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moi thang V& Clofafimi“ 50 mg cach 2 ng&y 1 lan va 150 mg udng
| lan moi thdng. UOng trong 12 thing. Tré em dui 10 tuéi Dapson
5 mg/ngdy, uOng hang ngay, phoi hop véi rifampin 300 mg thang
yéng 1 lan va CIOf‘iz‘m“: 50 mg moi tuan udng 2 lan va 100 mg
oGi thang uong | lan. Uong trong 12 théng. T chirc Y 14 thé gisi
khuyen cdo can p;hal gitm adl licu legng mot s6 thuée trong phac
46 (thi du liéu vong moi thang | lan). Phéc 5 12 thang thuong
gép Umg vOi da s nRe bcnhﬁbl phong nhicu vi khuin, Nhung néu
chong hiéu qué (bénh ndng 1€n) sau khi hoan thanh 12 thang diéu
trj, €0 tl}é thém mot ligu trinh 12 thang nira. Néu c6 ADR njng lién
quan dén dapson, phai ngimg dapson, nhung vén tiép e diéu tr
cic thudc con lai voi lieu nhu cil. '
Dy phong lay l'.ﬂ:iénjl choanh&ng ngudi tiép xic gin giii véi agudi
pénh phong nhiéu vi khuan: Dapson 50 mg/ngay, trong 3 nam déi
461 nguoi 16m va tré em tir 12 tudi tro 1&n; 25 mg/ngay, trong 3 nam,
cho tré em tir 6 - 12 tudi; 25 mg/3 lan/tuan, trong 3 nim, cho tré em
fir 2 - 5 twoi; 12 mg/f& lan/tuan, trong 3 nam, cho tré tir 6 - 23 thang
whi; vA 6 mg/3 lan/tuan, trong 3 nam, cho tré duéi 6 thang tudi.
pé loai bo hoan todn vi khuan phong, d¢ phong téi phat, cin phai
uéng thuoe du thoi gian, ngay ca khi nguoi bénh cam thdy tét hon
sau vai tuan hodc vf}i thang dicu tri; th gian ding thube co thé kéo
dai 3 nam hofie suot cude doi. Néu ngimg ding thude sém, bénh
¢6 thé tai phat. Can uong thuée vao ding gi¢r qui dinh hang ngdy.
viém da dang Herpes: Liéu lugng phai diéu chinh theo timg
ngudi bénh dé tim lieu hang ngiy c6 hiéu qua nhat kiém soat
duge ngira va ton thuong trén da; sau d6, liéu hang ngay phai
giam t6i da den liéu duy tri t6i thiéu c6 tac dung. Liéu ban diu
ubng 50 mg/ngdy, ¢d thé tang 1én dén 300 mg/ngay, néu khong
kiém soat hoan toan dugc triéu chimg. Nén giam licu, cang som
cang tot, xudng t6i liéu duy tri thap nhat co higu qua. DI véi tré
em, lidu phai thép hom.

Sot rét: _

Ngin chin va phong s6t rét do Plasmodium falciparum
khang cloroquin: Udng dapson 100 mg/ldn/tuin phdi hop vei
pyrimethamin 12,5 mg/lan/tuan. _
Tré em: Dé phong sét rét do P. falciparum khang cloroquin, uong
dapson 2 mg/kg/tuan/1 1an phdi hop voi pyrimethamin 0,25 mg/
kg/tudn/1 1an. Diing lién tuc va tiép thém 6 twan sau khi r&i noi 6
dich sét rét.

Viém pké}‘ do Pneumocystis jiroveci (trudce diy 14 P. carinii).

Didu tri: Dapson 100 mg/ngdy/1 lan, phdi hop véi trimethoprim
5 mg/kg, udng 3 lan mdi ngay; ding trong 21 ngdy.

Dy phong: Uéng dapson 50 mg/lan, ngay uong 2 lan hodc 100 mg
ngy uéng 1 lan. Tré em trén 1 thang tudi: Uong 1 mg/kg cho (i
100 mg hang ngay.
Nhiém Toxoplasma: o

Dy phong tién phat nhiém Toxoplasma & nguoi nhiém HIV:
Dapson 50 mg ngay uéng 1 lan, phoi hop véi P};r'metf;?mT St fuig
mdi tun ubng 1 lin va véi leucovorin 25 mg uong moi tudn | lan.
Dy phong tién phét nhiém foxoplasma & tr¢ em nhiém HIV tir
| thang tudi tr¢r 1én: Dapson 2 mg/kg hodc 15 mgf’lrﬂ2 (to1da 25 mg}
mdi ngay ubng 1 lan, phéi hop véi pyrimethamin ! mgf}(g, ngay
udng 1 14n, va vai leucovorin 5 mg, céch 3 ngay uong | lan.
Tuong téc thude . ,

Tac dugng kim khudn ciia dapson bi giam khi dung d?f‘g }hb_l dfapsqn
véi aminobenzoat. Sir dung dong thoi dapson VoI dld(-.ruxu‘wsg
(ddI) 1am giam hép thu dapson. Nong do thudc trong ":;“ "“";‘1 =
dapson va trimethoprim tang 1én khi sf: dun% chun:g |-.;mght Oi.
Rifampicin va clofazimin lam gidm nong o hUY‘:hjln 3“khf"a
dapson tir 7 - 10 lin khi sit dung ching dong thai; tuy paien, Kiong
ciin didu chinh lidu dapson vi ndng d¢ dapson van cao hon néng
4§ 16i thiéu e ché.

Daptomycin 553

Thubc gay ADR vé huyét hoc: Vi céc thude c6 cdc ADR'Vé h?yét
hoc trong ty, ding déng thoi mt thude khang acid folic (thi dy
nhu pyrimethamin) v&i dapson, €6 the lam tang nguy co AEJR vé
huyét hoc. Phai gidm sat huyét hoc thuémg xuyén hon khi phoi hop
pyrimethamin v&i dapson.

Qui lidu va xir tri )
Triéu chiemg: Budn nén, non, sdt, kich thich, methemoglobin huyét:
Co gidt, xanh tim n@ng. Huyét tan c6 thé xay ra 7 - 14 ngay sau khi
ngd doc cap. p
Xir tri: Rira da day, ding than hoat. Khi ngudi bénh khong thieu
hut G6PD va bi methemoglobin huyét ning, tiém tinh mach xanh
methylen (1 - 2 mg/kg tiém tinh mach cham)“Téc dung thu(‘rr_lg
hoan toan hét trong vong 30 phut, nhung c¢6 th¢ phai tiém lai néu
methemoglobin tré lai. Tham tach mau cé thé thiic day viéc thai trir
dapson va dan chat.

Cdp nhdt lan cudi: 2016.

DAPTOMYCIN

Tén chung quéc té: Daptomyein.

Mai ATC: JO1XX09.

Loai thude: Khéang sinh ti nhién, nhém lipopeptid vong.

Dang thube va ham lugng

Thude bdt pha tiém: 350 mg, 500 mg.

Duwge lwe hoc

Pho tac dung

Daptomycin c6 hoat tinh di¢t khudn trén nhiéu vi khuin Gram
duong nhung khéng 6 tac dung diét khuan ddi véi vi khuén
Gram &m. T#ac dung diét khuin cia daptomycin dugc chimg
minh trén ¢ in vitro va lam sang d6i v6i cac nhiém khuin do
vi khudn Gram duong bao gébm Enterococcus faecalis (ching
nhay véi vancomycin), Staphylococcus aureus (gbm ca ching
khang vancomycin), Streptococcus agalactiae, Streptococcus
dysgalactiae subspecies equisimilis va Streptococcus pyogenes.
Téc dung diét khuén cia daptomycin chi duge chitng minh trén in
vitro d6i v6i cac vi khuan Gram dwong bao gém Corynebacterium
Jeikeium, Enterococcus faecalis (ching khang vancomycin),
Enterococcus faecium (gdbm ca ching khang vancomycin),
Staphylococcus epidermedis (g0m cé ching khang methicilin) va
Staphylococcus haemolyticus.

Co ché tac dung

Téc dung diét khudn cia daptomycin lién quan dén kha niing gin
vao mf}pg té bao vi khuén (khi c¢6 mat ion calci) va gdy khu cuc
méng t€ bao, lim gidn dogn qua trinh tdng hgp DNA, RNA va
protein cua té bao vi khuén.

Daptomycin ¢é tac dung diét khuan nhanh va phu thude nong do.
Trong cac md hinh nghién ciru trén dong vat, cac chi sé AUC/
MIC va C_ /MIC ¢6 lién quan dén hiéu qua diét khuan in vivo clia
c!aptomyc:in & mic lidu tuong duong vai liéu dung trén ngudi. Theo
Uy ban vé thir nghiém d¢ nhay cam ciia chdu Au (EUCAST), diém
gy (breakpoint) ndng db irc ché t6i thiéu (MIC) cua daptomycin
trén Staphylococcus va Streptococcus (ngoai trir Streptococcus
pneumoniae) |1a nhay khi MIC < | mg/lit va khang khi MIC
> 1 mg/lit,

Tdc dung hiép dong

Daptomycin c6 tic dung hiép dong trén in vitro véi cdc khang
sinh aminoglycosid, beta-lactam va rifampicin trén mdt s6 ching
vi khudn Staphylococcus (gom ci ching khing methicilin) va
enterococci (gém ca chiing khéng vancomycin).
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Khang thuoc

Céc chung vi khudn giam nhay cam véi daptomycin dugc ghi nhén
chu yéu trén nhimg b¢nh nhan miic cdc nhiém khuan ning va‘hodc
dung daptornycm lrong thoi gian kéo dai. Péng luu y 1a da ghn nhin
truémg hop that bai diéu trj v&i daptomyecin trén nhiém khuin huyét
do Srapfryfomfcw aureus, Enterococcus faecalis va Enterococcus
Jaecium. Co ché khang daptomycin cia vi khuin hién van chua
duge hiéu biét diy du.

Dwgc djng hoc

Dugc ddng hoc cua daptomycin I tuyén tinh va phu thudc liéu &
mitc lidu 4 - 12 mg/kg. Néng d6 thubc dat trang thai én dinh sau
lidu thir 3.

Hap thu: Céc nghién ctru trén dong vét cho thiy daptomycin khéng
dugc hdp thu qua duéng udng.

Phdn bo: Sau khi vao hé tudn hoan, daptomycin lién két thuin
nghich vdi protein huyét twong, chi yéu gin véi albumin, ty 1¢ gin
phu thuge liéu. Ty 1é thude gin véi protein trén bénh nhan c6 chirc
ning thdn binh thudéng va bénh nhén suy giam chirc ning than nhe
dén vira 1a 90 - 93%. Trén bénh nhan suy than ning (C1_ < 30 ml/
phitt), ty 1é thude gan protein huyét trong 1a 88%. Trén bénh nhan
loc mdu va loc mang bung lién tuc (CAPD), ty 1& nay lin lugt la
86% va 84%.

V, trén nguoi 16n khoe manh 1a 0,1 livkg. Trén bénh nhén nhiém
khudn néi tim mac va nhiém khuin huyét, V, cia thudc 1a
0,21 lit’kg. Trén bgnh nhén suy giam chirc mffng thén, V, cua thude
dao dong trong khoang 0,08 - 0,2 litkg. O tré so sinh, V, cua
daptomycin khoang 0,21 livkg trong khi & tré 3 - 12 thang tudi 1a
0,13 livkg, tré em 13 - 24 thang 12 0,12 litkg va & tré 2 - 17 tudi,
v, daq dong trong khoang 0,11 - 0,14 litkg. 1
Chuyén hoa: Theo céc nghién ciru in vitro, daptomycin hau nhu
khéng dugc chuyén hoa qua gan.

Thdi trie: Phan 1én daptomycin trong co thé duge thai trir qua thén,
khodng 78%, trong d6 luong daptomycin & dang khong ddi twong
duong 50% liéu thube. Khoang 5% lugng thude dugc thai trir qua phin.
Tée do thai trir daptomycin & ngudi ¢ chirc nang than binh thudng
khoang 8 - 9 ml/giorkg, nguoi suy giam chire nang thin khoang

- 10 ml/gidvkg va bénh nhén loc mau khoang 3 - 4 ml/gidvkg. 9]

ngudi cao tudi, the da thai trir thude giam 35% so voi ngudi tré va
& bénh nhin béo phi, téc d6 nay gidm 15 - 23% so vdi nguai khong
béo phi. Tdc dd thai trir cia thudc & tré so sinh khoang 21 ml/giévkg
va ¢ tré nho khoang 11 - 20 ml/gio/kg.

Nira doi thai trir (1) cia dapomycin & ngudi lon khoe manh
khoang 8 gi¢. T, trén bénh nhan suy giam chirc nang than cac
mie 4§ nhe, vira va nang lan luot 1a 11, 15 va 28 gig, trén bénh
nhén lgc mau va loc mang bung lién tuc 1a 19 - 46 gio. O tré em,
t,, khodng 4 - 7 gio.

Chi dinh

Nhiém khuin da va mé mém c6 bién chimg & ngudi 16n va tré
em tir | tudi tro lén, do vi khuan Gram duong nhay cam bao
gérn Staphylococcus aureus (gém ca ching khang methicilin),
Streptococcus pyogenes, Streptococcus agalactiae, Streptococcus
dysgalactiae subspecies equisimilis va Enterocaccus faecalis
(chi chung nhay véi vancomycin). .
Nhiém khudn huyét & nguéi [6n va tré em tir 1 tuoi tré lén, do
Staphylococcus aureus, ca chung nhay va khang methicilin. (J
ngudi lon, chi dinh ndy bao gdm ca tnrimg hop nhiém khudn huyét
két hop nhiém khuin ngi tim mac bén phai hodc nhiém khuan da
va md mém c6 bién chimg. O tré em, bao gom ca trudmg hgp nhiém
khuén huyét két hop nhiém khuén da va md mém c6 bién chimg.

Nhiém khuin ndi tam mac bén phéi & ngudi 1on do Staphylococcy,g
dUrens.

Daptomycm chi ¢6 hoat tinh trén vi khuin Gram duong, Tnmng h,;,p
nhiém khuén hcm hop nghi ngo do ca vi khuin Gram im vihojc vi
khuén ky khi, cin phdi hop daptomyein voi cc khing sinh khac,

Chébng chi dinh

Min cam v&i daptomycin.

Thén trong

Khéng khuyén céo st dung daptomycin cho tré dudi | wéj, g,
nguy co gip ADR trén co, than kinh - co va TKTW.

Truémg hop ngh] ngd phan img qua man, phan vé do daptomycip,
cAn ngimg thudc va thay bing li¢u phap khang sinh khéc.

Khong sir dung daptumycm dé diéu tri viém pho: Cac nghién cipy
lim sang da chi ra rang daptomycin khong c6 hi¢u qua trong dig,
tri bénh [y nay.

Trudng hgp bénh nhin xudt hién tiéu chay nghi ngd do Clostridiyn,
difficile, cin ngung thuéc.

Daptomycin cé thé anh huéng dén két qua mt s6 xét nghi¢m dong
méuw. Pi ghi nhin trudng hgp daptomycin ¢o lién quan dén kéo d;._“
théi gian prothrombin (PT) va tang INR gia khi sir dung mot s
thude thir thromboplastin tai t6 hop trong xét nghiém nay.

Ting creatin phosphalase (CK) huyét thanh ket hop vai dau cq,
yéu co va truong hop viém co, thiéu miu cue bd co, tiéu co vap
da ghi nhan duge trong thoi gian ding daptomycin. Cén giam sat
nong d6 CK khi bat dﬁu diing va trong thdi gian ding thude, it nht
| tuén/lan, Giam sat nong dd CK thudmg xuyén hon (mdi 2 - 3 ngay
1 14n, trong 2 tudn dau diéu tri) trén bénh nhin c6 nguy co cao véi
bénh ¢o, nhu bénh nhin suy than, bénh nhén can lgec mau hodc lge
mang bung lién tuc, bénh nhan dung céc thude c6 thé din dén bénh
vé co nhur thube irc ché HMG-CoA reductase, fibrat va ciclosporin,
Cin giam sat thuomg xuyén cac dau hiéu va triéu chimg ciia bénh
co trong thai gian ding thude. Néu bénh nhan xuét hién cac trigu
chimg dau co, yéu co hojc chudt riit, ¢in gidm sét nong do CK méi
2 ngdy 1 lin. Truémg hop xuét hién céc triéu chimg cua bénh co
déng thai ndng dé CK cao hon 5 lan gisi han binh thudng trén thi
can dimg thuoc.

Viém phéi tang bach céu ua acid da duoc ghi nhén trén bénh nhan
dang dung daptomeyin. Néu xut hién trigu chimg ciia bénh thi cin
ngimg thude va diéu tri bang liéu phép corticoid.

Cén giam st tridu chimg cta bénh 1y thin kinh ngoai bién trong
thoi gian dung thudc. Néu bénh nhan xudt hién triéu chimg cua
bénh, can dimg thude.

Truomg hep xuat hién nhiém khuan khac ngoai nhidm khuan da va
md mém co bién chimg hodc nhidm khuan ndi tim mac bén phéi
trong thoi gian ding daptomycin, cin cin nhic liéu phap khang
sinh khac dam bao ¢6 hiéu qua trén nhiém khuan méi xac dinh.
P6i véi nhidm khudn ndi tim mac bén phai, hidu qua cua thude
chura duge ghi nhdn & tré nho va tré vi thanh nién dudi 18 tudi.
Daptomycin khong dugce chi dinh trong diéu tri viém néi tim mac
bén trdi do Staphylococcus aureus vi hiéu qua kém. Hiéu qua cla
datomycin chura duge nghién ciru trén bénh nhan viém noi tam mac
do nhiém tring trén van nhan tao.

Daptomyein 14 thudc ¢6 nguy co gdy dc trén than, cin giém sdl
chirc nang than thuong xuyén trong qua trinh diing thuée. Can higu
chinh lidu daptomycin trén b¢nh nhan nguoi 16n c6 Cl, <30 mV
phiit. Ché d6 lidu cua daptomycin trén tré em c6 suy glam chirc
ning thin chwa duge thiét lap.

Thoi ky mang thai

D liéu trén dong vat khong ghi nhén bang chimg vé nguy co cua
daptomycin vgi bao thai chudt va tho. Di ligu trén nguoi vé an
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(oan cua daptomyein trong théi ky mang thai chwa dy di. Khong
(hé logi trir Ny co gay hai cia thude cho thai. Cin cén nhic lgi ich
v nguy co cia thude trong théi ky mang thai truéc khi sir dyng.
Thoi ky cho con b:i ‘
paptomyein €6 the vio sita me, litu twong ddi ciia tré b me
khoang 0, 1% lieu dung cia me. Dir li¢u vé an toan cta thude dbi
o6 tré trong thi ky mg cho con bi hién chua diy du. Khong thé
logi trir nguy co gay hai ctia thudc cho tré. Cin can nhéc lgi ich va
nguy CO €03 thuoc trude khi dung trong thési ky cho con bi.
Téc dyng khéng mong mudn (ADR)
Thwong gép o
Nhiém tring: nhiém nam, nhiém ndm Candida, nhidm tring tit ni¢u.
Mau va bach huyét: thiéu mau.
Tam thin: lo ling, mat ngu.
Thén kinh: hoa mat, dau dau,
Mach mau: ting huyét ap, ha huyét ap.
Tiéu hoa: dau bung, nén, budn nén, tio bon, tiéu chay, diy hoi,
truémg bung.
Gan mat: bat thudng trén cdc xét nghiém chire nin g gan nhu ting
ALT, AST, alkalin phosphatase,
Da va mo mém: phat ban, ngira.
Co - xuong vamd lin két: dau céc chi, ting creatin phosphokinase
huyet thanh.
Khac: sot, suy nhuge.
It gap o
Nhiém trang: nhiém nam mau,
Mau va bach huyét: ting liéu cau nguyén phat, ting bach ciu ua
acid, ting INR, tang bach cau.
Chuyén héa vi dinh dudng: giam sy thém in, ting duong huyét,
ri loan dién giai. !
Than kinh: di cam, rdi loan vi giac, run ray, kich img mit.
Tim: nhip nhanh that, ngoai tam thu.
Mach mau: do bimg
Tiéu hoa: kho tiéu, viém ludi.
Da va md mém: mé day.
Co - xwong va md lién két: viém co, ting myoglobin, yéu co, dau co,
dau khép, ting lactat dehydrogenase (LDH) huyét thanh, chudt rit co.
Thén va tiét niéu: suy giam chic ning than, ting creatinin huyét
thanh.
Hé sinh san: viém am dao.
Hiém gap
Mau va bach huyét: thoi gian prothrombin (PT) kéo dai.
Gan mdt: vang da.
Chira xac dinh duoc tan suat
Nhiém tring: tiéu chay lién quan dén Clostridium difficile.
Mau va bach huyét: giam tiéu cau.
Thén kinh: bénh than kinh ngoai bién.
Ho hép: viém phbi ting bach cdu wa acid, ho. ,
Da va mé mém: hoi chimg ngoai ban myun mu todn than cap tinh
(AGEP).
Co - xuong va mé lién két: tiéu co van. o ,
Hé mién dich: phan tmg qua man nhu phi mach, hoi ching phfit
ban do thuéc vai tang bach cau wa acid va cée tri¢u chimg ton tha'n
(DRESS). hoi chimg ting bach cdu ua acid trén bénh phm-‘phaf
ban kém mun nudc, cam giac sung hau hong; Pf‘é";“‘lg_ phén Ve
bao gdm cac trigu chimg nhip tim nhanh, kJ?:é th, s6t, rét run, do
bimg toan than, choang, ngét, miéng c6 vi kim loat.
Khaic: mét, dau moi.
Huwdéng din céch xir tri ADR
Cén ngﬁ-ng thudc trong cdc truémg hop sau: Nghi ngo bénh nhan

gip phan (mg qué man, phan vé, tiéu chay nghi ngd do Clostridium
difficile, xuét hién triéu chimg ciia bénh Iy ngogi bién. Trudng hop
xuéit hién triéu chimg cuia bénh co kém ndng do CK cao hon 5 lan gidi
han binh thudmg trén, nghi ngd bénh phdi do ting bach cau ua acid.
Liéu lrgng va cich ding

Cdch diing :

O ngudi 16n, daptomycin duge ding theo dudng truyen tinh fnach
trong thdi gian 30 phat hodc tiém tinh mach trong 2 phut. E?ﬁi vai
tré em, daptomycin chi duge khuyén cdo ding dudng truyén tinh
manh, théi gian truyén 46i v&i tré em 7 - 17 tudi 1a 30 phaut, tré em
I - 6 tudi 13 60 phit.

Daptomycin dang bt pha tiém duge bao ché tir 2 cong thire khac
nhau: dang bdt déng kho pha tiém cé chira sucrose va bot dong
khé pha tiém khong chira sucrose. Dang bét dong kho khong ,chfra
sucrose dugc hoan nguyén bing dung dich natri clon:id 0,9%. Dr'&i vai
dang bt dong kho c6 chira sucrose, hoan nguyen bang nudc cit pha
tiém, khong nén sir dung natri clorid dé hoan nguyén vi s€ lam ting
ap luc thim thiu cua dung dich sau hoan nguyén. Dung Eiich thude
c6 ndng d¢ sau khi hoan nguyén 14 50 mg/ml duge ding d€ tiém tinh
mach, hoiic tiép tuc duge pha loing bang dung dich natri clorid 0,9%
dén néng do khong qua 20 mg/ml dé truyén tinh mach.

Liéu liegng

Nhiém khudn da vi mé mém cé bién chimg

Trutmg hop nhiém khudn da va md mém c6 bién chimg khong két
hop nhidm khuiin huyét do Staphylococcus aureus, liéu dung nhw sau:
Ngudi 16n: 4 mg/kg mbi 24 gidy, trong 7 - 14 ngay hodc cho dén khi
hét nhiém khuén.

Tré em: tré em tir 1 dén dudi 2 tudi: 10 mg/kg mdi 24 gid, tré em
2 - 6 tbi: 9 mg/kg mdi 24 gio, tré em 7 - 11 tudi: 7 mg/kg mdi
24 gidr, tré em 12 - 17 tudi: 5 mg/kg mdi 24 gidr. Thai gian didu tri
toi 14 ngay.

Trudng hop nhiém khudn da va mdé mém cé bién chimg két hop
nhidm khudn huyét do Staphylococcus aureus, xem lidu dung dbi
voi nhiém khuan huyét.

Nhiém khuén huyét do Staphylococcus aureus & nguoi lém

Liéu ding: 6 mg/kg mdi 24 gio, trong 2 - 6 tuan. Truong hop nhidm
khuin huyét do MRSA khong bién chimg, th&i gian diéu tri tbi
thiéu 14 2 tudn, tnrémg hop c6 bién chimg thi thdi gian didu tri la
4 - 6 tuan. Khi nhiém khuan huyét két hop viém ndi tim mac nhidm
trang trén van tu nhién do MRSA, théi gian dung la 6 tuén, co thé
ding lidu cao hon, toi da 1a 8 - 10 mg/kg mi 24 gid.

Nhiém khudn huyét do Staphylococcus aureus & tré em

Liéu ding: tré em 1 - 6 tudi: 12 mg/kg mdi 24 gio; tré em 7 - 11
tudi: 9 mg/kg mdi 24 gid va tré em 12 - 17 tdi: 7 mgkg mdi
24 gio. Thoi gian diéu tri can kéo dai hon 2 tuan ity thude nguy co
bién chimg cua timg bénh nhin, c6 thé kéo dai 16i 6 tuén.

Nhiém khudn ngi tam mac bén phai ¢ nguedi lom do Staphylococcus
AUreuns

Liéu ding: 6 mg/kg mdi 24 gi¢r. Thoi gian diéu tri ¢o thé t6i 6 tuin.
O ngudi lom suy than: Can higu chinh liéu daptomycin trén bénh
nhan ¢6 C1, < 30 mUphat. PSi véi nhidm khuin da va md mém c¢6
bién chimg khéng két hop nhiém khuén huyét do Staphylococcus
aureus, liéu higu chinh li 4 mg/kg mi 48 gi. Poi véi nhiém khuén
ndi tim mac bén phai hodc nhiém khuén huyét do Staphylococcus
aureus, liéu hiéu chinh 1a 6 mg/kg mdi 48 gid. Trén bénh nhan loc
mau va loc mang bung lién tye, ding liéu hiéu chinh nhu trén sau
khi loc, tot nhét 1a ding thude vao ding nhimg ngdy loc. Can bd
sung thém 50% liéu néu khoang cach giira cac lan loc 1a 72 gid.

O ngueéi suy gan: Khéng can hiéu chinh lidqu daptomceyin trén bénh
nhén suy gan muc do nhe va vira (Child-Pugh B). Khong co dir ligu
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trén bénh nhén suy gan nding (Child-Pugh C), nén cin thin trong
khi ding daptomycin trén nhimg bénh nhén nay.
Tuwong tic thube
Daptomycin hau nhur khéng dwoc chuyén héa qua gan. Thude ciing
khong gdy cam {mg hay (¢ ché cic isoenzym nhur 1A2, 2A6, 2C9,
2C19, 2D6, 2E1 va 3A4 ciia cytocrom P450, do dé khong co nguy
co tu'(mg tic duge dong hoc cua daptomycin véi cac thude dugc
chuyén héa qua céc isoenzym nay,
Khing sinh aminoglycosid: Daptomycin va khing sinh aminoglycosid
c6 thé c6 tac dung higp ddng trén vi Khuin Staphylococcus va
Enterococcus.
Khang sinh beta-lactam: Daptomycin va cac khéng sinh penicilin
(ampicilin, oxacilin, ampicilin va sulbactam, piperacilin va
tazobactam, ticarcilin va acid clavulanic), khang sinh cephalosporin
(cefepim, ceftriaxon), aztreonam, imipenem c6 thé c¢é tic dung
hiép ddng trén vi khuan Staphylococcus va Enterococcus.
Khang sinh rifampicin: Daptomycin va rifampicin c6 thé ¢é tac
dung hiép dbng trén vi khuin Staphvlococcus va Enterococcus,
bao gom ca Enterococcus khang vancomycin.
Cic thuée trc ché HMG-CoA reductase: Ca daptomycin va thudc
{rc ché HMG-CoA reductase déu giy bénh vé co, nén sé lam ting
nguy co xuat hién bénh co va tiéu co van khi phéi hop. Dit ligu vé
viéc ding két hgp daptomycin véi céc thude ndy 1a han ché. Tuy
nhién da ghi nhan mét sé tnrémg hop ndng dé CK tang dang ké
kém céc triéu chimg tiéu co van trén bénh nhn ding thudc e ché
HMG-CoA reductase cung lic voi daptomycin, Do vy, can ngimg
céc thude c6 ADR trén co trong thiri gian ding daptomycin trir khi
lgi ich vugt tréi nguy co. Trudng hop khong dimg duge, can gidm
sat thudmg xuyén ndng 46 CK va céc déu hiéu cia bénh co.
Cic thube lam gidm d§ loc céu than (nhu cac thude NSAID va 1rc
ché COX-2): Daptomycm duge thai trir cha yeu qua qua trinh lgc &
cau thén, do d6 nong d¢ daptomycin trong huyét tuong co thé tang
néu ding kém cac thude lam glam d6 loc cau than. Hon nira, khi ph(.‘ll
hop daptomycin vdi céc thubc ndy, con co nguy co twong tic duge
. Iye hoc gdy doe tinh hiép dong trén than. Vi véy, cén thén trong khi
" phéi hop daptomycin vai bit ky thudc nao lam giam d6 loc cau thén.
Warfarin: Str dung déng thoi daptomycin va warfarin khong lam
thay déi tac dung va duge dong hoc cua cd hai thude. Tuy nhién,
khi diing ddng théi véi warfarin, daptomycin co thé 1am anh hudéng
dén két qua xét nghiém thai gian prothrombin (PT) va INR nén
can than trong khi phién giai két qua cac xét nghi¢m ndy trong qua
trinh theo ddi diéu tri warfarin.
Twong ky,
Daptomycin tuong ky véi céc dung dich chira glucose hay
dextrose, do d6 khong duoc pha daptomycin trong cac dung dich
chira glucose. Do dit lidu vé tuong ky cia daptomycin véi cic
thude khac con it, nén khong tron chung daptomycin véi cac thube
khac. Néu nhiéu thudc duoc ding qua dudng truyén tinh mach thi
can trang day truyén bing dung méi tuong hop trude va sau khi
truyén daptomycin.
Qua liéu va xir tri
Truéng hop qua liéu daptomycin, cin két hop diéu tri h trg va duy
tri 4§ loc céu than, Daptomycin dugc thai trir rat cham khi loc mau
(khoang 15% lidu dugc loai ra khoi co thé sau 4 gidr loc) hay loc
mang bung lién tuc (khoang 11% liéu dugc loai sau 48 gior loc). Sur
dung mang loc thong lwong cao trong 4 gidr loc c6 thé tang ty 1¢
thubc duoe thai trir so véi mang loc thong luong thap.

Cdp nhdt lan cuéi: 2019.

https://trungtamthuoc.com/
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DAUNORUBICIN
(Daunomycin)
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Tén chung quéc té: Daunorubicin.
Mi ATC: LOI1DBO02.
Loai thude: Chong ung thu/Khang sinh loai anthracyclin glycosig

Dang thubc va ham lugng

Ham lugng tinh theo daunorubicin base.

Bot pha tiém: Lo 20 mg (dang daunorubicin hydroclorid), ke, 4 éng
dung méi 4 ml.

Dung dich tiém: Lo 20 mg/4 ml va 50 mg/10 ml (dang daun{)l‘ﬂblc,
hydroclond)

Thuéc tiém liposom: Lo 50 mg/25 ml (dang liposom daunorybiciy,
citrat).

Dwrgee lue hoe

Daunorubicin 12 mot khang sinh c6 tic dung chong ung thy thuge
din chit anthracyclin glycosid, do Streptomyces - coeruleorupigy,,
san sinh ra nhung khong ding nhu mét thudc khang khudn
Daunorubicin c6 tac dung manh nhit dén pha S trong chu trinp,
phan chia té bao nhung khong dac hicu theo pha. Co ché chéng ung
thu cta thude la gan két vai DNA xen vao gura ¢dc cdp base vj 1 Tt
ché tong hgp DNA va RNA, lam roi loan mau sao chép va ngin ¢an
phién ban. Do d6, tac dung chdng ung thu t6i da dugc thye hign ¢
pha téng hgp DNA (pha S) cua chu trinh phan bao. Ngoai ra thue
con ¢6 tic dung khang khuéan va irc ché mién dich.

Duge ding hoc

Daunorubicin hydroclorid kich tmg manh cac mé cua co thé ngy
phai ding thuéc theo dudng tiém tinh mach. Thude duge phan b§
nhanh vao trong co thé, dic biét la lach, than, gan, phéi va tim,
Thuée qua duge nhau thai nhung khéng qua duoc hang rio may
- ndo. Thube hip thu vio té& bao va gin véi cac thanh phin cia
bao, déc biét la acid nucleic.

Khi ding daunorubicin theo dudmg tiém tinh mach, V la 1 006 -

1 055 litkg. Khoang 63% thudc gin vao protein huyét tuong,
chit yéu 1a albumin. Trong huyét trong, nira doi phan bé cia
daunorqbwm dang thong thudng trung binh 14 45 phut (trong pha
phin bd) va 18,5 gid (trong pha chuyén hoa cubi). Chuyén héa
sinh hgc & gan xay ra nhanh (trong vong 1 gidr), tao thanh mét chét
chuyén héa chi yeu 1 daunorubicinol ¢d hoat tinh chong ung thy
v&i nira doi trong huyét tuong khoang 26,7 gio.

Daunorubicin duge chuyén hoa nhanh (trong vong mot gid)
va rng ¢ gan va mot s6 md cua co thé, chi yéu boi aldoketo
rc:'ductasc trong bao tuong tao thanh mdt chat chuyén héa chi
yeu 1a daunorubicinol ¢6 hoat tinh chéng ung thu. Sau khi ding
daunorubicin 30 phat, khoing 40% lugng thudce trong huyét tuong
14 daunorubicinol va dat 60% sau 4 gid.

Daunorubicin va cdc chat chuyén héa duoc bai tiét qua nude tiéu
va mit, trong d6 23 - 25% thai trir & dang hoat tinh qua nudc tidu,
khodng 40% dugc thai tnr qua mat. Nira doi trong huyét tuong
cua daunorubicin dang thong thudng & giai doan dau 12 45 phit, &
giai doan cuoi 1a 18,5 gio. Sau khi tiém daunorubicin dang thong
thwomg 1 gier thi & trong huyét twong, chat chuyén héa chi yéu la
daunorubicinol c6 nira d&i cudi ciing trung binh 26,7 gid.
Daunorubicin citrat ¢ dang liposom duoc bao ché véi myc dich lam
glam phén b6 thude véo cac khoang ngoai vi, tan g phin bd vao cic
ton thrrong sarcom Kaposi. Duge dong hoc dang bao ché liposom
van chua duge nghién ciru day du. Thanh phan gom c6 1p mang kép
phospholipid, distearol phosphatidylcholin (DSPC) va cholesterol:
Sau khi tiém (inh mach daunorubicin citrat _dang liposom liéu
don 40 mg/m’, sau 30 - 60 phut, trung binh néng d¢ dinh khoang



