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Rx: Thude nay chi dung theo don thude
COLISTIMETATO DE SODIO ALTAN PHARMA 1 MILLON DE UI
(Colistimethat natri)
Bot déng khd pha dung dich tiém truyén

Dé xa tam tay tré em
Doc ky heong dan sir dung trude khi dimg

Thanh phan cong thie thude:
M&i lg bjt chiia:
Thanh phén hogt chat: Colistimethat natri 1.000.000 U
Thémh phén td duoc: Khong co
Dang bao ché:
Bot dong khé pha dung dich tiém truyén
Mo ta: Bot déng khé mau triing
Chi dinh diéu tri:
Chi str dung khi khéng dung duge nhiing khang sinh khac trong didu tri.
Colistimethat natri 14 khang sinh ding dé diéu tri cdc bénh nhiém khudn nang duong ho hép va
tiét ni¢u do cac vi khuan nhay cam véi colistimethat natri,
Ngoai ra, con diéu tri bénh nhim tring phdi ¢ bénh nhin xo nang (ding colistimethat natri dang
khi dung).
Cach dung, liéu dung:
Puémng ding: Tiém truyén tinh mach hogc dudng khi dung.
Liéu dimng:
Tiém truyén tinh mach:
Tré em va ngudi 1on (bao gdm ca ngudi cao tudi):
Trong lirong trén 60 kg: lidu khuyén cdo tir 1.000.000 -2.000.000 IU/ngay, 3 lan/ngay, khong
ding vuot qua lidu téi da 1a 6.000.000 TU/ngay.
Trong lwong tr 60 kg tro xuéng: Liéu khuyén cdo 1a 50.000 IU/kg/ngay. Téi da la 75.000
[U/kg/ngay. Tdng liéu hang ngay nén chia lam 3 14n, cich nhau khoang mdi 8 gio.

Thoi gian diéu tri t6i thiéu 1 S ngay.
Suy chirc ndng than: D&i voi suy than vira hodic ning va bai tiét colistimethat natri bi kéo dai. Do
do, lidu luong va khoang thoi gian lidu ding nén duge diéu chinh dé ngin ngira sy tich liy thude
trong co thé. Bang dudi ddy la huéng dan dé thay ddi ché dé lidu & nhitng bénh nhan c6 khéi
lugmg co thé 60 kg trd 18n.

Liéu dé nghi diéu chinh trong suy thén:

Murc d§ suy than D6 thanh thai creatinin (ml/phut) | Trén 60 kg trong lifé’ng cothé
Nhe 20-50 1.000.000 — 2.000.000 IU, cach méi § gio
Trung binh 10-20 1.000.000 TU, cach mdi 12-18 gidy
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Ning <10 1.000.000 1U, cich mdi 18-24 gis }

Dudng khi dung:

O nhitng bénh nhén bi xo nang, cac lidu khuyén céo cho ca tré em trén 2 tudi va nguoi 16n 1a
1.000.000 -2.000.000 TU, hai 1in mot ngay. Lidu nay c6 thé dugc ting 5i da lén dén 2,000.000
IU ba ldn mot ngay (téng lidu hang ngay téi da 6.000.000 IU) trong céc trudmg hop nhiém tring

thudng xuyén xay ra.

Néu bénh nhin bi xo nang nhin duoc phuong phap diéu tri khde nhu vat 1y tri liéu hodc phuong
phéap ditu tri khic cho duong hé hdp (vi du thude gian phé quan), can lru y rédng colistimethat
natri nén duge ding sau nhitg phwong phap diu tri nay.

Cich ding:

Tiém truyén tinh mach:

Dung dich colistimethat natri dé truyén tinh mach cén sir dyng ngay sau khi pha.

Kiém tra bing mit dung dich thude trudge khi sir dung dé phat hién cdc hat bui cé thé nhin thdy
trong dung dich trude khi ding va loai bo dung dich thude trong trudong hop thude ¢ bui.

Dung dich tuong thich: natri clorid 0,9% va nudce cit pha tiém.

Duong khi dung:
Nén pha loding colistimethat Natri 1.000.000 1U véi 2-4 ml nuée cit pha tiém.

Chdng chi dinh:

Ngudi bénh dj tmg véi colistimethat natri (colistin) hoéic polymyxin.

Nguoi bi bénh nhuogce co ndng nhu yéu co nang va mét moi.

Nguoi bénh bi suy than nang, nguoi bénh dang ding thude khac doc dbi voi than.

Tré em dudi 2 thang tudi.

Cinh bao va thin trong khi dung thude:

Nguoi bi bénh nhuge co ndng nhu yéu co ning va mét moi.

Nguoi bénh bi suy thdn ndng, ngudi bénh dang dung thude khac doc ddi véi than.

Khi can didu tri voi cac khang sinh khac ¢o thé lam tang nguy co tén thuong dén than hoic gly
ra tac dung phu & ndo nhu chéng mat hodc thay déi thi gide.

Nguoi bénh bi suy than néng, can thiét phai giam lidu.

Noudi bénh ¢6 chuyén héa porphyrin (bénh chuyén hoa hiém ¢6 & mot s6 ngudi tir khi sinh ra).
Ngudi bénh xo nang, c¢o thé ding thude nay ¢ dang khi dung. Trong trudng hop ndy, ho va co
thit phé quan (kho thd) co thé xuét hién, vi vay dung duong khi dung nén duoc thyc hién dudi
sur gidm sat ciia bac s¥.

Thude co thé gdy irc ché than kinh - co (liét) & ngudi bénh méc bénh phdi man tinh, c6 thé din
dén tir vong do nglmg tho.

Ding thude dai ngay cé thé dan dén phat trién qua mic cée vi khuén khong nhay cam, dic biét

Proteus.

Twong tic thudce va cic dang twong tic khée:
Str dung dong thoi colistimethat natri véi cée thude khae ¢6 tiém nang gdy doc than kinh va/hodc
doc trén than nén tranh, bao gom céc thuoc khang sinh aminoglycosid nhu gentamicin, amikacin,
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netilmicin va tobramycin. C6 thé ¢ nguy co dde tinh trén thin tang néu ding dong thoi voi
thude khang sinh cephalosporin. Dac bi¢t, ban nén théng bdo cho bac sy néu ban dang dung bét
ky loai thude khac (chu yéu la khang sinh) ¢ thé anh hudmg dén chirc nang than hoic gy chong
mat, rdi loan thi gidc hodc nhdm 1an, bao gém thude khong cin toa bac sy.

Céc thude tre ché than kinh co va ether nén duoc sir dung hét sttc than trong & nhitng bénh nhan
ding colistimethat natri.

Tinh tuong ky: Tranh trén l1an thudce véi dung dich tiém truyén, thude tiém va dung dich khi

dung khac ¢o lién quan dén colistimethat natri.

Phu nir mang thai va cho con bu:

Mang thai:
Colistimethat natri co thé di qua nhau thai, thude chi str dung trong thoi ky mang thai khi loi ich

tiém nang vuot troi so voi nguy hai ¢6 the co doi vai thai nhi.
Cho con bu:

Khéng nén dung colistimethat natri trong thoi ki cho con bit. Ding thude theo hudéng dan cia =
béc s¥. 8]
Lt

PG n 5 ; T s P Pt
I'ac dong Ién kha ning ldi xe va van hanh may: p
Colistimethat natri c6 thé gay chong mit, nham lan, hedic roi loan thi gide, khong nén 14i xe hodc (F
sit dung may moe nguy hiém khi dung thuée. |
Py

e

Tic dung khéng mong mudn:

Colistimethat natri ¢6 thé gdy ra cac tic dung khong mong mudn anh hudng chi yéu dén chirc
ndng cua than, hé than kinh.

Khodang 20% nguoi bénh dung colistin bi cdc tac dung cé hai cho thén. Ngoai tac dung phu hay
gap nhét 14 hoai tir dng thén, con gdp ca viém thin k& Ding thube liu cao, kéo dai, suy than 14
cdc yéu t6 dé gay hai cho than. Cac ton thuong than do colistin gdy ra thuong héi phuc duge
nhung ¢6 truong hop van ning 1én sau khi dd ngung ding thude.

Thuong gap ADR > 1/100:

Phan tng di tng: St do thude. Ciing nhu cac polymyxin khac, colistin kich tng phé quan do ¢6
tdc dung gdy giai phong histamin. Phan tng nay c6 thé xdy ra rat nhanh va diéu trj bang thube
gdy gian phé quan khong tdc dung.

H¢ than kinh (cé t&i 7% ngudi bénh ¢6 chiic ndng than binh thudng bi anh hudng): Té quanh
mdi, rdi loan van mach, hoa mat. O bénh nhan suy thén, cé thé xudt hién céc ddc tinh nghiém
trong voi cac hé than kinh nhu: La 1dn, hén mé, loan than, co giit.

Théan: Suy thén hoi phuc duge

It giip 1/1000 <ADR < 1/100:

Phan ting di tng: Phéat ban san, ton thuong da.

[1¢ than kinh: Mét diéu hoa van dong. co gidt, mét phuong huéng, ngtmg tho.

Tiéu héa: Réi loan tiéu hoa, viém rudt két mang gia.

Tai chd: Dau tai chd tiém

Hiém gip, ADR < 1/1000:
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Suy than (khi dung liéu >10 000 000 dvqd/ngdy) ¢6 thé phuc hdi sau khi ngtmg colistin,
Kich Gmg mang ndo (tiém thude vao dng tiy).

Diéc, ton thuong be tai (khi nho thude qua mang nhi bi thung).

Gdy tre ché than kinh — co.

Dde tinh trén gan.

Giam bach cau hat.

Théng bdo cho bdc sy hodc dwopc s§ nhitng phin trng cé hgi gap phai khi sie dung th uéc.

Qua lidu va cach xir tri:

Qué lidu:

Diing qu lidu 6 thé din dén phong toa thin kinh co, ¢6 thé din dén yéu co, ngung the va c6 thé
ngimg ho hip. Qua lidu ciing o thé gay suy than cip diic trung boi lugng nude tiéu giam va lam
tang ndng d6 BUN va creatinin trong huyét thanh.

Céch xi tri khi ding thude qué lidu:

Khéng ¢6 thude giai doc dic hi¢u. Kiém soat bing diéu tri hd trg va céc bién phép dé tang ty 18
bai xudt colistimethat, vi du mannitol loi tiéu, loc méu kéo dai hodc thim phan phiic mac.

Théng tin vé duge Iy, lim sang:

Dic tinh dwee lue hoe:

Phén loai tac dong duoc ly: 1a khang sinh thue nhém polymyxin, khang khuan ding toan than.
Ma ATC: J01XBO0I

Co ché tic dung:

Colistimethat (con goi la colistin) 1a mot khang sinh da peptid vong ¢6 ngudn gbe tir vi khuén
Bacillus polymyxa var. colistinus va thudc nhom polymyxin. Céc khang sinh nhém polymyxin la
nhing tac nhin ion duong co tac dung lam tén hai dén mang t& bao va giy chét vi khuén.
Polymyxin duoc chon loc cho cdc vi khuan Gram dm ¢é méang ngoai ky nudc.

Tinh dé khéng:

Vi khuin dé khang bing cach thay déi cac nhom lipopolysaccharid phosphat do thay thé
ethanolamin hodic aminoarabinose. Vi khudn Gram dm dé& khang tu nhién, chfmg han nhu
Proteus rnirabilis va Burkholderia cepacia, biéu hién thay thé hoan toan lipid phosphat cta vi
khudn bang ethanolamin hodc aminoarabinose.

Khang chéo gitta colistimethat va polymyxin B s¢ xdy ra. Do co ché hoat dong ctia nhoém
polymyxin khac so voi cac khang sinh khéc, kha ning khéng colistimethat va polymyxin béi co

ché chon loc trén s& khong xay ra dé khiang vai cac loai thude khac,

Moi lién quan Pk / Pp:
Polymyxin da dugc béo cdo 1a c6 tac dung diét khuan phu thudc vao nong dé 1én cdc vi khuén
nhay cam. fAUC / MIC ¢6 tuong quan voi hi¢u qua 1am sang,

Cac gia tri npuong EUCAST:

1 Nimy cam (S) Khéang (R) ?
Acinetobacter - s<2 a R>2 mg/L
Enterobacteriaceae S<2 R>2 mg/L
Pseudomonaél_spp S<4 R>4 mg/L
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% Cde ngudng ap dung cho lidu 2 000 000 — 3 000 000 IU x 3. Dung liéu tai 9 000 000 IU khi

can thiét,

Tinh nhay cam:

LR A . - n a 2 n A - = ’ 5 . . I ‘o » 4 .

I'y 1¢ dé khang ¢o6 thé khac nhau tiy thude vé mat dia Iy va theo thoi gian doi voi cac ching vi
A 5 ' . b A - . A T A e sa oA ' - A

khudn chon loc va thong tin ving v¢ d¢ khang la can thiét, dic bi¢t khi di¢u tri nhiém khuén

nang.
Khi cdn thiét, nén tham khao y ki¢n cua chuyén gia néu ty I¢ khéng dia phuong cao dén mirc tac

dung cua thude trong mét 86 nhiém khuan khong con dam bao nira.

Cic chiing vi khuin nhay cam thuong gip :
Chung Acinetobacier®

Chung Citrobacter

Escherichia coli

Haemophilus influenzae

Pseudomonas aeruginosa

Chiing it dé khdng:

Chung Enterobacter

Ching Klebsiella

Chiing tirng aé kkhing:

Chung Brucella

Burkholderia cepacia va céc chung vi khudn ¢6 lién quan.
Chung Neisseria

Chung Proteus

Ching Providencia

Chung Serratia

Vi khuan ky, khi:
Tat ca cac vi khuan Gram duong
* Luu y: cac chimg minh in-vitro vé tinh nhay cam co thé khoéng dir dodn déng tin cdy hi¢u qua

dicu tri doi voi cac loai Acinetobacter spp.

Pac tinh dwge dong hoge:

Hép thu:

Thong tin vé duge déng hoc cia colistimethat natri (CMS) va colistin con rat han ché. C6 céc
d4u hiéu cho thdy duoc déng hoc & nhitng bénh nhan bi bénh néng ciing khac véi bénh nhén rdi
loan vé sinh ly it tram trong va khac véi & nhitng ngudi tinh nguyén khoe manh. Céc dit li¢u sau
day dugce dua trén cdc nghién ctru sur dung k¥ thuét sic ky léng hiéu nang cao (HPLC) dé xéc
dinh ndng dd colistimethat natri/ colistin trong huyét twong.

Sau khi truyén tinh mach colistimethat natri, tién chit khong hoat tinh dugc chuyén thanh
colistin hoat tinh. Nong d¢ dinh ctia colistin trong huyét twong da xudt hién cham dén 7 gior sau

khi duing colistimethat natri & nhiing bénh nhan ning,

\S ANV
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Hép thu rit kém & dudng tiéu hoa (chi khodng 0,5%) vi khéng duge hép thu qua da lanh.

Khi dung thude qua méy xéng, su hép thu thude bién dbi phu thude vao kich thude hat khi dung,
h¢ thong may xong va tinh trang phoi. Nghién ciru trén ngudi tinh nguyén khoe manh va bénh
nhén ¢6 cac nhiém khuén khéc nhau da ghi nhin nfmg d6 thudc trong huyél thanh tir 0 dén nf“mg
d6 ¢6 kha ning diéu tri 12 4mg/lit trd 1én. Vi vy, kha ning hip thu thude toan than ludn ludn cAn
dwoce luu y khi didu tri cho bénh nhan bing dudng khi dung.

Phan bé:

Thé tich phan b cia colistin thdp O nhitng ngudi khoe manh va twong duong véi dich ngoai bao
(ECF). Thé tich phan bé duge md rong mdt cach hgp ly & nhiing nguoi bi bénh ning, Gin két
protein trung binh va gidm & ndng do cao hon. Trong truéng hop khéng viém mang néo, thude
tham nhép vao dich ndo tay (CSF) it, nhung tang khi viém mang ndo.

Colistimethat natri va colistin biéu hién tuyén tinh vé duoc déng hoc & khoang lidu lién quan 1am
sang.

Sau khi dung thude cho bénh nhan xo nang (CF) liéu 7,5 mg /kg /ngay chia lam nhiéu lan,
truyén tinh mach 30 phut dé & trang thai 6n dinh, Cmax duge xac dinh la 23 (+ 6) mg /lit va
Cmin lic 8 gidr1a 4,5 (+ 4) mg/lit. Trong mdt nghién ciru khic & bénh nhin xo nang (CF) dung 2
triéu don vi mbi 8 gidr trong 12 ngiy, nong do 16i da Cmax la 12,9 mg/lit (5,7-29,6 mg/lit) va
ndng do 61 thiéu Cmin la 2,76 mg/lit (1,0-6,2 mg/lit). Nhitng ngudi tinh nguyén khoe manh
duoce tiém bolus 150 mg (khoang 2 triéu don vi), ndng do dinh trong huyét thanh la 18mg/lit
dugc quan sat 10 phut sau khi tiém.

Thube gan két véi protein thip. Polymyxin t6n tai trong gan, than, ndo, tim va co bép. Mot
nghién ctru & nhitng bénh nhan xo nang (CI7) wéce tinh thé tich phan phéi & trang thai on dinh la
0,09 lit/kg.

Chuyén dang sinh hoc:
Colistimethat natri duoc chuyén déi trong co thé. 80% lidu ding ¢6 thé duoc phyc hdi dudi dang
khong ddi trong nudc tiéu, va khong cé su bai tiét qua mét, c6 thé gia dinh rang thudc con lai b

bét hoat trong cdc md. Co ché chua duoc biét 16.

Thai trur:

Ngudi ta ude tinh khoang 30% luong colistimethat natri dugc chuyén thanh colistin & nhimg
ngudi khoe manh, do thanh thai cua colistimethat natri phu thuge vao d¢ thanh thai creatinin va
do chire ning than giam, phin l6n colistimethat natri chuyén thanh colistin. O céc bénh nhén
chire ning thén rit kém (d6 thanh thai creatinin <30 ml/phat), khoang chuyén déi c6 thé Ién t&i
60 -70%. Colistimethat natri dugc dao thai chi yéu qua than théng qua loc cau than. O cac dbi
twong khoe manh, 60% dén 70% colistimethat natri bai xuét & dang khong déi trong nude tiéu
trong vong 24 gio.

Dic tinh thi trir ctia colistin hoat tinh chua day do. Colistin trai qua tai hép thu rong réi & bng
than va c6 thé duge lam sach khong phai o than hoiic trdi qua chuyén héa & than véi tiém ning
tich tu & thian. Do thanh thai colistin giam ¢ suy thén, ¢o thé do tang Chuyéll ddi cua colistimethat

natri.

A
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Thoi gian ban théi cta colistin ¢ nhimg ngudi khoe manh va & nhitng ngudi bi xo nang duoc bao
cdo 1a khoang 3 gi¢y va 4 gioy, twong mg, véi dd thanh thai toan phan khoang 3 lit/gio. O nhimg
bénh nhéan nang, thoi gian ban thai di duge bio cdo kéo dai dén 9-18 gie.

Su thai trir colistimethat natri sau khi ding dudmg khi dung chua dugc nghién elru. Mot nghién
ctru & nhitg bénh nhan xo nang khéng phét hién bit ky colistimethat natri trong nude tiéu sau
khi ding 1 triéu don vi ding dudng khi dung hai lan mdi ngay trong 3 thang.

Duge dong hoe cua colistimethat natri tuong tu ¢ tré em va nguoi 16n, bao gdm ca ngudi gia c6
chire nang thin duoc xem la binh thuong. Dit lidu ¢6 siin con han ché khi sir dung & tré so sinh
cho thdy ring duge dong hoc twong tu nhu & tré em va ngudi 16n nhung khé ning nong do dinh
trong huyét thanh cao hon va thoi gian ban thai kéo dai, & nhiing bénh nhén nhi ndy can duge

xem x¢ét va theo ddi ndng do thude trong huyét thanh.

Luwu y diic bi¢t khi logi bo va cac xur ly khae:

Théng thuémg mdy xong phan tr hoa (jet) hay may siéu am (ultrasonic) hay mdy duge uu tién
- ~ n . . 4 . Py \ . . X - ’ A A s . \

diung dé xong khang sinh. Cdc may xdng nay sinh ra cdc phén ti khi ho hap ¢6 pham vi duong
3 5 - . . . ‘e "a . . “ g1 A ¥ ¢ .1 T )

kinh khoang 0,5-5,0 micron khi dung voi thiét bj nén phi hgp. Tuén thu theo huéng dan cia nha

san xudt khi thao tac va vé sinh may xéng va thiét bi nén.

Tinh twong thich: Dung dich twong thich: natri clorid 0,9% va nuée cat pha tiém.

Quy cach dong goi: Hop 10 lo bot dong khd.
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Diéu kién bio quén cia thude: Bao quan & nhiét do dudi 30°C. Tranh dnh sang.

Han sir dung: 36 thang ké tir ngdy san Xuét
Dung dich Colistimethat natri sau khi pha nén sir dung ngay. Néu chua ding ngay, ¢6 thé dugc
bao quan khéng qua 24 gio & nhiét do ti 2°C - 8°C.

Tiéu chuan chat luong: TCCS

Tén va dia chi ciia co sé san xuéit thude:
ALTAN PHARMACEUTICALS, S.A.
Dia chi: Avda. de la Constitucion, 198-199, Poligono Industrial Monte Boyal, Casarrubios del

Monte, 45950 Toledo Espatia/Spain /1'ay Ban Nha.



