THONG TIN THUOC VA HUGNG DAN SU’ DUNG THUOC

VANCOMYCIN
Tén chung qudc té: Vancomycin.
Ma ATC: JO1XAO01.
Loai thudc: Khéng sinh glycopeptid nhan 3 vong phé hep.
Dang thudc va ham lwong

Vancomycin duwoc dung & dang mudi hydroclorid. Ham luwong va liéu dung duogc tinh theo dang
base.

Lo bét tinh khiét dong khé dé pha tiém 500 mg.
Duorc ly va co ché tac dung

Vancomycin cé tac dung diét khuan théng qua (rc ché qua trinh sinh téng hop vo té bao vi
khuan bang cach gén véi nhédm carboxyl & céc tiéu don vi peptid chira D-alanyl-D-alanin tu do,
tlr d6 rc ché peptidoglycan polymerase va phan (rng transpeptid. Vancomycin con tidc dong
dén tinh thdm mang té bao va trc ché qua trinh tdng hop RNA cua vi khuan. Do vi tri tic dung
khac nhau, khdong xay ra khing chéo cua vi khudn gilta cdc khang sinh beta-lactam va
vancomycin.

Vancomycin cé tdc dung diét khuan vdi hau hét cac vi khuan Gram duwong, tuy nhién chi cé téc
dung kim khun dé&i véi Streptococcus faecalis. Cac vi khudn Gram am déu khang thudc théng
qua gidm tinh thdm cda I&p mang ngoai.

Vancomycin ¢6 tac dung tét trén cac vi khudn Gram dwong ua khi va ky khi, bao gém: Tu cau,
dac biét 1a Staphylococcus aureus, Staphylococcus epidermidis (k€ cd cdc ching khang
methicilin), Streptococcus pneumoniae, Streptococcus pyogenes va mot sd ching Streptococci
nhom B.

Cac viridans streptococci va enterococci nhu Enterococcus faecalis thuwong “dung nap”
vancomycin, tirc la thudc chi cé tdc dung kim khudn ch&t khéng diét khudn & néng d6 théng
thuong trong mau.

Clostridium difficile va hau hét cac chdng clostridia khac déu nhay cdm cao vdi vancomycin.
Nhung dé& tranh nguy co khang thuéc, vancomycin chi dugc dung diéu tri nhiém khuan
Clostridium difficile khi cac khang sinh khac da khéng con tac dung. Khong dung vancomycin
cho cac trwdng hop ma Clostridium difficile da phat trién qua mirc sau khi dung khang sinh.

Actinomyces spp., Bacillus anthracis, Corynebacterium spp., mét sé Lactobacilli va Listeria
thuong nhay cam véi vancomycin.
Cac vi khudn Gram am, Mycobacteria va ndm déu khang lai vancomycin.

Vancomycin cé tac dung hiép déng vdi aminoglycosid d6i vdi cac enterococci, ké ca vdi cac
ching “dung nap” vancomycin. Tac dung hiép déng vdi gentamicin manh hon véi streptomycin.
Thuéc cling cé tac dung hiép ddng véi aminoglycosid trén Staphylococcus aureus. Tuy nhién
phdi hop gitra vancomycin va rifampicin trén mot sé chdng Staphycoccus aureus lai cho céc két
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qud khac nhau k& cd d6i khang tdc dung diét khuin, khéng hiép doéng. Phéi hop vdi
cephalosporin thé hé 3 cé tac dung hiép déng ddi véi S. Aureus va enterococci.

Cho t&i hién nay van it xay ra khang vancomycin & cac ching vi khuan nhay cdm véi thudc mic
du cé nhitng vi khudn cé tinh khdng ndi tai véi vancomycin nhu mét s6 chiing Lactobacilus,
Leuconostoc va Erysipelothrix. Cac chiing S. aureus hau nhu chwa khang vancomycin. Nguoc lai,
d3 xuat hién céc ching Staphylococcus haemolyticus tan mau khang vancomycin. Trong nhitng
nam gan day, d3 co sy gia tdng cac chdng E. faecium khang vancomycin. Co ché khang thuéc
cla céc Enterococcus théng qua plasmid, nguy co 1a cé thé lan truyén sang céc vi khudn Gram
duong khac, dac biét 1a S. aureus. Hién nay, Enterococcus khang kha nhiéu thuéc 1a mét méi de
doa khap thé gidi.

D6 nhay cdm

Nong dé (rc ché t6i thiéu (MIC) clia vancomycin ddi véi hau hét cac ching nhay cdm tir 0,1 dén
2,0 microgam/ml. Néng d6 diét khuan cla thudc khéng cao hon nhiéu so vdi MIC. Cac chdng vi
khuan cé MIC dudi 4,0 microgam/ml dwoc coi la nhay cam vdi vancomycin, cac ching cé MIC
tir 4,0 microgam/ml d&n 16,0 microgam/ml 1a nhay cam vira phai. Cac ching vi khuan cé MIC tur
16 microgam/ml tr& [én duoc xép loai la khang thudc.

Nong do trc ché t6i thiéu cia vancomycin véi mot sd vi khuan nhu sau:

MIC

(microgam/ml) Ti1é nhay cam

Ching vi khuan

Staphylococcus aureus

Nhay cam v&i oxacilin 1,0 100%

Khang oxacilin 1,5 100%

Coagulase-am tinh staphylococci

Nhay cam vdi oxacilin 2,0 100%

Khang oxacilin 2,0 100%
A o
Viridans nhom streptococci 1,0 100%
Streptococcus pneumoniae 0,75 100%
Streptococci beta tan mau 1,0 100%
Cac chung Corynebacterium 0,75 100%
Cac ching Bacillus 4,0 90,5%

Dwoc dong hoc

Vancomycin dugc hap thu rat it qua dudng udng.
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Vé&i nhitng ngudi cd chirc ndng than binh thuwong, khi truyén tinh mach 1 g vancomycin (15
mg/kg) trong 60 phut, ndng dd thudc t6i da trong huyét twong khodng 63 microgam/ml, dat
dugc ngay sau khi truyén xong. Néng dé thudc trong huyét twong lan luot 1a khoang 23
microgam/ml va 8 microgam/ml tai th&i diém mét gidr va 11 gi& sau khi truyén.

Sau khi tiém tinh mach, thudc duoc phan bd rong rii trong cac t8 chirc va cac dich cla co thé.
Thudc dat dwoc ndng dé (e ché vi khudn trong dich mang phdi, dich mang ngoai tim, dich cé
trwdng, hoat dich. Mét lvgng nho thudc dugce phan b6 vao mét.

Vancomycin hau nhu khdng thdm vao dich n3o tly néu mang ndo khdng viém. Nong d6 thudc
trong dich ndo tay vao khoang 21 - 22% néng d6 thudc trong huyét twong khi nghién clru trén
mot sé lwong nhd ngudi bénh bi viém mang n3o.

Ti 1& lién két protein huyét twong cta thudc khoang 30 - 60%, c6 thé gidm xudng (19 - 29%) &
ngudi bénh bj giam albumin mau (bi bdng, suy than giai doan cuéi). Thuéc qua dugc nhau thai,
phan bd vao méau cudng rén. Vancomycin cé thai trir vao sita.

Thé tich phan bd cla thudc dao dong tir 0,2 dén 1,25 lit/kg. Thoi gian ban thai cla thubc &
ngudi bénh cé chirc ndng than binh thudng tir 4 dén 7 gid, c6 thé kéo dai hon & ngudi bi suy
than. Thudc hau nhu khéng chuyén héa.

Vancomycin thai trlr cht y&u qua than. & ngudi cé chirc ning than binh thudng, khodng 75 -
90% litu dung duorc thai trir & dang khéng d6i qua nwdc tiéu nho loc & cau than, mot lwong nhoé
duwoc thai trir qua mat. Chi loai bd dwoc mot lwgng nhé vancomycin bang phuong phap tham
phan mdau hay thdm phan mang bung. Thudc dwoc loai bd tét hon vai loc mau.

Chi dinh

Vancomycin 13 khang sinh glycopeptid dwoc chi dinh cho nhitng truong hop nhiém khuan ndng
de doa tinh mang gy bai tu cdu va céc vi khudn Gram duwong khac ma khdng thé st dung céc
khang sinh thong thudng nhu penicilin, cephalosporin (do bi khang hoac nguwoi bénh khong
dung nap duoc thuéc). Thudc dic biét dugc si dung cho cac trwdng hop nhiém khuan do tu
cau khang methicilin & ngudi bénh bi 4p xe n3o, viém mang n3o, viém phic mac do thdm phén
mang bung lvu déng lién tuc va nhiém khuan huyét.

Thudc dugc st dung don ddc hodc phdi hop véi céc khdng sinh khac nhu aminosid dé diéu tri
va phong ngira viém mang trong tim, du phong nhiém khudn phau thuat va trong diéu tri, chdm
séc tich cwe cho ngudi bénh suy gidm mién dich.

S dung phdéi hop vancomycin véi cc thubc khac trong phac d6 diéu tri bénh than hé hap hoéc
tiéu héa. Vancomycin cé thé dugc phdi hgp véi cédc khang sinh khac dé mé rong phé hodc ting
hiéu qud diéu tri, cht yéu vai gentamicin va cac aminoglycosid khac, hodc vdi rifampicin.

Chéng chi dinh
Ngudi cd tién st di (rng vai thudc.

Than trong
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Thuéc déc vai than va thinh gidc, vi vdy can than trong khi dung cho bénh nhan suy giam chirc
nang than va trdnh dung cho bénh nhan d3 bj giam thinh luc tir tredc. Can gidm liéu thudc néu
nhat thiét can dung cho cac bénh nhan nay.

Cac bénh nhan cé chirc nang than & mirc gidi han hodc ngudi trén 60 tudi can dinh ky kiém tra
chirc ndng thinh gidc va dinh ky theo d&i néng d6 vancomycin trong mau.

T4t ca cac bénh nhan dung vancomycin déu can duwoc phan tich nudc tiéu va kiém tra chirc
nang than thudng xuyén.

Theo ddi s6 lvgng bach ciu cla ngudi bénh dung thudc kéo dai hodc dung phdi hop cac thudc
c6 gay giam bach cau vi vancomycin cé thé gay giam bach ciu trung tinh ¢ héi phuc.

Dé giam thiéu nguy co xay ra cac phan rng do truyén tinh mach, bao gbm ha huyét ap va dau
tim, can pha loding mdi 500 mg vancomycin véi it nhat 100 ml dich va dung dich pha lodng phai
truyén trong it nhat 60 phut. Nglrng truyén néu phan (rng xay ra.

Thudng xuyén thay déi vi tri truyén thudc.

Dung ddng thai vdi cac thudc gdy mé lam tang nguy co gdp cac phan &ng do truyén tinh mach
(gidm huyét &p, ndng birng, ban dd, may day hodc ngtra).

DUung vancomycin kéo dai cé thé lam phat trién qua murc cac vi khuin khéng nhay cdm, vi vay
can phai theo d&i can than va ap dung bién phdap diéu trj thich hop néu xay ra bdi nhiém.

Viém niém mac ruét lam tang nguy co hap thu thuéc dung dudng uéng va tdng ddc tinh. Can
theo d&i nhitng bénh nhan cé nguy co cao gap ddc tinh, bao gdbm bénh nhan suy than va/hoic
viém rudt hodc dung déng thai vai aminoglycosid duwdng udng.

Vancomycin gay kich 'ng md, nén bat budc phai tiém tinh mach.

Pau, an dau va hoai tlr xay ra néu tiém bap hodc tiém ra ngoai mach. Viém tic tinh mach cé thé
xay ra. Truyén tdc d6 chdm dung dich thuéc pha lodng (2,5 - 5 mg/ml) va thay déi vj tri tiém
giup han ché tan suat va mirc d6 nang cda tac dung phu nay.

Thén trong khi s&t dung vancomycin duwong tinh mach cho tré so sinh va tré nhé do chirc nang
than chua hoan chinh, cé nguy co tdng néng d6 thudc trong mau.

Do an toan va hiéu qua cla vancomycin dung duwong uéng chua duoc xac dinh & tré em.
Theoi ky mang thai

Kinh nghiém |1dm sang va cac dit liéu vé dung thudc cho nguwdi mang thai con it. Chua rd thudc
c6 anh hudng tdi kha nang sinh san hay khong.

MG&i c6 duy nhat mét nghién ctru 1dm sang c6 déi chirng (1991), theo ddi khad nang gay déc trén
than va thinh giac cho tré so sinh ciia 10 ba me dung vancomycin tiém tinh mach trong lic
mang thai. Khong c6 trudng hop nao bi mat kha ndng nghe va déc véi than do vancomycin.
Thuéc dugce tim thay trong mau cuéng nhau. Tuy nhién, sé lwgng ngudi bénh trong nghién ciru
nay con it va thudc chi dwoc dung trong 6 thang cudi cta thai ky nén chwa ré vancomycin cé gay
hai cho thai nhi hay khéng. Chi dung vancomycin cho phu nit mang thai trong trwong hop that
can thiét, cho nhitng nguoi bénh nhiém khuan rat ning.
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Duwoc dong hoc clia vancomycin cé thé bi thay déi trong qua trinh mang thai: Thé tich phan bd
va do thanh thai toan bé tang |én, vi vay cd thé phai dung liéu cao hon cho phu nit mang thai.
Can theo ddi ndng d6 thubc trong mau dé cé diéu chinh phu hgp. Vancomycin duoc chi dinh
dung cho phu nit cé thai dé ngan nglra cac bénh do streptococcal nhém B kh&i phat sém & tré
so' sinh.

Theoi ky cho con bu

Vancomycin tiét qua sita me. Anh hudng clia vancomycin trén tré dang bu me cé dung
vancomycin chua duwoc biét rd. Vancomycin dugc hap thu rat it qua dwdng udng khi éng tiéu
hda binh thuwdng, nguyén ven. Do vay, hap thu thu6c vao hé tuan hoan cla tré khdng dang ké.
Tuy vay, c6 ba van d@ vdi tré dang bu sita me: Gay bién ddi vi khuan chi dudng rudt, tac dung
tryc ti€p [én tré dang bu me (vi du nhu phan ng di 'ng hay man cam) va lam sai két qua nudi
cdy vi khuan. Can c&r vao tam quan trong cla thudc déi véi ba me dé quyét dinh nglrng thudc
hay ngirng cho con bu.

Tac dung khéng mong mudn (ADR)

Ding dworng tiém:

Rét hay gdp, ADR >1/10

Tim mach: Ha huyét 4p di kém véi néng birng.

Da: Ban dd & mat va phan trén co thé (hdi chirng “cé d6” hay “ngudi dd”). Nguyén nhan mét
phan do gidi phdng histamin va thudng do truyén thuéc nhanh. Héi chirng dwoc dac trung boi
tut huyét ap dot ngdt, co thé kém theo ndng birng va xuat hién nhitng ban dé hodc ban san &
mat, c6, nguc va cac chi trén. Thudng ty hét sau khi ngirng truyén thudc.

Hay gdp, 1/10 > ADR >1/100

TKTW: On lanh, st do thudc

Huyét hoc: Giam bach cau ua eosin, giam bach cau trung tinh c6 héi phuc

Tai chd: Viém tinh mach.

It gdip, ADR <1/100 (gidi han & cdc phén trng quan trong hodc de doa tinh mang)

Ban dé di kém véi gidm bach ciu wa eosin va cac triéu chirng hé théng (DRESS), d6c vdi thinh
giac, suy than, hdi chirng Stevens-Johnson, gidm tiéu ciu, viém mach. Viém dai trang gia mac do
C. difficile.

Hwéng dan cach xtr tri ADR

Dé gidm thiéu nguy co xady ra hdi chirng “ngudi dd” can truyén thuéc chdm trong khodng 60
phut. Dung thuéc khang histamin truéc khi truyén vancomycin lam gidm bdt nguy co cla céc
phdn (rng nay. Néu bj tut huyét dp nang, can st dung thuéc khang histamin, corticosteroid,
truyén dich.

Doc tinh trén thinh gidc thudng dwoc bat dau bang U tai. Do vay phai nglirtng thudc ngay néu
thay dau hiéu nay.
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Cac trwdng hop viém dai trang nhe s& tu hét khi ngirng thudc. Tuy nhién cac trwdng hop nang
can truyén dich, dién gidi, b6 sung protein va cé thé can dung khéng sinh thich hgp (vi du
metronidazol).

Liéu lwong va cach dung

Truyén tinh mach

Liéu dung duwoc tinh theo vancomycin base.

Thudc thwong dugc truyén tinh mach gidn doan: Thém 10 ml nwéc vo khudn vao lo chira 500
mg hodc 20 ml vao lo chira 1 g b6t vancomycin vé khuan. Nhu vay, sé dwoc dung dich chira 50
mg/ml. Dung dich chira 500 mg (hoac 1 g) vancomycin phai dugc pha lodng trong dung mbi
(dung dich glucose 5% hodc natri clorid 0,9%) dé tao ra dung dich pha lo3ng cé néng dd thuéc
khéng qua 5 mg/ml va duwoc truyén tinh mach cham it nhat trong 60 phut (liéu 500 mg) hodc
100 phut (liéu 1 g).

Trwdng hop can gidi han lugng dich s dung cho ngudi bénh, c6 thé truyén dung dich 10
mg/ml, tuy nhién s& |lam tdng nguy co xay ra tac dung khéng mong muén.

C6 thé truyén tinh mach lién tuc: 1 - 2 g vancomycin dugc pha vao dung dich glucose 5% hodc
natri clorid 0,9% vira di dé truyén nho giot trong 24 gid.

Liéu théng thudng cho ngudi Idn cé chic ndng thdn binh thwédng: 500 mg, cit 6 gid mot 1an
hodc 1 g, cr 12 gi mot [an. Pa s6 cac trwong hop nhiém khudn do vi khuan nhay cdm cé dap
(ng véi didu tri trong vong 48 - 72 gid. Thoi gian diéu tri phu thudc vao loai va mrc dd nhiém
khuan. Ngudi bénh viém ndi tAm mac do tu cau can phai diéu trj it nhat 3 tuan.

Tré em tir 1 thdng tudi tré 1én: 10 mg/kg, c& 6 gid mot lan. T6i da 2 g/ngay.

Tré so sinh: Liéu dau tién 15 mg/kg, tiép theo la 10 mg/kg, c 12 gid mot lan vdi tré dudi 1 tudn
tudi, hodc tiép theo 13 10 mg/kg, cr 8 gid mot [an cho tré tir 1 tuidn tdi 1 thang tudi.

Nguwéi suy gidm chire ndng thén va ngudi cao tudi

Can diéu chinh liéu & ngudi bénh cé chirc ndng than suy gidm, tré dé non va ngudi cao tudi. Cé
thé 4p dung ché dé liéu nhuw sau:

Dung moét liu khéi dau 15 mg/kg, liéu hang ngay tiép theo (tinh bang mg) gap 15 lan t&c dd loc
cau than (tinh bang ml/phut), nguwdi bénh vé niéu dung liéu 1 g moi 7 dén 10 ngay.

Cé thé tinh liéu cho ngudi bénh dua vao dé thanh thai creatinin theo bang sau:

Bang liéu dung ctia vancomycin cho nguwdi suy than (theo Moellering va céng su)

100 1545
920 1390
80 1235
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70 1080
60 925
50 770
40 620
30 465
20 310
10 155

Trong moi trudng hop, diéu chinh liéu vancomycin cén ct vao néng dod thudc trong mau la bién
phap an toan, hiéu qua nhat. Néng d6 vancomycin trong mau 1 dén 2 gi& sau khi két thuc
truyén can dat 30 - 40 microgam/ml, néng d6 day (do ngay trudc khi dung liéu ké ti€p) can dudi
10 microgam/ml. D& diéu tri nhiém Staphylococcus aureus khang methicilin, duy tri nong do
day 15 - 20 microgam/ml.

Twong tac thudc

Cac thudc gdy mé dung déng thdi vai vancomycin cé thé gay ban dd, néng birng giéng phan
(rng giai phong histamin va phan rng dang phan vé. Néu ngudi bénh can dung ca hai loai thudc,
can két thuc truyén vancomycin trudc khi bat dau khdi mé.

Cac thubc doc vai than va thinh gidc (dung ngoai hodc toan than) dung déng thoi hodc tiép theo
vancomycin, vi du amphotericin B, aminoglycosid, bacitracin, polymyxin B, colistin, thuéc loi
ti€u quai hay cisplatin lam tang doc tinh trén than va thinh gidc, chi dwoc st dung trong trudng
hop can thiét va phai theo ddi that can than.

Vancomycin lam tdng tdc dung phong bé than kinh co cla cac thudc nhu suxamethonium hay
vecuronium.

D6 6n dinh va bao quan

Lo bot pha tiém can duoc bdo quan & nhiét d6 15 - 30 d6 C, trong bao bi kin.

Dung dich sau khi pha v&i nudc cat pha tiém cé thé duoc gitt 6n dinh trong 14 ngay & nhiét do
phong hodc trong ta lanh.

Dung dich vancomycin sau khi pha lodng v&i dung dich glucose 5% hodc natri clorid 0,9%, cé thé
bén virng 14 ngay néu dé & 2 - 8 d6 C tl lanh hodc 7 ngay néu dé & nhiét dé phong.

Dung dich vancomycin trong glucose 5% dé tiém truyén (déng lanh) can dwgc bdo quan & nhiét
dd dudi -20 dd C va 6n dinh trong it nhat 90 ngay. Dung dich nay can dugc lam tan chay & nhiét
dod phong (25 d6 C) hodc trong ta lanh (5 d6 C). Sau khi tan chady, khéng duoc lam déng lanh tré
lai. Dung dich d3 tan chay én dinh trong 72 gi& & nhiét dd phong (25 d6 C) va 30 ngay néu dé
trong ta lanh (5 d6 C).

Twong ky,
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Dung dich vancomycin hydroclorid cé pH acid nén tuwong ky v&i cac ché pham kiém va cac thudc
khdng bén virtng & pH thap. D3 thay cé tuong ky giltta vancomycin vdi aminophylin, aztreonam,
barbiturat ké c3d phenobarbiton, benzylpenicilin (ddc biét |a trong dung dich dextrose),
ceftazidim, ceftriaxon, cloramphenicol natri, dexamethason natri phosphat, dung dich tang thé
tich huyét twong gelatin hodc polygelin, heparin natri, idarubicin, methicilin natri, natri
bicarbonat, ticarcilin va warfarin natri. Cic bdo cdo vé tuong ky nhiéu khi khéng thdng nhat.
Néng dd dung dich va thanh phan cdc dung dich dung pha lodng ciing anh hudng dén tinh
tuong ky.

Qua liéu va xir tri
Dung thuéc qua liéu tang nguy co gay déc cha thudec.

Xt ly khi dung thudc qua liéu: Diéu tri hd tro, duy tri mic loc cau than. Loai bd vancomycin
bang phwong phdp thdm phan it c¢é hiéu qua. Loc mau qua mang va qua chat hap phu gitp ting
tdc dd thai trir vancomycin.

Tai liéu tham khédo: Duwoc thu Quéc gia Viét Nam (lan xudt ban thi hai).

Ngwoi soan Khoa Duwoc Lanh dao bénh vién
(Ky va ghi ré ho tén) (Ky va ghi ré ho tén) (Ky va ghi ré ho tén)

Pham Thj Thao
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