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thé phoi hep véi mm thuéc NSAID néu khong c6 chéng chi d;nh
dé dat higu qua cit con gat. Trong truémg hop bgnh nhan co chéng
chi dinh v6i NSAID, colchicin dige sir dung véi mie lidu 1 mg x
3 lin trong ngzly dau tién (c6 thé dung 0,5 mg, céch nhau 2 gidr mot
lin nhung ti da khong qué 4 mg), 1 mg * 2 lin trong ngay thir 2,
I mg tir ngay thir 3 tr¢ di. Thong thuong, céc trigu chimg tai khép
sé gidm nhanh sau 24 - 48 gio.

Theo Huémg dan diéu tri cia Hoa KV, colchicin van la mdt
trong s6 céc lwa chon co bén dé diéu tri con gut cép. Pé diéu trj
con gt cap, sir dung lidu tai colchicin 1,2 mg; sau | gio, udng
0,6 mg va sau 12 gic‘r,.chuyén sang ché do du phong con giit cip véi
liéu 0,6 mg x 1 - 2 lan/ngay cho dén khi giai quyét dugc con git
cép. Con theo Huéng dan cta Lién doan Thap khép hoc Chau Au
(European League Against Rheumatism - EULAR), sir dyng liéu
tai colchicin 1 mg; sau 1 gid, udng 0,5 mg va san 12 gid, tiép tuc
sir dung colchicin trong trrdmg hop cin thiét, toi da 0,5 mg x 3 1in/
ngdy, cho dén khi cit dugc con git cap.

D phong tai phat con giit cdp: 0,5 - 1,2 mg, udng 1 - 2 lin/ngay,
trung binh | mg/ngay, kéo dai it nhit 6 thang Thaoi g:an du phong
phu thudc vao cac yéu t6 nhur tAn suét xuét hi¢n con gt cap khoang
thé gian chiu dyng gut, sur xuat hién va kich thudc cua hat tophi.
Tré em:

Khdng khuyén céo sir dung trén bénh nhin nhi.

Nguai cao tudi: Piéu chinh theo chirc nang than cua bénh nhan.
Suy than: Chéng chi dinh v&i bénh nhdn suy thin ning (mic loc
cau than < 10 mU/phat/1,73 m?), bénh nhan suy than kém theo suy
gan. O bénh nhin suy than trung binh, giam liéu hodc gian ciach
khoang cach dua thude va theo ddi chit ché cac ADR & nhimg bénh
nhén nay. O nhimg bénh nhan suy thén nhe, than trong khi sir dung
thube nhumg khéng can hiéu chinh liéu colchicin.

Suy gan: Chéng chi dinh & bénh nhén suy gan néng. O nhimg bénh
nhéin suy gan nhe dén trung binh, thin trong khi str dung thudc va
theo ddi chit ché cac ADR ¢ nhirng bénh nhéan nay.

Tuwong tac thude

Colchicin 1a co chat cia CYP3A4 va bom tong thude
P-glycoprotein. Khi dung déng thoi véi cac thudc trc ché CYP3A4
va P-glycoprotein, nfmg dd colchicin trong mdu tang, tang nguy
co gip doc tinh cia thube. Vi vay, chdng chi dinh colchicin & cac
bénh nhan suy gan hodc suy than dang sir dung cac thudc irc ché
P~glyc0prutcm (vi du: ciclosporin, verapamil, quinidin) hodc cac
thude tre ché manh CYP3A4 (vi du: ritonavir, atazanavir, indinavir,
clarithromycin, telithromycin, itraconazol). 0 cic bénh nhén c6
chirc ning gan hodc thin binh thuémg, can nhic viéc tam ngimg
colchicin trong truong hop bét bude phéi hop hodc chi phéi hop
khi lgi ich vuot trdi nguy co. Liéu colchicin duqc khuyen cdo giam
4 lan trong trudng hop phm hop véi cac thude e ché CYP3A4
manh hodc cac thube trc ché P- glycoproyem Liéu giam 2 lan trong
truémg hop phdi hop véi thube e ché CYP3A4 trung binh (vi du:
diltiazem, erythromycin, fluconazol, cac thude diéu tri HIV nhom
trc ché enzym protease khdc).

Hydroxycloroquin, digoxin, cac thube didu tri roi loan lipid huyét
nhom statin, nhom fibrat: Téng nguy co Xuét hn:n bénh co va tiéu
co van cép Can giam sat dgc tinh trén co néu diing dong thoi
2 thude (véu co, dau co, di cam, nuéc tiéu sim mau).

Qui liéu va xir tri

Colchicin 14 thudc co khoang diéu trj hep, st dung thude qua lidu
gy déc tinh rit nghiém trong. Bénh nhan c6 nguy co cao gip doc
tinh 1a bénh nhan suy gan, than, co bénh tiéu hoa, tim mach hodc
bénh nhan tudi rit cao.

Muzc liéu géy déc tinh: Liéu gay tir vong co sy khéc biét gitra cac

c4 thé (7 - 65 mg) nhung thudng khoang 20 mg.

Trigu chimg: Tri¢u chimg ngd doc cap co thé xuat hl¢n chdm
(khoang 3 - 6 gio): bubn non, nén, dau bung, xuat huyet tiéu hoa,
giam thé tich tudn hoan, réi loan dién giai, tiéu bach cau, tut huye(
ap trong trudmg hop ndng. Pha thir hai véi cac bién chimg nghiém
trong co thé xay ra trong 24 - 72 gio sau khi dung thude: suy da
tang, suy thin cap, lan 19n, hon mé, kich thich thin kinh ngoai vi,
glém Ap co tim, giam toan thé 1& bao mau, roi loan nhip tim, suy hd
hép, bénh 1y dong méu tidu huy. Bénh nhan thudng tir vong do suy
hé hép hodc truy tim mach. Néu khong tir vong, bénh nhéan thudng
gap céc bién chimg do ting bach cau hbi img va rung toc (co héi
phuc) xuét hién khoang | tuin sau khi dung thude.

Xir tri: Nguyen tic: Ngay khi phat hién dung qua lidu, tat ca cac
bénh nhan cin duoc xir tri ngay 1ap tire, cho du chua ¢6 bat cir dau
hiéu gi. Khong c6 thude giai doc diac hiéu. Rura da day trong vong
| tiéng sau khi ngd doc cip. Can nhic sir dung than hoat 50 g &
nhirng bénh nhén di sir dung trén 0,1 mg/kg can nang trong vong
I g:U va & tré em di ding moi mic liéu trong vong | gidr. Lleu ch
thé lap lai mbi 4 gidr & ca nguoi 16n va tré em néu da uéng hon
0,3 mg/kg can nang, néu bénh nhin khong non. Céac truong hqp
qué liéu chi yéu diéu tri tridu ching va hd trg: kiém soét hd hip,
duy tri huyu ap va tuan hoan, diéu chinh cin bang nudce va dién
gidi. Bénh nhéin cin durrc gidm sét trong téi thiéu 6 gidr sau khi
ding thude hodc 12 gid néu bénh nhén di udng trén 0,3 mg/kg can
nang. Loc mau khéng c6 hiéu qua trong truémg hop qua liéu do
colchicin c6 thé tich phan bo 1om.

Cap nhdt lan cusi: 2017,

COLISTIN

Tén chung qubc té: Colistin.

Mi ATC: ADTAALO, JO1XBOI,

Loai thude: Khang sinh (nhém polymycin).

Dang thude va ham lrgng

Bot natri colistimethat dé pha tiém, truyén, khi dung: Lo 1 triéu dvqt
(twrong duong 80 mg natri colistimethat hodc 33,33 mg colistin
base), lg 2 tri¢u dvqt (twrong dwong 160 mg natri colistimethat hodc
66,67 mg colistin base).

Dwoe Ire hoc

Natri colistimethat I tién thudc khang ¢6 hoat tinh, duge thiy phan
thanh colistin co hoat tinh trong méi truémg nudce in vitro va in vivo.
Colistin c6 cau tric polypeptid vong cationic, két hgp voi dudi acid
béo. Dic tinh héa hoc nay dong vai tro quan trong trong téc dung diét
khuan cta colistin trén vi khudn Gram am. Nhom diaminobutyric
tich dién duong cia colistin twong tac tinh dién vdi cac nhém
phosphat tich di¢n &m cua lipid A trong lipopolysaccarid trén mang
ngoai té bao vi kh‘u&n. Mat khac, dudi acid béo ctia colistin tuong tic
véi cac thanh phan lipid ciia méng té bao vi khuén. Cac tuong the
nay lam khéi phét qué trinh “self-promoted uptake” nhé d6 colistin
xam nhép dugc (6i ming sinh chit clia vi khuin. Két qua la tinh tham
clia mang ngoai té bao va mang sinh chét bi rhay doi, gay ro ri chc
chét trong ni bao va din dén chét t bao vi khuin.

Phé tic dung

Colistin c6 tic dung trén nhiéu chung vi khuan Gram am va khong
¢6 tac dung trén vi khuin Gram duong, nim va virus. Colistin ¢0
tac dyng trén in vitro véi nhiéu chiing: Acinetobacter, Citrobacter,
Escherichia coli, Enterobacter, Haemophilus influenzae, Klebsiella
pneumoniae, Pseudomonas aeruginosa, Salmonella, Shigella. UY
ban vé& Thir D§ nhay cam chau Au (EUCAST) va Vién Chudn
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thire Lam sdng va Xét nghi¢m Hoa Ky (CLSI) cong bé diém giy
(breakpoint) nhay cdm cla céc vi khudn Gram am véi colistin
nhu bang 1. Colistin khong ¢6 tac dung trén cac ching: Proteus,
Providencia, Serratia, Neisseria gonorrhoeae, N. meningitidis vi
chc vi khuén ky khi.

Bang 1. Piém gay nhay cam véi colistin theo EUCAST va CLS/
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Co ché dé khang

pé khang colistin thuémg xdy ra do sy bién déi lipid A cua
lipopolysaccarid trén mang ngoai té bao vi khuén, trong dé, nhém
phosphat cuia lipopolysaccharid bj thay thé bang ethanolamin hodc
amioarabinose. i v6i A. baumannii, & khang colistin con xay ra
do giam san xuit lipopolysaccarid gay ra bai dot bién cac gen chiu
trach nhiém trong qua trinh sinh téng hop lipid A. Vi khuén c¢6 kha
ning khang chéo giira colistin (polymycin E) va polymyxin B. Do
co ché tac dung cuia cic polymyxin khéc voi cac nhém khang sinh
khac nén néu vi khudn chi d& khang colistin va polymyxin B theo co
ché trén thi ¢6 thé khong dé khang vai cic nhom khéng sinh khac.
Dugc dong hoc

Hép thu: Natri colistimethat 1a tién thudc cua colistin, durgc sir dung
bing dudmg tiém truyén do thudc khong duge hap thu qua dudmg
tiéu hoa. Trong co thé, natri colistimethat dugc thiy phan thanh
colistin ¢6 hoat tinh, Udc tinh ¢ khoang 30% natri colistimethat
duge chuyén thanh colistin & ngudi khdée manh. Chirc ning lh{?n
ciia bénh nhan cang suy gidm thi hrgng natri colistimethat chuyén
thanh colistin lai cang 1én. O bénh nhén suy than ning (d6 thanh
thai creatinin < 30 ml/phut), lugng natri colistimethat chuyén thanh
colistin co thé 1én dén 60 - 70%. Sau khi tiém truyén tinh mach,
ndng dé dinh trong huyét thanh ctia colistin cao hon nhung gidm
nhanh hon so véi khi ding thude qua duomg tiém bap. O fré em,
néng dd cua colistin trong huyét thanh giam nhanh hon s0 véi
& ngudi 16m. Khi sir dung qua dudomg khi dung, mic do hap thu
ciia colistin vao tuan hoan chung phu thuée vao kich thuée tiéu
phén aerosol, h¢ thong khi dung va tinh trang phoi cua bénh nhan.
Do do, kha ning thudc hép thu toan thén van luén can dugc luu y
dén khi bénh nhan sir dung qua duong khi dung.

Phdn bé: Sau khi tiém bip hodc tiém truyén (inh mach natri
colistimethat, thuée duge phan bd rong rai vao cic mé trong co
thé, tuy nhién, thuéc thdm kém vao nhu mé phoi, khoang mang
phéi, dich mang tim. Thé tich phan bo cua colistin & ngudi khoe
manh thip nhung twong déi 16n & b¢nh nhan b¢nh nang. Ty € lién
két voi protein huyét tuamg cta colistin & mirc trung binh [Eﬁ%) va
gidm & néng d¢ cao. O ngudi binh thuong, colistin tham rat it qua
hang rao méu - nio nhung nong d thudc trong dich ndo tly ting
Ién khi mang néo bi viém. Colistin co thé di qua hang rao nhau thai
va dugce bai tiét vao sira me. ' _
Thdi trir- Natri colistimethat duge thai trir chu yéu qua co ché loc
& cAu than, véi 60 - 70% liéu natri colistimethat dwgc thai trir dudi
dang khong déi trong 24 git. Trong khi do, qué trinh thai trir cia
colistin chura duge mé ta diy du. Nira doi thai trir cua colistin sau

khi tiém bip hodc tiém truyén tinh mach natri colistimethat khoang
1,5 - 8 gi& @ ngudi 1ém c6 chic ndng thin binh thudng. Thanh th;’si
colistin giam di & bénh nhan suy than, c6 thé do ting ty 1§ chuyén
ddi natri colistimethat thanh colistin. (f bénh nhin cé 9 thanh thai
creatinin (Cl_) dudi 20 ml/phut, nira doi thai trir cua colistin kéo
dai khoang 10 - 20 gid. Natri colistimethat bj thai loai qua loc mau
va mdt phin nhé qua tham phén phiic mac.

Céc thiong s6 duoc dong hoc

Colistin 12 khang sinh diét khuin phu thudc dién tich dudi dudng
cong (AUC). fAUC/MIC 4 thong sé duge dong hoc/duge Iuc hoc
t&t nhit dé du béo hiéu qua 1am sang cuia thube, trong d6 FAUC
la dién tich dudi dudmg cong cua dd thi biéu dién sy bién thién
cua nong dé thude & dang ty do trong mau theo thoi gian. Ty I¢
colistin dang ty do khoang 50% (f = 0,5). Theo két qua tir mot
sb nghién clru duge dong hoc/duge lyc hoc (PK/PD), trén md
hinh nhidm khuin dui, dé diét 2-log vi khuan, fAUC/MIC muc
tiéu can dat khoang 7,4 - 13,7 voi Pseudomonas aeruginosa va
7.4 - 17,6 v6i Acinetobacter baumannii trén mo hinh nhiém khuan
bép chan. Tuong ty diét 1-log vi khuan, FAUC/MIC myc tiéu can
dat 14 6,6 - 10,9 v&i Pseudomonas aeruginosa va 3,5 - 13,9 vai
Acinetobacter baumannii. Myc tiéu fAUC/MIC dé diét | va 2-log
vi khudn trén md hinh nhiém khuén phdi cao hon dang ké. Dya
trén cdc nghién ciru ndy, dé dam bao higu qua diét khuan, nong dé
ctia thude trong méu & trang thdi 6n dinh (C) cén dat > 4 x MIC.
Tuy nhién, doc tinh cia thudc ting 1én khi C_> 2,5 mg/lit. Do vay,
C_, dich can dat duge khuyén cdo la 2 mg/lit. C_ muc tiéu co thé
can cé thé héa trén timg bénh nhan dia trén mirc 46 nhiém khuan,
vi tri nhiém khuan, ndng a6 trc ché toi thiéu (MIC) cha ching vi
khuén gay bénh phén ldp duroc.

Chi dinh

Nhi&m khuan bénh vién ning, bao gdm viém phoi bénh vién/viém
phdi thd may, nhiém khuén huyét, nhiém khuin 6 bung, nhiém
khuén tiét niéu, nhiém khudn da v& mé mém & bénh nhan bong,
viém mang ndo d3 xdc dinh do vi khuan Gram am (Acinetobacter
baumanii, Enterobacteriaceae, Pseudomonas aeruginosa) dé khang
khéng sinh nhém carbapenem, aminosid hoac quinolon.

Nhi&m khuén bénh vién ning bao gom viém phdi bénh vién/viém
phdi thé may, nhidm khuan huyét, nhiém khuin & bung, nhiém
khuan tiét niéu, nhiém khuin da va mé mém & bénh nhan bong, viém
mang ndo nghi ngd do vi khuén Gram am (4cinetobacter baumanii,
Enterobacteriaceae, Pseudomonas aeruginosa) dé khang céc khang
sinh khic. Céc bénh nhén nay dang duoc diéu tri tai cac khoa c6 dich
té& khang thudc cao, di dugre diéu tri véi cac phac d6 khang sinh khac
trude d6 nhumg khéng dap (g hodc tinh trang bénh xau di.

Nén xac dinh MIC cia colistin véi vi khudn khi phan lap ra vi
khuan Gram 4m da khang. Dé giam dé khang colistin va ting hiéu
qué diéu tri, can phéi hop colistin véi cac khédng sinh khac, ké ca
truémg hop vi khuan d4 khang nhiing khéng sinh nay. Truomg hop
nhiém khuén tai cic vi tri sau trong co thé hoic nhiém khuin do
vi khuin c6 MIC > 1 mg/lit cAn can nhic phéi hop colistin dudmg
tiém truyén véi cic duomg diing khac nhur: Khi dung (nhiém khuéan
phdi), tiém néi tiy (nhiém khuin TKTW).

Chéng chi djnh

Man cam véi natri colistimethat (colistin) hogc polymycin B.
Thén trong

Duang tiém .rmyén.'

Dir liéu 1am sang vé higu qua va an todn cta natri colistimethat
dudmg tinh mach con han ché. Cac mire liéu khuyén cdo trén cic
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d6i twgng bénh nhan khic nhau dya trén bé_ng chimg it 6i vé lam
sdng va dugc déng hoc/duge lye hoc, diic bit c6 rét it dir ligu vé
d6 an todn khi ding lidu cao (> 6 M[U(‘ngéy) Vi lidu nap ciing
nhu kinh nghi¢m sir dung thuéc cho cic quin thé bénh nhan dic
bi¢t (bénh nhin suy thin, tré¢ em). Do d6, chi nén sir dung natri
colistimethat nhur 14 lya chon cudi cling khi céc khéng sinh khac
khéng hi¢u qua hodc khong phu hop.

Cin theo ddi chirc ning thin khi bit déu didu trj va theo dai thudmg
xuyén trong suot qué trinh diéu trj & tat ca cac bénh nhan ding natri
colistimethat. Li¢u diing ctia thudc cin duge hiéu chinh theo chirc
ning than. Pgc li_nh trén thdn cta natri colistimethat thudmg xay
ra sau khi ding liéu cao hon liéu khuyén cdo & bénh nhén c6 chire
niing thén binh thuong hodc khong giam liéu phit hgp & bénh nhan
suy thin hojc bénh nhan sir dung dong thoi cac thude khéc ciing
¢6 doc tinh trén than. Bénh nhan c6 gidm thé tich tuin hoan hodc
sir dung dong thi cac thude c6 nguy co doc thin Iaim ting nguy cor
xdy ra ddc tinh trén than do colistin. Trong mot s6 nghién ciru, doc
tinh trén than duqc bao céo lién quan dén lidu tich Iy va thoi gian
diéu tri. Béc si cdn danh gia cin bing lgi ich khi kéo dai thoi gian
diéu trj so voi ting nguy co dgc tinh trén than & bénh nhan. Boc
tinh trén thin dugc biéu hién gidm niéu, ting nong ¢ creatinin va
BUN trong huyét thanh, ¢é thé 6 protein niéu, tru nigu va c6 mau
trong nuéc tiéu. Qué trinh chét té bao theo chuong trinh va hoai tir
éng thin dugc xem la cic co ché chinh lién quan dén doc tinh trén
than cua colistin. Tan suét giip doc tinh trén than duoce bio cdo rit
khéc nhau trong céc ngh:en ctru dao dong tir 0% dén 76,1%. Doc
tinh trén than thuong hoi phyc sau khi ngu.mg sir dung colistimethat
nhung nong do creatinin huyet thanh vin c6 thé tiép tuc ting trong
| - 2 tudn sau khi ngimg thudc,

Than trong khi diing natri colistimethat cho tré dudi 1 tudi do chirc
ning thin ctia tré chua hoan chinh. Anh huomg cta chirc ning than
vi chuyén héa chua hoan chinh & tré 1én sy thuy phén cla natri
colistimethat thinh colistin chua duge danh g;a day du.

Déc tinh trén thin kinh co tAn suat déc tinh than kinh thip hon so
véi doc tinh thin. Cac tac dung bat lgi trén thin kinh thoang qua,

bao gom: dj cam ngom vi hoiic quanh miéng, hoa mat, chong mat,

choang vang, mit diéu van, nhin mo, noi kho khan. Cac bicu h1¢n
nay thuong xudt hi¢n trong 4 ngay ddu tién sau khi bt dau diéu
tri va mit di sau khi ngimg thuée. Khéng nhat thiét nngg thube
nhung cén theo ddi bénh nhan chat ché. Mot s6 tac dung bt lgi trén
than kinh c6 the duge giam nhe khl giam lidu. Céac tic dung bat lgi
ngng trén than kinh bao gom: r6i loan tdm thin, hon mé va dong
kinh, dic biét & bénh nhén s dung liéu cao hodc khong g]ém licu
& bénh nhén suy than, Uc ché than kinh - co, c6 thé din dén ngimng
thé, thudmg giip hon trén céc bénh nhan ¢6 bénh 1y than kinh - co
nhu bénh nhuge co hodc dang sir dung dbng thai véi thudc irc ché
than kinh - co hodc cac thube khac co tac dung twong yr trén thin
kinh. Dc tinh ndy ciing thudng gap trén nhimg bénh nhan suy thin
khong dugc glam liéu phit hop.

Ngimg ho hip da dirge béo cao sau khi tiém bip natri colistimethat.

Suy thdn lam ting nguy co ngimg tho va chen thin kinh - co sau
khi diing natri colistimethat.

Viém dai trang va viém dai tring gia mac lién quan dén khang sinh
ciling c6 thé xay ra khi sur dung natri colistimethat. Mirc d6 cla tinh
trang néy c6 thé thay 4bi tir nhe dén nang de doa tinh mang,. Cin heu
y dén chdn doan viém dai trang & bénh nhén xuét hién tiéu chay trong
va sau khi dung natri cnhsnmethat Trong truémg hop do, ngimg
sir dung natri colistimethat, cén nhéc diéu tri dic higu Clostridium
difficile va khéng nén sir dung cic thubc tre ché nhu dong rudt.

Natri colistimethat dudng tinh mach khong qua dugc hang rdo méu -
ndio dé tao ra tac dung lam sang phd hop. Viée ndi wiy hodc tiém
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trong ndo thit natri colistimethat dé diéu trj viém mang ndo chyg
dugce nghlen ctru hé théng trong céc thir nghiém 1am sing va chj
¢6 mdt sO bdo cao riéng lé dé cap dén. Dir liéu khuyén cdo vé lidy
ding rfit han ché. ADR phé bién nhit dugc ghi nhan khi ding thuge
qua dudng nay Ia viém mang nio vo khuan.

Durong khi dung:

Co thit phé quan va ho co thé xay ra khi sir dung natri colistimethag
qua duong khi dung. Co thit phé quan thudng gap ngay sau kh:
bénh nhan khi dung va co thé kéo dai dén hon 30 phit & mt b
benh nhan. Céc biéu hién nay thuomg mat di hodc giam dang ké
néu ngimg diéu tri va o thé cai thién khi sir dung thude gidn phé
quén ch vin beta, trude hodc sau khi khi dung. Néu ¢6 diu hiéy
co thit phé quan va ho khong d&, cin nhic ngimg sir dung natri
colistimethat.

Khac:

E.'!alc biét thén'trong khi sir dung natri colistimethat & bénh nhan bj
rdi loan chuyén hoa porphyrin.

Natri ct')listimeth.at lam giam giai phong acetylcholin trudce synap tai
Vi tﬁ tiép hop thin kinh - co, do dé, dac biét than trong khi sir dung
thubc & bénh nhan nhuge co va chi sir dung khi thye sir can thiét,
Thoi ky mang thai

Chura ¢6 dit lidu vé sir dung natri colistimthat trén phu nit mang
thai. Cac nghién ciru trén dong vat chua chi ra nguy co giy quai
thai khi diing thuc. Tuy nhién, mét sé nghién ciru vé st dung don
liu natri colistimethat trén phu nir mang thai cho thz"iy thudc 6
thé di qua hang rao nhau thai va c6 nguy co gy doc tinh trén thai
nhi néu bénh nhin ding nhiéu liéu trong thai ky. Chi sir dung natri
colistimethat & phy nit mang thai khi lgi ich trén ngudi me vugt tri
hon nguy co gy hai voi thai nhi.

Thoi ky cho con bi
Natri colistimethat dugc bai tiét vio sita me, do do chi sir dung cho
phu nir cho con bi khi thyre sur cin thiét.

Tac dung khong mong mudn (ADR)

Puong tiém hodc truyén:

Déc tinh than va than kinh 1a cic ADR nghiém trong nhit cta natri
colistimethat.

Phan {mg qua man (phat ban,.méy day, ngira toan than, phan v§) vd
phan ing tai vi tri tiém cd thé xay ra,

DPucong khi dung:

Ho va co thit phé quan.

Mot s0 ADR khac ciing dd dugc bdo cio & bénh nhan sir dung
thuoe qua dufmg khi dung bao gom: Pau hong hoic viing miéng
¢6 thé do nhiém Candida albicans hodc cac phan g qué man.
Hudéng din xir tri ADR

Theo ddi chire ndng than cua bénh nhéan khi bét dau diéu tri va theo
doi ’thLI(:mg xuyén trong qua trinh sir dung natri colistimethat. Liéu
thudc can dugce hidu chinh dya vao dj thanh thai creatinin cia bénh
nhin. ADR nay co thé duoc cai thién khi ngimg diéu tri.

Vi cac !)iéu hi¢n dgc tinh trén thin kinh nhe, thodng qua, c6 thé
khéng bit buge ngimg thude nhung cdn theo dai chit ché bénb
nhan. Giam liéu ¢6 thé giam nhe dugc triéu chimg. Trong trudng
hgp b¢nh nhén ngimg thé khi dang diéu trj bing colistimethat, cin
phuc hoi chirc nang hé hép, thé oxy va tiém finh mach calei clorid
cho bénh nhan. Uc ché than kinh - co gdy ra bai colistimethat
khéng canh Franh va khéng dao nguge duoe b?mg neostigmin.
Xem xét chan doan viém dai trang gia mac & bénh nhan c6 tiéy
chdy khi sir dung natri colistimethat. Trong truémg hop d6, ngimé

|
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i dung natri colistimethat, can nhic diéu trj dc hiéu Clostridium
d{g&'c:fe va khong nén sir dung céc thuoc {tc ché nhu dong rudt.

Neu xdy ra phan mg qua man Can ngtrng didu tri bﬁng natri
colistimethat.

Liéu hrgng va cdch ding
Cich ding
Truyén tinh mach:
Hoan nguyén mdi lo thudéc véi 5 ml dung dich natri clorid
0.9%, sau do pha loang vdo toi thidu 100 ml dung dich
patri clorid 0,9% voi liéu ding trong 1 14n > 4 tridu dvqt,
50 ml dung dich natri clorid 0,9% véi lidu ding trong
| lén < 4 trigu dvqt.
Tru}’cn tinh mach trnng 60 phiit véi liéu nap, 30 phit véi liéu duy tri.
Cin trang k¥ ddy truyén trudc v sau khi truyén bing dung dich natri
clorid 0,9%.
pung dich sau hoan nguyén cé thé bao quan tbi da 8 gi¢r & nhiét do
<25°C va 24 gio 6 2 - 8 °C. Tuy nhién, nén sir dung thudc ngay
sau khi pha.
Khi dung )
Hoan nguyén lo thuoc véi nuréc ct pha tiém dé tao dung dich
nhugc truong, voi }35:1 hop 50 : 50 nuéce cat pha tiém va dung dich
natri clorid 0,9% df”: tao dung dich ddng trwong hodic véi dung dich
natri clorid 0,9% dé tao dung dich wu truong. Thé tich hoan nguyén
phu thuge véo hwéng ddn cta thiét b khi dung, thuomg khong qui
4 ml. Khi hodn nguyen lic nhe dé tranh sui bot. C6 thé sir dung
ciing céc chét din thude cua thiét bi khi dung.
Sir dung dung dich ngay sau khi hoan nguyén, tuy nhién, néu khong
thé, cn sir dung trong vong 24 gi¢r va bao quan trong ti lanh.
Thiét bi khi dung thuong hoat ddng lién tuc va mot s6 thudc duge
khi dung c6 thé phat tan ra ngoai méi trudmg. C6 thé can ding ong
hodc bd loc dé tranh khi thai phat tin ra méi trudmg.
Tiém ndi tuy va tiém trong ndo thit
Hoan nguyén lo thudc 1 triéu dvgt bang 8 ml dung dich natri
clorid 0,9%. Tiém 1 ml dung dich ngay sau khi hoan nguyén
(125 000 dvqt).
Liéu ding
Hién nay, ¢6 2 don vi quy udc chinh duge sir dung trén toan thé
gi6i dé tinh toan liéu luong cia natri colistimethat dya trén két
qua dinh hrong bing phuong phap vi sinh in vitro bao gbém: Pon
vi quéc té (dvqt) va don vi mg colistin base dang hoat tinh (CBA).
Chuyén ddi giira hai don vi nay nhu sau:

Bang 1. Chuye‘}: ddi don v_:' cua colistin

Ham lll'?'llg ¢°]|5tm S =~ mg CMS |
Bvqt = mg (‘BA ———
)
12 500 — |
) 150 000 _ = [ N
1 000 000 _-_ B . |
4500 000 { EO IO ..
9,000 000 300 =

Tat ca cac bénh nhan (kc c4 bénh nhan suy than, loc mau) duoc Chi
dinh colistin déu phai dung 1 lidu nap (liéu nap khdng nén vurgt
qQué 9 triéu dvqt). Liéu duy tri dau tién cich lidu nap tir 12 - 24 gio,
phy thude vao khoang cach dua lidu duy tri. Tong liéu thudc trong
24 giy khong vuot qué. 12 triéu dvqt va dugc chia 2 - 3 lan theo
chi dinh cua bac si diéu tri. Liéu nap duoc tinh theo cin ning cua
ngudi bénh, liéu duy tri dugc tinh dya trén do thanh thai creaumn
(C1,) theo cong thirc Cockroft - Gault. Vi bénh nhin béo phi cén
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517

str dung can niing diéu chinh hogc cén niing 1y tuong. Tuy theo tinh
hinh nhim khudn va dich t& khéng thuéc cta vi khudn Gram 4m
véi colistin ciia timg don v, ¢é thé 4p dung mét trong c4c ché d9
liéu nhu sau. Liéu ding colistin cho b¢nh nhan diéu tri tai céc don
vi/don nguyén hdi sirc co thé cao hon so véi cac khoa ldm sang
khac va cin nhic 1am tron liéu dé pha hgp véi thyc hanh 1am sang.
Liéu ding duwong truyén tinh mach:

Ngudi lén:
Bang 2 Che a’p liéu colistin theo EMA
_[ Ché d§ lidu .
Liéu nap . ‘ 9 trigu dvqt
Liéu duy tri - h
ClL>80mlphit | 9triéudvqt
50-<80mlphat | Oméwdvgt |

| 55-75tweudvgt |
4,5 - 5.5 trigu dvgt |
See—— |

3,5 triéu dvqt |

30 < 50 mU/phi
10 - <30 mU/phit
| CI_< 10 ml/phit

Mot trong nhimg ché 4§ liéu c thé héa duge dp dung rong rdi trong
thyc hanh lim sang hién nay 1a ché do liéu dugc dé xudt tir nghién
ctru ctia Garonzik va cong sy nam 2011. Trong d6, C_ duoc xac
dinh dua trén gi4 tri MIC, vi tri va mirc d6 nang ciia nhiém khudn.
Bang 3 (,he do t':eu colistin cd thé héa theo Garonz:k (2011)

Loai hénh nhﬂn [ Ché d) lleu I

LIEH nap I
Tt ¢4 bénh nhan

Liéu nap tinh theo CBA (mg) = C_ muyc tiéu x
2 % can ning
Liéu duy tri d4u tién ding sau liéu nap 24 gios

Lr_é; éu 1y fri

Lidu duy tri hang ngay tinh theo CBA (mg)
~C, muc tiéu x (1,50 x CI_+ 30). |

Khong loc mau _

Khﬁng lpe méu

Khoang céch dua lidu dya vao C1_: -
Cl, < 10 ml/phat/1,73 m?: Cdch nhau 12 gid; ‘
Cl = 10 - 70 ml/phut/1,73 m?: Céch nhau

12 gitr (hodc 8 gid);

Cl_> 70 ml/phut/ 1,73 m*: Cach nhau 12 git ‘
(hodc 8 gio).

Liéu duy tri ngay khéng loc méau tinh theo
CBA (mg) dé dat C_ muc tiéu 1,0 mg/lit l&

30 mg.

Liéu bd sung ngay loc mau: Liéu bd sung

bing 50% liéu duy tri khi dung ngay truéc

loc; liéu bd sung bing 30% liéu duy tri khi
diing sau loc. Dung 2 lan/ngay.

Liéu hang ngay tinh theo CBA (mg) dé dat

C,, myc tiéu 1,0 mg/lit la 192 mg, ding mdi

| 8 - 12 gio.

Nim 2017, Garonzik va cong su dé xuat cong thuc tinh liéu duy tri
ctia colistin dé dat dugc C, muc tiéu = 2 mg/lit. Nam 2019, cong
thirc nady da nhan dugc sy déng thuan cia Hdi Duge lam sing Hoa
Ky (American College of Clinical Pharmacy - ACCP), Higp hdi Vi
sinh 1am sang va Bénh truyén nhidm chiu Au (European Society of
Clinical Microbiology and Infectious Diseases - ESCMID), Hiép hoi
Bénh truyén nhiém Hoa Ky (Infectious Discases Society of America
- IDSA), Hi Duge 1y chéng nhiém khuéan (International Society for
Anti-infective Pharmacology - ISAP), Hoi Hoi sirc cip cir (Society

Loc mau
ngit quiang

. ek
Loc mau lién tuc
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of Critical Care Medicine - SCCM), Hgi Duoe si cc bénh truyén
nhieém (Society of Infectious Diseases Pharmacists - SIDP).

Bing 4. Che 46 liéu colistin cd thé héa theo Garonzik (2017)

¥ Loai bénh
| nhan - Ché 4§ lidu
Liéu ngp - o
Tét ca 1igl_;i;p-TmI;hé0_(: A i
BA (mg) = C tiéu x 2
béah alifi - i (mg) = C_ myc tiéu
DE dat duge C,_myc tiéu 2,0 mg/lit & bénh nhan ¢6
can nang 1y tudng 1a 75 kg, lidu nap cn sir dung la
30? mg CBA (9 trigu dvqt).
: 5 .
Liu nap toi da khuyén cdo: 300 mg CBA (9 triéu
dvqt).

- | Litu duy tri dau tién ding sau lidu nap 12 gid.
Liéu duy tri - -
Khéng loc Liéu duy tri hang n;g.g:inh theo CBA_(mg) a
mau = (:su % (00048 ¥ Cler + 1 25

LiCu duy tri ey thé dé dat duge C,. myc tiéu
| = 2 mg/lit tra ciru trong bang 5
Loc mau Licu duy tri hang ngay tinh theo CBA (mg) dé dat
C,, muc tiéu 2,0 mg/lit & bénh nhan ¢6 Cl =0la
130 mg CBA/ngay (3,95 triéu dvqt).
Can bo sung thém liu vao liéu duy tri hang ngay
khi bénh nhn loc méu: BS sung thém 10% lidu duy
| tri twong {mg véi mdi gio loc méu.
LQ? mau Ngay khong loc mau: 130 mg CBA/ngay
ngat quing (3,95 triéu dvqt)
Ngay loc mau: B4 sung 30% hoiic 40% lidu duy
tri' hang ngay sau lan luot 3 gi& hodc 4 gid. Nén
tién hanh loc vao cuéi khoang céch dua liéu
colistin. Liéu bd sung nén duge sir dung cling véi
liéu thudng quy vao ngay khéng loc mau, sau khi
| ket thic loc mau. ]
Loc mau hiéu | Khi tién hanh SLED: Bé sung thém 10% liéu
sudt thip kéo | duy tri twong émg véi méi gier loc SLED
dai (SLED) |
Loc mau lién | Khi tién hanh CRRT: Bé sung thém 10% liéu duy
[ tuc (CRRT) tri twong tmg véi moi gidr loc CRRT. Licu khuyén
_ cdo 1 440 mg CBA/ngdy (~ 13 triéu dvqt) |

Bdng 5. Liéu duy tri tinh theo chirc ndng than theo Garonzik (2017)

D thanh thii | Lidu colistin dé dat C, myc tidu = 2 mg/lit
creatinin e —
(ml/phiit) Téng lidu colistin | Tong lidu colistimethat
hase mg/ngay triéu dvqt/ngay
b O 130 T 395
5<Cl_ <10 45 | 440
10<Cl_<20 | 160 | A48s
| 20<C1_<30 75| 530
S 30<Cl <40 | 195 | 5%
40 <Cl, <50 220 665
 50<Cl <60 25 | 140
e0<cl_<70 | 215 | 835
S T0<cl,<s0 | 300 | ~ 9,00
 80<Cl <90 | 340 ] w3
T se0 | 0 | 109

* Ding liéu duy tri mdi 12 gi&r

Tré em:
Dir liéu s e ‘
trén cAn ndng cua tré nhur sau. . . .
T:é < 40 kg: 75 000 - 150 000 dvqukg/ngay chia 3 lan.
> iéu di oi lom.

Tre > 40 kg: Liéu dung nhu ngUfrl . ' o
Lidu dung >150 000 dvqvkg/ngay da dugn': str dung o tré xo
Chua co dir liéu vé viéc sir dungkllcU\nap Citre 1;xlnem khuan ning
Chura ¢ dit lidu dé khuyén céo lieu diing trén tré em suy gidm chg,

ing than. L .
nBZr;i n;ﬁn suy gan: Khéng co dir liéu ve Slf dung tl:luoc & bén
nhan suy gan. Cin than trong khi s dl,lng thuoc cho ddi twgng ndy,
Khong cén higu chinh lieu & bénh nhan cao téi g

&r dung colistin trén tré em con han ché. Liéu ding g,

Ngudi cao tudi:

chirc nang than binh thuong.

Liéu dung khi dung: _

Ngudi 16m va tré > 2 tu)t’)i: 1 -
i iéu dvqt/ngdy)- ‘ ‘

%DQ g;itgfuéi: 200%}00 - 1000 000 dvqt/lan x 2 lan/ngdy (t4i da

2 triéu dvqt/ngay). ‘ o

Ngudi cao tudi: Khong cén hféu chinh ]‘1eu.‘: o

Bénh nhén suy than: Khong can hiéu chm{l lle}!, tuy nhién, cin thi

trong khi sir dung cho doi tucing i?f;nh n‘han iay,

Bénh nhan suy gan: Khéng can hiéu chinh I;'eu.

Liéu ding tiém ngi tiy va tiem trong ndo that:

Ngugi lon: 125 000 dvqt/n‘géty. . : |

Chua c6 khuyén céo cu the ve lieu tiém trong ndo that va tiém iy

2 trigu dvqt/lin x 2 - 3 lin/nggy

séng trén tré em.

Tuwrong tic thude ‘

Pic biét than trong khi sir dung dong thoi natri colistimethat tinh
mach véi cac thue co nguy co gdy doc tinh trén than hogc dc tinh
trén TKTW kbac.

Chua c6 nghién cfru twong tic in vivo duge thuc hién. Natri
colistimethat va colistin khong gay cam tmg hé enzym CYP P450
(CYP1A2, 2B6, 2C8, 2C9 va 3A4/5) trong cac nghién ciru trén té
bao gan cua nguoi.

Do colistin anh huong dén giai phong acetylcholin, can than trong
khi sir dung thudc gidn co khong khir cuc ¢ bénh nhan ding natri
colistimethat do tic dung gidin co clia cac thude nay cé thé b kéo dai.
Than trong khi sir dung dong thoi natri colistimethat va cic
khang sinh macrolid nhu azithromycin va clarithromycin hoc

cac fluoroquinolon nhwr norfloxacin va ciprofloxacin & bénh nhan
nhuoc co.

Tuwong ky
Chua c6 nghién ciru vé twong ky ciia natri colistimethat. Dung dich

sau khi hodn nguyén colistimethat khong dugc tron [an véi cie
thuée khéc.

Qui lidu va xir tri

Qud licu co thé lam irc ché thin kinh - co, gly ra cac biéu hién
di cam, hon mé, 14 lan, hoa mét, rung giat nhan ciu, réi loan
I néi, yéu co, ngimg thd, c6 thé ngung ho hap. Qua liéu patr
colistimethat ciing c6 thé din dén suy than cép. Khéng co thube
gidi doc dic higu trong truimg hop qua lidu. Xir tri qué liéu nem
cnl?stimethat betmg cach ngimng thuée, diéu tri hd trg va ting thai m
colistimethat bang sir dung thuéc lgi tiéu manitol, loc mau kéo dii
va thim phan phic mac, o

Cdp nhat lan cudi- 2018.



