan tiéu dvong hodc co cac bénh khac lién quan dén khong dung nap duoc
glucose. Mdi ml dung dich c6 chia 0,38mg (114mg/300ml) natri. Lrong natri nay can
dwoc chi y ddi voi bénh nhan dang phai kiém soat lwgng natri trong ché do an.

Tuwolig tac voi cac thudc khac va cac dang twong tac khac n
Chét trc ché monoamin oxidase

Linezolid la chét &c ché khéng chon loc monoamin oxidase (MAOI) c6 hoi phuc. Co rét it
dir lieu tr cac nghién clu twong tac thudc va vé do an toan cla linezolid khi st dung &
bénh nhan cdé ding dong thoi cac thudc cd thé gay ra nguy co tlr viéc (¢ ché monoamin
oxidase (MAO). Vi vay, khéng nén dung linezolid trong nhitng truong hop nay trir khi co
thé theo ddi va giam sat chat ché ngwdi dung thude (xem muc 4.3 va 4.4).

Kh& nang tuwong tac thudc gay tdng huyét ap

O nhitng tinh nguyén vién khog manh c6 huyét ap binh thuong, linezohd thic ddy viéc
tang huyét ap gay ra boi pseudoephedrin hodc phenylpropanolamin hydrochlorid. Khi
linezolid dwgc dung cung véi pseudoephedrin hodc phenylpropanolamin, viéc nay dan
dén muc tang trung binh huyét 4p tam thu theo th( tv Ia 30-40 inrnHg, so v&i mic tang
11-15 mmHg néu chi dung linezolid, 14-18 mmHg v6&i mot trong hai thudc
pseudoephedrin hodc phenylpropanolamin va 8-11 mmHg v&i gid dwgc. Nghién clku
twong tw & doi twong huyét ap cao chua dwgc thwc hién, can cén than lwgng gia liéu lvong
cla cac thube cd tac dong co mach, bao gom cac thuée cd lién quan dén dopamin, dé dat
duoc dap (’ng mong muon khi dung dong thoi véi linezolid.

Kha nang tuwong tac véi serotonin

Kha nadng tuong tac thudc véi dextromethorphan dugc nghién ctu trén tinh nguyén vién
khoé manh. Nhirng d6i twong nay dwgc st dung dextromethorphan (hai lieu 20mg cach
nhau 4 gio) kém theo hodc khéng kém linezolid. Khong c6 triéu chirng nao cla hdi ching
serotonin (10 1an, mé sang, bdn chon, run rdy, ¢ng do, toat md hdi, s6t cao) quan sat dwoc
& nhitng ddi tvong binh thudng dung linezohd va dextromethorphan.

Kinh nghiém sau khi thuéc lvu hanh: c6 mot bdo cdo vé mot bénh nhan cé bi tdc dong
giéng hoi ching serotonin khi dung linezohd va dextromethorphan va da héi phuc sau khi
nguwng s dung cé hai thuéc do.

Khi s dung linezolid trén l1am sang cung véi cac thuéc hén quan dén serotonin, bao goém
cac thuéc chdng tram cadm, vi du nhuw céc chat (c ché tai hdp thu serotonin c6é chon loc
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4.6.

(SSRI), da c6 nhitng ca bi hdi chirng serotonin dwgc bdo cao. Vi vay, tuy viéc dung dong
thoi 1a bi chdng chi dinh (xem muc 4.3), viéc quan ly cac bénh nhan duoc diéu tri véi
linezolid va céc thudc serotonergic la thiét yéu, nhw da mo ta trong muc 4.4.

S dung cung véi cac thwe phdm giau tyramin

Khoéng c6 dap ng lam tang huyét ap dang ké nao quan sat duoc & nhirng doi twong ding
linezolid cung vé&i tyramin du¢i 100 mg. Diéu nay cho thay chi can tranh dung qué nhiéu
thwc pham va do udng c6 ham lwgng tyramin cao (vi du nhw pho mat chin, san pham chiét
Xudt tir ndm men, do udng c6 cobn chua dugc chung cat va cac san pham dau nanh Ién
men, nhw xi dau/ nuéc tuong).

Cac thudc dwoc chuyén ho(i bdi Cytochrom P450

Khoéng phat hién thay Linezolid dwoc chuyén hoa bdi hé thong enzym Cytochrom P450
(CYP) va né khdng trc ché bat ky dong phan (isoform) nao ctia CYP & nguoi (1A2, 2C9,
2C19, 2D6, 2E1, 3A4) mot cach dang ké vé mat lam sang. Tuong tw, linezolid cling
khéng gady cdm (ng cac dong phan enzym P450 & chudt. Vi vay khdng cé twong tac voi
cac thudéc cam (rng CYP450 nao dugc tién lwong doi véi linezolid. A
Rifampicin

Tac dong cla rifampicin Ién duvoc dong hoc cla linezolid dugc nghién ctu trén muoi sau
tinh nguyén vién nam tredng thanh khoé manh dung linezolid 600 mg hai 1an mot ngay
trong 2,5 ngay kém véi hodc khong kém rifampicin 600 mg mot lan mot ngay trong 8
ngay. Rifampicin lam gidam Orex va AUC cla linezolid trung binh lan luwot la 21%
[khoang tin cay 90%, 15, 27] va 32% [khoang tin cdy 90%, 27, 37]. Co ché cla tvong tac
nay va y nghia lam sang cta né chua duoc biét dén.

Warfarin

Khi warfarin dwgc thém vao trong phac do linezolid & trang thai 6n dinh, mic INR tdi da
trung binh gidm 10% khi dung cung nhau va AUC INR gidm 5%. Chua c6 du di liéu trén
bénh nhan dung warfarin va linezolid dé danh gia y nghta lam sang, néu c6, cla nhirng
phat hién trén.

Anh hwéng dén phu ni¥ ¢ thai va thoi ky cho con b
Phu nir c6 thai

Céac nghién clru vé tac dung cla linezolid trén hé sinh san duoc thwc hién trén chudt nhat
va chudt cong khdng cho thdy anh huéng gay di tat thai nhi. Doc tinh nhe trén thai nhi chi
duoc quan sat thdy trén chudt nhat & mdc lieu gay doc nhu voi chudt me. Trén chudt
cdng, doc tinh trén thai nhi dwgc thé hién thong qua anh hwdng lam gidm trong lwong thai
va gidm qué trinh xwong héa d6t xwong Gc (thuong di kem véi sy gidm trong luong co
thé). Gidm ty 1& séng s6t va cham phat trién cla chudt con da xuéat hién trén chudt céng.
Khi ghép cap, cac chudt con nay ciing thdy bi€u hién tang qua trinh mat lam to cua trirng
c6 hoi phuc va phu thudc vao lieu diung. Chua cé day da cac nghién clru duwoc kiém soat
tot tién hanh trén phu nit cé thai. Do vay, chi nén sir dung linezolid trong thoi ky mang
thai khi lgi ich mang lai vugt trdi hon nguy co gay hai cho thai nhi.

Linezolid lam gidm kha nang sinh san trén chudt céng duc.
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Phu ni cho con bu
Linezolid bai tiét qua sita me trén chudt cdng dang cho con bu trén thuc nghiém. Chua
biét rd liéu trén nguoi linezolid ¢ bai tiét qua stta me hay khong. Do do6, can than trong
khi dung linezolid cho phu ni* dang cho con bu.

4.7 Anh huéng trén kha nang lai xe va van hanh may méc
Bénh nhan can dwgc canh bao vé khd nang bi chong mat hodc triéu ching suy giam thi
luvc (nhw da mod ta trong muc 4.4 va 4.8) khi dung linezolid va can duoc khuyén cao khong
lai xe hay van hanh may méc néu cé nhirng triéu chirng doé xay ra.

4.8. Tac dung khéng mong mudn
Bang sau day liét ké cac tdc dung khéng mong muén cla thudc cung véi tan suat dua trén
dir liéu do tat ca cadc nguyén nhan tir cac nghién ctu lam sang trén hon 2000 bénh nhan¥7()/"/
ngudi Ién da dung liéu linezolid theo huwéng dan trong vong tdi da 28 ngay. /

Céc phan @ng dwoc bao céo phod bién nhét la tiéu chay (8,4%), dau dau (6,5%), budn non
(6,3%) va nbn (4,0%).

Céc tac dung khong mong mudn lién quan dén thudc dan dén ngung diéu tri dwot bao cao
phd bién nhét la dau dau, tiéu chay, budn ndén va non. Khoang 3% bénh nhan phai ngwng
diéu tri do gdp céc tdc dung khdng mong muon nay.

Cac tac dung khong mong mudn duwgc bao céo thém sau khi thudc luu hanh duoc dwa vao
trong bang véi tan suat duoc xép vao loai 'Khong biét', vi tan suat thuc sw khong thé wéc
tinh tr di liéu hién co.

Nhitng tdc dung khéng mong mudn sau day dugc quan sat va bao cao trong khi diéu tri
v@i linezolid theo cdc mirc tan suat: Rat thuong gap (>1/10); thuong gap (>1/100 dén
<1/10); it gap (>1/1000 dén <1/100); hiém gdp (>1/10000 dén <1/1000); rat hiém gap
(<1/10000); Khong biét tan suat (khong thé wéc tinh tir div liéu hién cd)

Phan loai theo Thuwoiig gap it gap Hiém gap  RA&t hiém Khong biét tan
hé théng/co (>1/100 dén (>1/1.000 dén (>1/10.000 g3p sudt(khong thé
quan <1/10) <1/100) dén (<1/10.000) wéc tinh tir di
<1/1.000) liéu hién cd)
Nhiém khuan nhiém nam viém am dao viéem dai
va nhiém ky Candida, trang lién
sinh trang Candida quan dén
miéng, thudoc khang
Candida am sinh, bao
dao, nhiém gom viém
nam dai trang gid
mac *
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Phéan loai theo
hé théng/co’
guan

R6i loan hé
thong mau va
bach huyét

ROi loan hé
mién dich
R6i loan dinh
dudng va
chuyén hoa
ROi loan tam
than

R6i loan hé
than kinh

R6i loan vé mat

Roi loan tai va
tai trong
R&i loan tim

R6i loan mach

R6i loan da day
rudt

Reference CDS Date: July 24. 2008
Reference UK SPC date: November 2014
Reference USPI date: November 2014

Thuong gap
(>1/100 dén
<1/10)

thiéu mau™'

mat ngu

dau dau, thay
dai vi giac
(thdy vi kim
loai),

chong mat

cao huyét ap

tiéu chay,
budn nodn,
nén, dau bung
cuc bo hodc
toan bo, tao
bén, kho tiéu

it gap
(>1/1.000 dén
<1/100)

gidm bach cau*,
gidm bach cau
trung tinh, gidm
tiéu cau*,

tang bach cau éi
toan

ha natri huyét

co giat*, giam
cam giac, di cam

M& méat*

u tai

loan nhip tim
(nhip tim nhanh)
con thiéu mau cuc
bd thoang qua,
viém tinh mach,
viém tinh mach
huyét khoi

viém tuy, viém da

day, chudng bung,

khd miéng, viém
lu@i, phan long,
viém miéng, mat
mau hodgc réi loan

Zyvox infusion_PI_VN

Hiém gap
(>1/10.000
dén
<1/1.000)
gidm toan
thé huyét
cau *

Thay doi
vung khuyét
trong thi
trwong*

mat mau bé
mat rang

Rat hiém
gap
(<1/10.000)

Khoéng biét tan
sudt(khong thé
woc tinh tw div
liéu hién co)

trc ché tuy
xuong*, thiéu
mau hoéng cau
to*

soc phan vé

nhiém acid  /’
lactic* AxLt

hdi chirng
serotonin **,
bénh than kinh
ngoai bién*

bénh than kinh
thi giac *, viém
than kinh thi
giac*, giam thi
lwc*, nhin mo™,
thay déi kha
nang nhin man
S&c*
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Phan loai theo
hé théng/co’
guan

R0i loan gan
mat

Roi loan da va
mo duéi da

ROi loan than
va tiét niéu

R0i loan hé sinh

san va tuyén va
R6i loan chung
va tai noi tiém
thudc

Chi s0 xét
nghiém

Reference CDS Date: July 24. 200S
Reference UK SPC date: November 2014
Reference USP1 date: November 2014

Thudng gap
(>1/100 d@én
<1/10)

xét nghiém
chirc nang gan
bat thuong;
tang AST,
ALT hodc
phosphatase
kiém

nglra, phat ban

tang BUN

sot, dau cuc
b0

Héa hoc

Tang LDH,
creatin kinase,
lipase,
amylase hodc
glucose lic
khong doi.
Gi&m protein
toan phan,
albumin, natri
hoac canxi.
Tang hoac
giam kali hodc
bicarbonat.

it gap
(>1/1.000 dén
<1/100)

Ve ludi

tang bilirubin toan

phan

may day, viém da,

toat mo hoi

suy than, tang
creatinin, tiéu
nhiéu

réi loan vé am ho-

am dao

on lanh, mét méi,
dau noi tiém, khat

nhiéu

Héa hoc

Tang natri hodc
calci. Gidm

glucose ltc khéng

doi. Tang hoac
gidm chlorid.

Zyvox infusion PI_VN

(>1/10.000 ;
(<1/10.000)

Khong biét tan
suat(khong thé
wéc tinh tlr div
liéu hién cd)

roi loan phong
rop giéng nhu
hoi chirng
Stevens-Johnson
va hoai t& biéu bi
nhiém doc, phi
mach, rung
I6ng/toc
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Phéan loai theo Thuong gap it gap Hiém gdp  RAt hiém Khéng biét tan
hé théng/co’ (>1/100 dén (>1/1.000 dén (>1/10.000  g3p sudt(khong thé
guan <1/10) <1/100) dén (<1/10.000) w6c tinh tir div
<1/1.000) liéu hién co)
Huvét hoc Huvét hoc
Tang bach cau  Tang s lwgng té
trung tinh bao lwdi. Gidm

4.9.

hodc bach cau  bach cau trung
ai toan. Gidm  tinh.
hemoglobin,

thé tich hong

cau hoac sb f
lvong héng

cau. Tang

hodc giam tiéu

cau hoac s6

Iwvgng bach

cau.

* Xem muc 4.4.
** Xem muc 4.3 va4.5.
t Xem duoéi day.

Nhirng tdc dung khdng mong mudn sau cua linezolid dwgc coi 1a nghiém trong trong mot
s6 treong hop hiém gap: dau bung cuc bd, con thiéu mau cuc bd thoang qua va cao huyét
ap.

"Trong cac th(r nghiém lam sang c6 ddi chirng ma linezolid dwoc dung dén tdi da 28 ngay,
c6 2,0% bénh nhan bj thiéu mau. Trong mdt chuong trinh st dung thuéc nhan dao trén
bénh nhan bi nhiém khuén de doa tinh mang va cac bénh nén dong thoi khac, ti 1 phan
trdm bénh nhan bi thi€éu mau khi dung linezolid trong <28 ngay la 2,5% (33/1326) so vo¢i
12,3% (53/430) khi dung hon >28 ngay. Ti lé cac ca bao cdo thiéu mau nang cé lién quan
dén thudc va can phai truyén mau la 9% (3/33) & nhirng bénh nhan duwgc diéu tri <28 ngay
va 15% (8/53) & nhirng nguoi dwo'c diéu tri >28 ngay.

Nhom bénh nhan nhi

Di liéu an toan tir cac nghién ctru Iam sang dwa trén hon 500 bénh nhan nhi (tir tré so sinh
dén 17 tudi) khong thdy co sw khac biét vé tinh an toan cula linezolid cho bénh nhan nhi so
V@i bénh nhan nguoi Ion.

Qua liéu

Trong trudng hop qué lidu, can thuc hién cham soéc ho tro, duy tri su loc clia cau than. Loc
mau c6 thé loai bo 30% liéu linezolid.
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5. CAC PAC TINH DUQC LY HOC

5.1 Cac dac tinh duoc luwc hoc
Pac tinh chung

Linezolid la mgt thudc khang sinh tong hop thudc nhdm khang sinh méi oxazolidinon. In
vitro, thudc co tac dung trén cac vi khuén hiéu khi Gram (+), m6t s0 vi khuan Gram (-) va
vi khuan ky khi. Linezolid (rc ché chon loc qua trinh tong hop protein cla vi khuan theo
mot co’ ché duy nhét. Cu thé, thudc gan vao mot vi tri trén ribosom cla vi khudn (23s cua
tiéu don vi 50S) va ngan can sy hinh thanh phitc hgp khdi dau 70S chic nang, la thanh
phéan quan trong trong qua trinh dich ma.

D6 nhay cam
Chi céc vi khuan cd lién quan dén cac chi dinh trén 1am sang méi dugc trinh bay dwéi day

Phan loai

Vi khuan nhay cam

Vi khuan hiéu khi Gram (+):
Enterococcus faecalis
Enterococcusfaecium*
Staphylococcus aureus*

Tu cau coagulase (-)
Streptococcus agalactiae®
Streptococcus pneumoniae *
Streptococcus pyogenes*
Streptococci nhom C
Streptococci nhom G

Vi khuan ky khi Gram (+):
Clostridium perfringens
Peptostreptococcus anaerob ius
Cac loai Peptostreptococcus

Vi khuan dé khang

HaemophliLs influenzae
Moraxella catarrhalis
Céac loai Neisseria
Enterobacteriaceae
Céc loai Pseudomonas

*Hiéu qua lam sang da duoc chirng minh trén cac chling vi khuan phan lap nhay cam lién
quan dén cac chi dinh lam sang da duoc phé duyét
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5.2

Céac dac tinh dwoc dong hoc
Phan bo

Thé tich phan bd & trang thai on dinh trung binh khoang 40-50 lit & nguoi tredng thanh
khée manh, xdp xi thé tich tdng lugng nwéc trong co thé. Khodng 31% thudc lién két véi
protein huyét tuong. Ty Ié lién két nay khong phu thudc ndng do.

cmax Va ¢ min cUa linezolid trong huyét twong (trung binh va [SD]) & trang thai 6n dinh sau
khi dung lieu 600 mg tiém tinh mach hai 1an mot ngay dwvoc xéac dinh lan luot 1a 151 [2,5]
mg/1 va 3,68 [2,68] mg/1. y

Nong do linezolid dugc xac dinh trong nhiéu dich sinh hoc khac nhau trén mot s6 lwgng
nhd nguoi tinh nguyén trong cac nghién ctu sau khi dung liéu 1ap lai. Ty Ié linezolid
trong nuéc bot va md hdi so véi trong huyét tvong tuong tng la 1,2:1,0 va 0,55:1,0. Ty 1é
linezolid trong dich 16t biéu mo va té bao phé nang so véi trong huyét tuong tvong ¢ng la
4,5:1,0 va 0,15:1,0, do tai thoi diém xac dinh Cmax trong huyét tvong & trang thai 6n
dinh.

Thong tin dwoc dong hoc trén bénh nhi dat dan luu ndo that - 6 bung cho thdy sy dao dong
nong do linezolid trong dich ndo tly sau khi st dung liéu don hodc liéu Iap lai. Nong do
diéu tri khong thuvong xuyén dat dwgc hodc dwgc duy tri dn dinh trong dich néo tly. Do
vy, khdng khuyén céo st dung linezolid theo kinh nghiém trong cac trwong hop nhiém
khuan hé than kinh trung wvong & bénh nhi.

Chuyén hoa

Linezolid dwgc chuyén héa chd yéu qua con duong oxy hda vong morpholin dé tao thanh
2 dan chét acid carboxylic m& vong chinh khéng cé hoat tinh 1a acid aminoethoxyacetic
(PNU-142300) va hydroxyethyl glycin (PNU-142586). Chat chuyén héa hydroxyethyl
glycin (PNU-142586) la chat chuyén hda chinh trong co thé va dwoc cho rang tao thanh
ma khong c6 sv tham gia cla cac enzym. Chat chuyén hoéa acid aminoethoxyacetic (PNU-
142300) duoc tao thanh it hon. Mot s6 chat chuyén héa phu khac khéng cé hoat tinh ciing
da duoc xac dinh.

Thai trir

Trén bénh nhan chic ndang than binh thwong hodc cé suy than nhe dén trung binh,
linezolid dwoc thai trlr chl yéu qua nwdc ti€u & trang thai on dinh dwdi dang PNU-142586
(40%), dang nguyén ven (30%) va PNU-142300 (10%). Thudc dang nguyén ven hau nhu
khong tim thdy trong phan trong khi c6 khodng 6% va 3% liéu dung twong (ng véi dang
PNU-142586 va PNU-142300 dugc phat hién trong phén. Thoi gian ban thai trung binh
cla linezolid vao khoang 5-7 gio.

Thanh thai ngoai than cla linezolid chiém khoang 65% d6 thanh thai toan phan. Mot phan
nhd khong tuyén tinh cla do thanh thai xuat hién khi tang liéu linezolid. Diéu nay cd thé
do & nong do cao hon, dd thanh thai than va ngoai than cua linezolid thdp hon. Tuy nhién,
su khac biét vé do thanh thai Ia nhé va khong lam thay doi thoi gian ban thai.
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Ouan thé bénh nhan dic biét
Bénh nhan suy than

Sau khi dung liéu don 600 mg, ndng do hai chat chuyén hda chinh trong huyét twong tang
7-8 lan trén nhirng bénh nhan suy than ndang (dd thanh thai creatinin < 30 ml/phat). Tuy
nhién, dién tich duéi dudng cong AUC cla dang thudc nguyén ven khong ting. Mac du
mot lwgng nhd cac chat chuyén hoéa chinh cla finezolid bi thai trlr qua loc mau, ndong do
cac chat chuyén hoéa trong huyét twong trén bénh nhan sau khi dung liéu don 600 mg da
qua thdm phan méau van cao hon dang k& nbng do quan sat dwoc trén bénh nhan chiy
nang than binh thuong hodc bénh nhan c6 mic dd suy than tlr nhe dén trung binh.

Trén 24 bénh nhan bi suy than ndng trong s6 d6 21 nguoi phai thdm phan mau thuwong
Xuyén, néng dd dinh cla hai chat chuyén héa chinh trong huyét twvong sau khoang vai
ngay dung thuéc cao hon gdp khoang 10 lan néng d6 quan sat thdy trén bénh nhan co
chic nang than binh thuong. Nong do dinh linezolid trong huyét twong khong bi anh
hwéng.

Y nghfa 1am sang cia céac theo déi nay chua duoc thiét 1ap do dit liéu vé do an toan hién
tai con han ché (xem muc 4.2).

Bénh nhan suy gan

S6 liéu han ché cho thdy dwgc dong hoc cta linezolid, PNU-142300 va PNU-142586
khong thay dbi trén bénh nhan bi suy gan nhe dén trung binh (Child-Pugh nhém A hoac
B). Céac thong s6 dwgc dong hoc cua linezolid trén bénh nhan suy gan nang (Child-Pugh
nhom C) chwa dwgc danh gid. Tuy nhién, do linezolid dugc chuyén hoéa qua con duong
khong théng qua enzym nén suy gidm chitrc nang gan khong dugc cho la sé lam thay doi
dang ké chuyén hda cta thudc (xem muc 4.2).

Tré em va thanh thiéu nién (< 18 tudii

Trén thanh thiéu nién (12 dén 17 tudi), duoc dong hoc cua linezolid tvong ty nhu & nguoi
I6n khi dung lieu 600 mg. Do vay, lwvgng thudc trong co thé & thanh thi€u nién khi dung
600 mg linezolid, 12 gi mot lan sé tvong tw & nguoi 16n khi dung cung muc liéu.

o tré tr 1tuan dén 12 tudi, dung 10 mg/kg cach 8 gio mot lan sé thu duwoc tong luong
thudc trong co thé twong tw & nguoi I6n khi dung ligu 600 mg 2 1an mot ngay.

O tré so sinh dwdi 1tudn tudi, thanh thai toan than cia linezolid (tinh trén kg trong lvong
co thé) tdng nhanh trong tuan tudi dau tién. Do vay, tré so sinh ding 10 mg/kg cach 8 gio
mot lan sé c6 téng lugng thudc trong co thé Ién nhat vao ngay dau tién sau khi dung
thudc. Tuy nhién, mic lieu nay sé khong gay tich tu thuéc qua mic trong tuan dau sau khi
sinh vi dd thanh thai ting nhanh trong giai doan nay.

Bénh nhén cao tudi

Duoc dong hoc cua linezolid khong thay déi rd rét trén nhirtng bénh nhan tlr 65 tudi tre
1én.
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Bénh nhan ni

Phu ni¥ c6 thé tich phan b6 cuta linezolid thdp hon mét chit so véi nam gi¢i va gia tri do
thanh thai trung binh giam khoang 20% twong (ng voi trong luong co thé. Nong do
linezolid trong huyét tvong cao hon & phu nit, diéu nay mot phan la do sy khac biét vé
trong lvong co thé. Tuy nhién, thoi gian ban thai trung binh clia linezolid khac nhau
khong dang ké gitra phu nir va nam gi¢i, ndng do thudc trong huyét tvong & phu nir khong
tang lén dang ké & nhitng bénh nhan dung nap tot nén khong can thiét phai hiéu chinh
liéu.

Cac dd’liéu an toan tién lam sang

Linezolid lam giam kha nang sinh san va giao phdi trén chudt céng duc phoi nhiém thudc
& muc liéu tvong duong mic lieu khi dung trén nguoi. Trén nhitng dong vat cd hé sinh
duc trwédng thanh, anh hwdng nay cé hodi phuc. Tac dung lam gidm kha nang sinh san cé
hoi phuc nay la do lam thay doi kha nang sinh tinh. Cac tinh tring bi anh hwdng cé hinh
dang bét thvong, cé ty thé dinh huwéng va thuong khong séng sét dwgc. Su hién dién cla
céc tinh trung bat thuwdng trong mao tinh hoan kém theo phi dai va tdng san té bao biéu
mod. Phi dai mao tinh hoan khong quan sét thdy & ché duoc dung thude trong 1thang, mac
du cé suv thay doi rd vé trong lwong tuyén tién liét, tinh hoan va mao tinh hoan.

Trén chudt cdng duc trwéng thanh vé mat sinh duc c6 sy gidm nhe kha nang sinh san sau
khi uéng thudc lién tuc trong giai doan phat trién sinh duc tir IGc con non (50 mg/kg/ngay
tlr 7 dén 36 ngay tudi, va 100mg/kg/ngay tir 37 dén 55 ngay tudi), véi tong lwong thude
trong co thé gap khoang 1,7 lan gia tri AUC trung binh dat duoc trén bénh nhi tlr 3 thang
tubi dén 11 tudi. Khong quan sat thdy sw giam kha nang sinh san sau khi phoi nhiém trong
thoi gian ngdn hon tir giai doan trong t& cung dén giai doan so sinh sém (mang thai ngay
th 6 cho dén ngay thr 5 sau khi sinh), phoi nhiém & chudt méi sinh (ngay thir 5 dén ngay
thr 21 sau khi sinh), hodc phoi nhiém trén chudt chua trwdng thanh (22 dén 35 ngay sau
khi sinh). Giam tinh di dong va thay d6i hinh thai tinh tring cé hoi phuc duoc quan sat
thdy sau diéu tri ngay 22 dén 35 sau sinh.

Cac nghién ctru vé doc tinh trén kha ning sinh san & chudt nhit va chudt cng cho thdy
khéng c6 cac bang ching vé anh hwdng gay di tat thai & ndng do thubc cao hon 4 1an hoic
tvong dwong néng do thudc dat duoc trén ngudi. Nong do twong tw cla linezolid gay doc
tinh trén chudt nhat me lién quan dén viéc tang kha nang gay chét thai bao gébm mét toan
bd Itra dé, giam trong lwong thai va 1am bién ddi cac yéu td thudc vé gen binh thuong sén
c6 lién quan dén sy thay doi vé xuong (rc cla loai. Trén chudt cong, doc tinh nhe trén
chudt me da duoc ghi nhan & ndng do thap hon néng dd ghi nhan trén Iam sang. Boc tinh
nhe véi thai nhi da dugc ghi nhan biéu hién qua sy giam trong luvgng co thé, gidm xuong
hoa xuong Uc, giam ty & sdng sét sau sinh va lam cham qua trinh trwdng thanh & mac do
nhe. Khi ghép cép, cac chudt con nay cling thdy biéu hién tang qua trinh mat lam t6 c6 hoi
phuc kém theo gidm kha nédng thu thai.

Linezolid cling khong gay di tat thai trén tho khi ding 2 1an mot ngay véi tong liéu ding
qua duong ubng lén dén 15 mg/kg/ngay (twong (ng véi 0,06 lan tong luvong thudc phoi
nhiém trén 1am sang, tinh theo AUC). Boc tinh trén me (cac dau hiéu 1am sang, giam
trong lwong va gidm lwgng thirc an tiéu thu) xuat hién & mdac lieu 5 dén 15 mg/kg/ngay, sw
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6.3.

6.4.

6.5.

giam trong lwgng thai xudt hién & lieu 15 mg/kg/ngay. Mirc do phoi nhiém linezolid thap
do dac tinh vé s nhay cdm cla thé vo&i khang sinh.

Linezolid va cac chat chuyén hda dwoc bai tiét vao sita me & chudt cong dang cho con bl
va ndng dd trong si*ta me cao hon so v&i ndng dd thudc trong huyét twong me.

Linezolid gay suy tly c6 hoi phuc trén chudt cng truéng thanh, chudt cdng con non va
trén cho. /

Trén chudt cong dung linezolid dwong ubng trong 6 thang, thodi héa nhe day than kinh-
hong khong hdi phuc dad duoc ghi nhan & lieu 80 mg/kg/ngay, thoai hoa nhe day than kinh
hong dwoc quan sat thdy trén 1 chudt céng dwc & mic liu nay khi tién hanh gidi phau
danh gia so bo sau 3 thang dung thu6c. Banh gid hinh thai duoc thuc hién trén cac mod
twdi mau dugc cd dinh dé Iam tiéu ban md bénh hoc tim bang chirng vé su thodi hoa than
kinh thi giac. Thoai hoéa than kinh thi giac tir nhe dén trung binh dugc quan sat thdy trén 2
chudt céng duc dung linezolid liéu 80 mg/kg/ngay trong 6 thang nhwng moi quan hé truc
tiép lién quan dén thudc chuwa rd rang vi hién twong quan sat dwgc xuat hién qua nhanh va
méat d6i x*ng. Thoai héa than kinh quan sat dwoc bang kinh hién vi twong tw véi su thodi
hda ty phat than kinh thi gidc mot bén & chudt ldo hda va co thé la biéu hién cla sy thay
doi sinh ly & chuot.

CAC PAC TINH DUQC HOC

Danh muc ta duoc

Natri citrat dihydrat, acid citric (dang khan), glucose monohydrat, acid hydrocloric, natri
hydroxid, nuéc cat pha tiém.

Tuwoiigky

Linezolid tiém co thé twong ky vat ly voi cac thudc dwdi day khi dung dong thoi qua b
truyén ch* Y: amphotericin B, chlorpromazin HC1, diazepam, pentamidin isethionat, natri
phenytoin, erythromycin lactobionat va trimethoprim-sulfamethoxazol.

Linezolid tiém twong ky vé mat héa hoc véi natri ceftriaxon
Han dung

36 thang keé tir ngay san xuat.

Than trong dac biét khi bado quan

Bao quan dudi 30°C.

Tinh chat va dung lvong cla bao bi déng géi

Hop 10 tGi, mdi tGi chira 300 ml.
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Nha san xuat: Fresenius Kabi Norge AS
Svinesundsveien 80, NO-1789 Berg i Ostfold, Na Uy.

®Nhéan hiéu da dang ky

LPD Date: December 16, 2014

Reference CDS Date: July 24, 2008
Reference UK SPC Date: November 2014
Reference USPIdate: November 2014

TUQ. CUC TRUONG
P.TRUONG PHONG

Jfffuyen Jfuy. ffima

Zyvox infusion_P1_VN Page 19 0f19





