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LOINOI DAU

Dé khang khang sinh hién nay 1a mot vin dé duoc quan tdm hang dau khong chi ¢
nudc ta ma con la van dé co tinh toan cau. Van dé dé khang khang sinh dang tré nén phic
tap hon lam gidm hi€u qua diéu tri, tdng ti suat bénh tat, tdng chi phi di€u tri va ting ty 1¢
tir vong.

Viéc diéu tri khang sinh khong thich hop gom ca viéc diéu tri khong du lidu, viée
1am dung khang sinh 13 mot thyuc té rat dang bao dong. Lam ting ganh ning chi phi cho
bénh vién, ting tan suit cac phan tng ngoai ¥ cia thudc, lam ting ty 18 dé khang khang
sinh cua vi khuén.

Hy vong thong qua nhing chuyén dé dugc dua ra trong ban tin thong tin thube 02-
2025 s& gop phan giup cac bac si, duoc si, diéu dudng tham khao, cap nhat thém thong tin
vé thudc, cai thién duoc hiéu qua, tinh an toan cua thudc trong qué trinh diéu tri cho bénh
nhan. T6 Duoc l1am sang mong nhan duogc y kién dong gop cua cac dong nghiép dé cac
ban tin thong tin thuoc sau s& ngay cang hoan thi¢n hon ca vé ndi dung va phuong thuc
tiep can.
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CHUYEN PE SU DUNG KHANG SINH AN TOAN, HQP LY, HIEU QUA VA
CHUNG CU LAM SANG TRONG SU DUNG KHANG SINH

Quyét dinh s6 708/QD-BYT ngay 02/3/2015

Vé viéc ban hanh “Hwéng din sir dung khang sinh”.

Quyét dinh 5631/QD-BYT ngay 31/12/2020 cita By Y té

Vé viéc ban hanh tai liéu “hwéng din thwe hién quan 1y sir dung khang sinh trong
bénh vién”

Quyét dinh s62115/QP-BYT ngay 11/5/2023.

Vé viéc ban hanh “Sé tay huéng din thwe hién chwong trinh quén 1y sir dung
khang sinh danh cho Bénh vién tuyén Huyén
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TRUYEN KEO DAl BETALACTAM:
TU CO SO LY THUYET PEN THUC HANH LAM SANG
1. Pac tinh dwge dong hoc — dwoe lue hoc ciia khang sinh nhom betalactam

Khang sinh nhom beta-lactam co hi¢u luc diét khuan phu thudc thoi gian (chi s6
%fT>MIC — thoi gian ndng do thudc trong huyét twong cao hon MIC)

Do thoi gian ban thai ngan va khong ¢0 tac dung hiu khang sinh, ndng do thudc can duy tri
trén MIC cang lau cang t6t dé t6i wu hiéu qua didu tri.

Mitc %fT>MIC can dat dé duy tri va t6i uu hiéu qua diéu tri;
e 2>40-50% voi penicillin/cephalosporin
e >40% voi carbapenem
e =100% & bénh nhan nhiém tring ning, nguy kich.

e t6i uu hiéu qua diéu tri, giai phap truyén kéo dai dugc danh gia dem lai hiéu qua cao,
ktluyén khich ap dung. Pac bi¢t, ching minh dem lai nhi€u loi ich trong di€u tri bénh nhan
nang.

2. Loi ich ciia truyén kéo dai betalactam trong diéu tri bénh nhin ning
bé tang hi¢u qua cua beta-lactam, c¢6 03 céach co thé ap dung trén lam sang:
- Tang liéu
- Tang s6 lan ding
- Truyén kéo dai hoac lién tuc.
. Tang s6 lan dung 1a mot giai phe'}p an toan tuy nhién khong mang lai hi¢u qua dang
ke doi voi cac truong hop bénh khuan nang.

Giai phap truyén lién tuc kéo dai ~3 gio) hodc truyén lién tuc 1a giai phap duoc
ching minh dem lai hi€u qua to6t hon. Pay la giai phap dugc uvu tién stir dung cho nhirng
bénh nhan nhiém tring ning.

Hiéu qua ctia viéc truyén kéo dai dugce chimg minh qua nhiéu nghién ctru khoa hoc.
Theo Teo va cong sw, phan tich 29 nghién ctru voi 2.206 bénh nhan (18RCT va 11
nghién ctru quan sat) cho thay truyén kéo dai c6 kha nang giam 31% nguy co tir vong
SO V6i truyén ngat quing. Pong thoi giam chi phi diéu tri do thoi gian st dung thudc
va thoi gian ndm vién giam.

Giai phap truyén kéo dai da ching minh dugc hiéu qua vé 1am sang va si sinh d6i
vo1  cac nhoém cephalosporin (cefepim), penicillin (piperacillin/tazobactam),
carbapenem (1m1penem meropenem, ...). Déc biét hiéu qua voi cdc bénh nhan nang:
séc nhiém khudn, bong, chin thuong.

Tuy nhién, khi sir dung giai phap truyén kéo dai can cha y dén su 6n dinh cua thudc.

Dac biét, nhom carbepenem chi 6n dinh trong 4 gid. Va cha y vé twong ky thudc khi
truyén ddng thoi véi cac thude khac trén cing chac chit Y.
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Bing 2. Khuyén céo ché do liéu truyén betalactam theo Sanford Guide

KHANG SINH

LIEU KHUYEN CAO

Thoi gian (gio)

Ampicillin- 9g (6g ampicillin + 3g sulbactam) IV truyén trong 4 gio mdi 8 | Ap
sulbactam gio dung
cho céc
Meropenem «  Néu CrCl > 50: 2g (truyén trong 3 gid) mdi 8 gid bénh
A . A -\ X -\ nang,
« Néu CrCl 30-49: 19 (truyén trong 3 gid) moi 8 gio nguy co
«  Néu CrCl 15-29: 1g ((truyén trong 3 gio) mdi 12 gid nhi¢m
Vi
Piperacillin/ Liéu nap: 4.5¢ truyén 30 pht, sau 4 gid truyén: khuan
Tazobactam «  Néu CrCl > 20: 3.375g (truyén trong 4 gio) mdi 8 gio gﬁ ang
« Néu CrCl < 20: 3.375g (truyén trong 4 gid) mdi 12 gio
Bang 2. Luu ¥ vé tuong ky ctia thude khi truyén kéo dai dong thoi nhidu thude
5
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Pip/tazo Ceftazidim Cefepim Meropenem
Amikacin C C C C
Ciprofloxacin I C I I
Levofloxacin I C C U
Colistin C C U C
Hydrocortison C C C C
Dobutamin I I CD C
Dopamin C C C C
Epinephrin C C U U
Furosemid C C C C
Ringer Lactat C C C I
Vancomycin C CD I I

C: twong hop, I: tuong ky, CD: twong hop phu thudcvao nong dé, U: chuwa rd
@t lué‘ln ) )

Truyén kéo dai lg‘t giai phap hi¢u qua do6ivoi cac bénh nhan ndng nhu soc nhiém
khuan, bdéng, chan thuong. Tai don vi c¢6 thé &p dung Piperacillin/Tazobactam,
Imipenem/Cilastatin, Meropenem, Ampi/Sulbactam.
Can chu y tuong ky thuoc khi stir dung chung céac thudc trén voi ciprofloxacin,
Levofloxacin, dobutamin, Ringer Lactat hay Vancomycin (tham khao bang tuong

ky trong ban tin). j

Tai liéu tham khao

1. BYT (2022), Duoc thu Qudc gia Viét Nam

2. BYT (2015), Huéng dan sir dung khang sinh

3. Bénh vién Cho Ry (2020), Huéng dan sir dung khang sinh
4. The Sanford Guide to Antimicrobial Therapy, 2022.

5. IDSA 2024

6. Bénh vién Cho Ray (2020), Huéng dan sir dung khang sinh
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KHANG SINH IMIPENEM VA PQC TiNH THAN KINH LIEN
QUAN PENIMIPENEM-CILASTATIN LIEU CAO

1. So lwge vé Imipenem

Imipenem Ia beta-lactam c6 phd tac dung rong, duoc chi dinh trong céc truong
hop nhiém khuan nang di€utri tai bénh vién da kém dap ung voi céc khang sinh khac
va’hodc cO nguy co nhiém vi sinh vat da khang thuoc.

Imipenem dugc quan ly str dung theo quy trinh da ban hanh tai Bénh vién theo
quy dinh cua nhém khang sinh uu tién quan ly theo quyét dinh 5631/Qb-BYT. La
khang sinh can hoi chan trude khi chi dinh st dung.

Imipenem c6 tac dung diét khuan voi cac:

+ Vi khudn gram am: cac ching Enterobacteriace nhu Escherichia coli,
Klebsiella spp., Proteus, Pseudomonas aeruginosa, Samonella, Shigella,
Haemophilus influenza, Nesseria spp., Acinetobacter spp ... Nhom carbapenem dang
1a giai phap cho nhiém khuan do vi khuan sinh beta-lactamase pho rong nhu ESBL,
AmpC, thidm chi phoi hgp diéu tri trong truong hop mot sO ching sinh
carbapenemase.

+ Cac cau khuan gram duong, céc vi khuan ky khi.

Tuy nhién imipenem bi khidng tu nhién boi céc chung Stenotromonas
maltophilia.

Imipenem c6 kha ning phan bd rong nén chi dinh dugc trén nhidu vi tri nhiém
trung khac nhau. Nhung can stir dung phu hop va ding thoi diem dé dat hiéu qua toi
uu.

Imipenem 14 mot trong cac khang sinh diét khuin phu thudc vao thoi gian. Dé
phat huy toi wu hiéu qua dicu tri, nguong %fT > MIC can dat toi thieu 40% dé dam
bao hiéu qua lam sang.

Imipenem chdng chi dinh voi:
+ Qua man voi cac khang sinh khac trong nhom carbapenem.
+ Tién st c6 séc phan vé voi bat ky khang sinh nao trong Beta-lactam
2. Stir dung imipenem

Truyén kéo da1 1m1penem tir 3-4 i 1a giai phap toi wu dé giup duy tri ngudng
%fT > MIC can dat toi thiéu 40%. Khong ap dung truyén lién tuc trong 24 gio
vo1 imipenem vi khang sinh nay chi 6n dinh trong 4 gi¢ (& nhiét d¢ thuong).

Can chu ¥ diéu chinh liéu thubc dbivéi céc déi twong nhu: bénh nhan béo phi,
phu, suy giam chirc nang than hodc tang thanh thai than, c6 can thi€p thudéc van mach,
loc than hay dan luu.

3. Liéu dung
D61 v6i ngudi 16n va tré vi thanh nién

P61 véi bénh nhan c¢6 chic ning than binh thuong (dd thanh thai creatinin
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>90ml/phat), liéu khuyén cdo la:
- 500mg/500mg mdi 6 gid hoic 1000mg/1000mg mdi 8 gid hodc mdi 6
gio.
- Néu nhiém khuan do hoic nghi ngd do ching vi khuan it nhay cam (vi
du Pseudomonas qeruginosa) hodc nhiém khuan rat nang (vi du & bénh
nhan giam bach cau c6 sot), khuyén dung lieu 1000mg/1000mg moi 6
gio.
Can giam liéu khi d6 thanh thai creatinin <=90ml/phut
Tong liéu toi da hang ngay khong nén vuot qua 4.000mg/4.000mg.
Bénh nhan suy than:

Do thanh thai
Creatinin (ml/phut)

Tﬁng liéu h:“lng
ngay la 2g/ngay

T(Z)ng liéu hfing
ngay la 3g/ngay

T(Z)ng liéu hz"mg
ngay la 4g/ngay

>=90 (binh thuong)

500mg mdi 6 gid

1000mg mdi 8 gio

1000mg mdi 6 gio

Giam liéu cho bénh nhan bi suy thin

<90 - >=60

400mg mdi 6 gid

500mg mdi 6 gid

750mg mdi 8 gid

<60->=30

300mg mdi 6 gid

500mg moi 8 giod

500mg mdi 6 gid

<30->=15

200mg modi 6 gid

500mg mdi 12 gid

500mg moi 12 gio

4. Pjc tinh can theo doi

Rung co, trang thai 1a 1an va dic biét 1a con co gidt (co gidt toan thé thuong xay
ra nht trong cac con dong kinh) — 13 nhitng tac dung phu cta Imipenem dugc ghi
nhan trong y van va co ty I¢ xuét hién, ghi nhén bdo cao ADR cao, nhét 13 khi dung
imipenem liéu cao.

STT Thuoc Ty 1€ gdy con co giat dwoc ghi nhan
1 Imipenem — cilastatin 3-33%
Meropenem/Doripenem 1%
Ertapenem 0,18%

- Ty I¢ con co giat cao dugc phan tich co6 thé do imipenem co6 tinh tham qua hang rao
mau ndo con hon nén giy ddc tinh cao hon so voi cic betalactam khic nhu
piperacillin, cefepim, ertapenem va meropenem.

Theo khuyén cdo, cac truong hop diéu tri viem mang nfo mu c6 chi dinh nhém
carbapenem, meropenem thuong dugc khuyén cao uu tién trén ti€u chi an toan hon so véi
imipenem.

5. CAc yéu tb giy ting nguy co co giit

- Nguy co co giat tang 1én khi str dung imipenem véi cac bénh nhan c6 tién st

chan thuong mach mau nado, chan thuong dau hoac tién st dong kinh.

- Trong d6, sir dung liéu cao va bénh nhan bi suy giam chuic nang than 1a nguyén
nhin ting nguy co co giat cao. FDA chép thuan liéu t6i da ctia imipenem 1a 1g
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mdi 6 gior (t6ida 4g/ngay). Tuy nhién, day 14 lidutdida duoc phé duyét, Imipenem
v6i ché do lidu cao hon 2g/ngay di ghi nhan cac con co giat 1a 3,6% => Nén can
cht y khi theo dbi khi chi dinh lidu>2g/ngay. Chi sir dung ché do liéu cao trén:
Bénh nhdn ning, bénh nhan ting thanh thai hodc vi khuin dé khang trung gian
khong co lya chon khac thay thé.

Chu y than trong khi ding cho bénh nhan suy than ning. Can nhéc tranh sir dung trén
bénh nhan c6 CICr <15ml/phtt trir khi duge thdm phan méu trong vong 48 gio.

6. Xir tri truomg hop bi co gidt va cac ADR khac trén thin kinh trung wong

- Can duy tri thudc chdng co gidt trén bénh nhan co tién sir co giat. Néu xuat hién
rung co, co gidt, can phai danh gia chirc ning than kinh cua bénh nhan, ding thudc chéng
co giat (Khi ghi nhan phan @mg co git, liéu phap chdng co giat nhu benzodiazepin nén
dugc can nhic), dong thoi xem xét lai lidu ding cua imipenem va cilastatin dé danh gia
xem c6 can giam liéu hay ngimg thudc khong.

- Tuong tac gifra carbapenem va acid valproic hodc divalproex natri 1am giam nong
d6 acid valproic dén mirc dudi ngudng diéutri, lam ting nguy co co giat. Néu bénh nhan
dang kiém soat tot con co giat bang acid valproic hoac divalproex natri, khong nén dung
imipenem/cilastatin. Néu bét budc phal dung imipenem V& cilastatin trén bénh nhéan tién
str co gidt,, nén phdi hop thém thude chdng co giat khac.

- Str dung dong thoi Imipeneny/Cilastatin voi thuoc chéng dong duong udng c6 thé
lam tang tac dung chéng dong. Can thay doi chi s6 INR thudng xuyén trong khi va 01
thoi gian ngan sau khi sir dung khang sinh va thuéc chong dong duong udng.

@lu@n

St dung hi€u qua, an toan imipenem:

- Nhiém tring ning c6 nguy co nhiém khuan da khang.

- T6i wu hoa ché do liéu voi ché do truyén kéo dai 3 gio dé toi wu hiéu qua diét khuan
trén cac ddi tuong bénh nhan nang dang diéu trj tai ICU.

- Can chu ¥ theo ddi doc tinh than kinh khi sir dung imipenem Can theo ddi con c6 giat
khi str dung ché d6 liéu cao (>2g/ngay) vi lidu cao c6 thé ting nguy co giy co giat.

- Benzodiazepin 1a giai phap chong co giat c6 thé can nhac khi ghi nhan bénh nhéan c6
con co giat khi dung imipenem.

- Can nhéc tranh ding v6i bénh nhan suy than nang (CICr<15ml/phat) trir khi bénh nhan
duogc thim phan mau trong vong 48h.

Tai liéu tham khao

1. BO Y té (2022), Duoc thu Qubc gia Viét Nam
Sanfort Guide 2022, chuyén luan Imipenem-cilastatin
B0 Y té (2022), Huéng dan chan doan va diéu tri Covid 19
Bénh vién Cho Riy (2020), Huéng dan sir dung khang sinh
Bénh vién Théng Nhat (2025), Huéng dan st dung khang sinh
IDSA 2024
T huéng dan st dung thude.

No a s~ wDd
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DUQC PONG LUC HQC VANCOMYCIN
TRONG THUC HANH LAM SANG

1. Nhiém khuén do tu cau khang methicillin (MRSA)

- Staphylococcus areus 1a nhém cau khuan Gram _duong, khong di dong, khong
sinh nha bao, dimg riéng 1é hodc thanh timg d6i. Nhiém trang c6 ty 1é cao dé khang
voi methicillin (Methicilline resistance Staphylococcus aureus, MRSA).

- Cac d6i tuong nguy co nhidém S.aureus:
+ Tré em, nguodi gia, nguoi suy dinh dudng, suy giam mién dich.

+ Nhiém trung huyét do MRSA thudng c6 ngudn gdc tir nhiém tring da, mo
mém hay viém phoi.

Piéu tri nhiém khuian do MRSA:

Thube dau tay Vancomycin don tri li¢u.

Hoic phdéi hop véi gentamycin hodc fosfomycin hodc
rifampicin dé tang hiéu luc diét khuan.

Lua chon thay Str dung trong truong hop kém dung nap hodc di ung voi
the Vancomycin:  Linezolid, telavancin, daptomycin, co-
trimoxazol, quinupristin/dalfopristin.

Linezolid 1a mdt lga chon thay thé cho vancomycin khi
chuyén d6i tir duong tiém sang duong udng, thude c6 sinh kha
dung x4p xi 100% va hau nhu khong can hiéu chinh liéu cho
cac bénh nhan khac nhau.

2. Tong quan vé vancomycin
Nhom khang sinh nhdm glycopeptid.
Pho khang khuan

Vi khuédn gram dwong Vi khuan Ky khi

Streptococcus spp. Clostridium spp. (ngoai trir Clostridium

inn m
Enteroccocus spp. ocuum)

Staphylococcus spp (bao gdm cac chung Eubacterium spp./
khang methicillin nhu MRSA) Peptostreptococcus spp
Listeria méncytogenes

Corynebacterium spp.

Vancomycin 1a khang sinh phu thudc thoi gian (hoic khong phu thudc ndng
do) co phé hep, tdc dung chu yéu trén vi khuin Gram (+), dac biét dung diéu tri
methicillin resistant Staphylococcus aureus (MRSA). Déi voi MRSA thi vancomycin
can dat néng do trong mau khoang tir 400-600 dé co hiéu qua diét khuan va tranh duogc

BAN TIN THONG TIN THUOC 02-2025 10
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chon lgc chuing dé khang, an toan trén than.

Thém vao do, vancomycin la thude co khoang tri li¢u hep nén gidm sat néng do
vancomycin (TDM) dé duy tri AUC0-24/MIC trong khoang giéi han 1a can thiét dé dam
bao hiéu qua Va téi thiéu hda doc tinh trén tai va than.

Ngoai ra, khi c6 két qua khang sinh dd, can luu y néu MIC ciia vi khudn véi vancomycin
>1mg/L thi can can nhac trong viéc st dung thudc:

Két qua vi sinh

X tri

MIC > 1,5mg/L Can nhéc khi st dung va can phai hiéu chinh liéu
MIC > 2mg/L Can nhic st dung khang sinh khac thay thé

Bing 1. Cac thong sé dwoc dong hoc dua trén din s6 chung ciia Vancomycin

Thong so

Ngwoi 16n

Liéu trung binh

Liéu tai (khong bat budc): 25-30 mg/kg theo can ning thuc té
Liéu duy tri: 15-20 mg/kg theo cén ning thuc té mdi 8-12 gid

Thoi gian ban thai (t1/2,
gio)

4-6 (CN than binh thuong)

Thé tich phan bd (Vd,
L/kg)

0.864 (0.388 — 2.04)

Total Body Clearance (CI)

0.051 L/kg/gid

Thoi gian truyén toi thiéu
tuong Ung toc do truyén it
nhat

1000mg/ 1 gid

Hé s6 Mudi (S)

1.0

Sinh kha dung (F) va dang
dung

IV: 1.0 (750, 1000mg)
Vién nang udng: khong dang ké (125, 250mg)

Gan két protein

55% véi CN than binh thuong (18% vdi suy than giai doan
cuoi)

Kha ning thim qua dich
nao tuy

15 — 50% ndng do huyét tuong

3. Tinh liéu Vancomycin

3.1. Liéu tai — Loading Dose (LD)

Liéu tai vancomycin c6 thé can nhic trén bénh nhan ning. Liéu tai 25-
30mg/kg (ndi tiép boi ché do truyén ngit quang hodc lién tuc) ¢ thé can thiét dé
dat sém ndng do6 thuc can bang (Css) trong huyét twong. Theo nghién ciru, lidu
nap vancomycin giup tang kha nang dat dich pK/pD va giam 41% doc tinh trén
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than so voi nhoém ching.
LD (mg) = 25-30mg/kg
BN béo phi LD (mg) = 20-25mg/kg
Tinh theo trong lugng thuc ctia bénh nhan MAX 3000mg/liéu

30

Liéu nap 25-30mg/kg néi tiép bing
liéu duy tri 15-20mg/kg
m— Liéu 15-20mg/kg

4

X

A

Nong d¢ thuoc trong huyet twong (mg/L)

1] 10 20 3'0 40
Hinh 3. So sanh dwoc déng hoc ciia vancomycin vdi hai ché do lieu

Liéu tai néu mudn ap dung v6i bénh nhan suy than hodc tang thanh thai than phai

di kém voi1 viéc theo doi nong d9 thudce trong mau.
3.2. Liéu duy tri — Maintenance Dose (MD)

Liéu duy tri tinh dua vao d6 thanh thai — Clearance (ClI) vd AUCo-24/MIC dy kién
dat myc tiéu 400-600mg*h/L. Si dung phuong phdp Bayesian d€ udc tinh lieu kinh
nghi¢m cho bénh nhan.

Uéc tiph do thanh thai vancomycin béng do thanh thai creatinin (CrCl), va duogc
xac dinh bang cong thirc the Cockroft — Gault (>18 tudi).

Can luu y khi 4p dung cong thirc cho cac trudng hop: béo phi (P6i véi bénh nhin
béo phi: D¢ thanh thai creatinin xdc dinh theo cong thiee Salazar-Corcoran), suy kiét,
co bap phat trién, creatinin mau thay doi. Khong dp dung cho bénh nhan dang loc mau
va tré em (Tré em ap dung cong thirc Schwartz).

Cong thirc Cockeroft-Gault (Bénh nhan >=18 tui)

Nam CrCLf A (140 — Tudi) (IBW) IBW: Cdn ning Iy tuomg
ml/min)
{72) (SCr) SCr: Serum creatinine — Creatinin meu
Ne  CrCL = (140 — Tudi) (IBW) x 0.85

fmlfming

(72) (SCr)

- Liéu duy tri phu thudc rat 16n vao do loc cau than va duoc xac dinh dua trén
do thanh thadi creatinin udc tinh. Co thé xac dinh li€u vancomycin dya vao dé nghi
cua to huong dan st dung, cac sach chuyén khdo, cac toan do hoac giam sat nong do
vancomycin trong mau...

Bing 1. Liéu duy tri vancomycin theo chirc ning thin (Sanford Guide)

Mikc loc cau than (ml/phat) Ché d6 liéu

>100 15-20 mg/kg g8h
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BENH VIEN PKKV THAP MUOI - TO DUGC LAM SANG — THONG TIN THUOC SO 02 -2025

50-100 15-25 mg/kg gl2h
20-49 15-20 mg/kg g24h
<20 15-20 mg/kg g48h

- Viéc udc tinh AUCO-24 dé hiéu chinh 1iéu c6 thé dua trén céc phuong trinh
duge dong hoc bac 1 hodc theo phuong phap Bayesian (theo huéng dan ASHP 2020)
v6i su hd trg cua cac nén tang ung dung truc tuyén nhu clincalc.com, globalrph.com,
smartdose.

I .
! ClinCalc Vancomycin Drug Levels
Vancomycin Calculator
Pharmacokinetic calculator with Bayesian modeling Drug levels available No
Patient Parameters Doses of vancomycin given to
patient 1
B
[ - N
,,,,, [ | Most Recent Dose mg x1 dose infused over hour(s)
- K
: Time Most Recent Dose
Pharmacokinetic Modelin; /1 : 53
: - Started e r.(:
Drug Levels Date/Time Level
Renal Function vy
e —— — I &
mcg/mL
2 m
b4 No second
Vancomycin Drug Levels /_/_ — '.‘ ;
“E\ mcg/mL XE

Note: Although it is possible to estimate AUC using a single level
pharmacokinetic estimations are most accurate with two levels. Learn more
about the timing of vancomycin drug levels

Hinh 4. Giao dién clincalc.com tinh toan ché dé liéu vancomycin
3.3. Ché @9 liéu truyén lién tuc (Continuos infusion of Vancomycin — CI-V)
Nguy co doc tinh trén than tuong tu hoac it hon so voi ché do truyén ngét quang. Ché
do liéu truyén lién tuc dugc khuyén céo trong cac truong hop co6 thé dem lai hiu qua diéu
tri tot hon.
- Bénh nhan c6 hi¢én tugng tang thanh thai ARC (CG-CrCl) >130ml/phtt) hoac nghi

ngd ARC theo thang diém ARC hodc ARCTIC.
Thang diem ARC va ARCTIC

Thang diém ARC Thang diém ARCTIC
Tiéu chi Tudi <=50= 6 diém SCr < 62umol/L = 3 diém

Chén thuong =3 diém Gi6i nam = 2 diém

Piém SOFA* <=4 =1 diém Tudi < 56 = 4 diém

Tudi 56 — 75 tudi = 3 diém

Dién giai 0 — 6 diém: nguy co ARC thap 6 diém: nguy co ARC cao
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7 — 10 diém: nguy co ARC cao | <6 diém: nguy co ARC thép

Do nhay 100% 84%

Tinh ddc hi¢u 1% 68%

Chu thich: *SOFA (Sequential Organ Failure Assessment): Danh gia suy chuc nang da
co quan; SCr: Nong do Creatinin huyét thanh

- Bénh nhan tinh trang 14m sang KHONG CAI THIEN khi d3 sir dung vancomycin
liéu ngit quang (II-V) tong liéu >=4g/ngdy VA Ctrough < 10mg/ml hoic KHONG
dat dugc AUCo-24/MIC muc tiéu (thuong <400mgv/L)/ Luu ¥ khi chuyén doi tir
II-V sang CI-V can hoi chan va st dung ché do liéu tai (LD).

Dbi v6i cac bénh nhan nay c¢6 thé ap dung lidu truyén lién tuc gitip ting hiéu qua diéu tri.
Tuy nhién, can c6 dir licu TDM dé thuc hién ché do li€u nay.

3.4. Dugec dong hgc vancomycin ¢ bénh nhan ting thanh thai than

- Tang thanh thai than (augmented renal clearance, ARC) la hi¢n tuong tang
cuong chiic ning than v6i ngudng dugc dong thudn nhiéu nhét 1a CrCl
>130mL/phit/1,73m2. Ti 1€ ARC dugc bao céao khoang 30-65% & bénh nhan nang
diéu tri tai cac khoa hoi st (ICU) mac du néng do creatinin & muc binh thuong. Tré
tudi, nam gidi, chin thuong va diém qSOFA thip 1 yéu té nguy co ciia ARC.

- Cac nghién ctru cho théy trén nhom bénh nhan ghi nhan ARC, sy thai trir nhanh
c6 thé 1am giam ndng d6 vancomycin trong méu. O bénh nhan ning c6 ARC, nguy
co diéu tri dudi mic dd dugc ghi nhan voi vancomycin. Theo Campassi va cong su
(2014),100% bénh nhén c6 ARC khong dat duoc nong d6 ddy muc tiéu 15- -25mg/L
trong 3 ngay dau néu khdng co su tang liéu so voi mirc khuyén céo.

- M6t md hinh duogc dong hoc quan thé cho thdy lidu vancomeyin giup dat muc
tiéu lan luot 1a 33mg/ke/ngdy va 42mg/kg/ngay & nhom bénh nhan khong ghi nhan
Va co ghl nhan ARC. Cac tac gia khuyén céo dung mot lidu nap 25mg/kg, sau d6 ndi
tiép bang lidu 15-20mg/kg mdi 8-12h & cac bénh nhan ¢6 mic CrCl > 130mL/phdt.
Truyén lién tuc 24 gio vancomycin c¢6 thé 1a giai phap phu hgp trén nhitng bénh nhan
¢6 chirc nang than bién do6i khdng 6n dinh.

- Giam sat nong d6 vancomycin trong mau dudi diéu kién truyén lién tuc 24h
nén dugc ap dung trong qua trinh di¢u chinh liéu trén nhitng bénh nhan nay.

4. ADR va Huéng din cach xir tri ADR thwong gip

Hoi chu’ng nguoi do: Dé giam thiéu nguy co Xay ra hdi chung “ngudi do”,
truyén thuéc chim trong itnhat 60 phut. Dung thudc khang histamin trudc khi truyen

vancomycin lam gidm bdt nguy co cta cic phan Ung nay. Néu bi tut huyét 4p nang, can
str dung thudc khang histamin, corticosteroid, truyén dich.

Poc tinh trén thinh giac thuong dugc bit dau bang U tai. Do vy phai ngimg thubc
ngay néu thay dau hi¢u nay.

Viém dai trang nhe: Cac truong hop viém dai trang nhe s& tu hét khi nging thuoc
Tuy nhién cac trudng hop ning can truyén dich, dién giai, bo sung protein va co thé can
dung khang sinh thich hgp (vi du metronidazol).
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Nguy co ddc tinh trén than cia vancomycin ting l1én ¢ nhitng bénh nhan c6 phdi
hop piperacillin/tazobactam hodc aminoglycosid.

5. Lwu ¥ sw twong hop ciia vancomycin véi cic thudce khac khi diung chung
dudng truyeén

Khi xét vé ban chat thuoc Vancomycm tuong hop voi1 céc thuoc theo bang 11.
Tuy nhién, thuc té 1am sang can xét dén khuyen c4o cua Nha san xudt ddi véi timg ché
phdm cu thé. Can tham khao t& HDSD cua ché phim trude khi sir dung chung duong
truyén voi vancomyein.

Aminophylline
Flucloxacillin
Furosemide
Heparin

Methylprednisolone Sodium Succinate

VANCOMYCIN Moxifloxacin
Khong tuong hop (Incompatible) Pantoprazole
Phenytoin

Piperacillin/Tazobactam
Propofol
Sodium Valproate

Trimethoprim/Sulfamethozxazole

Vancomycin khong duoc pha chung hodc truyén chung line voi céc thude trén

- Twong hop véi cac thude ding chung ICU véi vancomycin

Twong hgp (Compatible)
Adrenaline Ketamine
Amiodarone Labetalol
Anidulafungin Magnesium Sulphate
Argatroban Meropenem
Azithromycin Metronidazole
Ciprofloxacin Midazolam
Clindamycin Milrinone
Dexmedetomidine Morphine
Dobutamine N-Acetyl-Cystine (NAC)
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Dopamine Potassium Chloride
Fentanyl Remifentanil
Insulin Vasopressin

6. Theo ddi SCr khi dung Vancomycin

- Chtrc nang than, huyét dong 6n dinh => mdi 3-5 ngay.

- Chirc nang than, huyét dong khong 6n dinh, ding chung voi céc thuc giy suy

than => mdi 1-2 ngay.

- Khi giam niéu, vd niéu => do kiém tra NONG DO ngay lap tuc.

- Luru ¥ cdc mau méau nén duge lay qua tinh mach ngoai bién.

7. Huwémg dan pha, truyén va bio quian vancomycin

Uu tién tham khao, pha truyén va bao quan theo hudng dan tai to hudng dan s
dung thuoc cua tung bi¢t duoc.

7.1. Huéng dan cach pha

- Dung mdi pha truyén thich hop: NaCl 0,9%, Dextrose 5%.

- Hoan nguyén: Lay 10ml dung méi vao lo 500mg hodc 20ml vao lo 1g

vancomycin lac cho tan.

- Pha loang dung dich thu dugc dé dugc dung dich c6 thé tich nhu sau: ft nhat
100ml vo1 lugng thudc vancomycin 500mg; It nhat 200ml vé1 lugng thuée vancomycin

1g.
7.2. Cach truyén

Truyén tinh mach voi toc d6 khong qua 10mg/phut va khong truyén dudi 60 phut.

Liéu dung (g) Thoi gian truyén t6i thiéu | Téc do truyén (giot/phiit)
(phut)
<=05 60 20-30
0,5 < Lidu <=1 100 30
1<Lidu<1,5 120 30
1,5 <= Liéu <2,25 180 30
2,25 <=Liéu <=2,5 240 30

7.3. Cach bao quan

Dung dich sau khi pha c6 thé bao quan trong ti lanh (2-8°C) trong vong khong qua 24 gio.

BAN TIN THONG TIN THUOC 02-2025 16



SO 02 -2025

(é't luén

- Vancomycin la thudc lwa chon dau tay trong diéu tri bénh nhian nhiém MRSA.

- Cin dam bao tuin thi vé thoi gian truyén dé han ché cic ADR cé thé xdy ra,
dac biét hoi chirng nguoi do.

- Vancomycin 12 thudc c6 khoang triliéu hep, doc tinh trén than, tai. Can chi y
vé liéu thudc khi sir dung trén cac dbi twong bénh nhin khac nhau. Néu cé thé,
khuyén khich trién khai theo d6i nong d thudc trong mau dé diéu chinh liéu
phu hop ning cao hiéu qua diéu tri, han ché t6i da ddc tinh. /

Tai liéutham khao:
1. B Y té (2022). Duoc thu Qubc gia Viét Nam.
2. Bo Y té (2015). Hudng dan sir dung khang sinh.
3. Bénh vién Thong Nhét (2025), Huéng dan sir dung khang sinh
4. Td huéng dan sir dung thude.
5. Bénh vién Cho Ry (2020), Huéng dan str dung khang sinh.
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GOC Ng{m VE METRONIDAZOL TRONG
QUAN LY SU DUNG KHANG SINH

1. Nhiém khuén do vi khun ky khi

Dua theo dic diém dinh dudng va su dung nap oxy, cac ching vi khuan duoc
chia thanh cac nhom gom: hiéu khi, ky khi, hiéu khi tily nghi. Mot s6 ching vi khuan
ky khi bt budc sé& nhan 1én ¢ noi c6 nong do oxy thap (vi dy: mo6 hoai tir, m6 khong
c6 mach mau) V6i nhitng loai vi khuan ndy, oxy 1a chit doc ddi véi chung. Vi khuan
ky khi bat budc 1a thanh phan chinh ctia hé vi sinh vt binh thuong trén cic mang
nhdy niém mac, dic biét 1a miéng, duong tiéu hod dudi va am dao; céc vi khuan ky
khi nay gay bénh khi hang rao niém mac binh thuong bi pha vo.

Vi khuan ky khi gram am va mot s6 nhiém tring do ching gy ra bao gom:

- Céc ching thudc ch| Bacteroides (B.fragilis, B.ovatus...): thuong
gap nhat trong nhidm tring trong 6 bung.

- Fusobacterium sp: thuong giap trong cac 6 abcess, nhiém tring vét
thwong, nhidm tring phdi va nhiém tring nodi so.

- Porphyromonas: thudng gip trong viém phdi hit va viém quanh ring

- Prevotella sp: nhiém trung trong 6 bung va viém mé mém

Infections and Anaerobic Bacteria

Commonly Associated Rarely Associated

Acute Infections of
Sinuses

Brain Abscess (not traumatic)
Subdural Empyema

Nasopharynx
| Chronic Sinusitis Middle Ear
‘ Chronic Otitis Media Meninges
| Space Infections
Ludwig's Angina
Periodontal Abscess |
|
Hidradenitis Suppurativa Bronchitis

i ; Lobar Pneumonia |
Aspiration Pneumonia

Necrotizing Pneumonia
Abscess
Empyema (in adults)

Peritonitis and Abscess Primary Peritonitis
Liver Abscess Cholecystitis
Ascending Cholangitis

Salpingitis and Pelvic Peritonitis Pancreatitis
Tubo-ovarian Abscess
Vulvovaginal Abscess Cystitis
Septic Abortion and Endometritis Pyelonephritis

T Crepitant Cellulitis et
Myonecrosis

| Necrotizing Fasciitis Septic Joints

| Synergistic Cellulitis

Osteomyelitis ‘

Hinh 1. Mgt s6 nhiém tring lién quan dén vi khudn ky khi
(Tally, Francis P. (1981). Hospital Practice, 16(12),117-132))
Ky khi Gram dwong va mot sé nhiém tring do chlng gy rabao gdm

- Actinomyces: Nhiém tring ¢ dau, c6, bung, ving chau va viém phoi do
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hit.

- Clostridia: Nhiém khuan 6 bung (Viém rudt hoai tir do clostridium),
nhiem khuan phan mém, va hoai thu sinh hoi gay ra.

- Clostridioides difficile gay tiéu chay (viém dai trang gia mac).

- Peptostreptococcus: Nhiém tring trong miéng, dudng hd hap, va nhiém
trung trong 6 bung.

- Propionibacterium: Nhiém trung vat liéu nhan tao tir bén ngoai dua vao
co thé (vi du dan luu ndo that 6 bung, khép gid, hodc thiét bi tim).

Nhiém trong ki khi diénhinh 12 thuong c6 céc biéu hién tao mu, hinh thanh ap
xe Va hoai tir md; doi khi c6 huyét khoi tinh mach noi nhiém khuan, sinh hoi hoic ca
hai. Nhiéu vi khuan ki khi c6 thé san xudt enzym gdy pha huy mo. Théng thudng, vi
khuan ky khi ¢6 mat ddng thoi v6i vi khuan hiéu khi (nhiém trang ki khi hdn hop).

Céc dau hiéu goi y nhiém trung ki khi bao gom:
- Khi trong mii hodc trong mé ton thuong,
- Mu hodc md tén thuong ¢6 mui thdi.

- Hoai tir m6 ton thuong.

- Khu vuc nhiém tring gin niém mac, noi c6 vi khuan ki khi trong hé vi
sinh vat binh thuong.

2. Vai tro ciia metronidazol trong nhiém khuan ky khi

Metronidazol 13 mot dan chat 5-nitro-imidazol chi Bacteroides, Fusobacterium va cac
vi khuan ky khi bat budc khac, nhung khong coé tac dung trén vi khuan hiéu khi.

Metronidazole is activated on entering anaerobic organisms

Cytosol of giardia and ameba

Hydrogenosome of a trichomonad

NADH or . pyruvale @ LDH
(active) 1?05! 1" pyl::vne _>
x ) v
= NAD' or terredoxin - CoA aNA()M . 2 — pyruvate
Gractivn) Acs ALDHE ( (eamo 2 lPOﬂ
pyruvale NAD* or hydrogenase
Goaalsy acetalcehyde e acetyl-CoA + COp @
malate ) succinale
ADHE np‘)(
ADH1 )
ADH3 o succinyl-CoA
acetate
é
Facultative anaerobic bacterium (e.g. E. coli) Anaerobic bacterium (e.g. C. acetobutylicum)
LOH LDH
pyruvale —»@ NADH or @ pytuvate ———a
fhaw z terredoxin POR
PFL (active) ) *ﬂ; ki
NAD*or 1 edoxn<: .
acetyl-CoA + lormate mt(mmdmbz o e acetyl-CoA ’—. oA <
| aone \ {neciive) ] o |ALOHE ¥ l
acetyl-phosphate acetyl-phosphate Y
acetaldehyde N @5/ acetaldohyde butyryl-CoA @celone >
ADHE ‘ \
AONE butyraldehydo  butyryl-phosphate
L ‘ ADM3 *
GhancD @ihangD
CostancD
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Hinh 2. Co' ché tic dung ciia metronidazol trén cdc chiing ky khi

Co ché cua metronidazol c¢6 thé lién quan dén hién tugng khir h6a nhém nitro
thanh céc chat trung gian doc voi té bao. Cac chat ndy liénkét voi cau tric xodn cua
phan tir DNA 1am v& céc sgi ndy va cudi cing lam té bao chét. Nong do trung binh
c6 hiéu qua ctia metronidazol 12 8 microgam/ml hodc thip hon d6ivoi hau hét cac vi
khuan nhay cam. Mot ching vi khuan khi phan 1ap duoc coi la nhay cam voi thube
khi MIC khong qua 16 microgam/ml.

Metronidazol thuong hdp thu nhanh va hoan toan sau khi udng. Khoang 80 -
100% liéu duoc hap thu tir duong tiéu hda. Vi vay, khuyén cdo chi ding dung dich
truyén (thoi gian truyén >=60 phut) cho nguoi bénh khong thé udng duogc thude. Khi
nguoi bénh c6 thé udng dugc thi chuyén sang dang udng.

Khi bi nhiém ca vi khuan &i khi va ky khi, phdi hop metronidazol v&i céc
thubc khang khuan khac c6 thé can thiét, tuy nhién can luu ¥ v& hién tuong chong phd
khi phéi hop thube.

- Bacteroides fragilis hoic Melaninogenicus thuong gay nhiém khuan phdi din
dén 4p xe sau thu thuat hat dom dai, viém phdi hoai tu kém 4p xe phoi va viém mang
phoi mu. Khi d6 can phoi hop metronidazol hodc clindamycin véi mdt khang sinh loai
beta lactam.

- Ap xe ndo hodc nhiém khuan riang do ca vi khuan 4i khi va ky khi ciing diéu tri
theo cung nguyén tac trén.

- Trong nhiém khuan 6 bung kém abcess nhu abcess rudt thira, nhiém khuan sau
phau thuat rudt va ap xe gan, va khi nhiém khuan phu khoa nhu viém ndi mac tir cung

nhiém khuan VA abcess can két hop metronidazol voi mot khang sinh loai beta lactam,
chang han nhu cefoperazon hoic ceftazidim.

- Metronidazol tac dung t6t chdng Bacteroides nén thuong dung trong dy phong
trude phau thuat da day - rudt, vi du nhu cat rudt thira.

3. Quin |y sir dung khang sinh trong nhiém khuan ky, khi: can tranh tring
1ip pho tac dung

Trong truong hop nghi ngo liénquan dénvi khuan ky khi (nhu nhiém khuén 6
bung, viém ph01 hit, hay nhiém khuan hau phau) viéc ké don can han ché phdi hop
chdng 14p phd ky khi. Pay 1a mot noi dung tiép can trong quan ly st dung khang sinh
hop 1y tai bénh vién theo quyet dinh 5631/QDb-BYT cua Boy té.

Theo mot nghién ciru trén 163 bénh nhan phiu thuat lién quan dén nhiém
khuan 6 bung, phéi hop piperacillin/tazobactam voi metronidazol khong mang lai loi
ich so voi nhom st dung piperacillin don triva trong mot s6 truong hop c6 thé mang
lai két cuc 1am sang x4u. Nhimg phéi hop nhu thé nay dugc goi 1a chong 1ap phéd ky
khi (double coverage anaerobics).

Theo nghién ctru cua Shang va cong su, khong co loi ich khi phdi hop gitta
meronidazol v&i cé&c betalactam/irc ché betalactamase hodc carbapenem trén nhirng
bénh nhan phau thuat viém rudt thira cap. Két qua nghién ciu khong khuyén céo céc
phdi hop nay.

Véi goc do duoc Iy hoc 1am sang, mot s khang sinh ¢6 pho tac dung d3 bao
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phu téc nhan ky khi, khong cin phai phdi hop thém metronidazol khi diéu tri nhiém
khudn nghi c6 vai tro cua vi khuan ky khi.

Bing 1. Mt sé6 khang sinh c6 phé trén vi khudn ky khi

Cephalosporine Cefoxitin, Cefotaxim
U'c ché beta- Amoxicillin/clawclanate,
|actamase Ampicillin/sulbactam,

Piperacillin/tazobactam,
Ticarcillin/clavuclanate

Carbapenem Ertapenem, Meropenem, Imipenem, Doripenem

Cac khang sinh khéc | Clindamycin, Moxifloxacin, Vancomycin,
Tigecyclin

Theo cac khuyén céo diéu trj va tiép can quan 1y sir dung khang sinh tai bénh
vién, khéng khuyén céo sir dung dong thoi hai hodc nhiéu thude khéng sinh cé hoat tinh
chéng Ky khi (vi du nhu carbapenem va metronidazol, hay amoxicillin/clavulanat va
metronidazol) ngoai trir mt sd truong hop nhat dinh. Chéng 1ap phd ky khi khong can
thiét c¢6 lién quan dén tang chi phi bénh vién, nguy co nhiém mam bénh khang thudc do
ton hai phu can, ting nguy co gip cac phan tmg co hai va tuong tac thude.

Mit khac, khong khuyén céo sir dung metronidazol don tri, dic biét trong céc
truong hop nhiém khuan bénh vién do vi khudn ky khi chi 1a mot tic nhan gay bénh
ph01 hop voi cac ching khac (gram dwong hodc gram am). Trong truong hop phdi hop,
néu khang sinh dleu tri gram dwong hodc gram &m c6 hoat lyc bao phu dugc vi khuan
ky khi thi khong can chi dinh metronidazol dé tranh tring 1ap phd khong can thiét.

@t luin

e
- Viéc phdi hop metronidazol v6i cac khang sinh pho rong c6 hoat tinh ky khi (nhuw
carbapenem, moxifloxacin, tigecyclin va betalactam/trc ché betalactamase) 13 khong
can thiét, khong mang lai loi ich nhung c6 thé giy ton hai phu cin din dén dé khang,
bién ¢ bat 1¢i do thudc va ting chi phi diéu tri khong cin thiét.

Chi ding dung dich truyén cho ngwoi bénh khong thé udng dwoe thudc. Khi nguoi
bénh c6 thé udng dwge thi chuyén sang dang udng. )

Tai liéutham khao:

1. Bo Y té (2020), Quyét dinh 5631/QD-BYT vé& hudéng dan Quan ly sir dung
khéng sinh tai bénh vién;

Bo Y té (2015), Huéng dan str dung khang sinh

Bo Y té (2022), Duoc thu Qubc gia Viét Nam

To hudéng dan st dung thude.

Bénh vién Cho Riy (2020), Huéng dan sir dung khang sinh.
Bénh vién Thong Nhét (2025), Huéng dan sir dung khang sinh.
Sanford Guide 2022.
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COLISTIN: CAC CO SO SU DUNG VA LIEU DUNG

Nhom thude: Khang sinh nhom Polymyxin.

Pho tac dung: C6 phd trén vi khuan gram am khang thudc nhu Pseudomonas aegurinosa,
Acinetobacter baumannii, Escherichia Coli, Klebsiella pneumoniae.

Chi dinh:

Dang tiém: Diéu tri nhiém khuan ning do vi khuan Gram am da khang thudc. La lya chon
thay thé, khi bi that bai voi phac d6 khang sinh diéu tri dau tay hodc truéc do. La khang
sinh du trit trong trudng hop bénh nhan nhiém khuin Gram 4m da khang thudc va con
nhay cam (hodc nhay trung gian) véi colistin. Khuyén céo str dung phdi hop véi cac khang

sinh khac.

Chuyén doi don vi ciia Colistin

CMS (triéudon vi, MIU) CMS (mg) CBA (mg)
0,0125 1 0,4

0,15 12 5

1 80 34

4,5 360 150

9 720 300

Chu thich: CMS: Colistimethate Sodium = Colistin Methanesulfonate (Colistin dang
khong c6 hoat tinh); CBA: Colistin-base Activity (colistindang c6 hoat tinh).

Liéu ding dwong truyén tinh mach

Liéu tai: 9MIU.

Liéu duy tri: st dung sau liéu nap 12 gio.

Loai liéu duy tri

Hiéu chinh theo chirc ning théan

Liéu duy tri /ngay
(chia 1am 2 1an)
theo dong thuan
polymycin

CrCl >90:

= 6MIU ql2h (180mg
gl2h)

CrClI 80-<90:

=4,5MIU g12h (170mg
gl2h)

CrCl 70-<80:

=4,5MIU gl12h (150mg
ql2h)

CrCl 60-<70:
=4,5MIU g12h

CrCl 40-<50:

= 3MIU qgl12h (110mg
gl2h)

CrCl 30-<40:

=3MIU g12h (97,5mg
gl2h)

CrCl 20-<30:

=2-3MIU g12h (87,5mg
ql2h)

CrCl 10-<20:
=2MIU q12h (80mg

CrCl 5-<10:

=2MIU gl12h
(72,5mg g12h)

CrClI <5:

=2MIU g12h
(65mg q12h)
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(137,5mg g12h)
CrCl 50-<60:

=3-4MIU g12h
(122,5mg g12h)

gl2h)

Liéu duy tri/ngay
(chia lam 2-3 lan)
theo EMA

CrCl >=50: 9MIU

CrCl 30-<50: 6MIU.
CrCl 10-<30: 4,5-6MIU

CrClI <10: 3-
AMIU

Liéu cho bénh nhéin sir dung liéu phap thay thé thin

Liéu phap thay thé

than | Liéu ding hang ngay dé dat ndong do on dinh trung
binh = 2mg/L

Loc mau ngit quing
(IHD)

Liéu tai: 9MIU.

Sau 24 gio, liéu duy tri:
Ngay loc mau: = 5-6MIU dung sau loc mau
- Ngay khong loc: 4MIU (2MIU ql2h).

Tham phan phic mac lién

tuc (CAPD)

Liéu tai: 9MIU.
Sau 24 gio, liéu duy tri: 4,5 -6 MIU mdi 24 gio.

Loc mau lién tyc (CRRT)

Liéu tai: 9MIU, sau 12 gio, liéu duy tri: =6MIU q12h
Hodc thém 0,4MIU/gio CRRT vao liéu 2MIU g12h

Piém giy MIC (mg/L) ciia colistin trén mdt sé chiing vi khuin

Chiing vi khuan Acinetobacter Pseudomonas Enterobacterales
baumannii aegurinosa
S I R S I R S I R
CLSI (2024) - <=2 | >=4 - <=2 | >=4 - <=2 | >=4
EUCAST (2024) <=2 - >2 | <=4 - >4 | <=2 | - >2

TAlI LIEU THAM KHAO
1. Bo Y té (2022). Dugc thu Qudc gia Viét Nam.

To huéng

Sanford G

o gk~ w D

dan st dung thude.

uide 2022.

B0 Y té (2015). Huéng dan sir dung khang sinh.
Bénh vién Cho Riy (2020), Huéng dan sir dung khang sinh.
Bénh vién Thong Nhit (2025), Huéng dan sir dung khang sinh.
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SUDUNG HQP LY MOT SO AMINOGLYCOSID PUONG TIEM
1. Gi6i thiéu
Aminoglycosid — nhom khang sinh c¢6 hiéu qua trong diéu tri nhiém khuin
ning voi hoat tinh diét khuan nhicu loai vi khuan Gram (-) va Gram (+). Tuy nhién,
déy la nhom khang sinh khi str dung phai tuan thu nhimg han ché nghiém ngat vé
chi dinh, li€u dung vi c6 khoang di€u tri hep (ddc tinh trén than va thinh giac).

Co ché diét khuan cua Ammogly0031d Uc ché Ribosom 30S, 508S.
Aminoglycosid pha v& ciu nbi magnesium gitra cac phan tir hpopolysaccharlde van
chuyen qua mang can ning Iu’O’ng Hoat tinh cua Aminoglycosid phu thudc nhiéu
vao pH. Hi€u qua khang khuan co the giam khi pH thap da dugc phat hién tai ph01
va chat tiét phé quan. pH<6.5 c6 thé 1am ting MIC Ién 5 lan (hiéu luc diét khuan c6
thé giam twong tng).

Aminoglycosid co hai hi€u ing quan trong;
1. Diét khuan phu thudc nong do

Cach tiép can liéu hop nhét c6 nhiéu kha ning dat duoc ndong d6 dinh tdi uu c6
tac dung di¢t khuan phu thuoc nong do.

2. PAE (tac dung hau khang sinh)

C6 hiéu qua PAE doi véi vi khuan Gram am la chu yéu. Déi véi khuan Gram
duong chi c6 hiéu qua PAE ddi véi Staphylococcus aureus. PAE trén Gram am dai
hon Gram duong. Thoi gian PAE khoang 3 gio (khoang 1 — 7,5 gid). Va hoat tinh
PAE giam khi khong c6 bach cau da nhan trung tinh.

Duwoec luc hoc

Gentamicin, Tobramycin, Netilmicin c6 hoat tinh khang khuan twong tr
nhau. Nhung Amikacin c6 MIC cao nhat nhung dat dugc nong dd cao trong huyét
thanh.

Duwogc dong hoc

Thai trir chit yéu qua than. Thé tich phan b6 nho 0,3-0,4 Vkg. Phan bo kém
dén céc co quan nhu than kinh trung uong, dich ndo tuy, thuy dich, ... Ty Ié gin
protein huyét twong khoang 20%. T1/2 khoang 2 gio' & bénh nhan c6 chirc ning than
binh thuong.

Aminoglycosid ¢6 thé xuit hién khang thuoc trong thoi gian diéu tri (dé
khang thich nghi) ngay tir litu dau tién lam giam téc d6 diét khuan, tang ndng do

trc ché t6i thiéu va giam thoi gian tac dyng hau khang sinh ngay sau lan tiém dau
tién. Tac dung t6i da Cmax/MIC = 8 — 10.

2. Chi dinh

Cac aminoglycosid hiém khi sir dung don ddc, trir trudng hop dicu tri mot sd
nhiém tring duong ni€u (vién cau than cap ¢ ngudi 1on va tré em, dac bi€t trong
cac truong hop di tng voi1 betalactam hodc khang vai cephalosporin thé hé 3, ...).
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Aminoglycosid phdi hop voi khang sinh khac véi cac muc dich:
- Ting tac dung hiép ddng diét khuan
- Du phong khang thuce
- M6 rong pho khang khuan.
Chi dinh gioi han:
- Céc sbc nhiém khuan chua rd nguyén nhan.

- Piéu tri kinh nghiém céc truong hop co nguy co. nhiém khuan cao (nhiém
khuan bénh vién muodn, nhiém khuan ¢ bénh nhan c6 cdy ghép co quan...).

- Trén bénh nhén c6 nguy co (suy giam mién dich kém theo nhiém khuan huyét
nang, tré so sinh, bénh nhan mac bénh xo nang).

- Mbt s6 trudng hop nhiém tring dudng niéu.

- Nhiém khuin d3 duoc xac dinh bang xét nghiém vi sinh hodc nghi ngd do
Pseudomonas aeruginosa, Acinetobacter spp., Enterobactertlet cephalosporinase

(Serratla spp., Enterobacter spp., Citrobacter spp.), mot s nhiém khuan do cau
khuan duong rudt hoac lién cau viridans va lién cau nhom B.

- Viém ndi tdm mac do cau khuan gram (+) va Bartonella spp. (uu tién ding
gentamicin hoac netilmicin).

- Nhiém Listeria va viém mang ndo do Listeria monocytogenes.
3. Cachsir dung

Cac aminoglycosid c6 thé dugc dung qua dudng tiém bap hoic duong tinh mach
thoi gian truyén khoang 30 phit -2 gi¢ (theo hudng dan str dung thudc tai to HDSD
thuoc). Khong~khuyen cao dung duong tiém dudi da (do déc tinh donghoc, ¢6 thé
gy hoai tir cho tiém).

Trong hau hét truong hop, aminoglycosid dugc dung 1 lidu duy nhét trong ngay

(tong lidu trong mot ngdy duogc tap trung trong 1 lan tiém). Cach dung nay c6 nhiéu
vu diém duogc ghi nhan trong y van nhu sau:

« Cho phép tdi uu hoa cac thong s6 PK/PD (Cmax/MIC > 8-10): chi co cach
dung 1 licu duy nhét [trong ngay cho phep dat dugc thong s6 PK/PD muc tiéu d6i
v6i nhidu loai vi khuan, dic biét 1a Pseudomonas aeruginosa.

« Tang cuong thAm thudc vao md do tao chénh léch giita ndng do thudc trong
huyét tuong va nong do trong mo dat cao nhat.

« C6 hiéu qua lAm sang rd rét it nhat twong duong voi cach dung nhiéu lan
mot ngay.

« [t gdy doc tinh dén than va tai hon.

« Giam nguy co xuat hién khang thudc.
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Trong trudng hop viém ndi tim mac, lidu dung mot ngdy ctia aminoglycosid
van nén dugce chia lam 2-3 lan theo cach dung thudc truyén thong (do chua c6 thém
dt liéu khoa hoc vé cach dung 1 1an/ngay) trie truong hop viém ni tim mac do
lién cau (khuyen cao dung 1 liéu duy nhét trong ngdy) hodc do cau khuan rudt (co
thé can nhic dung 1 liéu duy nhét trong ngay).

Dung lidu truyén thong duoc khuyén cao trong mot sb truong hop dic biét
Sau.

+ Bénh nhan bong >20% di¢n tichda.

+ Bénh nhén c¢6 truéng.

+ Phu nit mang thai.

+ Bénh nhan c6 d9¢ thanh thai creatinin <30ml/phat hoac >120ml/phut.

+ Bénh nhan co6 tién sir hodc dau hiéu bi ddc tinh tai (giam thinh luc hodc réi loan
tién dinh).

+ Dung voi muc dichtao tac dung dong van véi khang sinh khac trong diéu tri vi
khuan gram duong.

4. Liéu ding
4.1.Nguoilon
Liéu dung cua aminoglycosid thay doi tuy theo mirc 46 nghiém trong cua bénh
trén lam géng, doi tuong bénh nhan, vi khuan phan 1ap dugc hoac nghi ngd va do
dai dot di€u tri:
* Gentamicin, tobramycin: 3-8 mg/kg can nang/ngay.
* Netilmicin: 4-8 mg/kg can nang/ngay.

* Amikacin: 15 mg/kg cén ning/ngay. Tang lidu theo hudéng dan dbi véi cac
truong hop can thiét.

Trong tit ca truong hop bénh nhén nang cé nguy co lam tang thé tang tich | phén
b6 (Vd) va/hodc nhiém chung vi khuan c6 gia tri MIC tang, can phai dung liéu tdi
da, dic biét khi bat dau dot dicu tri.

O ngu(n cao tu01 khi nhlem khuan itnghiém trong hon hoac nhiém loai vi khuan
co gia tri MIC thip: can nhic dung lidu thap nhit do nhém bénh nhan ndy c6 nguy
co lam tang ddc tinh trén than cua thudc.

4,2. Tréem

Lleu tinh theo mg/kg d01 v&i tré so sinh va tré nho glong v6i lidu ctia ngudi
I6n va van tuan theo nguyén tic ding 1 lidu duy nhat/ngay Doi voi tré moi sinh,
dac bit 1a tré dé non, sy thay d6i nhanh chong v€ sinh ly trong giai doan bao thai
anh huong dén dic tinh duoc dong hoc cua aminoglycosid. Thé tich phan bd thay
d6i phu thudc vao can nang lic sinh ra: can ning cang thip, thé tich phan bd cang
lon. B9 thanh thai aminoglycosid (cung voi do thanh thai creatinin) tang nhanh theo
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tudi thai dén luc sinh va tudi cua tr¢ sau khi sinh. Do do, néu lidu dung mot lan cang
l6n thi khoang céch gilra céc lan dung thudc phai tang ty 1€ theo.

5. D dai dgt diéu tri
Dot dleu tri kéo dai ti da 5 ngay (ké canhiém khuan huyét ¢ bénh nhan

giam bach cau trung tinh hoac s6c nhiém khuan), trir cac truong hop nhiém khuan
ndi tim mac c6 thé kéo dai hon nhung phai theo doisat doc tinh cua thudc.

6. Than trong
Nguy co mic ddc tinh trén than va thinh gidc ting 1én khi thoi gian diéu tri dai hon
5-7 ngay, ngay ca & nhitng nguoi khoe manh; nguy co nay cao hon ¢ bénh nhan co6
suy giam chuc nang than. PJc tinh trén than khong phu thudc vao nong d dinh dat
dugc trong mau.

Kéet luan

- Ché a9 lléu Thuong c6 02 ché do liéula ché @ lidu truyén théng — liéu thép khoang
cach ngan (dung nhiéu lan/ngay) va liéu cao khodang cach lidu dai (dung 01 1an/ngay).
Ché do liéucao khoang cach kéo dai dugc khuyen cao sur dung do hiéu qua twong dwong
hodc cao hon, nhung dgc tinh trén than it hon licu truyen thong

- Chi dung liéu truyén thong trong mét sé trwong hop dic biét sau:

+ Bénh nhian bong >20% dién tich da.

+ Bénh nhan co truéng.

+ Phu nir mang thai.

+ Bénh nhin c6 d¢ thanh thai creatinin <30ml/phut hodc >120ml/phiit.

+ Bénh nhan cé tién sir hodic diu hiéu bi ddc tinh tai (giam thinh lwc hoic réiloan
tién dinh).

+ Dung véi muc dich tao tac dung dong van véi khang sinh khac trong diéu tri vi
khuin gram dwong.

Dot diéu trj véi cac aminoglycosid chi nén kéo dai téi da S ngay (ké ca nhiém khuén huxét
¢ bénh nhian giidm bach cau trung tinh hoic soc nhiém khuan), trir cac truong hgp nhiem
khuan n¢i tam mac c6 thé kéo dai hon nhung phai theo doi sat dgc tinh cua thuoc.

Tailiéu tham khao
1. BO Y té (2022). Duoc thu Qudc gia Viét Nam.
2. BO Y té(2015). Huéng dan st dung khang sinh.
3. Bénh vién Thong Nhét (2025), Huéng dan sir dung khang sinh.
4. Sanford Guide 2022.
5. To hudng din st dung thudc.

6. Canh giac dugc, chuyén dé vé SU DUNG HQP LY CAC AMINOGLYCOSID
PUONG TIEM: GENTAMICIN, TOBRAMYCIN, NETILMICIN, AMIKACIN.
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