e Il

Rx-Thubc bén theo don sPC
LINZOLID 600 IV INFUSION
(Linezolid 600mg/300ml, dung djch truyén tinh mach)

KHUYEN CAO:

Thubc nay chi dung theo don cua béc sy.

Doc ky huong dén st dung trude khi st dung.

Néu cén thém théng tin, xin hdi y kién béc sy.

Théng béo ngay cho béc sy hodc duoc sy nhiing téc dung khéng mong mubn gdp phéai khi str dung
thuée.

Pé thudbc xa tém tay tré em.

Khéng dung thubc da quéa han str dung.

THONG TIN DANH CHO CAN BO Y TE

THANH PHAN:

M&i chai 300ml dung dich truy&n tinh mach cé chira:

Hoat chét: Linezolid 600mg ( twong duwong 2mg/ml Linezolid)

Ta dugre: Dextrose khan 15,072 g, natri citrat 0,492 g, acid citric monohydrat 0.255 g, nwéce pha tiém vira
dua 300ml.

DANG BAO CHE VA QUY CACH DONG GOI:

Hop chira 1 chai thay tinh chira 300ml dung djch truyén tinh mach, kém 1 b quang treo va day truyédn
dich.

DUQC LUC HOC:

Ddac tinh chung:

Linezolid 1& mét thuéc khang sinh tdng hop thuéc nhém khang sinh méi oxazolidinon. /n-vitro, thubc cé
tac dung trén cac vi khuén hiéu khi Gram (+), mét sé vi khu&n Gram (-) va vi khudn ky khi. Linezolid trc
ché chon loc qua trinh tdng hop protein ctia vi khuén theo mét co' ché duy nhét. Cuy thé, thubc gén vao 1
Vi tri trén ribosom cuia vi khuén (23S clia tiéu don vi 50S) va ngan can sy hinh thanh phirc hop khéi dau
70S chirc nang, la thanh phan quan trong trong qua trinh dich ma.

D6 nhay cam:

Chi céac vi khuén c6 lién quan dén cac chi dinh trén 1am sang m&i dugce trinh bay dwéi day:

Vi khuan nhay cam:

Vi khuén hiéu khi Gram (+): Enterococcus faecalis, Enterococcus faecium *, Stapphylococcus aureus®, tu
cau coagulase (-), Streptococcus agalactiae*, Streptococcus pneumoniae®, Streptococcus pyogenes®*,
Streptococcus nhém C, Streptococcus nhém G.

Vi khuén ky khi Gram (+): Clostridium perfringens, Peptostreptococcus anaerobius, Cac loai Peptostrep-
tococcus.

Vi khuan dé khdng

Haemophilus influenzae, Moraxella catarrhalis, Cac loai Neisseria, Enterobacteriaceae, Cac loai
Pseudomonas.

* Hiéu qua lam sang da dwec chirng minh trén cac chung vi khuan phan lap nhay cam lién quan dén cac
chi dinh |am sang da duwoc phé duyét,

DUQC DONG HQC:

Phén bé:

Thé tich phan bé & trang thai 6n dinh trung binh khodng 40-50 lit & ngudi trudng thanh khae manh, xap
xi thé tich téng Ivgng nudc trong co thé. Khodng 31% thudc lién két véi protein huyét twong. Ty 18 lién
két nay khong phuy thude ndng do.

Cmax V& Cmin cla linezolid trong huyét twong (trung binh va (SD)) & trang thai &n dinh sau khi dang lidu
600mg tiém tinh mach 2 Ian m&i ngay duec xac dinh 1an It 1a 15,1 (2,5) mg/l va 3,68 ( 2,68) mg/l.
Néng dé linezolid dugc xac dinh trong nhidu dich sinh hoc khac nhau trén mot 86 lweng nhd ngudi tinh
nguyén trong cac nghién clru sau khi dung lidu 1ap lal. Ty 1§ linezolid trong nude bot va md hai so véi
trong huyét twong la 1,2:1,0 va 0,55:1,0. Ty 18 linezolid trong Iérp bidu mé va té bao phé nang so véi trong
huyét twong trong (rng 1a 4,5:1,0 va 0,15:1,0, do tai thévi didm xac dinh Cax trong huyét twong & trang
thai 6n dinh. Théng tin duge ddng hoc trén bénh nhi dat IAn lwu ndo nhat — & bung cho thdy sy dao déng
ndng dd linezolid trong dich nao tiy sau khi s&r dung lidu don hodc lidu 1ap lai. Do vay, khéng khuyén cao
s(r dyng linezolid theo kinh nghiém trong céc trwérng hep nhidm khudn hé thAn kinh trung wong & bénh
nhi




Chuyén héa

Linezolid dwoc chuydn héa chu yéu qua con dudng oxy héa vong morpholin ab tao thanh 2 dén chét acid
carboxylic m& vang chinh khang c6 hoat tinh 1a acid aminoethoxyacetic (PNU-142300) va hydroxyethy
glycin (PNU-142586). Chat chuyén héa hydroxyethyl glycin (PNU-142586) la chét chuydn héa chinh
trong co thd va dwgc cho réng tao thanh ma khéng cé sy tham gia cua enzym. Chét chuyén hoéa acid
aminoethoxyacetic (PNU-142300) duoc tao thanh it hon. Mot sé chét chuydn héa phy khac khéng cé
hoat tinh cling da dwoc xac dinh

Thai tree

Trén bé&nh nhan chirc nang than binh thudng hodc cé suy than nhe dén trung binh, linezolid dugc thaj
trir chi y&u qua nudce tiéu & trang thai &n dinh duéi dang PNU-14286( 40%), dang nguyén ven (30%) va
PNU-142300 (10%). Thubc dang nguyén ven hau nhw khdng tim thAy trong phan trong khi c6 khoéng 6%
va 3% lidu dung twong ng véi dang PNU-142586 va PNU-142300 dugc phat hién trong phan. Thei gian
ban thai trung binh cuta linezolid vao khoang 5-7 gid.

Thanh thai ngoai than ciia linezolid chiém khodng 65% d6 thanh thai toan phan. Mét phan nhé khong
tuyén tinh clia d6 thanh thai xuét hién khi tang lidu linezolid. Didu nay c6 thé do & ndng a6 cao hon, dj

thanh thai than va ngoai than cua linezolid thAp hon. Tuy nhién, sy khac biét vé b thanh thai la nhé va
khéng lam thay dbi thevi gian ban thai.

Quén thé bénh nhan dic biét
Bénh nhén suy thén

Sau khi dung lidu don 600mg, ndng do hai cht chuydn héa chinh trong huyét twong tang 7-8 1an trén
nhirng b&nh nhan suy than naing (dd thanh thai creatinin < 30ml/ phut). Tuy nhién, dign tich duéi dudng
cong AUC clia dang thudc nguyén ven khodng ting. Mac du mét lwgng nhd céc chét chuyén héa chinh
cuia linezolid bj thai trir qua loc mau, ndng dd cac chat chuyén héa trong huyét twong trén bgnh nhan sau
khi duing lidu don 600mg da qua thAm phan mau van cao hon dang k& ndng d9 quan sat dugc trén bénh
nhan chirc ndng than binh thwdrng hodc bénh nhan cé mirc d§ suy than nhe dén trung binh,

B¢énh nhén suy gan

S& lidu han ché cho thAy duge ddng hoc ciia linezolid, PNU-142300 va PNU-142586 khong thay ddi trén
bénh nhan bj suy gan nhe dén trung binh (Child-Pugh nhém A hodc B). Céac thong sé dugc dong hoc cla
linezolid trén b&nh nhan suy gan nang (Child-Pugh nhém C) chwra dugc danh gia. Tuy nhién, do linezolid

dwgc chuyén héa qua con dudng khéng thdng qua enzym nén suy giam chirc néng gan khoéng dugc cho
la s& lam thay ddi dang k& chuyén héa clia thubc.

Tré em va thanh thiéu nién (<18 tudi)

Trén thanh thiéu nién (12 dén 17 tudi ), dwgre ddng hoc clia linezolid tong ty nhur & nguwdri Ién khi dung
lidu 600mg. Do vay, Ireng thubc trong co thd & thanh thiéu nién khi ding 600mg linezolid, 12 gi¢r 1 1an
sé trong ty & nguwdi Ién khi dung cung miee lidu.

O tré tir 1 tudn dén 12 tudi, dung 10mg/kg cach 8 gier mét 1An sé thu dugc tdng lweng thube trong co thé
twong ty & ngudi Idn khi dung lidu 600mg 2 1an mét ngay.

& tré so sinh dwdi 1 tudn tudi, thanh thai toan than clia linezolid (tinh trén kg trong lwgng co thé) tang
nhanh trong tudn tudi ddu tién. Do vay, tré so sinh dung 10mg/kg cach 8 gir mdt 1an s& c6 tdng lugng
thubc trong co théd I&n nhat va ngay dau tién sau khi dung thubc. Tuy nhién, mirc lidu nay sé& khong gay
tich ty thuéc qua mrc trong tudn dAu sau khi sinh vi d8 thanh thai ting nhanh trong giai doan nay.

Bénh nhéan cao tubi

Duwoc ddng hoc cuia linezolid khéng thay ddi rd rét trén nhirng bé&nh nhan tir 65 tudi trd 18n

Bénh nhan ni
Phuy nir cé thé tich phan bd cua linezolid thAp hon mdt chit so véi nam gidi va gia tri dd thanh thai trung

binh gidm khodng 20% twong (rng véi trong lvgng co thd. Ndng dd linezolid trong huyét twong cao hon
& phy ni?, didu nay mét phan 1a do sy khac biét vé trong ligng co thé. Tuy nhién, thei gian ban thai trung
binh ctia linezolid khac nhau khdng dang ké gitra phy ni va nam giéi, ndng d6 thubc trong huyét twong

cla nglg&i phuy nir khéng tang 1&n dang ké& & nhirng b&nh nhan dung nap tét nén khdng can thiét phai higu
chinh liéu.

CHI B|NH

Linezolid duwgc chi dinh didu tri cac nhidm khudn sau day bao gdm ca cac trwérng hop c6 nghi ngdr hodc
da xac dinh c6 nhi&m khudn huyét ddng théi, do cac chiing vi khudn hidu khi hoac ky khi Gram (+) nhay
cam gay ra. Didu trj phéi hgp cé thd dugc chi dinh trén 1am sang trong trudéng hop vi khuén gay bénh bao
gbm ca cac chung vi khudn Gram (-) .

Linezolid chi c6 tac dung trén cac vi khudn Gram (+). Linezolid khéng cé hoat tinh trén cac chling Vi khudn

gay bénh Gram (-). CAn str dyng lidu phap c6 tac dung dac hidu trén cac vi khudn Gram (-) trong truedng
hep @& xac dinh ho#ic nghi ng& nhidm ddng th&i vi khudn Gram (-)
- Viém phdi bénh vién
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- Viém phdi méc phai tai cong abdng
- Nhiém khuén da va mé mé&m néng cé bién ching

- Nhiém khuén gay bé&i Enterococcus faecium aa khang vancomycin, bao gbm ca treéng hop c6 nhidm
khuén huyét dbng thei,

LIEU LUQNG VA CACH DUNG:

Thubc dung duong truyén tinh mach. Dung theo sy chi din cua béc sT didu tr.

Lidu ding:

Lidu khuyén céo cho nguwoi I6m va thibu nién (tir 12 tudi trér 16n):

Théi gian diéu trj
Chi djnh Lidu dung va khuyén céo (sé
dwéng dung ngay dung lién
tuc)
Viém phéi bénh vién, bao gbm ca cac 600 mg truy&n 10 dén 14 ngay
truong hop c6 nhiém khuén huyét ddng thei | finh mach cach
Viém phoi mac phai tir cdng ddng, bao gdbm 12 gi&r mot 14n
ca cac trvdng hep c6 nhidm khudn huyét
dbdng thoi
Céac nhiém khudn da va mé mé&m cé bidn
chirng, bao gdm cé nhirng truérng hop cé
nhiém khuén huyét ddng thei
Nhiém khudn Enterococcus faecium khang 600 mg truyén
Vancomycin bao gbm cé nhiing treérng hop | tinh mach cach 14 dén 28 ngay
c6 nhiém khuén huyét dbng théri 12 gior mét Ian

Liéu khuyén céo cho tré em (tir lic m&i sinh cho dén 11 tuoi):

Thei gian diéu trj

Liéu dung va khuyén cao (sé
Chi djnh dwéng dung ngay dung lién
tyc)
Viém phdi bénh vién, bao gdm ca cac
truérng hop cé nhidm khuén huyét ddng thei
Viém phdi méc phai tir cong déng, bao gBm 10 mg/kg truydn
gg:éfhtgi"’"g hopicsinhim khulin huydt: . (1 (LB TSR | 1o ddn 14 ngay
9 e 8 gir mét 1an

Céc nhiém khuén da va mé mé&m c6 bién
chirng, bao gém ca nhirng treérng hep c6
nhiém khuén huyét déng thoi

Nhiém khuén Enterococcus faecium khang
Vancomycin bao gém ca nhirng trwéng hop
c6 nhiém khuén huyét dbng thoi

10 mg/kg truyédn
tinh mach cach

14 @én 28 ngay
8 gior mét 1an

Tré dé non

Tré dé non dwéi 7 ngay tudi (tudi thai dudi 34 tudin) cé A6 thanh thai toan than caa linezolid thdp hon va
gia trj dién tich dué¢i dwdrng cong AUC I&n hon so vé&i nhidu tré so sinh dd thang va tré so sinh Ié&n hon.
& ngay tudi thir 7, @6 thanh thai cua linezolid va gia trf AUC twong ty nhw véi tré so sinh dd thang va tré
so sinh I&n hon ,

Bénh nhén cao tubi

Khéng can hiéu chinh lidu.

Bénh nhén suy giam chdrc ndng thén

Khéng can hiéu chinh lidu.

Bénh nhén suy thén ndng (VD: d§ thanh théi creatinin <30 mi/ phut): Khéng cAn hiéu chinh lidu. Do anh
huwéng trén lam sang véi hai dan chat chuyén héa chinh cla linezolid & ndng d6 cao (dén 10 1an) trén
bé&nh nhan suy than nang van chwa duoc xac dinh, vi vay nén than trong khi str dung linezolid cho nhirng
bénh nhan nay va chi sir dung khi lgi ich mong dgi vugt trdi hon cac nguy co vé mat ly thuyét,

Bébi v&i bénh nhan thdm phan mau, nén dung linezolid sau khi thdm phan vi c6 khoang 30% liéu linezolid
bi thai trir trong vong 3 gi&r thdm phan. Cac chét chuyén héa chinh cla linezolid bj thai trir mét phan trong




qué trinh thAm phan nhung ndng A6 cac chét chuyén hoa nay vhn con trong dbl cao sau qud trinh tham
phan s0 vé&i cac bénh nhan c6 chirc néng than binh thueng hoéc bénh nhéan suy than & mirc 49 nhe dén
trung binh.
Do vay, nén than trong khi st dyng linezolid cho cac bénh nhan suy than néng dang thAm phan mau va
chi str dyng khi lgi ich mong d¢i vugt trdl hon cac nguy co vé mét ly thuyét,
Cho dén nay, chua c6 kinh nghiém vé viéc sir dyng linezolid cho cac bénh nhan thAm phan phic mac
lién tuc (CAPD) hodc cac phuong phap dibu trj thay thé trong truréng hop suy than (ngoal thdm phan
mau).
Bénh nhén suy gidm chdrc ndng gan

Khoéng cAn hiéu chinh lidu. Tuy nhién, cac d ligu 1am sang hign con han ché va linezolid dugc khuybn
c4o chi nén st dyng cho nhirng bénh nhan nay khi gl fch mong dgt vurgt trol hon nguy co vb mot ly
thuyét,

Cach dung: 4

Linezolid truy&n tinh mach trong khodng thei gian tir 30 dén 120 phat. Khéng st dung dung dich
truyén tinh mach két ndi v&l céc tal/chal truydn tinh mach khéac. Khong thém céc chét khac vao dung
dich truyén tinh mach. Néu linezolid truyén tinh mach dugc dung dbng thol vol thube khéc, cac thube nén
duoc dung riéng ré, phu hp véi lidu dugce khuyén céo va duing dung cua mot thube,

San pham dugc déng chai dung don lidu, c6 thé dung truyén tryc tibp, khong chn pha loéng véi céc dich
truyén khac.

Twong ky:

Linezolid truy&n tinh mach c6 thé tong ky vat ly voi cac thube dudi day khi dung abng theri qua bo truybn
ch(r Y: amphotericin B, chlorpromazin HCI, diazepam, pentamidin isethionat, natri phenytoin, erythromy-
cin lactobionat va trimethoprim-sulfamethoxazol.

Linezolid truyén tinh mach tuong ky vé mét héa hoc khi két hop voi ceftriaxon natri.

CHONG CHI DINH

MAn cam véi linezolid hodc bAt cir thanh phan ta dugc nao cla thubc,

Khéng st dung linezolid cho cac bénh nhan dang dung cac thube e ché monoamin oxidase A hogc B
(vi dy: phenelzin, isocarboxazid, selegilin, moclobemid) hoac da dung mét trong cac thubc nay trong
vong 2 tulin trede khi dung linezolid.

Trir khi c6 phuong tién aé theo doi va giam sat chat ché huyét 4p, khong dung linezolid cho céac bénh
nhan cé nhirng bénh cénh n&n hoéc dang diéu tr| voi cac thube ding dbng thel sau day:

- Bénh nhan tang huyét ap khéng kiém soat dugc, cac bénh nhan co u té bao wa crébm, u ung thu, nhiém
da6c do tuyén giap, trAm cam luéng cyc, bénh tam than phén liét, trang thai 1d I&n cép tinh.

- Bénh nhan dang dung bét ctr thubc nao sau day: céac thubc (e ché tai hép thu serotonin, céc thubc
chéng trAm cam ba vong, céac thubc khang thy thé serotonin 5-HTy (céc triptan), cac thube curérng giao
cam trge tiép hodc gian tiép (bao gbm céc thube gian phé quan tac dong 16n hg glao cam, pseudoephed-
rin va phenylpropanolamin), cac thubc co mach (vi dy: epinephrin, norepinephrin), cac thube co tac dyng
twong ty dopamin (vi dy dopamin. dobutamin), pethidin hogc buspiron,

Céc di lieu nghién ctru trén Adng vat cho thay linezolid va cac chéat chuyén hoéa cla né c6 thé chuyén
vao s(ra me va vi thé nén dirng viéc cho bl sira me trude va trong khi dung thube,

CANH BAO VA THAN TRONG PAC BIET KHI SU’ DUNG

Urc ché tuy xwong

(e ché tiy xwong (bao gbm thibu mau, gidm bach chu, giam toan thé huybt chu va giam tibu chu) da
duge ghi nhan trén mot s6 bénh nhan dung linezolid. Trong nhirng trueéng hop da dugc biét, sau khi
linezolid duwgrc ngung st dyng, cac chi s huyét hoc bj anh huéing da dugec tang 16n trér v che murc trude
khi didu tri. Nguy co xay ra nh(rng tAc A6ng nay cé kha néng lién quan dén thoi gian didu tri. Bénh nhéan
Iém tudi duoc didu tri bang linezolid c6 thé c6 nguy co bj cac bénh rbi loan tao mau cao hon bénh nhan
tré. Giam tidu cAu cb thé xay ra thudng xuyén hon & bénh nhan suy gidm chirc nang than néng, du c6
dugc hay khéng dugc thAm tach méau. Vi thé nén giam sat chét ché cong thirc mau trén nhirng bénh
nhén: a4 san bj thibu mau, gidm bach cAu hat hodc giam tibu cAu; dang dung dbng theri cac thubc co thé
g4y gidm hemoglobin, gidm s lugng té bao mau hodc giam chirc nang hay sb lugng tiéu chu, bl suy
giam chirc nang than nang; dung linezolid nhiéu hon 10-14 ngay. Chi nén dung linezolid cho nhing bénh
nhan trén nbu cé thé giam s4t chit chéd ndng A6 hemoglobin, 86 lvgng té bao méau va tibu chu.

Néu cb sy (rc ché tiy xuong dang ké xay ra khi dibu tr| béng linezolid, nén ngung dung trir nhimg truong
hop that sy cn thibt phai tidp tuc dibu tri, va trong nhirng truéing hop A6, chn thre hign giam sat chat
ché chng thirc méu va cé chién luge quan ly ca bénh hop Iy,

Ngoai ra, xét nghiém cong thirc mau day di (bao gbm nbng dd hemoglobin, tibu chu, sb lugng bach chu
tbng va tirng loal bach chu) nén duoc theo ddi hang tuln & nhirng bénh nhan dung linezolid bt ké cong
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thirc mau ban dau la bao nhiéu .

pa c6 nhirng trurdng hop thiéu mau hdng cau to dwoc bao céo sau khi thube lwu hanh. O nhirng truong
hop biét rd thei diém bét dau triéu chirng, da sé bénh nhan da dung linezolid nhidu hon 28 ngay. Pa s6
bénh nhan hdi phuc hoan toan hogc mo&t phan sau khi ngung ding linezolid du cé duwgc didu tri thiéu mau
hay khong.

chénh léch vé ti 1 tir vong trong mét thir nghiém lam sang & nhirng bénh nhéan nhiém khuan
huyét do vi khuan Gram (+) lién quan dén viéc dat éng théng.

Ti 1& tr vong cao hon da duoc thdy trén bénh nhan didu tri bang linezolid, so v&i vancomycin
/dicloxacillin/oxacillin, trong mét nghién ctru m& trén bénh nhan nhi@m khuan nang cé6 dat 6ng thong noi
mach. D6i v&i nhiém khudn da va mé mém bién chirng, chi nén dung linezolid cho bénh nhan da xac dinh
duoc hodc co kha nang nhiém dong thoi vi khu&n Gram (-) néu khong c6 Iira chon didu trj thay thé nao
khac. Trong nhirng trréng hop d6, can khéi dau diéu tri ddng thei véi thude khang vi khudn Gram (-).
Tiéu chay va viém dai trang lién quan dén khéng sinh

viem dai trang gid mac da dugc ghi nhan véi hlu hét cac loai thube khang sinh, bao gém ca linezolid. Vi
thé. cn thiét phai xem xét chan doan nay & bénh nhan c6 tiéu chay sau khi dung bat ky thubc khang sinh
nao. Trong trudng hgp nghi ngé hodc chéc chan viém dai trang lién quan dén thubc khang sinh, can
ngung dung linezolid. Can xay dwng nhirng bién phap quan ly phu hop véi ca bénh.

Tiéu chay lién quan dén thubc khang sinh va viém dai trang lién quan dén thubc khang sinh bao gém viém
dai trang gia mac va tiéu chay lién quan dén Clostridium difficile (CDAD), da dwgc ghi nhan khi st dung
hau hét cac loai thubc khang sinh, bao gbm ca linezolid, va c6 thé dao déng tir tieu chay nhe dén viém
dai trang gay tir vong. Vi thé, can thiét phai xem xét chan doan nay & bénh nhan cé tiéu chay nang trong
va sau khi dung linezolid. Trong truérng hop nghi vén hodc chac chan tiéu chay lién quan dén thubc
khang sinh ho&c viém dai trang lién quan dén thubc khang sinh, can dirng ngay cac thudc khang sinh,
bao gom ca linezolid va bat dau thyc hién ngay nhirng bién phap diéu trj pht hgp. Chéng chi dinh cac
thudc (rc ché nhu dong ruédt trong tredng hop nay.

Nhiém acid lactic

Nhidm acid lactic da dwoc bao cao khi sir dung linezolid. Bénh nhan c¢6 nhirng trigu chirng va dau hiéu
nhi&m acid chuyén héa bao gdm budn nén va nén nhiéu 1&n, dau bung, ndng @6 bicarbonat thap: tang
thong khi trong khi diing linezozid can dugc x(r Iy y té ngay lap turc.

Suy chirc nang ty thé

Linezolid (rc ché viéc tdng hop cac protein cla ty thé. Cac bién cb bét i, vi du nhw nhiém acid lactic,
thiéu mau va bénh than kinh (réi loan than kinh thi giac va than kinh ngoai bién), co thé xay ra do su trc
ché nay; nhirng bién cb nay thuéng phé bién hon néu st dung thude nhiéu hon 28 ngay.

Héi chirng serotonin

Bao cao ty phat vé& hdi chirng serotonin xay ra khi dung dong thei linezolid v&i cac thudc co lién quan dén
serotonin (serotonergic), bao gdm cac thudc chéng tram cam, vi du nhu cac chét trc ché tai hap thu
serotonin c6 chon loc (SSRI) da dugc bao céo. Vi thé chong chi dinh viéc st dung ddng thei linezolid va
cac thudc serotonergic trir khi viéc ding déng théi linezolid va cac thude serotonergic la that can thiét.
Trong nhirng trerng hop d6, bénh nhan cAn duoc theo dbi ky cac dAu higu va triéu ching cua hgi chirng
serotonin, vi du nhw réi loan nhan thirc, s6t cao, tdng phan xa hoac mét kha nang phdi hgp. Néu cac dau
hiéu hay triéu chirng nay xay ra, bac si can xem xét dirng mdt trong hai hoéc ca hai loai thubc.

Réi loan than kinh ngoai vi va than kinh thj gidc

Réi loan than kinh ngoai vi, ciing nhu rbi loan than kinh thj giac va viém than kinh thi giac déi khi dan dén
suy giam thj lyc, da dwgc ghi nhan trén cac bénh nhan dung Linezolid, chu yéu thay trén cac bénh nhan
duing thudc dai hon thai gian khuyén céo t6i da 28 ngay.

T4t ca bénh nhan can dwgc khuyén phai bao cao cac trig¢u chirng suy giam thj Iec, nhw thay @di thi lyc,
nhirng thay ddi v& kha nang nhin mau sac nhin m¢ hoac vung khuyét trong thj trwéng . Trong nhirng
trrng hop d6, can cb danh gia ngay 18p trc va néu can thiét thi chuyén bénh nhan dén béac si chuyén
nhan khoa. Néu bénh nhan da st dyng Linezolid lau hon thoi gian khuyén céo 28 ngay, can giam sat
chirc nang thj giac cua ho thudng xuyén.

Nguy co réi loan than kinh c6 thé tang I1én khi linezolid dwoc s dung & nhirng bénh nhan dang dung
hoac vira méi st dung thubc khang vi khudn mycobacteria dé diéu tri lao.

Co giat

Céc trérng hop co giat da duoc bao cdo xay ra trén cac bénh nhan didu tri bang Linezolid. Hau hét cac
trrrng hop nay déu c6 ghi nhan c6 tién sir dong kinh hodc co cac yéu té nguy co gay déng kinh.

Céc chéat e ché monoamin oxidase

Linezolid la chét trc ché khéng chon loc monoamin oxidase (MAOI) c6 héi phyc; tuy nhién & liéu lveng
st dung dé didu trj khang sinh, n6 khong gay ra tac dung chéng rc ché. C6 rat it di liéu tlr cac nghién
clru trrong tac thube va vé do an toan cua linezolid khi str dung & bénh nhan cé bénh nén va/ hoac c6




dung thudo ddng thév cae thube oo thé gAYy ra nguy oo do vido tro ohé monoamine oxidase (MAQ). VI
vay, khong nén dung linezolid trong nhimng trirtrng herp nivy trie khi o6 thd theo dol v glam sat chiat ohé
ngudl dung thude

Sk dyng thyre phdm e nhidu tyramin

Bonh nhan nén durgo khuydn oo khdng nén s dung lugng om thira phdm od nhibu tyramin
BOI nhidm

Tac dong oa linezolid 16n odc vi khudn oo lgl chus durgro danh glé trong cao thiy nghlém Iam sang.

Vigo sl dung cde thude khang sinh doi khi gay ra s phat tridn qua mro coa oo logl vi khudn khong nhiay
odm vl thude,

Cde nhom qudn théd dgo bigt

Linezolid cAn duge sir dung dao biét cAn trong & nhing bénh nhan suy than ndng va ohl khi Il lch dy
Kidn 1& viret trdl 8o vérl nguy oo e thé gap.

Chi nén diing linezolid cho bénh nhan suy gan nang khi Il foh dye kidn vt trdl so vérl nguy oo o6 thé
Qdp,
Suy gldm kha ndng thy thal

Linezolid cd thé lam gidm kha nang thy thal va @Ay ra hinh thal tinh trang bAt thudmg & chudt dye trirdng
thanh & mure dd phol nhidm gan bang vél mire 4o dy kibn & ngudl va the dong nary Ié o6 thé phye hol,
Cda ther nghlém 1am sdng

DO an todn va hidu qua ot linezolid khi sy dung trong thel glan dal hon 28 ngay chira duge xao dinh,
Cae thir nghiém lam sang o6 dbi chirng khéng bao gdm nhing bénh nhan cé thn thueong chan do tibu
dudng, tdn thuong do tu thd ndm hoiic do thidu mau oyo b, bl béng n@ing holic hoal ti niing. VI thé,
kinh nghl@ém s dung linezolid a8 didu tr| nhing trudrng hep naty con han ché,

Td duge

San phdm LINZOLID 800 IV Infusion ¢6 chira glucose, dibu nay cAn dueo luu y cho bénh nhan tdu
duorng hodic ¢6 cac bénh khac lén quan dén khong dung nap dugo glucose.

San phdm LINZOLID 600 IV Infusion ¢é chira natri, Lueng natrl ndy cdn duge oha y ddl vérl bénh nhan
dang phal kidm soat lugng natri trong ché do an.

SU' DUNG CHO PHY N(O' MANG THAI VA CHO CON BU:

Phy nir c6 thal

Cac nghién clru vé tdc dung ca linezolid trén hé sinh san dugo thye hién trén chudt nhit va chudt cbng
khong cho thdly dnh hudng gay di tat thal nhi. Doc tinh nhe trén thal nhi chi duge quan sat thiy trén chudt
nhit & mire idu gay Adc nhu vérl chudt me. Trén chudt cbng, dde tinh trén thal nhi duge thé hidn thong
qua anh hudng lam gidm trong lugng thai va gldm qua trinh xuong héa dét xuong e (thudng di kém
Vol sy gldm trong Iwgng cor thé), Glam ty 16 sdng 86t va chdim phat trién clia chudt con d xubt hidn trén
chudt ebng. Khi ghép cip, cée chudt con nay cling thily bibu hidn téng qua trinh mat 1am & oda trirng cé
hdi phye va phy thude varo lidu dung. Chua cé ddy di cac nghidn ciru duge kidm sodt tot tién hanh trén
phy nir c6 thal. Do vy, chi nén sir dung linezolid trong thévl ky mang thal khi ¢l leh mang lal vt trél hon
nguy co' gay hal cho thal nhi,

Phy ndr cho con bu

Céc dir ligu nghidn olru trén ddng vat cho thdy linezolid va chc cht chuydn héa clia néd 6 thé chuybn
vaio stra me va vi thé nén dirng vige cho ba stra me trudre va trong khi dung thude,

TAC DYNG CUA THUOC TREN KHA NANG LAI XE VA VAN HANH MAY MOC:

Bénh nhan cAn duge canh cdo v kha nang hay b| chéng mit hodic trigu chirng suy gidm th| Iye khi dung
linezolid va cAn dugc khuyén cao khéng Il xe hay van hanh may méc néu cé nhirng trigu chirng Ao xay
ra.

TUONG TAC VOI CAC THUOC KHAC VA CAC DANG TUONG TAC KHAC:

Chdt irc ché monoamin oxidase

Linezolid la chét (rc ché khong chon loc monoamin oxidase (MAOI) cé hdi phyc. C6 rét it d liéu 1 che
nghién clru turong tac thube va vé dd an toan cla linezolid khi str dung & bénh nhan cé dung ddng ther
céc thube co thd gay ra nguy co tir vide tre chd monoamin oxidase (MAQ). VI vay, khéng nén dung
linezolid trong nhirng trurng hop nay triv khi c6 thé theo d6i va gidm sat chitt ché ngudl ding thube.
Khé ndng twong tdc thubc gly ting huyét dp

& nhimg tinh nguydn vién khde manh c6 huybt ap binh thueng, linezolid thic ddy vigc tang huyét ap gay
ra b&l pseudoephedrin ho#ic phenylpropanolamin hydrochlorid. Khi linezolid dugce dung vl
pseudoephedrin hodic phenylpropanolamin, vige nay diin dén téng trung binh huyét ap tdm thu theo thir
14 30 ~ 40 mmHg, so v&i mire ting 11-16 mmHg néu chi dung linezolid, 14-18 mmmMg verl mét trong
hal thubc pseudoephedrin hodc phenylpropanolamin va 8-11 mmHg véi gld duge. CAn cln than lugng
gid libu lurgng cla cac thube cb tac dong co mach, bao gbm cac thube ¢6 lidn quan dén dopamin, dé dat
dugc dap tng mong mudn khi dung dbng thv vél linezolid,




Kha nang twong tdc véi serotonin

Kha nang tuong tac thubc véi dextromethorphan dwoc nghién ctru trén tinh nguyén vién khée manh.
Nhirng dbi trong nay duoc sir dung dextromethorphan (hai lidu 20mg cach nhau 4 gio) kém theo hoac
khong kém theo linezolid. Khéng c6 triéu chirng nao ctia hgi chirng serotonin (It 1&n, mé sang, bdn chdn,
run ray, trng dd, todt md hoi, sét cao) quan sat dwoc & nhizng dbi trgng binh thudng dung linezolid va
dextromethorphan.

Kinh nghiém sau khi thuéc Iu hanh: cé mét bao cao vé mét bénh nhan cé bj tac ddng cua hdi chirng
serotonin khi diing linezolid va dextromethorphan va da héi phuc sau khi ngwng str dung ca hai thudc dé.
Khi stz dung linezolid trén Iam sang cung véi cac thudc lién quan dén serotonin, bao gom cac thubc
chéng trAm cam, vi du nhw cac chét trc ché tai hap thu serotonin c6 chen loc (SSRI), da c6 nhirng ca bj
héi chirng serotonin dwgc bao cao. Vi vay, tuy viéc dung ddng thoi 1a chéng chi dinh, viéc quan ly cac
banh nhan dugc didu tri véi linezolid va cac thude serotonergic Ia thiét yéu.

Str dung cung véi cédc thye pham giau tyramin

Khéng c6 d4ap (ng lam ting huyét ap dang ké nao quan sat dwec & nhirng ddi twong diung linezolid cung
v&i tyramin dwéi 100 mg. Didu nay cho thay chi can tranh dung qué nhiéu thyc pham va db ubng c6 ham
lwong tyramin cao (vi dy nhu pho mat chin, san pham chiét xuat t ndm men, dd udng cé cbn chua duec
chung cAt va cac san phdm dau nanh 1én men, nhu xi dau/ nwéc tuwong).

Céc thudc dworc chuyén héa béi cytochrom P450

Khong phat hién thdy Linezolid dwgc chuyén hoéa béi hé théng enzym cytochrom P450 (CYP) va né
khéng trc ché bét ky ddng phan (isoform) nao cliia CYP & ngudi (1A2, 2C9, 2C19, 2D6, 2E1, 3A4) moét
cach dang k& v& mat 1am sang. Twong ty, linezolid cling khéng gay cam (rng cac déng phan enzym P450
& chudt. V1 vay khdng co twong tac véi cac thuéc cdm rng CYP450 nao dwegc tién lwong dabi voi
linezolid.

Rifampicin
Tac ddng chia rifampicin 1&én dwgrc dong hoc cua linezolid dugc nghién ctru trén muwdi sau tinh nguyén

vién nam tredng thanh khde manh dung linezolid 600 mg hai I1An mét ngay trong 2,5 ngay kém v&i hoac

khéng kém rifampicin 600 mg mét 1An mdt ngay trong 8 ngady. Rifampicin lam giam Cmax va AUC cla

linezolid trung binh I&n Iwot 14 21% [khoadng tin cay 90%, 15,27] va 32% [khoang tin cay 90%, 27,37]. Co
‘ ché ciia twong tac nay va y nghia |am sang cua né chwa duwgc biét dén.

Warfarin

Khi warfarin duwoc thém vao trong phac dd linezolid & trang thai &n dinh, mirc INR téi da trung binh giam

10% khi dung cung nhau va AUC INR gidam 5%. Chwa c6 da d ligu trén bénh nhan dung warfarin va

linezolid d& danh gia y nghia lam sang, néu coé, cua nhirng phat hién trén.

TAC DUNG KHONG MONG MUON (ADR)

S lidu liet ké cac tac dung khdng mong mudn clia thubc ciing vei tin suét dira trén di ligu do tAt ca cac

nguyén nhan tir cac nghién clru lam sang trén hon 2000 bénh nhan nguwdi I&n da dung lidu linezolid theo

hwéng dan trong vong téi da 28 ngay.

Cac phan (rng dwoc bao cao phd bién nhét Ia tiéu chay (8,4%), dau dau (6,5%), budn nén (6,30%) va

nén (4,0%).

Céc tac dung khong mong muén lién quan dén thubc dan dén ngung diéu trj duoc bao cao phd bién nhéat

la dau dAu, tiéu chay, budn nén va nén. Khoang 3% bgnh nhan phai ngung diéu trj do gap cac tac dung

khéng mong muén nay.

Nhirng tac dyung khéng mong muén sau day dugc quan sat va bao céo trong khi didu trj v&i linezolid theo

cac mirc tAn suAt: RAt thwong gap (21/10); thuwong gép (21/100 dén <1/10); it gap (21/1.000 dén

<1/100); hiém g3p (21/10.000 dén <1/1.000); rét hiém g&p (<1/10.000), Khéng biét tan sut (khong thé

wéc tinh tle di lidu hién co)

Thwéng gép, 1/10 > ADR 2 1/100

Nhi&m khudn va nhidm ky sinh trung: nhiém nam candida mi¢ng, candida am daqo, nhidm nam.

Réi loan hé théng mau va bach huyét: thibu mau *

Réi loan tam thAn: mét ngu.

Réi loan hé than kinh: Dau dAu, thay ddi vj giac (thdy vi kim loai), chéng mat

Réi loan mach: Cao huyét ap

Réi loan da day, ruét: Tidu chay, budn nén, dau bung cuc by hodc toan bd, tdo bén, kho tiéu

Réi loan gan mat: nglra, phat ban

Réi loan than va tiét niéu: sét, dau cyc bd

Chi sé xét nghiém: Héa hoc: Tang LDH, creatin kinase, lipase, amylase hodc glucose lic khdng doi.

Glam protein toan phan, albumin, natri hodc canxi. Tang hodc giam kali hodc bicarbonat.

t*gym Téng bach cAu trung tinh hogc bach cAu &l toan. Gidam hemoglobin, thé tich hédng cu hoac

s6 Ivgng hdng cAu. Tang hodc gidm tidu cAu hodc sé lvgng bach cAu.

.




It gap, 1/100 > ADR 2 1/1,000
Nhiém khuén va nhim ky sinh trung: Viem am dao

RéI loan hé théng méau va bach huyét: Giam bach cAu®, gidm bach céu trung tinh, giam tiéu cau *, tang
bach chu él toan,

R&1 loan dinh durerng va chuyén héa: ha natri huyét.
R6I loan hé than kinh: Co giat*, giam cam giac, di cam
RAI loan vé mat, Mér mat*

R&I loan tai va tai trong: U tai

R&I logn tim: loan nhip tim (nhip tim nhanh)

R61 loan mach: Con thiéu mau cuc b thodng qua, viém tinh mach, viém tinh mach huyét khbi

R&i loan da day, rubt:Viém tuy, viém da day, churéng bung, khé miéng, viém ludi, phan I6ng, viém miéng,
mAt mau hodéc rbi loan vé luei

R&I loan gan mét: Tang bilirubin toan phan

R&1 loan da va mé dudi da: May day, viem da, toat md hoi

R&I loan than va tiét nigu: Suy than, tang creatinin, tidu nhidu

R6I loan hé sinh sén va tuyén va: rdi loan vé &m hé - 4m dao

RI loan chung va tal noi tiém thude: &n lanh, mét mai, dau nori tiém, khat nhiéu

Chi 86 xét nghiém: Héa | hoc: Tang natri hodc calci. Gidm glucose Itic khéng déi. Tang hoac giam chlorid;
Huyét hoc: Téng 86 lugng té bao Iwdi. Gidm bach chu trung tinh.

Hiém gdp, 1/1.000 > ADR 2 1/10.000

Nhi&m khuén va nhidm ky sinh trung: Viém dai trang lién quan dén thubc khang sinh, bao gdm viém dai
trang gla mac *

ROI loan hé théng mau va bach huyét: gidm toan thé huyét cAu*
RAI loan v& mat: Thay ddi viing khuyét trong thj trirérng

RéI loan da day, ruét: mAt mau b& mat rang

Khéng biét tn sudt (khéng thé wéc tinh tir div liéu hién cé):

Réi loan hé thdng méu va bach huyét: e ché tiy xwong®, thiéu mau héng ciu to*
R&I loan hé mién dich: Séc phan vé

R&I logn dinh duéng va chuyén héa: nhidm acid lactic*

RAI loan hé than kinh: hdi chirng serotonin**, bénh than kinh ngoai bién *

R6I loan v& mét: bénh than kinh thi gidc*, viém than kinh thi giac*, gidm thj Ic*, nhin m&*, thay ddi kha
nang nhin mau séc*

ROl loan da va mé dudi da: Réi loan phdng rdp gibng nhu héi chirng Stevens — Johnson va hoai tir biéu
bl nhi&m déc, phu mach, rung 16ng/ téc.

* Xem myc “"Canh béo va thén trong dac biét khi sir dung”

** Xem myc “Chéng chi djnh” va “Twong tac véi cac thubc khac va cac dang twong tac khac”
Nhém bénh nhén nhi

D@ ligu an toan tir cac nghién clru |8m sang dia trén hon 500 bénh nhan nhi (tir tré so sinh dén 17 tudi)

khong thAy cé sy khac biét va tinh an toan cla linezolid cho b&nh nhan nhi so v&i bénh nhan nguei Ién.
QUA LIEU VA XU TRI:

Chuwra cé bao céo vé trwéng hop qua lidu trén ngudi.

DAu hiéu ciia ngd ddc & chudt sau khi dung lidu linezolid 3000 mg/kg/ngay 1a giam hoat déng va maét diéu
hoa trong khi triéu chirng qua lidu & ché duwoce didu tri bang linezolid 2000 mg/kg/ngay & nén va run.
Chuwa cé thube gidi dgc ddc hiéu. Tuy nhién, cac thdng tin sau c6 thd hiru ich: nén cham séc tich cuc cung
véi duy trl lpc cau than. Khodng 30% lidu dung linezolid dworc loai triv trong vong 3 gir chay than nhan
tao, nhung khéng c6 s6 liéu vé thai trir linezolid bing thAm phan phic mac va loc mau hap phy. Hai chét
chuyén héa chinh clia linezolid ciing bi loai bd khi thAm tach mau.

TIEU CHUAN CHAT LUQNG:

Tidu chudn nha san xuét.

BAO QUAN:

Béo quan & nhigt dd duéi 30°C, noi khd rdo. Tranh anh sang va khéng lam déng lanh.

HAN DUNG:

24 thang ké tir ngay san xuét,

S4 16 san xuét (Batch No.), ngay san xuét (Mfd. Date), han dung (Exp. Date)

Ngay hét han sir dung 1a ngay cubi cung clia thang ghi trén bao bi.

San xuét tal Bang-la-dét boi:
INCEPTA PHARMACEUTICALS LTD.
Dewan |dris Road, Zirabo, Savar, Dhaka, Bangladesh,

V.N.O1




