L RX_
COLISTIN 4,5 MIU

BOT DONG KHO PHA TIEM
THUOC POC 3
Poc ki huéng din sir dung trurére khi dung.

Pé xa tAm tay tré em.
Thuéc nay chi dung theo don thudc.

THANH PHAN CONG THU'C THUOC:

M&i lg chira:

Thanh phén duoc chét: |
Colistimethat natri 4.500.000 IU (4,5 MIU) twong durong colistin base 150 mg.

Thanh phén té duroc: Khdng co.

DANG BAO CHE:

Bt ddng khd pha tiém.

B4t mau tréng hodc gAn tréng, 6ng trong lo thily tinh déng kin bdinatcao suva nap nhom.

CHID|NH: _
Colistin 4.5 MIU duwoc chi dinh khi khdng dung dugc nhirng thubc khac dé diéu trj cac bénh

nhidm khudn nang do cac vi khuAn Gram &m: Nhiém khuan huyét, viém mang néo, nhiém
khuln than, nhi&m khuan dudng niéu - sinh dyc.

LIEU DUNG - CACH DUNG:

Liéu dung:

Bang chuyén ddi CMS tir don vj “IU" sang “mg" va quy ddi sang “mg" colistin base (CBA) dugc
liét ké & myc Cach dung.

Nguwoi Iom va tré em ¢6 chire ndang thén binh thurdong

Liéu khuyén céo 14 2,5 — 5 mg colistin base/kg/ngay, chia thanh 2 — 4 1an/ngay tly thudc vao
mirc 36 nhiém khuan.

Suy than

Cén giam lidu lrgng va tan suét dung cho bénh nhan suy than. Ché d9 lidu dung dugrc didu
chinh theo khuyén céo nhur sau: ~

Ndng dd creatinin huyét Ché @6 liéu dung
trrong (mg/dL)

D 75— 115 mg colistin base/lan, 2 1An/ngay

' . (trrong dwrong liéu 2,5 - 3,8 mg colistin base/kg/ngay)
66 — 150 mg colistin base/lan, 1-214n/ngay

1,6-25 (trong duwong lidu 2,5 mg colistin base/kg/ngady)

o e g 100 — 150 mg colistin base/lan, m&i 36 gidr
' (twong duong lidu 1,5 mg colistin base/kg/lan)

Cachdung:

N&n lru ¥ sir khac nhau v& cach bidu thi hoat lyc clia thubc Gé tranh nham lan va sai s6t khi tinh
toan liéu lrgng strdyng. | Nt

Bang chuyén dbi don vi sau dlng dé& cung cap thdng tin va céc gié trj chi mang tinh tham khéo
va gandang:

Hoat Iyc Twong duvong khéi lvgng mg*
IU CMS Twong drong mg CBA CMS
12:500 0,4 < d ]
150.000 5 1254
1.000.000 34 80
4.500.000 150 360
L 9.000.000 i 300 | 720

* Hoat Iyrc ly thuyét clia durgre chat = 12.500 1U/mg.
Pwong dung -cachdung:
- Tiém bép sau vao khbi co lon.
- Tiém finh mach cham trong 3 dén 5 phat, mbi 12 gid.
- Tiém truyén tinh mach lién tyc:
. Tiém tinh mach cham nira liu hang ngay trong khoang thévi gian 3dén 5 phat.
. Nira liu hang ngay con lai dwgc pha loang véi 50 mL dung dich NaCl 0,9% va tiém truyén
finh mach cham sau lidu ban d4u tir 1 - 2 gié. Khi chirc nang than suy gidm, can didu chinh
tbc 46 truyén theo mirc 4 suy thén, | s

Huomg din céch pha thube tiém:

- Dé tranh bién chirng nhi&m khuén khi tiém, phai thyre hién thao tac vé triing khi pha thubc,
d4c biét khi-can két hop nhidu Ig, viéc hoan nguyén can thyrc hién bang k§ thuét vé tring
nghiém ngat.

- DUNG D|CH SAU KHI PHA PHAI DUNG NGAY @& ngan ngira nguy co nhiém khuan. Néu
dung dich sau khi pha khéng dugc sir dung ngay thi thoi gian va diéu kién bdo quan dung
dich la tréch nhiém cla ngudi str dung.

. Céch pha dung dich tiém bép va tiém tinh mach: Hoa tan 1.1 bt thubc véi khodng 2 mL
nwére cat pha tiém. | . |

- Céch pha dung dich tiém truyén tinh mach: Hoa tan 119 bot thubc véi khoang 2 mL nude cat
pha tiém. Tiém tinh mach cham nira liéu hang ngay trong khoang théi gian 3 dén 5 phat. Nira
libu hang ngay con lai duwgc pha lodng véi 50 mL dung dich NaCl 0,9%.

D6 6n dinh cta dung dich sau khi pha;

- CMS bjthily phan trong nurére thanh colistin ¢b hoat tinh.

- Dung djch tiém bép ho&c tidm tinh mach: D6 &n dinh ly héa ciia dung dich tiém bap/ tiém tinh
machla 24 giy & 2 - 8°C.

- Céacdungdich tidm truy@n tinh mach nén duwgc sir dung ngay sau khi pha.

Mot 86 Iwu y dic bigt vé xiv Iy thude trirére va sau khi sir dung thubc:

- Trong qua trinh hoan nguy@n phaildc nhe nhang dé tranh tao bot khi.

- Trude khi sir dung. can kidm tra cAm quan dung dich thubc tiém, khdng dugc cb tidu phan
nhin thAy bAng mét thuérng. Chi sir dung dung dich trong subt. Dung dich thubc sau khi pha
cd mau vang nhat,

- Thube chi dung mét1an. Dung dich thubc con thira phai dugc loai bo.

CHONG CHID|NH:

Qué man v&i colistimethat natri (colistin) ho&c polymyxin B.

CANHBAO VA THAN TRONG KHIDUNG Tuugc:

P4 c6 bao c4o kha nang vi khuan phét trién d& khang véi CMS tiém/ truyén finh mach, d4c biét

khi colistin dugc s dung don trj liéu, vi vay cAn xem xét sir dung ddng théri colistin véi thube

khang khun khac bt c(r khi nao c6 thé, dya trén kha nang nhay c¢am con lai cia tac nhan gay
bénh dé ngan chdn sy xuét hién vi khudn khéang thube.

Céac di lidu 1am sang vé hidu qua va dd an toan cia CMS ding duéng tinh mach ¢on han ché.

Lidu khuyén c4o & tat ca cac dbi trgng bénh nhan ddu dya trén co sé di liéu han ché (d liéu

lAm sang va duge ddng hoc/dugce lye hoc). Bac biét, sb lidu an toan cdn han ché trong viéc sir

dung lidu cao (> 6 MIU/ngay), liéu kh&i dau va dbi véi cac doi tegng dac biét (bénh nhan suy
than, tré em). Chi nén sr dung CMS khi cac thube khang sinh ké don thurdng dung khac khéng

hiéu qua hodc khéng thich hgp.

Né&n giam sét chirc nang than khi bét dAu didu tri va thudng xuyéntrong khi didu tri & tAt ca cac
banh nhan. Lidu CMS cAn duoc didu chinh theo do thanh thai creatinin (xem myc Liéu dung -
céch ding). Bénh nhan bj gidm luu lvgng mau hodc dang dung cac thuéc gay ddc trén than
khac sé ¢ nguy co nhiém ddc than cao hon do colistin (xem myc Twong téc, turong ky cua
thudc va myc Téc dung khéng mong mudn). Bdc tinh than da dugc bao cao cb lién quan dén
li&u tich IGy va thevi gian didu trj trong mét s6 nghién clru. Loi ich cha théi gian didu trj kéo dai
nén duwoc xem xét véi kha ndng ting nguy co dgc tinh than.

Than trong khi ding CMS cho tré < 1 tudi vi chirc nang than & nhém tudi nay chura hoan thién.
Ngoai ra, hiéu qua chuydn ddi colistimethat natri thanh colistin trén cac ddi twong c6 chire néing
than hoac chuyén hba chwra hoan chinh chwra dugc nghién clru.

Trong trudng hop ¢ phan (rng dj rng, phai ngrng dung CMS va thyre hién cac bién phap thich
hop.

Nb?\g dd CMS trong huyét thanh cao, c6 thé lién quan dén qua liéu hodc tht bai trong viéc
giam lidu & bénh nhan suy than, da dugc bo c4o dan dén céc tac dyung ddc than kinh nhw di
cam mat, yéu co, chéng mat, n6i nham, bat thurdng van mach, rbi loan thi giac, lan 16n, rdiloan
tam than va ngung thé. Nén theo déi dj cadm quanh miéng va dj cam & cacchi, la dau hiéu cla
qué lidu (xem myc Qué liéu va céch xcrtri).

CMS lam giam s\ phéng thich trirérc synap ciia acetylcholin tai chd tiép hgp than kinh co, do
dé can str dung than trong & nhirng bé&nh nhan bi nhurgc co va chi dung khi that can thiét.

Doa nglrng hd hap da dugc bao céo sau khi tiém badp CMS. Suy than 1am tang kha nang bj
ngung thd va phong tda than kinh co sau khi dang CMS.

CMS nén duoc sir dung dac biét than trong cho nhirng b&nh nhan bj rdi loan chuyén héa
porphyrin.

Viém dai trang va viém dai trang gia mac lién quan dén khang sinh 3 dugc bao cio véi hau hét
cac tAc nhan khang khuan va cé thé xay ra véi CMS, cb thé dao ddng tir nhe dén de doa tinh
mang. Phai xem xét chan do4n nay & nhirng bénh nhan bj ti&u chay trong hoéc sau khi sir dung
CMS (xem muc Tac dung khéng mong mudn). Ngirng ding CMS va xem xét didu tri dac hiéu
cho Clostridium difficile. Khdng nén dung cac thudc (rc ché nhu ddng rudt.

CMS dung dwéng tinh mach khdng qua dugc hang rao mau ndo dé dat ndng dd dap (rng lam
sang. Viéc str dung CMS tiém tly song hoc ndo that trong diéu trj viém mang nao chua dugc
khao sat mot cach hé thdng trong cac thir nghiém lam sang va chi dwgc hd trg bdi cac bao cao
ca bénh. Di¥ lidu hé tro cho viéc xac dinh liéu dung rat han ché. Tac dung phu thudng gdp nhét
clia viéc str dung CMS 14 viém mang n&o vé khuan (xem myc Téc dung khéng mong mudn).
Mdi lo Colistin 4,5 MIU chira mét lwgng natri khodng 24 mg (twrong dwong 1,2% so véi lvgng
natri khuyén cdo ciia WHO & ngudi I6n 1a 2 g/ ngay). Vi vay, can than trong khi dung Colistin
4,5 MIU d6i véi nhirng bénh nhan phai kiém soat lugng natri.

S DUNG THUOC CHO PHY N CO THAI VA CHO CON BU:

Strdung thudc cho phu nircé thai: _
Chua c6 dir lidu day du vé viéc str dung CMS & phu ni mang thai. Cac nghién ctru lidu don
trong thai ky cho thdy CMS di qua nhau thai va c6 thé gay ddc tinh thai nhi néu dung liédu 1ap lai
trén b&nh nhan mang thai. Cac nghién clru trén ddng vat vé& anh hwdng cia CMS dén sy sinh
san va phat tridn chuwa day di. Chinén sir dung CMS trong thai ky néu lgi ich cho ngudi me cao
hon nguy co' tiém &n cho thai nhi.

Str dung thuéc cho phuy nir cho con bi: CMS dugc tiét vao sita me. Chi nén dung CMS &
phu nt¥ cho con bi khi that cAn thiét.

ANH HU'ONG CUATHUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC:

Trong qua trinh diéu trj véi CMS bang dudng tiém c6 thé xay ra doc tinh than kinh véi bidu hién
chéng mét, 14n 1n hoac réi loan thj giac. Vi vay, bénh nhan khéng dugec lai xe hodc van hanh
may méc néu cac tdc ddong nay xay ra.

TUONG TAC, TVONG KY CUATHUOC:

Twong tac ciathudc:

Thén trong khi str dung ddng théri CMS dudrng tinh mach véi cac thude khac c6 kha nang doc
than hodc doc than kinh.

Can than trong khi str dung ddng théi véi cac dang thudc khac chira CMS vi ¢6 it kinh nghiém
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va cd kha nang gay ddctinh chng thém.

Chura 6 nghién ciru trrong tac in vivo nao dugre thyee hign. Cor ché chuyén héa CMS thanh
chét cd hoat tinh colistin khdng dugc md ta, Co ché thanh thai colistin, bao gdm chuydn van
qua than, ciing chua rd. CMS hodc colistin khdng cam (rng bét ky enzym P450 (CYP) nao

duoc thir nghiém (CYP1A2, 2B6, 2C8, 2C9, 2C19 va 3A4/5) trong c4c nghién ciru in vitro cla
té bao gan ngudi.

N&n lrru y kha nang trong tac thube khi colistin dugre dung ddng thoi véi cac thube ire ché hodc
cam (rng cac enzym chuyén hoa thubc hodc cac thubce 1a co chét cho co ché chuydn van qua
than.
Do anh huwdng cla colistin trén sy phong thich acetylcholin, nén sir dyng than trong thudc gian
co khdng khir cyre & nhirg bénh nhan dung CMS vi tac dung cua cac thube nay c6 thé kéo dai
(xem myc Canh béo va than trong khi dung thubc).
Nén than trong khi didu tri ddng thdi CMS va macrolid nhur azithromycin va clarithromycin,
ho&c fluoroquinolon nhur norfloxacin va ciprofloxacin & nhirng b&nh nhan bj nhurgc co (xem
myc Cénh béo va thén trong khi ding thubc).
N@n tranh sir dung ddng thdi CMS véi cac thude khac c6 kha nang gay ddc than kinh va/hodc
ddc than, bao gdm cac khang sinh aminoglycosid nhu gentamicin, amikacin. netilmicin va
tobramycin. Co thé tang nguy co ddc tinh trén than néu dung ddng théri véi khang sinh nhém
cephalosponn.
Twong ky cua thude:
Khdng trdn 1&n véi cac thube khac hodc dung mdi/ hdn hgp dung mdi khac trir dung mdi/ hdn
hop dung mdi dugre néu & muyc Lidu dong - céch dang.
CMS c6 thé turong ky vatly va/hoac hda hoc véi mot sb thube nhung sy tuong ky tiy thudc vao
nhiéu yéu t&: Ndng 49 thudc, dung djch pha, pH, nhiét do.
TAC DUNG KHONG MONG MUON CUATHUOC: .
Kha nang xay ra cac tac dyng khdng mong muén c6 thé lién quan dén tubi tac, chirc ning than
va tinh trang cia b&nh nhén.
O bé&nh nhan xo nang, cAc tac dung than kinh 33 duwgc bao céo téi 27% bénh nhan, Nhin chung,
cactacdung nay thudng nhe va cham dirt trong hodic mdt thdvi gian ngén sau khi didu tri.
DYc tinh than kinh c6 thé lién quan d&n qua lidu, that bai trong gidm lidu & b&nh nhan suy than
va viéc sir dung ddng théi cac thude chen than kinh co hodc cac loal thubc khac c6 tac dung
trong tyr 1én than kinh. Giam lidu c6 thé 1am gidm bét tridu chirng. Céac tac dung cb thd bao
gbm ngung thé, réi loan cdm giac thoang qua (nhur dj cdm mat va chéng mat) va hiém khi ¢
b&t &n v&n mach, néi nham, rdiloan thi giac, 1&n 16n hoadc réiloan tm than.
Téac dyng khdng mong mudn trén chirc nang than da dugc bao cio, thudng sau khi str dyng
litu cao hon ligu khuyén cdo & b&nh nhan ¢ chirc nding than binh thudng, hodc thét bai trong
viéc giam liéu & b&nh nhan suy than, ho3c strdyung 3dng thdi cac thube gay ddc than khac. Cac
tac dung thurdmg o6 thé hdi phuc khi ngirng didu tri. |
O bénh nhan xo nang duwgc diéu tri trong gidi han lidu khuyén co, ddc tinh than dudng nhu
hiém gap (dudi 1%). O nhirmg bénh nhan khdng xo nang nhap vién bj bénh nang, cac dau hiéu
ddc than da durocbao cao & khoang 20% bénh nhan.
Phan (rng qua man 43 duoc bao cao bao gdm phat ban da va sbt do thude. Néu tinh trang nay
xay ra, nén ngung didu trj.
Kich (rng tai chd tiém c6 thé xay ra. '
Hwéng dan cach xir tri tac dung khéng mong muén (ADRS) | )
Cén theo 6?:6i ngudi bénh dé phat hién sém céac triéu chirng ngd doc thudc. Khi d6, cAn nglrng
ngay thuoc.
Didu trj triéu chirng va diéu trj hd tro. H tro hd hép, didu chinh can bang dién gidi néu can thiét.
Can theo ddi chirc nang than, néu cb diu hiéu gidm bai tiét nwéc tiéu hodc ting néng dd nito
uré, creatinin huyét thanh, cin ngirng thubc ngay lap tirc.
11166ncg béo ngay cho bac sy hodc dugc sy nhimg phan g c6 hai gap phai khi str dung
thuoc.
QUA LIEU VA CACH XU TRI: |
Triéu chirng: Céc triéu chirng lién quan dén rbi loan thin kinh (t& quanh miéng va tir chi, mét
phurong huréng tam thoi, 13 15n). Qué lidu cb thé gay suy gidm chirc ning than, ngirng thd, yéu
co, chéng mat, néi I&p, réi loan van mach, rbi loan thj giac, 1G 1&n, réi loan tAm than va cac rdi
loan than kinh khac nhur té quanh miéng va tir chi, mat phurong hudng tam thoi, phong bé than
kinh co.
Cach xtr tri: Khéng cb thubc gidi doc dac hiéu, xir tri bang céach diéu trj hd trg. Cac bign phap
ting thc do thai trir colistin c6 thé &p dung nhu: thubc lgi tiéu mannitol, thdm phan phic mac,
thAm ph&n mau kéo dai. Trong trréng hop bj té liét dudng hd hép, can diéu tr tridu chirng va
hd tro hé hap khi can thiét.
DAC TINHDUQC LUCHOC:
Nhém dirgre ly: Khéng sinh diéu trj toan than thuge nhém polymyxin.
M3aATC: J0O1XB01
Co ché tacdung
Colistin 12 mét tac nhan khang khuan polypeptid vong thudc nhém polymyxin. Cac polymyxin
hoat d5ng bang cach pha hily mang té bao va din dén gay chét vi khuan, Cac polymyxin chon
loc trén vi khu&n Gram &m hiéu khi c6 mang ngoai ky nuérc.
Pé khang '
Vi khu&n khang thubc dugc dic trung béi sy bién dbi cac nhém phosphat cua
lipopolysaccharid, dugc thay thé bang ethanolamin hodc aminoarabinose. Vikhuén Gram am
khéng ty nhién, nhu Proteus mirabilis va Burkholderia cepacia, cho thAy c6 sy thay thé hoan
toan lipid phosphat cia chlng bang ethanolamin hoc aminoarabinose.
Cé kha nang khéng chéo gilra colistin (polymyxin E) va polymyxin B. Vi co ché hoat ddng clia
cac polymyxin khac véi co ché clia cac tac nhan khang khuan khéc, sy dé khang véi colistin va
polymyxin b&i co ché néu trén sé khéng cb kha nang dan dén sy dé khang véi cac loai thube

khac.

Quan hé duge dong/duoc luc hoc
Polymyxin d& dugc bao céo 1a cb tac dyng diét khun phy thudc ndng do trén vi khudn nhay
cam. fAUC/MIC dugc coila trong quan véi hidu qua lam sang.

Ngu&ng nhay cdm - d8 khang (EUCAST) Tinhnhay cdm (S) Pa khang (R)*
Acinelobacterspp. Ss2 R>2mg/L
Enterobacteriaceae Ss2 R>2mg/L
Pseudomonas spp. Ss4 R>4mg/L

s I\‘j%oﬂg ghay cam — d& khang ap dyng cho lidu 2-3 MIU x 3 1An. M{t lidu khéi dAu (9 MIU) ¢c6
thé cAn thiét. " '

Tinhnhay cam .
Ty 16 8 khang méc phai co théd khac nhau tiy vao didu kign dija ly va théi gian abi véi cac loal

duoc lira chon. Thong tin v sy dd khang tai dja phuong 1a ¢an thiét, d4c bigt khi didu tri nhidm
khudn nang.

Céc loai nhay cam thwdng gép

Acinetobacter baumannii
Haemophilus influenzae
Klebsiella spp.
Pseudomonas aeruginosa

Céc loal cé thé c6 van dé vé sy khang thubc méc phai

Stenotrophomonas maltophilia

Achromobacter xylosoxidans (trwé&c ddy 13 Alcallgenes xylosoxidans)
Céc loai khang thubc '

Burkholderia cepacia va cac loailién quan
Céacloai Proteus

Cac loai Providencia

Cacloai Serratia

PAC TINHDUQC DONG HOC:

Théng tin v duoc ddng hoc cla colistimethat natri (CMS) va colistin con han ché. C6 dau hiéu
cho thly dugc dong hoc & nhirng b&nh nhan bj bénh ning khac véi nhizng bénh nhan bj réi
loan sinh ly it nghiém trong va nhirng ngudi tinh nguyén khée manh. Cac di ligu sau dya trén
cac nghién ciru sir dung HPLC dé xéc dinh ndng do colistimethat natri/colistin trong huyét
twong. '

Sau khi truy&n, CMS - tién chit bat hoat dugc chuyén thanh colistin hoat tinh. Nong a4 dinh trong
huyét twong cia colistin kéo dai dén 7 giér sau khi dung CMS & nhirng bénh nhan bj bénh néng.
HAp thu qua dudng tiéu héa khdng dang ké.

Phanbd

Thé tich phan bé colistin & cac dbi trong khde manh thdp va tuong (g x&p xi dich ngoai bao
(ECF). Thé tich phan b c6 thé tang & cac bénh nhan bénh ning. Gan két protein & mirc trung
binh va gidm khi ndng dd colistin cao. Trong treéng hgp khdng c6 viém mang nédo, sy tham
nhap vao dich n&o tly (CSF) la rat nhd, nhung tang 1&n khi cb viém mang ndo.

Ca CMS va colistin déu cho dugc ddng hoc tuyén tinh trong pham vi liéu lam sang.

Thaitrwr

Uéc tinh ¢ khodng 30% CMS dugc chuyén thanh colistin & cac d6i tegng khde manh, dd
thanh thai phy thudc vao dd thanh thai creatinin va khi chirc nang than giam, lvgng CMS dugc
chuy&n thanh colistin nhiéu hon. O nhirng b&nh nhan cé chirc nang than rat kém (4 thanh thai
creatinin <30 mL/ phat), mirc 33 chuy&n héa cé thé tir 60 d&n 70%. CMS dugc thai trir chl yéu
bi than thdng qua loc ciu than. O nhirng dbi twong khdée manh, 60% dén 70% CMS duoc dao
thai dwéi dang khdng ddi trong nuwrére tiéu trong vong 24 gidr.

Sy thai trir colistin hoat tinh khdng dugc mé ta ddy du. Colistin trai qua qué trinh tai hap thu
manh & éng than va cé thé dugc loai bd khdng qua than hoc trai qua qua trinh chuyén héa &
than v&i nguy co tich ldy & than. Do thanh thai colistin gidm trong suy than, cé thé do tang
chuy&n héa CMS. .

Thoi gian ban thai cta colistin & cac ddi tegng khde manh va nhirng ngudi bj xo nang dugc
bao co 1An lugtla khodng 3 gidr va 4 gidy, v&i dd thanh thai toan phan khodng 3 U/gi¢r. O nhirng
bé&nh nhan bénh nang, thdi gian ban thai kéo dai dén khoang S-18 gid.

QUY CACHDONG GOI:

Hop 0110 x4.500.000 IU colistimethat natri.

Hop 0510 x4.500.000 U colistimethat natri.

Hop 1010 x 4.500.000 IU colistimethat natri.

DIEU KIEN BAO QUAN:

Bao quan khdng qua 30°C, tranh 4m va dnh sang.

HAN DUNG:

24 thang ké tir ngay san xuét.

TIEU CHUAN CHAT LUQ'NG CUATHUOC:

Tiéu chudn chét lvgng: USP (Duoc didn My).

L.,

IMEXPHARM
Co s& san xuét: |
CHI NHANH CONG TY CO PHAN DUQC PHAM IMEXPHARM
- NHA MAY CONG NGHE CAO BINH DUONG
Sé 21, dudng sb 4, khu cdng nghiép Viét Nam - Singapore |, phudng Hda Phu,
TP. Tha D&u Mét, tinh Binh Duong.
Hotline: 1800 555 535 Email: imp@imexpharm.com
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