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PIEM TIN AN TOAN THUOC

m Gi&i han chi dinh cua khang sinh fluorquino-
lon: Cap nhat tr MHRA ngay 22/01/2024

Theo Co quan quan ly Dwoc phdm va céc san
phdm y té Vwong quéc Anh (MHRA), khang sinh
fluoroquinolon (FQ) dwdng toan than duoc gidi han
ké don chi danh cho nhirng tred'ng hop khdong phu
hop s dung cac khang sinh khac dwoc wu tién
khuyén céo trong phac dé diéu tri. Khuyén céo nay
dwoc dwa ra sau khi MHRA danh gia hiéu ctia cac
bién phap hién tai nham giam thiéu nguy co gap
céac tac dung khéng mong muébn gay tan tat, cé kha
nang kéo dai hodc khéng thé hdi phuc cia khang
sinh FQ.

Khuyén cdo danh cho nhén vién y té

- Khang sinh FQ duong toan than (uéng, tiém
hodc khi dung) co thé gay cac tac dung khong
mong mudn kéo dai (nhiéu thang hoac nhiéu
nam), dé lai di tt va c6 kha nang khéng phuc hdi,
trong mot sb trwo’ng hop co tac dong dén nhiéu
hé co quan va giac quan trong co thé.

- Théng tin vé chi dinh cla khang sinh FQ
duong toan than & Anh da dwoc cap nhat: can
nh&c chi st dung khi cac loai khang sinh lwa chon
wu tién (first-line) khac trong phac dd diéu tri cac
bénh Iy nhiém khuén khong thé st dung.

- Mot s6 trwdrng hop c6 thé can nhac st dung
FQ:

L Nhiém trang do can nguyén vi sinh vat cé
nguy co dé khang v&i cac khang sinh lwa chon wu
tién trong phac dé diéu tri cac loai nhiém khuan
do;

+ C6 chéng chi dinh véi khang sinh Iya chon
wu tién hoac xuét hién céc tac dung khéng mong
muén can phai ngirng s dung cac khang sinh
nay;

+ Théat bai diéu tri v&i cac khang sinh lwa chon
wu tién.

- Viéc glo’| han chi dinh nay chat ché hon cac
bién phap glam thiéu nguy co duwoc ap dung
trwdc day voi FQ, theo d6 FQ khéng nén dwoc
ké don cho cac bénh nhiém khuén khong nghiém
trong hoac tw hoi phuc ma khéng can can thiép,
hoac cac tinh trang bénh khéng do can nguyen Vi
khuan Cac gi¢i han chi dinh trwéc day van dwoc
tiép tuc ap dung véi nhém khang sinh nay.

- MHRA cling canh bao ngw®i bénh nén
nglrng st dung thudc khi xuét hién cac déu hiéu
dau tién cua tac dung khéng mong mudn nghlem
trong nhw viém gan hoac dut gan, dau co, yéu
co, dau khop, swng khop, bénh ly than kinh ngoai
bién va tac dung khdng mong mudn trén hé than
kinh trung wong, sau do lién hé ngay voi bac si
dieu tri.

Khuyén cdo danh cho nhén vién y té

- Can tiép tuc canh giac v&i cac nguy co roi
loan tam than: c6 y dinh va hanh vi ty sat trong
qua trinh st dung thudc, da dwgc canh bao vao
thang 9/2023.

- MHRA ciing nhéc lai cac khuyén cao truéc
do vao thang 8/2023:

+ Tranh st dung FQ & nhirng nguodi bénh
cé tién sl gap cac tac dung khéng mong mudn
nghiém trong v&i khang sinh quinolon (axit nali-
dixic) hoac khang sinh FQ;

+ Dac biét than trong khi ké don khang sinh
FQ cho ngudi bénh trén 60 tudi, ngum bénh cé
suy gidm chirc nang than hoac ngwoi bénh duoc
ghép tang do nhirng ngwdi bénh nay co nguy co
bi ton thwong gén cao hon

+ Tranh dung dong thoi corticosteroid dwong
toan than véi FQ vi c6 thé lam trdm trong thém
tinh trang viém gan va dt gan do FQ gay ra.

Céc thubc hién dang cé trong danh muc thuée
ctia Bénh vién Bach Mai bao gém:

Hoat chat Tén thubc

Uéng: Picaroxin
500mg, Cifga

500mg, Ciprobay

Ciprofloxacin | Tiém truyén: Ciprobid, Ciprobay 400mg,
Ciprofloxacin  200mg/100ml, Nafloxin

solution for infusion 200mg/100ml

Uéng: Tavanic 500mg, Medoxasol

500mg, LEVODHG 500

Levofloxacin | Tiam truyén: Levogolds, Levofloxacin/

coopersolutionforinfusion500mg/100ml,
Levofloxacin 500mg/20ml, Galoxcin 750

Ofloxacin Tiém truyén: Ofloxacin 200mg/100ml

Udng: Avelox 400mg

Maxifloxacig Tiem truyén: Avelox 400mg/250ml,

Mikrobiel 400mg/250mi

m Lwu y nguy co twong tac thubc giiva warfarin
va tramadol: Canh bao tir MHRA

Co quan quén ly Dwoc phdm va cac san pham
y té Vwong qudc Anh (MHRA) d4 cé canh bao nguy
co twong tac thube cé hai khi dung ddng thdi war-
farin va tramadol, lam tang ty s binh thuwdng héa
quéc té (INR), c6 thé dan dén bam tim trén da, chay
mau nghiém trong, tham chi gay t& vong & mot sb
ngudi bénh.
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Khuyén cédo danh cho nhén vién y té

- Warfarin la thubc ddi khang vitamin K dén
xuat cta coumarin, c6 pham vi diéu tri hep. Do
do can than trong khi ké don dong thoi warfarin
V@i cac thuoc khac de giam thiéu nguy co twong
tac thuoc.

- Can hdi kj nguwdi bénh vé tat ca cac loai
thuéc ho dang st dung.

- Lwu y nguy co tang INR khi dung dong thoi
warfarin va tramadol, dan dén bam tim va chay
mau nghiém trong, c6 thé de doa tinh mang.

- Tham khao thém t& théng tin san pham cla
tramadol va cac thubc méi dwoc bd sung vao
phac do dieu tri voi warfarin, can nhac theo doi
thém INR va dieu chinh lieu warfarin néu can
thiet.

- Dam bdo ngudi bénh nhan thirc dwoc céan
phai tim kiém ho trg y té khi c6 cac dau hiéu cla
bién c6 chay mau Ion

- Can than trong khi ké don tramadol déng
thoi véi cac thuée chong dong dan xuat cla cou-
marin khac nhw acenocoumarol.

Céc thudc hién dang cé trong danh muc thubc
clia Bénh vién Bach Mai bao gém:

Hoat chat Tén thuéc
Warfarin Tivogg-2, Tivogg-1, A.T Warfarin 5mg
Ramlepsa (Paracetamol 325mg +
Tramadol Tramadol 37,5mg)
SaViPamol Plus (Paracetamol 325mg
+ Tramadol37,5mg)

m Khuyén cao méi vé thuéc cha van thu thé
GLP-1 dé giam thiéu nguy co viém phdi hit
trong qua trinh gady mé toan than hoic an than
sau: Piém tin néi bat tir cudc hop ciia PRAC

Thubc chl van thy thé GLP-1 Ia thuéc duwoc st
dung dé diéu tri bénh dai thao dwdng tuyp 2 va béo
phi. Thubdc lam cham qua trinh thdo rdng da day
va dwdi goc do sinh ly bénh, ngwoi bénh str dung
nhirng loai thuéc nay cé thé tang nguy co hit sic
va viém phéi hit trong khi gay mé hoac an than sau.
Lam cham qua trinh thdo réng da day da duorc liét
ké trong t& thong tin san phdm cho cac thubc cha
van thu thé GLP-1 khac nhau: dulaglutid, exenatid,
liraglutid, lixisenatid, semaglutid va tirzepatid.

Hit sac va viém phdi hit c6 thé xay ra do vé tinh
hit phai thirc &n hodc chét Idng vao duong thé. Tinh
trang nay cling c6 thé xay ra khi thirc &n trong da
day trao nguoc tré lai ving hau hong. Bién chirng
hit s&c va viém phdi hit xay ra véi ty 1& tr 1/900 -
1/10.000 tha thuat gay mé toan than, phu thudc vao
nhiéu yéu té nguy co.
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Ngay 12/7/2024, Uy ban Danh gia nguy co Canh
giac Dwoc (PRAC) thudc Co quan Dwoc phdm
Chau Au (EMA) da khuyén céo cac bién phap moi
dé gidm thiéu nguy co hit sdc va viém phdi hit trén
nguwdi bénh st dung nhém thube chi van thu thé
GLP-1 trong qua trinh gay mé toan than hoac an
than sau.

PRAC da danh gia cac dir liéu c6 sén bao gébm
cac bao cdo ca bénh trong Co s& dir liéu vé cac
phén &ng cé hai cia Chau Au (EudraVigilance), y
van, di liéu nghién ctru I&m sang va phi lam sang
cla cac thubc chi van thy thé GLP-1. Hién chua
thiét 1ap méi quan hé nhan qua gitra cac thubc cha
van thu thé GLP-1 va tinh trang hit s&c. Nhung do
lam cham thao réng da day la tac dung da duoc
biét dén cla cac thudc chd van GLP-1 va da co cac
trwdng hop hit sac ghi nhan trong cac thir nghiém
lam sang ciing nhw sau khi dwa thudc ra thi truong,
PRAC can nhac nén théng bao cho nhan vién y té
va nguoi bénh vé nguy co tiém an nay.

Theo d6, PRAC khuyén céo can can nhac nguy
co tén dw dich da day do lam cham théo réng da
day trwde khi thye hién cac tha thuat st dung liéu
ph&p gay mé toan than hodc an than sau. Té thdng
tin sdn phAm clia cac chét chi van GLP-1 sé duoc
cap nhat canh bao danh cho nguwdi bénh: nén
thdng bao cho bac si néu dung céac thudc chi van
GLP-1 va c6 ké hoach phau thuat gay mé hoac an
than sau.

m Cap nhat chi dinh cia semaglutid: Cap nhat
cua FDA Hoa Ky

Co quan quan ly Thuc phdm va Duwgc pham
Hoa Ky (FDA Hoa Ky) |4n d4u tién phé duyét thubc
gidm can véi chi dinh gidm nguy co méc cac bién
cb tim mach nghiém trong chuyén biét trén nguoi
bénh ngudi I6n méc béo phi hoac thira can.

Ngay 8 thang 3 nam 2024, FDA Hoa Ky da phé
duyét chi dinh mé&i ctia Wegovy (semaglutid) dwong
tiém dé lam giam ttr vong do tim mach, nhdi mau co
tim va dét quy trén ngudi bénh ngudi I&n thira can
ho&c béo phi méc cac bénh ly tim mach. Semaglu-
tid nén dwoc st dung phdi hop véi ché dé an giam
calo va téng cwdng hoat dong thé lyc.

“Wegovy (semaglutid) 1a thudc gidm can dau tién
dwoc phé duyét d& hé tro ngan chan cac bién cb
tim mach de doa tinh mang trén nguwdi bénh ngudi
I&n thira can hoac béo phi mac bénh tim mach” -
theo bac si John Sharretts, Giam déc Don vi Dai
thao dwérng, réi loan lipid mau va Béo phi ctia Trung
tam Nghién ctu va Danh gia thuéc thudéc FDA Hoa
Ky. “Nhém ngwoi bénh nay cé nguy co tlr vong
cao hon do tim mach, nhdi mau co tim va dot quy.
Thudc nay co thé 1a mét lwa chon diéu tri da dwoc
kiém ching lam gidm nguy co tim mach, 1a mot
bwdc tién Ién cho chdm séc stre khde cong dong.”
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Béo phi hay thira can anh hwéng gan 70% dan
sb6 Hoa Ky trwéng thanh. Day la nhitng van dé strc
khde nghiém trong lam tang nguy co tlr vong sém
va nhiéu van dé strc khde khac, trong d6 bao gdm
nhdi mau co tim va dét quy.

Wegovy chira semaglutid, mét chat chd van thu
thé glucagon-like peptide-1 (GLP-1). Do d6, Wegovy
khéng nén s dung déng thoi véi cac sén pham co
chtra semaglutid ho&c cac thubc déi khang receptor
GLP-1 khac. Hiéu qua ctia Wegovy cho chi dinh mai
nay dwgc nghién clru trong moét thtr nghiém 1am
sang mu déi ¢ dbi chirng, da qudc gia va da trung
tam, v&i hon 17600 ngwoi tham gia dwoc st dung
Wegovy hoac gia dwgc. Ngwoi bénh tham gia & ca
2 nhém déu duoc st dung cac phac db diéu tri tiéu
chuan (bao gébm kiém soat huyét ap va cholesterol
mau) va dwoc tw van vé 16i séng (gdm c6 ché do
&n va hoat dong thé lwc). Wegovy lam gidm dang
ké nguy co bién cb tim mach bat loi nghiém trong
(t& vong do tim mach, nhdi mau co tim va dét quy),
véi ty |é xuat hién bién cb 1a 6,5% & nhém s dung
Wegovy so v&i 8% nhom st dung placebo.

Thoéng tin ké don cla Wegovy cé canh béo vé
nguy co khéi u t& bao C cla tuyén giap. Do dé,
thudc khong nén st dung trén nguwdi bénh cé tién
st hodc tién s gia dinh mac ung thw biéu mé
tuyén giap thé tiy (medullary thyroid carcinoma)
hoéc trén ngwdi bénh méc mét hoi chirng hiém gap
la hoi chirng da noéi tiét tan sinh tuyp 2 (Multiple
Endocrine Neoplasia Syndrome Type 2).

Wegovy khéng nén sr dung trén nguwoi bénh co
tién s phan (rng di (ng nghiém trong véi sema-
glutide ho&c bét ky thanh phan nao cla thubc. Nén
ngrng st dung Wegovy ngay va tim kiém hé tro y
té néu nghi ngo xuét hién phan (rng di (’ng nghiém
trong.

Wegovy ciing c6 canh bao vé viém tuy, cac van
dé vé tui mat (trong d6 co sdi mat), ha dwdng huyét,
ton thwong than clp, phan (r‘ng qua man, bénh
véng mac dai thao dwdng, tang nhip tim cling nhw
suy nght va hanh vi tw sat. Ngudi bénh nén trao dbi
v&i nhan vién y t& néu cé nhivng triéu chirng viém
tuy hodc séi mat. Néu Wegovy dwoc siv dung ciing
v&i insulin hodc thubc khac lam téng tiét insulin,
ngudi bénh nén cung cap thong tin cho nhan vién
y té vé bénh ly minh dang méc bao gdm bénh than,
bénh véng mac dai thdo dwong, trdm cdm hoac
hanh vi hay suy nght tw sat.

Téac dung khéng mong muén thwdng gép nhéat
ctia Wegovy bao gdm budn nén, tiéu chay, nén, tao
bén, dau bung (thwong vi), dau dau, mét mai, kho
tiéu, hoa mat, chwéng bung, o hoi, ha dworng huyét
trén ngudi bénh mac dai thao dwong, day hoi va
trao ngwoc da day thwe quan.

Wegovy truwéc dé cling da duwgc FDA Hoa Ky
phé duyét st dung dé gidm can va duy tri kiém soat
can nang dai han trén moét sd nguwdi bénh truéng
thanh mac béo phi hodc thira can, hodc mot sb
nhém tré em béo phi, két hop véi giam néng lwong
bira an phéi hop vé&i tdng cwdng hoat ddng thé luc.

m Linezolid va nguy co tiéu cor van: Cap nhat tie
Bo Y té Canada

Muc Canh bao va than trong, Phan &rng cé
hai (Phan rng c6 hai hau mai) va Thong tin
thuéc cho ngwei bénh trong cac tor thdng tin san
ph&m lwu hanh tai Canada cho dung dich tiém, bot
pha hén dich va vién nén linezolid dang cap nhat
nguy co tiéu co van.

Khuyén cédo danh cho nhén vién y té

- Tiéu co van lién quan dén ting creatinin ki-
nase (CK) da dwgc ghi nhan khi str dung linezol-
id. Trong mot s6 tredng hop, tiéu co van co thé
dan dén tén thwong than cap tinh.

- Can nhéc thwong xuyén theo déi ndng do
CK & ngudi bénh:

+ C6 nguy co cao mac bénh co hoac tiéu co
van

+ Nguoi bénh gan day hoac hién dang s
dung cac loai thudc cé lién quan dén bénh co
hodc tiéu co van

+ Nguwdi co bat ky dau hiéu hoac triéu ching
nao cta bénh tiéu co van bao gom dau co, yéu
co hoac nwdéc tieu sam mau

- Néu quan sat thay dau hiéu hodc triéu ching
nao cua bénh tiéu co van, can ngirng stv dung
linezolid va diéu tri bang cac liéu phap phu hop.

Céc thubc hién dang c¢é trong danh muc thubc
cia Bénh vién Bach Mai bao gbém: Zyvox, Li-
chaunox, Forlen, LSP-Linezolid.

Danh muc tir viét tit

Tl“FViét s e3e guk - R a2e g K . a
it Diéen giai tieng Anh Dién giai tieng Viét

EMA European Medi- Co quan guén ly .
cines Agency Dwoc pham chau Au
The United States | Co quan Quan ly

FDA z .

Hoa Ky Food and Drug Thi_.l’C pham va Dwoc
Adminitration pham Hoa Ky
International Nor- Ty sb binh thwérng

INR . . iz
malized Ratio hoa quoc té
Medicines and gzggaa ;;avnély

MHRA Healthcare products | —, ~ ’p 2 <
Regulatory Agency | £2¢ 52N pham y t6

Vwong quoc Anh
Pharmacovigilance | Uy ban danh gia

PRAC Risk Assessment nguy co v& Canh

Committee giac Duwoc
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S DUNG HOP LY DICH TRUYEN DINH DUONG TINH MACH

Thiéu hut dinh dwéng gay anh hwéng dén viéc
cung cap nang lwong cho co thé, 1a van dé nghiém
trong va thwdng gap tai cac don vi cham soc tich
cwe va cac don vi lam sang khac co diéu tri nguoi
bénh nang, la nguyén nhan dan dén viéc gia tang
céac bién chirng, kéo dai thoi gian ndm vién va gay
ra t&r vong cho ngu&i bénh. Nubi duwdng qua dwdng
tinh mach hay con goi la nuéi dwédng ngoai dwd'ng
tiéu héa la phwong thirc diéu tri quan trong, gép
phan cung cép nang lwong gilp co thé ngudi bénh
phuc hdi nhanh chéng va téi wu nhét.

1. Cac chi dinh nuéi dwong qua dwong tinh
mach

Ra soat nhac
lai va danh gia

1

Sang loc
va ra soat

1

Suy dinh
dudng hay cé
nguy co suy

\ Binh thwong
7

Nuéi dwdng qua dwong tinh mach dwoc chi dinh
khi dwong tiéu hoa da day - rudt khéng dung nap,
khéng con chirc ndng day du, hay khong thich hop
dé dap wng nhu cau dinh dwéng cho ngudi bénh,
hoéc trong trwérng hop éng tiéu hoa can dwoc nghi
ngoi dé phau thuat. Nudi dwéng qua dwong tinh
mach dwoc chi dinh cho nhu cau dinh dwéng toan
phan hodc cé thé chi hd tro thém bén canh nubi
dwdng qua 6ng théng hay han ché an ubng théng
thwong. Quyét dinh dwong dwa chét dinh dwéng
qua tinh mach can théng qua mét qua trinh sang
loc va danh gia ky lwéng ngwoi bénh (Hinh 1).

dinh dud
iy e There &n théng thurdng

l , Thirc an bd sung

Danh gia co can thiét =

bé sung dinh dwéng ~ Chtre nang tiéu hoa cén

Nuéi duéng qua éng théng
mmmp Ngan han — mii, da day

\ t6t nhwng kém hap thu

Ong tiéu hoa khéng con
kha nang hap thu hoac
can nghi dé phau thuat

Dai han — Da day, héng trang Giam sat
lién tuc,
Nuéi dwéng qua dwéng tinh xem xét va
mach két hop
Trung tdm hoac ngoai vi danh gia

Hinh 1. Sor @6 Iwa chon dwong nuéi dwéng cho ngwoi bénh [2]
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Cac trwb'pg hop ¢6 chi dinh nuéi dwéng qua
dworng truyén tinh mach trén ngwoi 16 [2]

- Khéng dung nap dwdng nudi dwéng qua dng
tiéu hoa (it hon 7 - 14 ngay).

- Hoi chirng rudt ngén (< 100 cm rudt non va
khdng c6 dai trang hay < 50 cm rudt v&i dai trang
con nguyén ven).

- Tiéu chay nghiém trong, tac nghén dwong ruét
hay ré Ong tiéu hoa.

- Ung thw: phau thuat hay xa tri.

- Viém tuy cép can dinh duwéng hon 5 - 7 ngay.

- Suy gan, than, hé hap hay bdng va cé chi dinh
nudi dwdng dai ngay.

- Ngwoi bénh phau thuat dwéng tiéu hoa.

- Chén thuong so ndo, da chan thwong.

Chi dinh nuéi dwéng qua dwong truyén tinh
mach & tré em [2]

- Suy dinh dw®ng & tré sinh non trong 24 - 48
gi¢ hay bénh nhi trong vong 5 - 7 ngay dau.

- Hoi chirng ruédt ngan, viém rudt hoai tr, viem
rudt nghiém trong, tiéu chay va noén oi.

- Bénh thai ghép hoac sau diéu tri hda chét.

- Tré& em phai s& dung may tim phdi nhan tao.

- Suy gidm chirc nang gan, than, phoi hay viém
tuy cap khéng thé nuéi duwdng qua dudng tiéu hoéa.

2. Cac thanh phan dinh dwéng co ban qua
dwong truyén tinh mach

2.1. Acid amin

C6 21 acid amin can cho sw tdng hop protein
va qué trinh chuyén hoa cac chéat. Phan Ién cac
acid amin nay c6 thé dwoc tébng hop néi sinh, 9
trong sd do6 la acid amin thiét yéu vi co thé con
ngudi khong thé tw tdng hop (gdm isoleucin, histi-
din, leucin, lysin, methionin, phenylalanin, threonin,
tryptophan va valin). Arginin la acid amin co thé
tdng hop dwoc nhwng cé thé khong day dud, do d6
dwoc xem la acid amin thiét yéu cé diéu kién. 8 acid
amin con lai (alanin, asparagin, aspartat, glutamat,
glutamin, glycin, prolin va serin) la acid amin khéng
thiét yéu (NEAAs) do duoc tdng hop dé dang tir
cac phan t&r carbohydrat ndi bao va chuyén déi qua
lai I&n nhau nhanh choéng gitra cac acid amin trong
nhém. Thanh phan mdi NEAAs trong hén hop acid
amin cla dung dich tiém truyén khéng quan trong
bang téng lwong acid amin khong thiét yéu cung
cép trong do.

Co6 3 NEAAs dac biét la cystein, selenocyste-
in va tyrosin. Cystein dwoc tdng hop tir methionin
va tyrosin dwoc téng hop tir phenylalanin. Chi can
ché do &n cé du lwgng methionin hoac phenylala-
nin (ngudi bénh & trang thai gan nhw én dinh vé
chuyén hoa) sé& khong dan dén thiéu hut cystein
ho&c tyrosin do cac acid amin nay ndm trén con

duong di héa bat budc clia cac tién chéat acid amin
thiét yéu twong tng cla chung. O trang thai trao
ddi chat 6n dinh, lwong methionin hap thu tuwong
dwong véi qua trinh di hdéa methionin va téng hop
cystein. Do d6, methionin cung cdp methionin va
ca cystein c6 ngudn gbc tir methionin. Dich truyén
hén hop acid amin déu thiéu cystein (acid amin
nay khoéng 6n dinh trong dung dich) méc du cé san
phdm cé chira N-acetylcystein. Bén canh dé, hoat
tinh cla cystathionase, enzyme chuyén hoa methi-
onin khéng han ché, bj gidm & tré so sinh. Két hop
véi mot sé bang chirng 1am sang gian tiép, trong d6
c6 tang cystathionin mau, cho thay cystein co thé
tré thanh mot acid amin thiét yéu & tré sinh non.
N6ng do cuia tyrosin trong hén hop acid amin bj han
ché do kha nang hoa tan kém. Thay vao dé, dung
dich acid amin truyé&n tinh mach c6 thé bb sung dan
xuét tyrosin tan trong nwéc, N-acetyltyrosine (NAT).
Tuy nhién, tinh trang thiéu hut tyrosin duwéng nhw
khé xay ra vi trong diéu kién cung cap da phenylal-
anin, ngwdi bénh & trang thai can béng nito am hay
trung hoa va viéc chuyén déi phenylalanin thanh
tyrosin khéng bi can tr&, phenylalanin hoan toan cé
thé dap wng dwoc nhu cau tyrosin ctia co thé.

V6i ngwoi 16n, dung dich truyén tinh mach
dwoc quy dinh chung dwa trén lwgng nito cung
cép, thwong 1a phac 6 9 g, 11 g, 14 g hay 18 g
nito. Nang lwong dwoc cung cap day dd trén ngudi
bénh ngudi 16N khi dat can bang nito x4p xi 0,2 g
nitrogen/kg/ngay. Can lwu y than trong véi ngudi
bénh thira can, béo phi.

Lwong nito méat di sé dwoc xac dinh dwa trén thu
thap mau nuéc tiéu trong 24 gi®, gid st rang tat ca
nuwéc tiéu dwoc thu thap va lwong ure hay thé tich
xuét ra khéng bi anh hwéng béi chirc nang than
suy giam. Tuy nhién, lwong nito' thwe t& mat di con
bao gébm trong nwéc tiéu, md héi, phan, da va vét
thwong. Danh gia can bang nito' cé thé chi ra tinh
trang chuyén hoa clia ngudi bénh, can bang duong
trong téng hop protein va can bang am trong di hoa
protein. Uré nuéc tiéu chira khodng 80% nito. Hé
sb chuyén déi protein thanh nito dwoc chdp nhan &
da sb nghién ctvu 1a 1 g nito = 6,25 g protein. Dung
dich acid amin wu trwvong so v&i mau va khéng
duoc truyén don ddc vao tudn hoan ngoai vi.

Céc dung dich amino acid dang cho ngudi bénh
suy gan va suy than: ngu®i bénh cé réi loan chirc
nang than va chirc ndng gan cé nhirng thay dbi vé
amino acid dd so v&i ngwdi binh thweng, do do,
can s dung nhirng dung dich amino acid cé thanh
phan dwoc diéu bién phu hop véi nhivng thay déi
nay. Mot s6 ché pham acid amin danh cho bénh ly
gan nhuw Aminoplasma Hepa, Aminosteril N-Hepa,
Morihepamin...; dung dich amino acid cho nguoi
bénh suy than nhw Kidmin, Nephrosteril...
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Trén thi trwdng, mot sdn pham amino acid dwoc
thiét k& chuyén biét cho tré so sinh (VD nhw Valmi-
nolact). Thanh phan chira 18 amino acid thiét yéu
va khong thiét yéu can cho s téng hop protein,
d&c biét cé taurin, thanh phan nay dwa trén cong
thirc clia stva me. Thanh phan mot sé loai dung
dich acid amin thwdng dung trén lam sang duoc
trinh bay trong Bang 1.

2.2. Nha twong lipid

Nhi twong lipid truyén tinh mach (IVLEs) duoc
coi 1a mo6t ngudn nang lwong cung cap cac axit béo
thiét yéu nhw axit linoleic va a-linoleic. Méi g lip-
id cung cap khoang 10 kcal ndng lwong, tré thanh
ngudn nédng lwong ddi dao va do nhii twong cé tinh
dang trwong véi mau nén cé thé dwa truc tiép vao
tinh mach ngoai vi. Théng thuwdong, nguwdi bénh
duoc truyén khoang 2,5 g lipid/kg/ngay. Trong mot
sb trudng hop dwoc cho phép trén 1am sang co thé
truyén dén 50 g hay 100 g.

Lipid trong co thé bao gdm triglycerids (TGs),
sterol va phospholipid. TGs tao thanh tr phan tk
glycerol két hop véi 3 axit béo (FAs) da dugc este
héa. Nhii twong lipid truyén tinh mach la mét dang
nhi dich dau trong nuéc dwoc bao ché dé cé dwoc
cac cac dac tinh twong tw chylomicron tw nhién, tuy
nhién 1a dang bao ché khéng 6n dinh, céng thirc
bao ché co thé c6 sw thay dbi thay ddi vat ly theo
thoi gian.

FAs la thanh phan quan trong ctia nhi twong lip-
id truyén tinh mach va duwoc phan loai dwa trén mot
sb dac diém bao gdm do dai chudi carbon, mrc d6
khong bao hoa va vi tri ca lién két doi dau tién. Axit
béo chudi ngén (SCFAs) c6 2 - 4 carbon, axit béo
chudi trung binh (MCFAs) c6 6 - 12 carbon, trong
khi axit béo chubi dai (LCFAs) c6 Ién hon hoac
bang 14 carbon. FAs bdo hoa khéng cd lién két doi,
FAs khéng bdo hoa don (MUFAs) c6 mét lién két
doi va FAs khong bao hoa da (PUFAs) cé hai lién
két do6i hoac nhiéu lien két ddi. Vi tri cda lién két doi
dau tién, tinh tw vi tri methyl cudi cung cla phan
tlr, dwoc goi la w carbon. Axit béo co lién két doi
d4u tién xuét hién & vj tri carbon thi 9 dwoc goi la
w-9 FAs. Trai lai, néu lién két doi dau tien xuat hién
& vj tri carbon thr 6 dwoc goi la w-6 FAs va FAs
duwoc goi la w-3 néu lién két doi xay ra & nguyén to
carbon th& 3. Chét béo b&o hoa cé thé dwoc phan
loai thanh chét béo chudi ngén, chudi trung binh va
chubi dai, trong khi chat béo khong b&o hoa don va
khong béo hoa da déu la chat béo chubi dai.

Chét béo s dung qua truyén tinh mach sé di
qua long rudt va khoéng bi phan hay bé&i enzym li-
pase cla tuyén tuy, dwoc nhii héa bdi dich mat va
duoc két hop thanh chylomicron twong tw chat béo
duwoc cung cap qua ché dd an hang ngay. Vi vay,
nhi twong lipid truyén tinh mach can duwoc thiét ké
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dé co thé truyén vao moéi trwdng sinh ly wa nuéc.
Nhii twong lipid truyén tinh mach cé cu tric twong
tw chylomicron, st dung chét nhii héa phospholip-
id, 18i 1a phan t&r TGs. Bén canh chét nhii hoa phos-
pholipid, natri oleat dwoc bd sung vao nhw mét chét
4n dinh va glycerin déng vai tro la chat thAm thau.
L&i TGs cta nhii dich lipid cung vé&i chat nhii héa
phospholipid déng vai trd quan trong cung cép calo
phi protein va chét béo thiét yéu cho nguwoi bénh.
TGs dwoc cung cap tlr nhiéu ngudn khac nhau nhw
dau dau nanh (SO), dau 6 liu (00), dau hoa rum
(safflower oils), dau dira (CO, chtra chil yéu la TGs
chudi trung binh nén doi khi duwoc viét tat & MCTs)
va dau ca (FO). Cac ngudn TG khac nhau vé ham
lwong axit béo, nguy co thiéu hut cac axit béo thiét
yéu, thanh phan phytosterol va alpha-tocopherol.
Phytosterol 1a sterol c6 ngudn gbc tir thwe vat va co
cu truc gibng cholesterol tuy nhién khéng chuyén
hoa dwoc trong co thé ngudi. Alpha-tocopherol
doéng vai trd nhw chat chéng oxy hoa dé loai bd cac
gbc tw do trong qua trinh peroixd hoa lipid tlr d6
ngan ngtra s hinh thanh lipid oxy hoa cé hai.

Trong giai doan 1920 - 1960, cac nha khoa hoc
Hoa Ky va Nhat Ban da phat trién va thir nghiém
hang trdm loai nhii twong lipid c6 thanh phan khac
nhau. Nhirng nghién cru nay da thic day phat trién
loai nhii twong lipid truyén tinh mach dau tién tai
Hoa Ky. Tuy nhién nhi¥rng bién chirng nghiém trong
va phurc tap phat sinh trong viéc lwa chon chét nhii
hoa dan dén san pham nay bi rat khéi thi truong,
ddng thdi nhii twong lipid truyén tinh mach ciing
khéng duwoc khuyén khich st dung tai Hoa Ky. St
dung phospholipid tlr trirng lam chat nhi hoa, ndm
1961, Intralipid - mét loai nhil twong lipid truyén tinh
mach khong c6 doc tinh dau tién da dwoc gidi thiéu.
San pham nay sau d6 dwoc st dung & Anh, Phap
va cac nwéc Bac Au, tuy nhién van khong duoc
st dung tai Hoa Ky. Chi sau khi cac nghién ctru
str dung Liposyn - nhii twong lipid 10% véi nguén
nguyén liéu tr dau hoa rum, viéc st dung nhi
twong lipid trong phac d nuéi dwéng dwong tinh
mach mé&i duwoc phd bién trén thwe hanh |am sang
tai Hoa Ky. Céng thirc nhii twong lipid truyén tinh
mach da dwoc phan loai theo cac thé hé dwa trén
hwdng dan cla Hiép hdi Dinh dwéng tinh mach va
tiéu hoa Hoa Ky. Cac thé hé dwoc xac dinh dwa trén
dan xuét FAs va tuy theo phan (rng viém cé thé xuét
hién khi truyén lipid. Cac san pham thé hé thi nhat
thworng gay viém trong khi cac san pham thé hé thir
hai va tht ba c6 tinh chét trung tinh , nguwoc lai cac
san pham thé hé thi tw cé tac dung chdng viém.

- Nhii dich lipid thé hé 1:

Day la cac sadn phdm nhi dich lipid dau tién
dwoc phé duyét, véi thanh phan 1a 100% tinh dau
t dau nanh, co ty s6 w-6 : w-3 1a 7 : 1. Cac biét



Béng 1. Thanh phan mét sé loai dung dich acid amin thwong ding trén Iam sang

Amino- Amino- . .
plasmal® | plasmal® Sl Amiparen A|:n|nos- Aminos- | Amiparen - Mori- Ne- Vamino-
A P plasmal 5 teril N-He- i 5 Kidmin o "
Tén thuoc B, Braun B, Braun Hepa 10% 5% pa 8% teril 10% 10% 200 mL hepamin | phrosteril lact
5% E 10% E (500 mL) (200 mL) (500 mL) (500 mL) (500 mL) ( i (200 mL) | (250 mL) (100 mL)
(250 mL) (250 mL)
Ham lwong amino acid (g hodc mg) trong 100g amino acid toan phan
Acid amin thiét yéu (EAAs)
Valin 0,775 ¢ 1,559 5349 0,89 10,08 g 2449 1,69 249 1,780 g 1,559 360 mg
08575g | 1,7125g 359 0,790 g 5?0 mg
Lysin (Lysine (Lysine 3,7559 1,05g 6,889 (Lysine 2,19 1,01g | (L-lysine | 1775g (Lysin
monohy-
HCI) HCI) HCI) acetate )
drat)
2649
Histidin 0,375g 0,759 235¢g 0,59 2,809 (Histidin 19 0,79 0,620 g 1,075 g 210 mg
HCI)
Isoleucin 0,625 g 1,259 4,449 0,8g 10,40 g 255¢ 1,69 1,89 1,840 g 1,275 ¢ 310 mg
Leucin 1,1125¢g 2,225¢g 6,89 1449 13,099 4,459 28g 28g 1,890 g 2,575¢g 700 mg
Phenylalanin 0,5875g 1,175 ¢ 0,84g 0,79 0,88 ¢ 255¢ 1,49 19 0,060 g 0,95¢ 270 mg
Threonin 0,525¢g 1,059 2349 0,57 g 4409 2,059 1,14 g 0,79 0,428 g 1,20 g 360 mg
Methionin 0,55¢ 1,109 0,69 0,39¢ 1,10g 199 0,78¢ 0,69 0,088 g 0,70 g 130 mg
Tryptophan 0,20 g 0,40 g 0,75¢g 0,29 0,70 g 09g 0,49 0,59 0,140 g 0,475¢ 140 mg
EAAs (%) 49 45 54 61 63 45 63 78 50 66 47
Acid amin khéng thiét yéu (NEAAs)
Alanin 1,3125¢g 26259 4,159 0,89 4,649 6,859 1649 0,59 1,680 g 1,575 g 630 mg
Glycin 1,509 3,00 g 3,15¢ 0,59¢ 5,82¢ 3,95¢ 1,189 - 1,080 g 0,80 g 210 mg
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Amino- - Aminos- - . - .
i i plasmal® | plasmal® plasmal Amlearen teril N-He- An?mo.:.- Amlpoaren Kidmin Morl-_ Ne- ) Vamino-
Tén thuodc B, Braun B, Braun Hepa 10% 5% pa 8% teril 10% 10% 200 mL hepamin | phrosteril lact
5% E 10%E | " 20 Ly | @oomL) [ (SRS | (s00mL) | (500 mL) (200mL) | 200 mL) | (250 mL) | (100 mL)
(250 mL) (250 mL)
4649
Arginin 1,4375¢g 2,875¢g 449 1,059 10,72 g (Arginin 21g 09g 3,074 ¢ 1,225¢g 410 mg
HCI)

Prolin 0,6875g 1,375¢ 3,55¢ 0,59 573¢ 4,459 19 0,69 1,060 g 1,075¢g 560 mg
Axit glutamic 0,90¢g 1,80 g 2,859 0,19 - 2,39 0,29 0,29 - - 710 mg
Serin 0,2875¢g 0,575¢g 1,85¢g 0,3g 2,24 g 1,29 0,69 0,69 0,520 g 1,125¢g 380 mg
Axit aspartic 0,70 g 1,409 1,259 0,19 - 0,659 0,29 0,29 0,040 g - 410 mg

0,359
Tyrosin 0,109 0,10g (N-Acet- 0,059 - 0,15g 0,19 0,149 0,080 g - 50 mg

yltyrosine)

Taurin - - - - - - - - - - 30 mg

0,295¢g 0,34 g
Cysteine - - (Acetylcys- 019 0,529 (L-cystein 02g 02g 0,050 ¢g 0,0925 9 100 mg

tein) HCI)

0,24 g 1,86 g

Asparagine - - (Aspara = = (Aspara 7 - - - -
gine, H,0) gine, H,0)

0,659

Ornithine - - (Ornithine - = 1649 - 5 - - -
HCI)

NEAAs (%) 51 55 46 39 37 55 37 22 50 34 53
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duoc thwong dwoc st dung la Intralipid, Lipoven-
oes, Lipofundin-N... Bay la cac nhi dich chtra ham
lrong cao axit béo ®-6 va phytosterol, do do6, co
d&c tinh gay viém cao nhét trong cac thé hé nhii
dich lipid. O mét sb nwéde, nhii dich ¢6 thanh phan
100% tr dau dau nanh khong duoc khuyén céo 1a
nhd dich wu tién lwa chon & nguwdi bénh bénh nang.

- Nhdi dich lipid thé hé 2:

Nam 1984, IVLEs thé hé thr hai da dwoc phé
duyét tai chau Au bao gébm hén hop 50 : 50 cua
SO va chét béo trung tinh chudi trung binh (MCTs)
trong bdi canh gia thuyét vé cac bién cb bét loi cua
SO (rbi loan chirc nang hé thdng lwdi ndi mo bi
khuéch dai, dap (rng viém toan than & nguwdi bénh
néng va rdi loan chirc nang gan & tré so sinh hay &
cac nhém nguwdi bénh khac can diéu tri nudi duéng
tinh mach dai han) c6 thé lién quan dén ham luvong
FAs w-6 cao. Cac san pham thé hé 2 1a hdn hop
50/50 cta dau dau nanh (SO) va MCTs chiét xuat
tlr dau dira. Cac nhi dich thé hé 2 chira it axit béo
w-6 va phytosterol hon so véi nhi dich thé hé 1 do
chi thay thé mot phan diu dau nanh bang MCTs, ty

s6 w-6 : w-3 cla nhii dich thé hé 2 twong tw thé hé
1,tcla 7 : 1.

- Nhdi dich lipid thé hé 3:

IVLEs thé hé thir ba dwoc gidi thieu vao ndm
1990 bao gdm 20% dau nanh va 80% dau 6 liu. Cac
san pham thé hé 3 1a hén hop ctia dau oliu (O0) véi
dau dau nanh theo ty 16 SO : 00 14 20 : 80, cé ty sb
w-6 : w-31a9: 1. Thay thé dau dau nanh bang dau
oliu trong céng thirc da gidp lam gidm nhiéu hon
ham lwong axit béo ®-6 so véi thé hé 1 va thé 2.
Do d6, du ¢ ty sb w-6 : w-31a4 9 : 1, cac nhii dich
lipid thé hé 3 van dwoc coi la c6 dac tinh gay viém
“trung tinh” (neutral), it hon so v&i cac thé hé truéc.

- Nh dich lipid thé hé 4:

Cudi thap nién 1990, IVLEs dya trén dau ca
(FO) giau w-3 da cho ra doi IVLEs thé hé thi tw.
Cac san pham thé hé 4 chira dau ca (FO), don
doc hoac phdi hop véi cac loai dau ciia cac thé hé
trwdc. Trong thé hé 4 nay c6 2 nhém: nhém chira
100% dau ca va nhém chira dau ca phdi hop voi
cac loai dau khac.

Béng 2. Mét sé loai nhii dich lipid dung trén lam sang

B L2 Lin- | a-Lin- Ty lé a-To-
Tezés;" Nt;(a:j;tan Nguén lipid oleic | oleic | EPA | DHA | w-6: | copherol Ph{:l?tf:;) Is
2 ) | (%) w-3 | (mglL) 9
Lipofundin o) A an s
MCTILCT |B.Braun |20%daudaunanh, | o7 | 4 | NA | NA | 7:1 | 85+20 | 278,145,009
vl 50% MCT
10%, 20%
Clinoleic 20% dau dau nanh, )
20% Baxter 80% dau oliu 18,5 0,2 NA NA 9:1 32 274,38 + 2,60
. 30% dau dau nanh,
Smofiipid E;ebsie”'us 30% MCT, 25% dau | 21,4 | 25 | 3 | 2 [25:1| 200 |[17854£9,56
oliu, 15% dau ca
. 0, A ~
Lipovenoes | Fresenius | 100% dau dau 54 8 | NA| NA| 7:1 NA NA
Kabi nanh
Lipovenoes | Fresenius | 100% dau dau .
10% PLR | Kabi nanh S | 7 -] i NA
Lipovenoes | Fresenius | 50% dau dau nanh, :
MCT Kabi 50% MCT 25,9 3,9 NA NA 7:1 NA NA
DHA: axit docosahexaenoic, EPA: axit eicosapentaenoic, N/A: khéng cé théng tin

2.3. bwong (glucose)

Glucose la dai dién cho ngudn dinh dwéng car-
bohydrat. 1 g glucose cung cip 4 kcal. Glucose
5% dwoc coi la dang trwong véi mau, cac néng
dod cao hon gay viém tinh mach néu dwa truc tiép
qua dwéng tinh mach ngoai vi, vi vay can dua qua
duwong tinh mach trung tdm hodc pha truyén véi

dung méi thich hop dé gidm tinh wu trwong. Toc do
truyén glucose khoang 2 - 4 mg/kg/phat. Nhu cau
glucose co ban la 2 mg/kg/phut méi ngay (twong
dwong 200 g hay 800 kcal) cho mét ngudi tredng
thanh can nang 70 kg, con mrc 4 mg/kg/ngay dwoc
coi la ty & téi wu sinh ly.
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Bang 3. Thanh phan nang lwong va dé tham thau
cua cdc dung dich glucose

2.4. Dich truyén hén hop
Dich truyén hdn hop cé cong thirc cung cap dinh

- . duéng qua duong truyén tinh mach hoan chinh
2 ~ | Nang lwong Ap suat X . N S
Nong do cung cip tham thau bao gom glucose, acid amin, lipid va c6 thé co cac
(klitt) (kcallL) (mOsmol/L) khoang (zr_lét. Qéc thél:lh phan néxy dLi(_)’C tic_‘)n lan
trong 1 tui trwdc khi sir dung. Ché pham hon hop
5% 200 278 ra doi da mang lai nhiéu lgi ich cho ngwéi bénh va
cong tac diéu tri nhw gidm nguy co nhiém khuan
10% 400 555 do tiém truyén, phu hop vé&i nguwdi bénh can han
ché dich, tiet kiém chi phi va th&i gian va c6 sy can
20% 800 1110 bang sinh ly gilra cac dwéng chat. Bén canh do,
cac ché pham nay ciing cé6 mét sb han ché trong
50% 2000 2775 whequue_m sa‘E cacjchfat lang can, c,o khe}_na’ng gla{n
dé on dinh va kha nang twong thich véi cac thudce
khac dwoc st dung cho nguwdi bénh dung dwdng
o C , :
70% 2800 3885 finh mach.
Béng 4. Cdc ché pham tui 2 ngdn, 3 ngdn thwong dung trén Iam sang
Aminomix Kabiven MG-TAN Nutriflex Nutriflex Smofkabiven Olimel Periolimel
Peripheral | Peripheral Peri Lipid peri Peripheral NO9E N4E
Tai 2ngén | Tai3ngédn | Tui3ngédn | Tdai 2 ngan | Tui 3 ngan Tui 3 ngén Tui 3 ngén | Tui 3 ngan
;rmhﬁ)"ch 1000 1440 100 1000 1250 1206 1000 1000
G’)'“m acid | 3505 34 2,41 40 40 38 56,9 25,3
Lipid (g) 0 51 3,54 50 34 40 30
63 97 7,44 88 80 110 75
Carbohy- (Glucose | (Glucose | (Glucose | (Glucose 85 (Glucose
drat (g) monohy- | monohy- | monohy- | monohy- (C?(Irt:gg)se monohydrat) (C-}klll:;:g;se ((ilﬁgg)se
drat) drat) drat) drat)
Nang lvong | 39, 1000 220 480 955 800 1070 700
(kcal)
Dang bao : Nh{ Nh{ Dung Nh{ - S I
ché Dung dich twong twong dich twong Nhi twong | Nhi dich | Nhi dich
Chi
3 A Tiem A 3 3 truyen Truyén
DPwong Truyén Truyén truvén Truyén Truyén Truyén tinh qua finh
dung tinh mach | tinh mach tinh ymach tinh mach | tinh mach mach duwong mach
: tinh mach i
trung tdm

2.5. Vi chét dinh dwéng

Trong nudi dwdng qua duwong tinh mach, chét
dién giai dwoc thém vao tuy theo nhu cau du kién
cla nguo’l bénh, dap ung chuyén héa déi voi didu
tri va khuyen cao veé murc do thy hang ngay cla
co thé. Chét dién gidi co thé mat di qua cac vét
thuong, duo’ng tiéu hoa, dan Iwu sau phau thuat,
sbt (mat qua mo héi), ndn mdra va tiéu chay va can
duwoc bu lai bang dich truyén nudi duwdng tinh mach
ho&c cac dich truyén tinh mach khac. Nhu ciu chét
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dién giai trong ché do dinh dwéng qua truyén tinh
mach hang ngay nhw sau:
= Natri (1 - 1,5 mmol/kg)
Kali (1 - 1,5 mmol/kg)
Calci (0,1 - 0,15 mmol/kg)
Magnesi (0,1 - 0,2 mmol/kg)
Phosphat (0,5 - 0,7 mmol/kg)
Vitamins va cac nguyén té vi lwong thuong
dwoc thém vao théng qua cac ché pham tdng hop



o

a

gdm ca vitamin va cac nguyén tb vi lwong, dé dap
&¥ng nhu cau hang ngay cla ngudi bénh. Bang
5 khuyén cao ham lwong vitamins cin cung cap
qua dich truyén tinh mach theo khuyén céo cla co
quan quan ly Thuc phdm va Duwoc phdm Hoa Ky
(FDA Hoa Ky). Ngu®i bénh nubi dwdng tinh mach
trong thdi gian ngén hiém khi can bd sung vitamin
K, trong khi d6 nhirng ngw&i bénh nuéi duwdng tinh
mach dai ngay (tt vai tudn dén vai thang) can bd
sung 2 - 4 mg/tuan vitamin nay.

Béng 5. Khuyén cdo Iwong vitamin dwdng tinh mach

hang ngay
P FDA/AMA/NAG*
Vitamin R .
Khuyén cao lwrong/ngay

Thiamin (Vitamin B1) 6 mg
Riboflavin (Vitamin B2) 3.6 mg
Pyridoxine (Vitamin B6) 6 mg
Cyanocobalamin (Vitamin 5 mc
B12) 9
Niacin 40 mg
Axit folic 600 mcg
Axit pantothenic 15 mg
Biotin 60 mcg
Axit ascorbic (Vitamin C) 200 mg
Vitamin A 3300 don vi
Vitamin D 5 mg
Vitamin E 10 don vi
Vitamin K 150 mcg
* Nhém c6 van quéc gia vé tiéu chuén va huéng dan
thuwre hanh cho nudi dwéng tinh mach thuéc ASPEN
(American Society for Parenteral and Enteral Nutri-
tion, Hiép héi Dinh dwéng qua dudng tinh mach va
duong tiéu héa Hoa Ky)

Nguyén t6 vi lwgng thuéng dwoc duy tri & ndng
dd moé twong déi &n dinh va chiém & mac nhé hon
1mg/kg trong lwong co thé. 10 nguyén té vi lwong
thiét yéu hién dwoc biét dén bao gém: sét, dong,

kém, flor, mangan, iod, coban, selen molypden va
crém. Cac nguyén té vi lwong co vai trd rat quan
trong, thiéu hut dan dén cac rdi loan bénh ly do
dé can duoc bd sung sém cho nguwdi bénh. Ham
lwong cac nguyén tb vi lwong duoc liét ké trong
Bang 6. Mot sb khuyén céo quan ngai vé liéu lwong
mangan c6 thé vwot qua nhu cau & cac ngudi bénh
phai nudi dwédng tinh mach kéo dai. Do do, yéu ciu
giam sat dinh ky dé ddm bao néng dd mangan trong
mau toan phan & gi¢i han an toan cho nguwdi bénh
nudi dwdng qua dwdng tinh mach.

Béang 6. Khuyén cdo mét sé khodng chat vi lwong
dwong tinh mach hang ngay cho nguwéi Ion

Nguyén t6 vi lwgng Ham lwong
Crom 10 - 15 mcg
Péng 0,3-0,5mg
Mangan 60 - 100 mcg
Selen 20 - 60 mcg
Kém 2,5-5,0 mcg
3. Két luan

Nubi dwdng qua dwong tinh mach la mot can
thiép diéu tri chuyén khoa gilp téi wu héa tinh trang
dinh dwéng & nhirng ngudi bénh nam vién. Lua
chon cac dung dich truyén tinh mach véi thanh
phan, céng thirc phu hop, ddm bao ky thuat tiém
truyén vo khuan sé gitp han ché cac bién chirng
nguy hiém, tiét kiém chi phi, mang lai nhiéu lgi ich
to I&n cho nguwoi bénh. Quan ly dinh dwdng qua
dwdng tinh mach sé thwc sy hiéu qua thong qua
viéc phéi hop da nganh gira bac si diéu tri, duwoc
s, chuyén gia dinh duwéng va diéu dwéng cham séc
ngudi bénh.

Danh muc tir viét tit

Tir viét Dién giai tiéng .
t4t Anh Dién giai tieng Viét
American Society Hllgpdr:fc‘;r?lr?nﬂurg:gh
ASPEN | for Parenteral and q‘ R g.A L
o va duong tiéu hoa
Enteral Nutrition §
Hoa Ky
Cco Coconut Oil Dau diva
FAs Fatty Acids Axit béo
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Tén viét Dién giai tiéng x Lol ix A Tén viét Dién giai tiéng x ol ix -
t5t Anh Dien giai tieng Viét t5t Anh Dien giai tieng Viét
FDA The United States | Co quanZQuép ly MUEAs | MonoUnsaturated | Axit béo khong béo
Hoa Ky Fooq gnd !:)rug ThEPC pham v‘a Dwoc Fatty Acids hoa don
Adminitration pham Hoa Ky
) . . Non-Essential free | Acid amin khong thiét
FO Fish oil Dau ca NEAAS | A mino Acids véu
IVLEs | Intravenous Lipid | Nhd trong lipid 00 Olive Oil DAu 6 liu
Emulsions truyén tinh mach
Long Change Fat . 1, % s PolyUnsaturated Axit béo khéng bao
LCFAs Acids Axit béo chubi dai PUFAs Fatty Acids hoa da
Medium Change Axit béo chubi trung Short Change Fat el 4 % ¢
MCFAs Fat Acids binh SCFAs Acids Axit béo chubi ngan
MCTs MediufSingin L tinh SO Soyabean oil D&u dau nanh
Triglycerides chudi trung binh
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WOC TiNH CHU’'C NANG THAN PE HIEU CHINH LIEU THUOC
TRONG THUC HANH LAM SANG

1. Téng quan

S dung thubc hiéu qua va an toan la van dé
dwoc quan tdm hang dau trong thwc hanh 1am
sang. Than la co quan thyc hién qua trinh thai tri
cta nhiéu thuéc. Panh gia chinh xac duwoc chirc
n&ng than |a can thiét dé Iwa chon thubc ciing nhw
ché dé liéu phu hop. Phuwong phap tét nhat dé danh
gia chirc nang than 1a tinh mue loc cau than (GFR).
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Tuy nhién, GFR khéng thé do truc tiép trong thuc
hanh lam sang [1], do d6 cac phwong phap cho
phép wéc tinh GFR da dwoc phat trién va ap dung,
trong d6 ndng do creatinin huyét thanh (SCr) duoc
trng dung rong rai thdéng qua cac cong thirc: CG
(Cockceroft-Gault), MDRD-4 (Modification of Diet in
Renal Disease 4-variable) va CKD-EPI (Chronic
Kidney Disease Epidemiology Collaboration).




a

Bang 1. Cac céng thirc CG, MDRD-4, CKD-EPI (cap nhat 2021) theo National Kidney Foundation

Tén cong thirc Phwong trinh

(140 - tudi)*can nang
72*SCr
eGFR (mL/phut/1,73m2) =

175*sCr ! 154 ugi "

eGFR (mL/phut/1,73m?) =

Cockcroft-Gault CrCL=

*0,85 (néu la nir)

MDRD-4 . : .
*0,742 (néu la n¥)*1,212 (néu la ngudi da den)

scr \° ro\ 120 )
142*min (—1) *max (—1) *0,9938"%+1,012 (néu Ia n¥)
CKD-EPI (2021) K/ K )
Trong dé: SCr: nong do creatinin huyét thanh; « = 0,7 (ni¥) hoac 0,9 (nam); o = -
0,241 (n(r) hodc -0,302 (nam); min ho&c max lAn lwot 1a gia tri nhd hon hodc lon

hon cuia SCrfk so véi 1

Bon vi tinh: tudi (ndm); Scr (mg/dL); can néng (kg)

Diém khac biét mau chét gitra cac cong thirc
CG, MDRD-4 va CKD-EPI Ia trong khi CG wéc tinh
GFR théng qua d6 thanh thai creatinin (CrCL), thi
MDRD-4 va CKD-EPI dwoc thiét ké ban dau dé woc
tinh tryc tiép GFR (eGFR) nham muc dich danh gia
phan tdng mac d6 suy than. Mac du MDRD-4 wéc
tinh chirc nang than chinh xac hon so véi CG trén
ngwoi bénh suy than (Bang 2) [2, 3], nhwng hién
nay trong hau hét cac th» nghiém lam sang va cac
khuyén cao hiéu chinh liéu chi yéu dang dwa trén
cong thirc CG. Do d6, mét sb nghién clvu da dwoc
thuc hién cho thdy sy khong twong déng gitra két
qua eGFR so v6i CrCL trong lwa chon thuéc (chi
dinh ho&c chéng chi dinh) va hiéu chinh liéu thubc
(tang liéu hodc gidm liéu), trong d6 c6 cac nhém
thubc quan trong trén Iam sang bao gdém: khang

sinh, thuéc chéng déng dwérng udng tac dung truc
tiép (DOAC), thubc diéu tri ung thu.

Mét s6 han ché cutia xét nghiém creatinin da duoc
biét dén nhw: 1a marker sinh hoc néi sinh; dwoc loc
qua cau than va tai hap thu tai 6ng than; néng do
creatinin huyét thanh chju &nh hwéng béi nhiéu yéu
td ngoai than va tai than [4]. Do dé, trong sb cac
marker m@i danh gia chirc nang than dang dwoc
nghién ctu, cystatin C da dwoc KDIGO khuyén cao
giup danh gia chc nang than trén ngudi bénh co
bénh canh dac biét ma viéc str dung don déc SCr
c6 thé cho két qua khong chinh xac [5].

Bai viét nay cung cép théng tin vé mot sbé dac
diém cla cac cong thirc tinh eGFR va viéc (rng
dung céac cdng thirc nay trong viéc hiéu chinh liéu
thudc ctia moét sé nhém thube quan trong.

Béng 2. So sdanh mét sé céng thirc wéc tinh chirc ndng than s dung trén Iam sang [3]

Céng L Qu"ém trlé nghién | Dic diém N )
thire Ket qua ctru xay d’L_Png chu’cAnang Uu diem Han che
cong thirc than
U'éce tinh do thanh thai creatinin
dai dién cho GFR.
Do twong quan gitra eCrCL va
Thuan tién st dung mCrCL: R? = 0,69.
Puoc ap dung trong cac | Str dung phtfcrng phap thu
N =236 ther nghiém lam sang dé |thap nwéc tiéu trong 24 gio lam
cG oCreL Tubi trung binh 53 | CrCL trung |dua ra khuyén cao ché | chuan. ’
(1976) | (mL/phut) (24% trén 70 tudi) bln’h 78 mL/ | dé lieu ) Uéc tinh thap hon trén nguoi
96% nam gidi la phat La cbng thirc chinh dé bénh suy than nang.
cwu quan nhan hiéu chinh liéu dung clia | Kém chinh xac trén ngwdi bénh
thudc trong cac khuyén |I&n tudi hodc can nang dac biét
cdo trén thé gioi (béo phi hodc nhe can).
St dung hé sb 0,85 ngoai suy
theo kinh nghiém trén ngudi
bénh nl gidi
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cén ) Quan thé nghién | Pic diém .
tht'pg Keét qua ctru xay dwng | chirc nang Uu diém Han che
cong thirc than
P30 trong khoang 73 -
N = 1628 GER 93%.
Tudi trung binh . St dung dd thanh thai o £ . .
50,6. Nam gici trung binh iothalamate 1am tham U’Acc tll"!h thgp h?n Vi nguoi
o 39,8 mL/ .2 bénh cé chirc nang than binh
MDRD- eGFR | 60% . phat/1,73m? chieu thwong hodc suy gidm nhe chirc
4 (mL/ 88% ngudi da : 2 MDRD-4 st dung 5 An ( "
: < It nguoi nang than (> 60 mL/phut)
phut/1,73 |trang o . phuwong phap E)han tich . N 2 a
(2006) m?) 6% méc dai tha bénh cé SCr dworc chuan héa Khong duwoc siv dung dé hiéu
o mac dalthao | GER on chinh liéu thudc trong hau hét
duo’ng Cai thién do chinh xac An ~A
hon 90 mL/ " A e khuyén cao
Thtca nguoi bénh phut/1,73m2 | 49C tinh GFR so v&i CG
d&u mac CKD ’ V@i nguoi bénh c6 GFR
< 60 mL/phut/1,73m?
N 5 5223 P30 = 91,5%
Tudi trung binh 43 St dung dd thanh thai
13% ngudi bénh iothalamate lam chuén
eGFR | co tudi trén 65 St dung phwong phap
CKD- GFR trung A Khéng dwoc st dung dé hiéu
EPI hgtr}l1_/73 58% nam 9%t |binh 68 mL/ pﬁag t'ﬁh SCr duge chinh liéu thudc trong hau hét
(2009) | P79 | Ching toc: c6 1% | phyt/1,73m2 [CNUANNOa —  Hhyyén cao.
m?) | ngudi bénh la Cai thién do chinh xac
nguwoi chau A so voi MDRD-4 trén
Tét ca ngudi bénh nguoi bénh c6 GFR > 60
déu mac CKD mL/phat/1,73m?
CG: Cockcroft-Gault; eCrCL: wdc tinh dd thanh thai creatinin; mCrCL: d6 thanh thai creatinin do dwoc; CrCL: do
thanh thai creatinin; CKD: Chronic Kidney Disease; SCr: néng do creatinin huyét thanh; MDRD-4: Modlification
of Diet in Renal Disease 4-variable; P30: ti ¢ gia trj woc tinh nam trong khoang 30% so voi gia trj tham chiéu;
CKD-EPI: Chronic Kidney Disease Epidemiology Collaboration; R?: hé sé twong quan

2. Cac cong thirc wére tinh chirng nang than ap
dung dé hiéu chinh liéu v&i moét sé6 nhém thudc
2.1. Cac céng thirc wore tinh chiee nang than
trong Iwa chon va chinh liéu DOAC
Cac thubc khang déng duéng ubng tac dung truc
tiép (DOAC) duwoc st dung ngay cang rong rai do

thuéc thuéc nhom

tréi hon véi thudc chéng déng khang vitamin K. Cac

nay déu thai trlr qua than (& cac

mtrc d6 khac nhau), do d6 can dwoc hiéu chinh liéu

dung dé& han ché tac dung khéng mong muén gay

hiéu qua, dé an toan va tinh thuan tién st dung vuwot

CrCl

90 ml/min —

50 ml/min —

40 ml/min —]

30 ml/min —f

15 mli/min —§

Dialysis —{

Dabigatran

110mg BID?

Rivaroxaban

15 mg

15!1 mgBWO/_ ¥ N ]

Edoxaban Apixaban
60 mgb
__-5mgBID/
— 2.5 mg BID®
30 mg
30 mg 2.5 mg BID

v

Chong chi dinh theo t& théng tin san pham
Rt it két qua di¥ liéu nghién ctru RCT cho ca thuéc khang vitamin K (VKA) va DOACs
Nén cd thé hoa didu tri va tiép can da chuyén khoa
Didu trj huéng téi nguei bénh, chia sé cac lwa chon diu tri, gém ca théng tin v& st dung
thuéc “off-label’

xuét huyét déng thdi dam béo hiéu qua diéu tri, dw
phong huyét khéi tdc mach.

a. Liéu 110 BID dworc st dung v&i nguwoi bénh
¢6 nguy co cao chay mau.

b. Mét sé tiéu chi khac cé thé &p dung dé céan
nhéc gidm liéu edoxaban (can ndng < 60 kg,
dang str dung cting thuéc trc ché bom P-gp).
Theo EMA, edoxaban nén dwoc st dung khi
CrCl cao chi khi da danh gia ki luvéng va cé thé
hoé nguy co téc mach - chdy méu.

c. Liu 2 x 2,5 mg chi dung khi téi thiéu 2 trong
3 diéu kién: tudi = 80, can nang < 60 kg, creat-
inin 2 1,5 mg/dL (133 umol/L).

Mdi tén mau vang: st dung than trong.

Tur viét tét: CrCl: d6 thanh théi creatinin; BID:
hai l&n mét ngay; EMA: Co quan Quén ly
Dwoc phdm Chau Au (European Medicines
Agency); DOAC: thuéc khang déng truc tiép
dwong ubng; RCT: nghién ctru thir nghiém 1am
sang ngéu nhién, VKA: thuéc khéng vitamin K.

Hinh 1. Khuyén céo vé liéu ding DOAC theo chirc ndng than ctia H6i Nhijp hoc Chau Au ndm 2021 [6]
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Mot sb nghién clru da dwoc tién hanh dé danh
gia sw khac nhau trong ché dd lidu ctia DOAC néu
str dung cong thirc eGFR (MDRD-4 hay CKD-EPI)
thay cho CG va cho thay sy chénh léch dang ké
trong cac nhém ngudi bénh (da diéu kién chi dinh
hay chéng chi dinh), ciing nhw hiéu chinh liéu theo

cac khuyén co, gdm ca qua liéu va khong du lidu.
Két qua cu thé dwoc trinh bay & Bang 3 [7, 8]. Apix-
aban dwoc ghi nhan la thubc c6 ty 1& khac biét it nhat
vé liéu dung khi st dung cong thirc MDRD-4, CKD-
EPI thay thé cho CG.

Béng 3. Ty 1é khédc nhau vé liéu dung ctia DOAC khi thay thé céng thirc CG bang MDRD-4 hodc CKD-EPI

Nghién ctru Manzano-Fernandez va cong sw (2015) [7] Cabeza va cong sw (2018) [8]
Thuébc MDRD-4 CKD-EPI MDRD-4 IDMS CKD-EPI
Apixaban 1,4% 1,5% 1,1% 1,3%
Dabigatran 11,4% 10% 3,5% 3,1%
Rivaroxaban 10% 8,5% 8,4% 7%
Edoxaban - - 5,7% 4,6%

Khi so sanh v&i cong thi'c CG, MDRD-4 cé xu
hwéng wéc tinh thp hon trén nhém ngudi bénh cé
GFR > 50 mL/phut/1,73m?, ngwoc lai wéc tinh cao
hon vé&i nhom cé GFR < 30 mL/phut/1,73m?2. Trong
khi d6, cac thir nghiém lam sang str dung cong thirc
CG dé khuyén cao vé lidu dung ctia DOAC. Viéc
thay thé eGFR cho CrCL dé Iwa chon thuéc va chinh
liéu co6 thé dan t&i nguy co chay mau do qua liéu
& nhém nguwoi bénh cé chirc nang than kém va Ion
tudi (trén 75 tudi), va thiéu liéu trén nhdm nguoi
bénh cé chirc ndng than tét hon [9 - 12].

2.2. Cac cbng thirc wore tinh chiee nang than
trong hiéu chinh liéu khéng sinh

Than la co quan thai trir chinh cGa nhiéu khang
sinh, do d6 viéc hiéu chinh liéu dwa theo chirc nang
than clia ngwoi bénh la can thiét dé giam thiéu cac
tac dung khéng mong muén. Vi vay, trong thwc hanh
ldm sang, cong thirc CG duoc cac bac si va duoc
sT st dung rong rai d& danh gia chirc ndng than cua
ngwdi bénh t dé hiéu chinh liéu thubc phu hop.
N&m 2017, FDA Hoa Ky lan dau tién phé duyét 2
khang sinh la delafloxacin va meropenem/vaborbac-
tam trong dé si dung MDRD-4 dé wéc tinh chirc
naéng than thay cho CrCL dé hiéu chinh liéu dung.
Tuy nhién, 2 khang sinh khac dwgc phé duyét sau
do la plazomicin (2018) va imipenem/cilastatin/rele-
bactam (2019) lai dwgc FDA phé duyét st dung
cong thirc CG dé hiéu chinh liéu. Cac bac siva dwoc
sT can chu y t&i cac khuyén céo ché do liéu theo to
thong tin s&n pham st dung coéng thirc nao dé danh
gia chrc nang than, cling nhw don vi tinh (tinh theo
dién tich bé mat co thé (Body surface area, BSA)
hay gia tri tuyét déi dwdi dang mL/phat) dé cé dwoc
Iwa chon phu hop cho ngwoi bénh [13].

Céc cong thirc str dung SCr (CG, MDRD-4 hay
CKD-EPI) déu tinh toan dwa trén gid dinh ndng do
creatinin &n dinh. Do do, trong cac dot nhiém tring
cép tinh, c6 tén thwong than cap hay chirc nang than
bién ddi lién tuc, viéc wéc tinh co thé s& kém chinh
xac. Sy thay dbi ciia ndbng do creatinin thwéorng dién
ra cham hon so véi mire loc ciu than. Nghién cliru
clia Crass va cac cdng sw cho két qua co téi 57,2%
trong s6 hon 18500 ngu®i bénh cé tinh trang tn
thwong than cip thoang qua (transient AKI) trong
vong 48 gi (chirc ndng than tré vé ngudng binh
thwdng sau 48 gi®). Sy thay déi ndng do creatinin
mau c6 do tré nhat dinh khi so véi bién dong mure loc
cau than. T4c gia da dé xuét chwa hiéu chinh liéu
trong vong 48 gio dau dbi véi thude khang sinh co
khoang diéu tri rong, nham tbi wu hiéu qué trong giai
doan “vang” dé kiém soat nhiém khuén [14].

Trong trwong hop tang thanh thai than (ARC),
cac cong thirc tinh eGFR c¢6 thé tré nén kém hiéu
qua. MDRD-4 va CKD-EPI dwoc xay dwng véi muc
dich ban dau la dé& phan loai mirc dé chirc nang than
trong suy than (tat ca cac ngudi bénh trong quan thé
nghién clru déu c6 suy than man), do d6 khé co thé
ngoai suy dwoc dbi voi tinh trang ting thanh thai.
Tuwong tw, trong cac nghién ctru 1am sang cé rat it
nguwdi bénh thudc nhém cé kich thwéc co thé dac
biét (qua béo hodc qua gay) [13]. Do dé, hiéu chinh
liéu khang sinh trén nhém ngudi bénh nay nén dwoc
can nhéc ki lwdng dwa trén nhidu yéu té thay vi chi
dwa vao gia tri wéce tinh chire ndng than thu dworc.

2.3. Céc cbng thurc wore tinh chirc nang than
trong hiéu chinh liéu thuéc diéu trj ung thw

Hau hét cac thudc diéu tri ung thu déu c6 pham
vi diéu tri hep, viéc st dung lidu qua cao c6 thé dan
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dén xuét hién cac doc tinh nghiém trong, nguoc lai
str dung thiéu lidu co thé lién quan dén thét bai diéu
tri kiém soat khéi u. Pa sb ngwdi bénh méc ung thw
thwong cé suy gidm chirc nang than, véi khoang
40 - 50% ngudi bénh cé suy than nhe (giai doan
G2 theo KDIGO, eGFR tir 60 - 89 mL/phut/1,73m?)
va 15 - 20% & giai doan 3 (eGFR tir 30 - 59 mL/
phat/1,73m?). Day 1a cac mbc quan trong trong viéc
lwa chon, hiéu chinh liéu thudc trong thwe hanh 1am
sang ciing nhw tuyén chon, loai trir dbi twong nguoi
bénh trong cac thtr nghiém lam sang. Hién tai, nhiéu
thudc diéu tri ung thw dang dwoc khuyén céo liéu
dung dwa trén két qua cac thtr nghiém lam sang
trong d6 da sb st dung cong thirc CG dé phan tang
va danh gia chirc nang than. Twong tw nhom DOAC,
viéc st dung eGFR thay thé cho CrCL dé hiéu chinh
liéu c6 thé méc sai sb trén nguwdi bénh suy than nang
va nguwoi bénh Ién tudi, lam gia tdng nguy co doc
tinh ca thuéc [3].

Bén canh két qué danh gia khéng déng nhét chirc
nang than cé thé dan téi qua liéu hay thiéu liéu, don
vi tinh ciing 1a van d& ma céc béc si, dwoc si chuyén
nganh ung thw can lwu y khi tinh toan liéu thubc ung
thw. Gia tri eGFR tinh toan dwgc tiv MDRD-4 hay
CKD-EPI dwoc chia theo dién tich bé mit co thé
(mL/phat/1,73 m2). Trong khi d6, mot sé thudc ung
thw lai dwoc khuyén cao hiéu chinh liéu dwa trén
don vi tuyét déi (mL/phut). Can lwu y do chénh léch

liéu thudc trén thuwc té gitra hai don vi tinh nay cé thé
rat dang ké, dac biét trudng hop ngwdi bénh co chi
s6 nay thap hodc cao hon nhiéu so véi gia tri tiéu
chuan (1,73 m?).

Gia str mot thube ung thu X ¢é liéu dwoc khuyén
cdo 1a 10 don vi/m? va dwoc khuyén cdo hiéu chinh
liéu dwa trén chirc ndng than va cé 3 ngudi bénh A,
B, C v@i théng tin nhw sau:

GFR (mL/phut) Hiéu chinh liéu
> 50 Khéng can chinh liéu
40 - 50 70% liéu
<40 60% lidu
”L%‘,'iﬁ' (mL/pﬁgSEan) S=g
A 50 1,73
B 50 2,07
C 50 1,35

Thwe hién tinh toan ché do liéu trén méi ngudi
bénh theo 2 cach: gia tri eGFR dw&i dang binh quan
BSA va gia tri tuyét d6i mL/phit. So' db tinh toan liéu
thubc dwoc thé hién & Hinh 2.

Quyét dinh hiéu

Pic diém nguai Ligu ding thude ban eGFR tinh theo gia tri binh quin BSA va theo gia tri tuyét chinh ligu theo Ligu cudi Sosanh
bénh ddu tinh theo BSA ddi dang mL/phut gia tri eGFR thu cung
duge
A 10 dan Chinh lidu theo eGFR theo binh quan BSA: 50 |_| Chinh ligu: 70% LiBu cudi
iin2 chifc nang than mL/phit/1,73m? Ligu ban dau 12,1 don vi
eGFR theo dodn vi tuyétdéi:  |_| Chinh ligu: 70% Ligu cudi
50 mL/phut ligu ban diu 12,1 don vi
Ligu ban dau theo
- 2
BSA=1,73m BSA: 17,3 don v
B s s eGFR theo binh quan BSA: 50 | Chinh ligu: 70% Ligu cudi
10 don Ghinh ligu theo mL/phiit/1,73m? ligu ban dau 14,5 don vi
vi/m? chi'c nang than
> = F
N
eGFR theo don vituyétdéi: |4 Chinh iBu: khong Li&u cudi
60 mL/phut can giam ligu 20,7 donvi
Ligu ban dau theo
= 2
BSA=2,07m BSA: 20,7 don vi
c 10 dan Chinh ligu theo eGFR theo binh quan BSA: 50 |J Chinh ligu: 70% Ligu cudi
vi/m? chife nang than mL/phit/1,73m? ligu ban dau 9,5 don vi
2GFR theo ddn vi tuyét dai: Chinh ligu: 60% Ligu cudi
39 mL/phut ligu ban dau 8,1 don vi
Ligu ban dau theo
BSA=1,35m? BSA: 13,5 don vi

Hinh 2. Sw khéc nhau giira don vi binh quén theo BSA (mL/phit/1,73 m?) va don vi tuyét déi (mL/phut) trong
tinh todn liéu thuéc ung thw [3]
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T so dd trén co thé thay s khong ddng nhét
vé liéu trén nhém ngudi bénh cé chi sé BSA qua
thap hodc qua cao khi st dung gia tri eGFR binh
quan BSA thay cho gia tri tuyét ddi va nguoc lai.
Hé qua c6 thé cé 1a tdng hodc gidm liéu qua muc,
tang nguy co gay doc tinh nghiém trong hodc that
bai diéu tri. Do d6, khi thyc hanh hiéu chinh liéu
thuéc ung thw, nhan vién y t& can chu y xac dinh
cbng thrc nao dwoc khuyen cao trong t& thdong tin
san pham hodc hwéng dan diéu tri, cling nhw liéu
dwoc chinh theo don vi tuyét di (mL/phut) hay don
vi binh quan theo BSA (mL/phut/1,73 m?). Viéc s
dung chéo don vi tinh thay cho nhau c6 thé dan t&i
qua liéu hodc thiéu lidu, dan t&i doc tinh hodc that

bai diéu tri, dac biét dbi véi nhivng ngudi bénh co
BSA qua khac biét [3].
3. M6t s6 lwu y véi cystatin C trong wéc tinh
chirc nang than

Cystatin C (cysC) la mét protein trong lwong
phan t& thap, dwoc gidi phong tir tat ca cac té bao
c6 nhan. Cystatin C thanh thai tw do qua cau than
trwéde khi dwoc chuyén héa tai 6ng lwon gan. Nong
do cysC trong mau da dwoc KDIGO dwa vao cong
thirc két hop véi SCr dé danh gia phan loai suy
than vao nam 2013 trong mét sb trwerng hop khi két
qua dwa trén SCr kém chinh xac, cling nhw dé xac
dinh suy than man trén ngudi Ion c6 eGFR .. 45
- 59 mL/phat/1,73m? [5].

Bang 2. Cac céng thirc CKD-EPI cystatin C

Te:lhtt'::::ng Phwong trinh
CKD-EPI | eGFR (mL/phut/1,73m?) =
cystatin C -0,499 1,328 .
(2012) theo | 133"min (S;y;C ,1) “max (s;ygc ,1) *0,996"“6+0, 932 (néu 12 i)
KDIGO '
CKD-EPI 8GFR (mL/phut/1,73m?) =
creatinin- a - 0,544 -0323 0778 tudi
cystatin C | 433:ip (QO “max (ﬁ1) “min (SCYSC ,1) *max (sCysc ,1) *0,9961 *0,963 (néu la ni¥)
(2021) theo K K 0,8
cap nhat
tir National
Kidney
Foundation
Trong d6, SCr (mg/dL), ScysC (mg/L): néng dd creatinin/cystatin C trong méu; x = 0,7 (nit) hodc 0,9 (nam); & = - 0,219 (ni¥)
hoéc - 0,144 (nam); min hodc max 1&n leot 12 gia trj nhé hon hodc Ién hon gitka SCr/x hode ScysC/0,8 so véi 1.
Ben vij tinh: tubi (ném), cén néng (kg)

Khéac v&i creatinin, ndng dd cystacin C it bi anh
hwéng hon béi tudi, chiing téc, gidi tinh, khéi lwong
co, va ché do an. Cystatin C dwoc xem |a phuong
an thay thé cho creatinin trong mét sb trwéng hop
gidm san xuét creatinin, dan t&i cé thé wéc tinh
két qua GFR I6n hon thyc té chirc ndng than trén
nguwdi bénh. Do dé, cystatin C cé loi thé hon trén
cac ngwdi bénh ndm vién dai ngay, méc chirng loan
duéng co hodc cé khdi lwong co thap, cut chi, ...
Bén canh cac wu diém khi so v&i creatinin, cystatin
C ciling c6 han ché trong mot vai bénh canh dac
biét: béo phi, ung thw, st dung cung corticoid, ghép
tang, hut thuéc, bénh ly tuyén giap hay tim mach.
Trén thyc té, st dung cystatin C dé danh gia chirc
nang than trong thyc hanh |am sang hién van dang
con gap phai cac han ché vé ki thuat xét nghiém
va khoadng tham chiéu dé hiéu chinh liéu thubc t
cac ngudn tai liéu thworng dwoc str dung dé tra ctru
thong tin thudc trong thwe hanh [4].

4. Két luan

Danh gia chirc nang than théng qua muec loc
cau than (GFR) déng vai trd quan trong trong viéc
lwa chon va s dung thudc an toan va hiéu qua.
Tuy nhién, viéc wéc tinh GFR chinh xac hon khéng
ddng nghia vé&i viéc hiéu chinh ché do liéu phu
hop hon cho ngwoi bénh. Hau hét cac khuyén cao
hiéu chinh liéu theo chirc ndng than hién tai (thubc
chéng déng dwédng udng tac dung trwc tiép, khang
sinh, thubc diéu tri ung thw, ...) déu dwoc khuyén
cdo dya trén di liéu tir cac thtr nghiém lam sang
st dung cong thirc Cockeroft-Gault d& danh gia,
phan tang chirc nang than cta nguwoi tham gia.
Viéc str dung cac cong thirc mei wée tinh mire loc
cau than (MDRD-4, CKD-EPI) nén dwoc siv dung
mot cach cén trong va dwa theo khuyén céo tu to
théng tin san phadm va cac huéng dan diéu tri, bdi
it nhidu c6 sw khac nhau gitra cdng thirc tinh eGFR
so v&i CG. Nhan vién y t& nén thwdng xuyén cap
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nhat cac thong tin vé thuéc méi dwoc phé duyét
dé ndm chéc dwoc cong thirc nao dwoc str dung
dé& khuyén cao liéu dung cho thubc. Trweng hop
diéu tri nhiém khuén néng c6 tdn thwong than cap
thoang qua, sw thay dbi ndng do creatinin mau co
mot do tré nhat dinh do dé co thé tam tri hoan chinh
liu mot sb thubc trong vong 48 gid dau, 1a thoi
diém vang kiém soat nhiém khuan. Cudi cung, bén

canh creatinin truyén thdng, cystatin C dwoc cho
la mot gidi phap tiém nang trong cac trwdng hop
két qua str dung xét nghiém creatinin don doc c6
thé kém chinh xac. Tuy nhién han ché vé ki thuat
xét nghiém va dir liéu hién cé, can thém thdi gian
dé danh gia vai trd clia marker mai nay trong hiéu
chinh liéu thubc trén lam sang.

Danh muc twr viét tit

T\ .Kt . B . B ~ K 5 . 5 ;
L:é‘l't'e Dién giai tiéng Anh | Dién giai tiéng Viét Te't'é‘t"et Dién giai tiéng Anh | Dién giai tiéng Viét
ARC Augmented Renal Téing thanh thai than oGFR estlmateq Glomeru- M}rc I'c_)c cau than
Clearance lar Filtration Rate woc tinh
Dién tich b& mat co The United States | Co' quan Quan ly
BSA Body Surface Area | 1 & EBQK‘ Food and Drug Thuc phdm va Duoc
Y| Adminitration phdm Hoa Ky
.. | Do thanh thai creat- )
CrCl Clearance creatinin | .. Glomerular Filtra- . N .
inin GFR ] Mturc loc cau than
tion Rate
DOAC Direct act|ng oral ghl‘léc Chf)ngt('i(")r:jg Kldney Disease Cai Thlén Két Qua
anticoagulants t ngg uong tac dung KDIGO | Improving Global Toan Cau V& Bénh
rectiep Outcome Than
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PHAN TiCH SU’ DUNG KHANG SINH DIEU TRI NOI TRU
TAI BENH VIEN BACH MAI NAM 2023

1. Dat van dé

Chuwong trinh quan ly st dung khang sinh
(AMS), cliing v&i cac hoat dong kiém soat nhiém
khuén, doéng vai trd dac biét quan trong nham déi
phé vé&i cac thach thirc do vi khuan dé khang khang
sinh gay ra. Muc tiéu ctia AMS la thic day viéc st
dung khang sinh hgp ly, dm bao an toan cho ngu&i
bénh va duy tri hiéu lwc ctia khang sinh trong diéu
tri [6]. Theo d6, hoat dong theo ddi tiéu thu khang
sinh dwoc coi 1a céng cu hivu ich va can dwoc trién
khai lién tuc nham gép phan thwe hién cac muc tiéu
trén [4], [6 - 8].

Nh&m tang cudng st dung khang sinh hop Iy
va trién khai cac hoat déng ctia chwong trinh Quan
ly khang sinh trong Bénh vién, Bénh vién da co
cobng van sbé 369/BVBM-DUOC nam 2022 vé viéc
thwe hién va kém theo hwdng dan st dung mot
sb thubc trong chuong trinh quén Iy khang sinh va
bd sung coéng van 5224/BM-DUOC nam 2023 vé
viéc thuc hién va kém theo hwéng dan st dung
mot s6 khang sinh méi trong chwong trinh quan

Mdrc do tiéu thu toan bénh vién
45 - 110%
= 40 89%

2021 2022 2023
Nam

mS4 liéu DDD/100 ngay diéu tri

ly khang sinh tai Bénh vién [2], [10]. Bon vi Duoc
lam sang - Thong tin thudc, Khoa Duoc da dinh ky
thwe hién phan tich st dung khang sinh trong diéu
tri ndi tru tai Bénh vién bao cao Ban Giam déc, Hoi
ddng Thubc & Diéu tri ddng thdi théng tin cho cac
don vi lam sang v&i muc dich cung cap hinh anh st
dung khang sinh va dinh hwéng cho cac hoat dong
chuyén moén trong chwong trinh quén ly s dung
khang sinh nhdm thac day s dung khang sinh hop
ly, an toan tai bénh vién.
2. Tinh hinh st dung khang sinh trong diéu tri
noi tra tai Bénh vién nam 2023

Trong nam 2023, m&c d6 tiéu thu khang sinh
trung binh toan vién la 37,82 DDD/100 ngay nam
vién, twong dwong murc tiéu thy trung binh toan
vién ndm 2021 va gidm hon so véi nam 2022. Téng
chi phi danh cho khang sinh trong nam 2023 wéc
tinh khoang 293 ty VNBD. Mirc do tiéu thu va chi phi
tiéu thu khang sinh tai Bénh vién tir nam 2021 dén
hét nd&m 2023 dwoc trinh bay chi tiét trong Hinh 1.

Chi phi tiéu thu toan bénh vién
350 -

505: 4 125%
250 108%
2 200
“O
k=]
2150 -
100
50
0
2021 2022 2023

Nam

OChi phi tiéu thu

Hinh 1. Mdrc d6 tiéu thu, chi phi tiéu thu khang sinh tai Bénh vién (2021 - 2023)

Trong giai doan 2021 - 2023, mac du chi phi
danh cho khang sinh cé xu hwéng tang dan qua
trng nam nhwng murc dé tiéu thu khang sinh chung
trong toan bénh vién lai c6 xu huwéng gidm. Hinh
anh tiéu thu va chi phi lién quan khang sinh trong
3 nam tir 2021 dén hét nam 2023 tai cac khoa 1am
sang cu thé trong Bénh vién dwoc trinh bay trong
Hinh 2 va Hinh 3.

Mac du ganh nang khang sinh chu yéu van roi
vao cac khoa 1am sang c6 bénh nhiém nhuw: Trung
tam Ho6 hap, Trung tam Hbi strc tich cwe, Trung
tam Gay mé hdi strc, Trung tdm Bénh nhiét d&i, tuy
nhién, mirc d6 tiéu thu khang sinh trong nam 2023
trong toan bénh vién cé xu hwéng gidm hon so voi
cac nam 2021 va 2022.

Theo phan loai AWaRe ctia Td chirc Y té Thé
gi¢i (WHO), cac khang sinh dwgc phan loai thanh 3
nhom Access, Watch, Reserve va nhém cac khang
sinh khéng phan loai duwgc vao 3 nhém trén (cefop-
erazon/sulbactam, amoxicilin/sulbactam) [7], trong
doé cac khang sinh thuéc nhém Access va Watch
dwoc lwa chon dwa vao chi dinh la lwa chon wu tién
(ho&c thay thé) dwa trén phd tac dung, nguy co dé
khang. Cac khang sinh thuéc nhém Reserve duwoc
lwa chon dwa vao tiéu chi la khang sinh dw triv cubi
cung cho nhiém khuén nghi ngd hodc xac dinh do
vi khuan da khang va cac khang sinh mai.

MUrc do tiéu thu va chi phi lién quan dén khang
sinh theo phan loai AWaRe trong toan vién ttr nam
2021 dén hét ndm 2023 dworc trinh bay trong Hinh 4.
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T cac s6 liéu phan tich, c6 thé nhan thay cac
khang sinh phd réng nhém Watch van la cac khang
sinh dwoc si dung chd yéu tai Bénh vién, chiém
khoang 70 - 80% lwgng khang sinh va chi phi
khang sinh ctia Bénh vién. Trong khi do, cac khang

sinh thudc nhém Access va Reserve van gitr mot
mutrc do tiéu thu én dinh qua cac nam.

Murc d6 tiéu thu khang sinh theo phan loai AWaRe
clia cac don vj trong toan Bénh vién theo phan loai
AWaRe nam 2023 duwgc trinh bay trong Hinh 5.
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Hinh 5. Mirc d6 tiéu thu khang sinh theo phan loai AWaRe tai cac khoa Iam sang trong nam 2023

Khang sinh s&r dung da sb van la khang sinh
phé réng nhdom Watch. Nhém Access cé murc tiéu
thu thap k& ca déi voi cac khoa thudc khdi Ngoai
nhw khoa Phau thuat I6ng ngwc, Ngoai t6ng hop.
Khang sinh nhém Reserve dugc tiéu thu tap trung
chd yéu & cac khoa thudc khéi Héi strc nhw Trung

tam Hoi stre tich cwe, Trung tam Gay mé hoi sure.

Mutrc d6 tiéu thu cda cac khang sinh can phé
duyét thuéc nhom Reserve toan Bénh vién trong
nam 2023 so sanh v&i cac nam 2021 va 2022 duwoc
mo ta trong Hinh 6.
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Hinh 6. Mdrc dé tiéu thu cua cdc khang sinh nhém Reserve trong 3 nam (2021 - 2023)

Can ci theo phan loai AWaRe cia WHO va
Quyét dinh 5631/QD-BYT cla Bo Y té, dén hét nam
2023 tai Bénh vién Bach Mai hién c6 07 khang sinh
thudéc nhém khang sinh dw trir, wu tién quan ly va
can phai hoi chan co6 y kién cla Dwoc Iam sang
trwdc khi st dung, bao gém: colistin (tinh mach),
linezolid (tinh mach, uéng), fosfomycin (tinh mach),
ceftazidim/avibactam (tinh mach), ceftolozan/tazo-
bactam (tinh mach) va daptomycin (tinh mach) [1],

[7]. Trong d9, colistin la mdt khang sinh quan trong
trong diéu tri cac nhiém khuan gay ra do vi khuan
Gram am da khang, m&c d6 tiéu thu cla colistin
vao ndm 2023 da dat mlrc cao nhét trong so v&i 2
nam trwdc do, trong khi do linezolid va fosfomycin
mac du cling la nhirng khang sinh dw trir c6 mrc dd
tiéu thu cao nhuwng da cé xu hwéng gidm dan, dac
biét mirc doé tiéu thu cla linezolid trong nam 2023
da giam 51% so v&i nam 2021 do tac dong tich cuc
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cua hoat dong Duoc lam sang quan ly khang sinh
nay dwoc trién khai tir ndm dau ndm 2022 tai bénh
vién.

TOP 15 hoat chat nam 2023
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Bén canh cac khang sinh dw tri¥ va can wu tién
quan ly tai Bénh vién, mot sé khang sinh khac cling
dong mot vai trd quan trong c6 mrc d6 va chi phi
tiéu thu cao dworc trinh bay trong Hinh 7.

TOP 15 hoat chat nam 2023
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Hinh 7. Mirc d6 va chi phi tiéu thu cta 15 khdng sinh c6 gia tri Ién nhat trong nam 2023

T hinh anh trén c6 thé nhan thdy hau hét cac
khang sinh trong danh sach déu cé mac do tiéu thu
tang trwdng qua tirng nadm, didu nay ciing twong
ddng v&i chi phi tiéu thu danh cho cac khang sinh
nay. Mot sé6 khang sinh c6 mirc do va chi phi tiéu
thu tang dién hinh cé thé k& dén nhu meropenem,
ceftriaxon.

Mdrc do tiéu thu

3. Tinh hinh s dung thuéc khang ndm trong
diéu tri ndi tra tai Bénh vién nam 2023

Murc d6 tiéu thu thubc khang ndm va chi phi lién
quan dén nhém thuéc nay trong diéu tri ndi tri toan
Bénh vién trong 3 nam 2021, 2022 va 2023 duwoc
thé hién trong Hinh 8.
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Hinh 8. Mirc d6 tiéu thu, chi phi str dung thuéc khang ndm néi trt giai doan 2021 - 2023
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Hinh 9. Mirc d6 va chi phi tiéu thu cta cdc thubéc khdng ndm trong toan vién giai doan 2021 - 2023
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Murc dé tiéu thu va chi phi tiéu thu danh cho cac
thudc khang ndm ciing dang cé chiéu huéng ting
déu qua cac nam. Dac biét, chi phi trong nam 2023
danh cho céc thubc chéng ndm tang hon 68% so
véi ndm 2022. Hinh anh v& mc d6 va chi phi tiéu
thu cla cac thubc khang ndm trong toan Bénh vién
giai doan 2021 - 2023 dwoc trinh bay trong Hinh 9.

Fluconazol (dwdng ubng va tinh mach) van
la khang ndm c6 mirc d6 tiéu thu cao nhét trong
toan Bénh vién. Tuy nhién ganh nang chi phi dbi
véi thube khang ndm roi vao amphotericin B phirc
hop lipid, caspofungln voriconazol t|nh mach va
voriconazol uéng. Hai thuéc khang ndm cé chi phi
I&n tai Bénh vién nam 2023 Ia amphotericin B phirc
hop lipid va caspofungin. Hai thuéc nay dwoc st
dung chu yéu tai cac don vi lam sang nhw Trung
tam Hoi strc tich cuwc, Trung tam Gay mé héi strc,
Trung tdm H6 hap, Trung tdm Huyét hoc & Truyén
mau va Trung tam Bénh nhiét doi. Can clir theo
Quyét dinh 5631/QD-BYT cua Bo Y té [1], Bénh
vién hién c6 05 khang ndm thudéc nhém khang ndm
can wu tién quan ly gdbm: caspofungin, micafungin,
anidulafungin, amphotericin B phtc hop lipid va
voriconazol tinh mach. Bénh vién da ban hanh
hwéng dan st dung cac thubc nay va dwoc cac
duoc s lam sang ra soat, duyét phiéu truéc khi st
dung thudc cho ngudi bénh.

4. Ban luan

Nhin chung mirc d6 tiéu thu khang sinh ctia Bénh
vién nam 2023 van & murc cao. St dung khang sinh
nam 2023 trong bénh vién van tap trung chud yéu
vao cac khoa lam sang diéu tri cac ngudi bénh cé
bénh nhiém trung hodc diéu tri nguwdi bénh ndng
nhw: Trung tdm H6 hép, Trung tdm Bénh nhiét dai,
Trung tam Hébi strc tich cwe, Trung tdm Gay mé hoi
strc, bén canh do6 ¢ Trung tdm Tiéu hda - Gan Mat.

Té chirc Y té Thé gidi khuyén cédo khang sinh
nhom Access nén chiém khoang 60% tong lwong
khang sinh str dung, trong khi ty 1& st* dung nhém
khang sinh nay tai B&nh vién Bach Mai trong nam
2023 con & murc thap, chi chiém khodng 20% [5].
Ty I tiéu thu khang sinh nhdm Watch trong nam
2023 1a 77%; van la nhom khang sinh chiém vi tri
quan trong nhat trong cac nhém khang sinh dwoc
st dung tai Bénh vién. Sé liéu nay ciing twong déng
v&i di¥ liéu khado sat tinh hinh tiéu thu khang sinh tai
Bénh vién Bach Mai giai doan 2013 - 2020, trong
do, tiéu thu khang sinh nhém Watch chiém 66,6%
tbng lwong tiéu thu khang sinh toan vién trong 6
nam [3]. Pay la dac thu cho co cdu st dung thubc
tai mot don vi diéu tri da khoa hoan chinh, tuyén
cudi, diéu tri nhiéu ngwdi bénh cé tinh trang nhiém
khuén nang, phirc tap va nhiém khuén do vi khuén
da khang nhuw bénh vién Bach Mai.

Hinh anh cac khang sinh c6 mic chi phi cao

nhét tai Bénh vién Bach Mai trong ndm 2023 chua
c6 sy thay ddi nhiéu so v&i cac nam trudc d6 [2],
v&i hinh anh néi trdi ctia cac khang sinh: meropen-
em, colistin va imipenem/cilastatin van & muic cao.
Cac khoa c6 mirc dd st dung meropenem nhiéu
nhat van la cac khoa lam sang bénh nhiém diéu
tri cac nguwdi bénh nang nhu: Trung tdm Hoi sirc
tich cwc, Trung tdam Bénh nhiét d&i, Trung tam HO
h&p va Trung tam Gay mé hdi strc. Viéc st dung
phd bién cac khang sinh phd réng (carbapenem)
hay cac khang sinh da dwoc khuyén cdo cé thé
gay tén hai phu can (fluoroquinolon) cé thé lam gia
tang ap lwc chon loc dé khang khang sinh va ciing
can dwoc lwu y trong chwong trinh quan |y st dung
khang sinh tai Bénh vién.

Ngoai ra, hinh &nh st dung khang sinh tai Bénh
vién cling ghi nhan s gia tang tiéu thu cta vanco-
mycin va colistin so véi giai doan trwéc dé. Didu
nay c6 thé duorc ly gidi do sw thay ddi ctia mét bénh
va hinh anh dich t& khang thudc cda vi sinh vat gay
bénh tai bénh vién. Tr nam 2019, hoat ddng hiéu
chinh lidu théng qua giam sat néng dd thudc trong
mau (TDM) véi vancomycin (cap nhat va mé réng
nam 2021) va duyét don colistin theo quy trinh da
duoc bénh vién phé duyét da dwoc trién khai hiéu
qua véi sw phdi hop tich cuc gitra cac Khoa lam
sang - Khoa Vi sinh - Dwoc 1am sang théng qua
hinh thirc trao ddi théng tin phong phi nhw hoi chan
(lién khoa, toan vién) dwdi hinh thire tryc tiép hay
trwc tuyén théng qua cac nhém facebook, zalo,
viber... gitip théng tin dwoc trao d6i nhanh chéng.
Do vay, nguwdi bénh dwoc chi dinh thudc, hiéu chinh
lidu phu hop, giam sat tac dung khéng mong muén,
theo dbi dap ng lam sang kip th&i trong qua trinh
st dung thuéc.

Vé thudc khang ndm, do d&c thu & Bénh vién
tuyén cudi, danh muc thubc khang ndm tai Bénh
vién rat da dang vé chiing loai. Ngoai ra, cung v&i
sy phat trién cha cac phuo’ng phap diéu tri mai,
ap lyc s dung khang sinh pho rong keo dai cling
c6 thé gia tang nguy co nhiém nam trén cac nguoi
bénh c6 suy gidm mién dich, ngwdi bénh ung thw,
nguwdi bénh c6 bénh mau &c tinh, ngwdi bénh hoi
strc, ngudi bénh cé phau thuat. Thém vao do, tién
bd cla xét nghiém vi sinh gitp phat hién va chan
doan nhiém n&dm xam lan tét hon. Sy ban hanh kip
thdi cla hwéng dan st dung mot sé thube khang
ndm trong chwong trinh quan ly khang sinh tai
Bénh vién la co s& chuyén mén gép phan rat Ion
trong viéc dinh huwéng viéc chi dinh thubc khang
nam cho ngudi bénh cac huwdng dan chan doan va
diéu tri nhiém n&m trén thé gidi va tai Viét Nam la
co s& chuyén mén dinh huéng viéc chi dinh thubc
khang ndm cho ngudi bénh, dac biét véi cac thube
khang ndm cé mirc d6 st dung gia tang va c6 chi
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phi tiéu thu 1&n nhw cac thudc nhém echinocandin,
voriconazol va amphotericin B phirc hop lipid.
5. Kién nghi va dé xuat

Két qua phan tich st dung khang sinh tai Bénh
vién Bach Mai trong nam 2023 da giup mo ta thwc
trang va cac tac dong cua chuwong trinh Quan ly
khang sinh dang trién khai tai Bénh vién. Dé trién
khai hiéu qué hoat dong AMS can thyc hién giam
sat tiéu thu khang sinh dinh ky trong toan Bénh vién
va tai cac don vi lam sang nham giup diéu chinh
phac dd diéu tri kinh nghiém dwa trén xu hwéng
dé khang, mé ta sy thay déi thwc hanh Iam sang
theo thoi gian, xac dinh cac khoa phong st dung
nhiéu khang sinh hoac s dung khang sinh khéng
phu hgp véi chinh sach s&r dung khang sinh cla
Bénh vién dé trién khai cac can thiép chuyén mén
phu hop.

Mot s6 thubc cd chi phi st dung cao nhw
meropenem, imipenem/cilastatin, colistin, caspo-
fungin, micafungin, amphotericin B phirc hop lipid,
voriconazol tinh mach,... nén cé chinh sach diéu
tiét va quan ly phu hop vé mét chi phi - hiéu qua va
tang cwong giam sat st dung trong chwong trinh
quan ly khang sinh cla bénh vién. Nhdm nang cao
hon nira hiéu qua cla hoat dong Dwoc lam sang
trong chwong trinh Quan ly khang sinh, trong thoi
gian t&i nén co ké hoach trién khai va thwe hién cac
ndi dung chuyén mén sau day:

- Tiép tuc xay dung cac “Huéng dan s dung
khang sinh wu tién quan Iy’ clia Bénh vién va trién
khai ap dung Hwéng dan nay trong thwe hanh giap
chuén héa viéc st dung khang sinh.

- V6i cac thube khang sinh, khang ndm dw triy
(linezolid, colistin, caspofungin, micafungin, ampho-
terecin B phirc hop lipid, voriconazol tinh mach,...)

can tiép tuc duy tri quan ly st dung théng qua hoat
dong duyét don/hoi chan ctia Dwoc 1am sang hién
dang ap dung. Can nhac mé& rong hoat déng nay
véi cac thube trong danh muc wu tién quan ly (theo
Quyét dinh 5631/QD-BYT) trong dé bao gébm cac
thudc khang sinh va thudc khang ndm méi.

- Duy tri trién khai hwéng dan s dung khang
sinh dw phong v&i sw phdi hop clia bac si - dwoc
sT - diéu dwéng tai Khoa Phau thuat Lodng ngwe va
Trung tdm Ph3u thuat Tiéu héa. Tng budc mé
rong hoat dong quan ly khang sinh trong Ngoai
khoa dén cac Khoa lam sang hé Ngoai khac trong
bénh vién.

- M& rong cac hoat déng hdi chan, binh bénh
an khang sinh; di buéng phéi hop gilra cac chuyén
khoa lam sang, Vi sinh va Dwoc l1am sang, tw van
chinh liéu khang sinh (vancomycin, colistin) sau khi
c6 két qua giam sat ndng do thudc trong mau; trao
ddi théng tin thude kip thei va giam sat phan (rng c6
hai ctia thudc trong qua trinh st dung.

- Téang cuwéng tap huan, dao tao cho nhan vién y
té vé st dung khang sinh hop ly trong cac chuyén
khoa.

Danh muc tir viét tit
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AMS Antimicrobial Stew- | Chwong trinh quan ly
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World Health orga- g .
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HWONG DAN VE TRUYEN KEO DAI, TRUYEN LIEN TUC
KHANG SINH BETA-LACTAM DIEU TRI CAC NHIEM KHUAN NANG

Beta-lactam |a khang sinh c6 hiéu lwc diét khuan
phu thudc vao thoi gian duy tri dwoc ndng do thube
trén ndng dd (e ché téi thidu véi chiing vi khuan gay
bénh (MIC). Khang sinh nhom beta-lactam hién git
vai trd quan trong trong phac dé diéu tri nguwei bénh
nhiém khuan nang tuy nhién tinh hinh dé khang cua
vi khuan gay bénh véi nhém khang sinh nay cé xu
hwéng ngay cang gia tang. Nhiéu th nghiém lam
sang ngau nhién da dwoc thyc hién nhdam danh
gia hiéu qua cta phuong phap truyén ngét quang
(th&i gian ngan tir 30 phat - 1 gid) so véi truyén
khang sinh beta-lactam kéo dai hodc truyén lién
tuc. Cac th&r nghiém dwoc cong bd gan day phai
ké dén bao gdm thtr nghiém MERCY céng bé trén
Tap chi cia Hiép hoi Y khoa Hoa Ky (JAMA) thang
7/2023 [15] hay thtr nghiém BLINGIII cong bb trén
JAMA thang 6/2024 [22]. Két quéa cla tébng quan hé
thdng dwoc dang tai trén JAMA thang 6/2024 phan
tich di liéu ttr 18 th&r nghiém lam sang phan nhém
ngau nhién, so sanh gitra truyén lién tuc va truyén
ngét quang cac khang sinh beta-lactam véi téng
céng 9108 ngudi bénh ngudi Ién c6 chan doan
nhiém khuadn huyét (sepsis) hodc shock nhiém
trung dang diéu tri tai cac don vi hdi strc tich cuc
(ICU) cho thay viéc truyén kéo dai ho&c truyén lién
tuc cac khang sinh beta-lactam gitp gidm nguy co
t& vong tai ICU (RR, 0,84; Cl 95%, 0,70 - 0,97)
va tang ty Ié thanh cong lam sang (RR, 1,16; ClI
95%, 1,07 - 1,31) [5]. Khuyén céo cap nhat déng
thuan ndm 2023 gitra cac Hoi chuyén mén gém Hoi
Duoc lam sang Hoa Ky (ACCP), Hiép hoi thubc
khang khuan Vwong quéc Anh (SAC), Hoi nghién
ctu bénh xo nang (CFF), Hbi vi sinh Iam sang va
cac bénh truyén nhiém Chau Au (ESCMID), Hiép
hdi bénh truyén nhiém Hoa Ky (IDSA), Hai Y hoc
diéu tri tich cwe (SCCM), Hoi cac duoc si trong linh
vuc bénh Truyén nhiém (SIDP) da dé xuét ap dung
truyén dai hoac lién tuc khang sinh beta-lactam &
nguwdi bénh nang dang diéu trji tai ICU, dac biét
trong trwong hop diéu tri nhiém trang do vi khuan
Gram am da khang [11].

Khi truyén kéo dai hodc lién tuc khang sinh be-
ta-lactam, can lwu y cach pha, thdi gian truyén dé
dam bao thubc 6n dinh vé mat héa hoc trong subt
qué trinh s dung thudc. Khang sinh beta-lactam

nén dwoc st dung liéu nap (loading dose) ban dau
gitp day nhanh téc do dat néng do didu tri cua
thuéc tai md nhiém trung trong ngay dau tién st
dung. S dung liéu nap dwoc khuyén céo ap dung
v&i truyén lién tuc cac khang sinh nay [11]. Khi can
chi dinh truyén kéo dai, lién tuc cac khang sinh be-
ta-lactam dé diéu tri cac nhiém khuan nang tai cac
don vj diéu tri nguw®i bénh nang, cac bac si, dwoc
sT va diéu duwéng c6 thé tham khao “Hwéng dan vé
truyén kéo dai, truyén lién tuc khi dung ché dd liéu
cao diéu tri cac nhiém trung ndng” dwoc ban hanh
ap dung trong Bénh vién, chi tiét dwoc trinh bay

trong Bang dud¢i day [1].
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Bang. Ché dé liéu theo MIC cta vi khuén, chirc ndng than cta ngudi bénh va hwéng dan pha truyén kéo dai, truyén lién tuc khéng sinh

e

. . A " L2 . < A MIC dé khang N A = 2 A A 2 .
Khang sinh | Lieu nap Lieu theo chirc nang than va dich PK/PD Hoan nguyén | Pha loang dé truyén Do on dinh
X Cler < 30 mL/phut: 2 g méi 24 gi¢ truyén trong 1 1-2gt 40 mL
0,5 g truyen . ggic‘y e ° 4 mg/L 15 mi; NaCl 099‘;3”?35&?20]
Ceftriaxon trong 30 : — = 0 trong ! 24 gio [3]
phat[13] | Cler>30 mL/phat: 2 - 4 g truyén lién tuc méi 24 fromc > 100% [13] NaCl 0,9% [20] Nong d6 sau pha
gio [13] ’ loang: 50 mg/mL [20]
Cler > 50 mL/phut: truyén lién tuc 1 - 2 g mdi 8 24 gio [3]
3 i [16 1 - 2 2
2q truyén ol _ 8 mglL wong | 09% G8% RLR | ok ayncine ot
Ceftazidim trong 30 Cler 30 - 50 mL/phut: truyén lién tuc 1 g moi 8 f > 40% g )~ 10, SAC P - pyridine.
phat [12] gio [16] ; T>“£°1 00% [16] 10 mL NCPT Nong do sau pha gay doc tinh.
; - ToMIC 0 [20] lodng: 20 mg/mL [20] | Gir ndng do < 3% va
Clcr < 30 mL/phut: chwa tim dwoc di liéu [16] nhiét dé 15 - 25°C
Cler > 90 mL/phat: 3 - 6 g truyén lién tuc hodc 2
g méi 8 gid truyén kéo dai trong 4 gidy
15 219”(9 Clcr 60 - 90 mL/phut: 3 g truyén lién tuc hodc 2 g T 1-2g 1-2gtrong ?O > 1000
_ [21] mdi 12 gio truyén kéo dai trong 4 gio» 9 trong mL NaCl 0,.9%, G5% | \iat g6 phong: 24
Cefepim 2 g[24] - O = fome > 50% dwoc dung dich nong R
X Cler 30 - 60 mL/phut: 1,5 g truyén lién tuc hodc 1 ) 10 mL NCPT, Nl / gio [4]
Truyén trong PR e . . fre > 100% [18] ) dd ~19 - 38 mg/mL
30 phat g moi 8 gid truyen kéo dai 4 gio NaCl 0,9% [20] [20]
Cler 10 - 30 mL/phdt: 0,75 g truyén lién tuc hodc
0.5 - 1 g mdi 8 gio truyén kéo dai trong 4 gid [18]
Cler > 91 mL/phat: 4,5 - 6 g truyén lién tuc méi
24 gio
. - = 1-2gtrong 50 - 100 25°C
Cler 50 - 90 mL/phut: 3 - 4,5 g truyén lién tuc maéi 1 N
05-1g p Es g truy : 6 mall trogg mL NaCl 0,9% 50 mg/mL: 3 gio[3]
Meropenem | truyén trong = TN por Néng d6 sau pha 40mg/mL: 8 gio[4]
. e 0 f >98% [2 = )
30 phat [14] | C1or 30 - 49 mL/phit: 3 g truySn llen tuo moi24 1 Hoe 12 | 20 m['é(’)‘;CPT loding: 1- 40mg/mL | 10 - 20mg/mL:12 gio>
= _ , [20] 4]
Clcr 10 - 29 mL/phut: 1 g mo6i 8 gio truyén kéo
dai trong 3 gio [2]
Cler > 90 mL/phat: 1 g/1 g méi 6 gid truyén kéo
dai trong 3 gi&
1919 959 0,59/0,59
Imipenem/ truyén trong Cler 60 - 90 mL/phat: 1 g/1 g méi 8 gié truyén 8 mg/L trong 059/059 troong 180 s
. ; - AN . mL NaCl 0,9%, G5%, 25°C: 4 gio [3]
cilastatin 1 gio [7], kéo dai trong 3 gio fome > 40% [8] 10 mL NaCl RL, R [20]
(23] Cler < 60 mL/phut: 0,5 g/0,5 g mi 6 gid truyén 0,9% [20] '

kéo dai trong 3 gid [8]

o




MIC dé khang

Khang sinh | Liéu nap* Liéu theo chirc nang than va dich Pk/pp | Hoan nguyén | Pha loéng dé truyén D6 6n dinh
Cler > 90 mL/phut: 8 g/1 g - 16 g/2 g truyén lién
tuc méi 24 gi¢ [10]
Cler 40 - 90 mL/phut: 4 g/0,5 g mdi 6 gi® truyén
_ N 4g/05g | kéodaitrong 3 -4 gio; hoac truyén lién tuc 8 g/1 49/05g
Piperacillin/ truyén trong g - 16 g/2 g truyén lién tuc mbi 24 gior [17] 16 mg/L trong 50 - 150 mL NaCl 25°C: 24 gios [4]
[V 0, .
tazobactam | o e - frome > 100% [17] | 20 mL NCPT, 0,9% [20]
PRULIB] | Clcr 20 - 40 mL/phut: 4 g/0,5 g m3i 8 - 12 gi& NaCl 0,9% [20]
truyén kéo dai trong 3 - 4 gi&r [17] i
Cler < 20 mL/phat: 4 g/0,5 g mbi 12 gi® truyén
kéo dai trong 3 - 4 gio [17]
Cler > 50 mL/phdt: 2 g/0,5 g méi 8 gid truyén
trong 2 - 4 gi&» hodc truyén lién tuc [7]
» o5 | Clor30-50 mLiphit: 1/0,25 g mdi 8 gier truyén 2 g/0,5g 2l 6292/0 ”(‘3'-553(3'
Ceftazidim/ truygén ’tro%g i 2- g ol il s Nc‘)n;; d; sau :)ha Nhigt do phong: 24
avibactam 1gio[9] | Cler 15 - 30 mL/phut: 0,75 g/0,1875 g mdi 12 gior | Frwe > 50% [71 | 1OmLNCPT |00 815" 40/10 mg/ gio [3]
truyén trong 2 - 4 gi®» [7] [20] mL [20]
Clcr 6 - 15 mL/phut: 0,75 g/0,1875 g mBi 24 gioy
truyén trong 2 - 4 gi® [7]
Cler > 50 mL/phut: 2 g/1 g méi 8 gidr truyén trong 8/4 mg/L 19/0,59g dén 2
2 - 4 gi®» hoc truyén lién tuc [7] f >35-40° /1
Ceftolozan/ 2919 oo > 35 - 40% s 100 mL NaCl 0,9%, | Nhiétdo phong: 24
tazobactam | ruyen trong . ~ [7] el G5% [20] gio’ [3]
1 gio [19] Cler < 50 mL/phut: 1 g/0,5 g‘m()i 8 gid truyén Tazobactam: 10 mL NCPT,
trong 2 - 4 gio hodc truyeén lién tuc [7] frotmgr > 20% [7] | NaCl 0,9% [20]
Ghi chu

*Lidu nap duoc khuyén céo str dung cting ché dé liéu truyén lién tuc khéng sinh, liéu nap cé thé duoc cén nhéc trén nguoi bénh: thira can, béo phi, giam albumin
méu, tdng thanh thai than, nhim tring tai cac vj tri sdu (mang nédo, dwong mét...)
Cler: Mdrc loc cau than;

f_. Ty I8 thoi gian ndng dé thubc dat trén gia tri néng dé trc ché téi thiéu trong 1 khodng dura liéu

T>MIC*

G5%: Dung dich Glucose 5%;

MIC: Néng dé trc ché tdi thiéu véi ching vi khudn gay bénh
NCPT: Nudc cét vé khuan pha tiém
R: Dich truyén Ringer;

RL: Dich truyén Ringer lactat.
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MOT SO THONG TIN DUOC LAM SANG CAN LUU Y KHI SU’ DUNG
KHANG SINH FOSFOMYCIN TINH MACH PIEU TRI NHIEM TRUNG DO
VI KHUAN PA KHANG

1. Dan nhap

Nam 1969, tap doan Dwoc phém Merk va CEPA
(Comparfiia Espafola de Penicilinas y Antibioticos)
cho ra mét khang sinh dau tién cia nhém phos-
phonomycin, dwoc phan lap tr xa khuan Strepto-
myces, sau nay dugc déi tén thanh fosfomycin [5].
Theo phan loai AWaRe nam 2023, T6 chirc Y té Thé
gi¢i (WHO), fosfomycin dwéerng ubng duoc xép vao
nhém Watch trong khi khang sinh nay str dung qua
dwong tinh mach dwoc phan loai nhom Reserve
(nhém khang sinh dw trir dé diéu tri nhiém trang do
vi khuan da khang) [6]. Theo quyét dinh s 5631/
QDb-BYT, B8 Y té phan loai fosfomycin dwéng tinh
mach vao nhém 1 - nhém khang sinh can wu tién
quan ly trong chwong trinh quén ly khang sinh tai
Bénh vién [18]. V&i cach tiép can nay, fosfomycin
duwong tinh mach la khang sinh dwoc st dung diéu
tri cac trwong hop nhiém trung nang nghi ng® hoac
xac dinh do cac chung vi khuan da dé khang nhiéu
khang sinh bao gom: MDR (multidrug resistant),
XDR (extensively drug resistant) va PDR (pandrug
resisitant). Trong bai viét nay, chung toi de cap dén
d&c diém, cach s dung va cac diém can lwu y khi
chi dinh fosfomycin dwong tinh mach.
2. Co ché tac dung va co’ ché dé khang

Fosfomycin xam nhap té bao vi khudn théng
qua 2 hé van chuyén trén mang té bao bao gom:
hé van chuyén a-glycerophosphat va hé van
chuyén hexose-photphat. Sau khi vao trong té
bao vi khuan, fosfomycin &c ché enzym MurA
(UDP-N-Acetylglucosamin-enolpyruvyltransferase)
tr d6 tac dong vao bwédc dau tién trong chu trinh
tdng hop peptidoglycan, thanh phan cau tao vach
ctia vi khuan [7]. Vi khuan d& khang khang sinh fos-
fomycin bang cach dot bién hé van chuyén & mang
té bao, sinh men thay ddi cAu tric cta khang sinh
nay (FosA, FosB, FosX, FomA va FomB) [7].

3. Pac tinh dworc déng hoc va dwoc Iwe hoc
Fosfomyin la khang sinh c6 hoat lwc diét khuén,
c6 phd tac dung réng trén vi khudn Gram dwong
bao gdbm ca vi khuan Staphylococcus aureus dé
khang methicillin (MRSA), cau khuan ruét (Entero-
coccus) khang vancomycin (VRE), vi khudn Gram
am nhw: ho vi khuan dwdng rudt (Enterobacteriace-
ae), Pseudomonas aeruginosa. Fosfomycin c6 cau
trac than nwéc va kich thuwéc phan to rat nhé (138
g/mol), lién két it v&i protein huyét twong (< 10%).
Do d, sau khi xam nhap vao tuan hoan chung, fos-
fomycin dwoc phan bd rong vao cac mé va dich
gian bao. Thé tich phan bd cla fosfomycin & nguoi

khée manh khoang 0,3 L/kg. Kha ndng thdm vao
cac vi tri nhiém khuan dwoc mé ta & Bang 1. Fos-
fomycin dwdng tinh mach sau khi st dung khong bi
chuyén hoéa qua gan va khong co chu ky gan ruét,
do d6 tac dung cuia thuéc khong bi anh hwédng trén
ngwoi bénh suy gidm chlirc nang gan. Thoi gian
ban thai ctia fosfomycin khoang 2 gi¢, thai trtr chi
yéu dién ra & than, véi 90% thubc & dang nguyén
ven duoc dao thai qua nwdc tiéu do d6 ngudi bénh
can dwoc hiéu chinh liéu thuéc phu hop theo chirc
nang than.

Bang 1. Ty I1é xam nhdp vi tri nhiém khuén khdc
nhau cua fosfomycin [2]

Vitri Ty Ié xam nhap vi tri nhiém khuan
nhiém khuan (AUC_JAUC_, )
Phoi 0,53 + 0,31
Nao 0,46
Co 0,71
M6 dwéi da 0,60-0,73
Ap xe & bung 0,42
Xwong 0,43

4. Pich dworc dong hoc/dwoc Iwc hoc cua fos-
fomycin va cac cha y lién quan dén diém gay
nhay cam

N&m 2024, Uy ban Chau Au vé thir d6 nhay
cam cla khang sinh (EUCAST) va Vién chuan thirc
lam sang va xét nghiém Hoa Ky (CLSI) chi cong b
diém gay nhay cam (clinical breakpoint) cla fosfo-
mycin v&i Escherichia coli (E. coli) dwgc phan lap
tir dwong tiét niéu, ma khong dwa ra gia tri diém
gay nhay cam trén |am sang véi cac chiing vi khuan
khac nhw Klebsiella pneumoniae (K. pneumoniae),
Pseudomonas aeruginosa (P. aeruginosa), Staphy-
lococcus aureus (S. aureus) [8] [9]. Do vay, kha
nang dw doan hiéu qua diéu tri cia gia tri diém gay
nhay cdm nay khi s&r dung fosfomycin cho cac vi tri
nhiém tring & vi tri ngoai dwéng tiét niéu va do cac
can nguyén vi khuan khac hién chwa chac chan [8].
Gia tri ndng dd trc ché vi khuén tdi thidu (MIC) v&i vi
khuén con nhay cadm véi fosfomycin dwoc EUCAST
coéng bbd ndm 2024 dwoc xac dinh 1a 8 mg/L véi cac
chding E. coli phan lap dwoc tir nwéc tiéu.
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~ Walsh va cong s da chi ra kha nang diét khuan

dbi véi vi khuén S. aureus va P, aeruginosa cua fos-
fomyin duoc xac dinh phy thudc vao thoi gian thong
qua chi s %T>M|C. (thoi glan nong dé thuoc trong mau
cao hon gia tri nong do trc ché vi khuan téi thiéu clia
thudc vai vi khuan) [10]. Trong khi d6, véi E. coli
hoac Proteus mirabilis (P mirabilis), hiéu qua diét
khuan phu thudc vao néng do thube, thé hién qua
gia tr!‘AUC/MIC (dién tich dwoi duwong cong nong
ddé/ nong dd e ché vi khuan toi thiéu cua thuoc)
[12]. Nam 2017, két qua nghlen clru clia Lepark va
cdng sy cho thay hiéu qua diét khuan trén E. coli,
K. pneumon/ae va P. aeruginosa cua fosfomycin cé
twong quan Vi gia tri AUC/MIC [10]. Dén nay chua
c6 coéng bd chinh thirc nao vé dich dwoc dong hoc/
dwoc lwe hoc (PK/PD) dbi véi khang sinh fosfomy-
cin. Mac du fosfomycm khéng dwoc cong bb gia tri
diém gay nhay cam tuy nhién cac nghién ctru trén
lam sang van cho thay hiéu qua cla fosfomycin khi
phdi hop cung khang sinh khac, d&c biét khi diéu
tri nhiém trung nang, de doa tinh mang hoac khi
khéng con nhiéu sw lwa chon vé phac db diéu tri.
Do do khi chi dinh fosfomycin tinh mach bac st can
lwu y ché dd I|eu phu hop nhat theo can nguyén gay
bénh nham téi da hiéu qua va téi thiéu nguy co xuét
hién dé khang thuéc ngay trong qua trinh diéu tri.

D6i voi nhiém trung do vi khuan dwong rudt
khang carbapenem (CRE), ché do6 truyén kéo dai
trong 4 - 6 gi® va truyén lién tuc mang lai kha nang
dat dich %.,,,c > 70% va %.,,. > 100% t6t hon so
v&i ché do truyén 1 gi¢’ thong thwong [13]. Voi gia
tri MIC = 32 mg/L, ché d6 liéu 16 g/ngay truyen kéo
dai 4 - 6 gi® hoac truyen lién tuc c6 thé dam bao
dat dich PK/PD. Néu MIC = 64 mgl/L, liéu dung nén
dwoc nang 1én 24 g/ngay truyén kéo dai 4 - 6 giv
ho&c truyén lién tuc. Khong cé ché do liéu nao cho
kha nang dat dich PK/PD v&i MIC = 128 mg/L [13].

Két qua tir phan tich hé théng khac vao nam
2023 vé ché do liéu cua fosfomycin véi vi khuan P,
aerug/nosa chi ra gia tri AUC/MIC dv bao tot nhéat
hiéu qua cla fosfomycm va ché liéu truyen lién tuc
véi liéu nap 8 g ngay cang dwoc st dung nhiéu
hon. Khi st dung fosfomycin diéu tri nhiém trung
nang de doa tinh mang, v&i gia tri MIC 2 16 mg/L,
ché d6 liéu tbi da 24 g/ngay chia 3 - 4 1an/ngay hoac
truyén lién tuc nén dwoc st dung dé& dam bao kha
nang dat dich PK/PD [2].

5. Chi dinh fosfomycin trong diéu tri nhiém
trung do vi khuan da khang

Ngwoi Ion

Fosfomycin c6 thé dugc can nhac chi dinh diéu
tri cac nhiém trang nang khi khong thé s dung
cac khang sinh khac hoac coé that bai diéu tri voi
phéc db diéu tri khang sinh trwde do, nghi ngd hoac
xac dinh do can nguyén vi khuan khang thuéc bao
gdm cac vi khudn Gram am ho Enterobacteriace-
ae, Pseudomonas aeruginosa khang carbapenem
vi khuan gram dwong khang thuéc nhu MRSA hay
VRE [14], [19]. Chi dinh fosfomycm co thé ap dung
cho nhiéu loai nhiém trang bao gém: nhiém khun
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tiét niéu phrc tap, viem nodi tdm mac nhiém khu-
an, nhiém khuén xwong khop, viém phdi mac phai
bénh vién (bao gom viém phéi thé may), nhiém
khuan da mdé mem phtrc tap, viém mang ndo do vi
khuan, nhiém khuan & bung phtrc tap, nhiém khuén
huyét Ilen quan catheter hoac bt ky vi tri nao khac.
QuY B&o hiém Y té hién thanh toan chi phi s& dung
fosfomycin dwong tinh mach cho ngwdi bénh tai
bénh vién hang dac biét, hang | va hang Il [20].

Can lvu y fosfomycin khéng c6 hoat tinh véi
Acinetobacter baumannii, Burkhoderia cepacia,
Stenotrophomonas maltophilia [9] do d6 khéng
nén chi dinh fosfomycin diéu tri nhiém tring gay ra
b&i cac vi khuan nay.

Tré em

Fosfomycin duwong tinh mach co thé st dung
cho tré so sinh (bao. gdm ca tré sinh thiéu thang,
nhe cgn) tuy nhién can than trong khi str dung trén
cac doi twong nguwdi bénh nay do do an toan cua
thudc van chwa duwgc xac dinh [21].
6. Liéu dung

Liéu thwong dung cta fosfomycin tinh mach
& nguwdi bénh ngudi I&n coé chirc nang than binh
thwong la 12 - 24 g/ngay, khéng vwot qua 8 g fos-
fomycm mdi liéu. Ché do liéu khuyén céo theo chtre
néng than & ngwdi Ién va tré em = 12 tudi cla fos-
fomycin tinh mach dwoc dé cap & Bang 2. Ché do
liéu khuyén cdo cla fosfomycin v&i tré em duoc
trinh bay trong Bang 3.

Béng 2. Ché dé liéu fosfomycin khuyén céo theo
chirc ndng than & ngwoi Iom va tré em 2 12 tubi [19]

Clcr (mL/phut) Liéu duy tri fosfomycin IV

Khéng can hiéu chinh liéu;
Lwu y theo déi chat nguwoi

g bénh, déc biét Ia khi sr dung
murc lieu gan mue lieu toi da

30-40 70% muc liéu (chia 2 - 3 1an)
20 - 30 60% murc ligdu (chia 2 - 3 1&n)
10 - 20 40% murc liéu (chia 2 - 3 1an)
10 20% murc lidu (chia 1 - 2 1&n)

B sung liéu 2 g sau mdi chu
ky loc

Loc méau ngét quéang
(IHD)

Loc mau lién tuc
(CVVH va CVVHDF)
tinh mach - tinh
mach pha loang sau
qua loc

Khéng can hiéu chinh liéu [1]

Loc mau lién tuc
(CVVH va CVVHDF)
tinh mach - tinh
mach pha loang
trwéc qua loc

Hién chwa cé di¥ liéu lam
sang [1]
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Baéng 3. Ché dé liéu fosfomycin khuyén cdo cho tré
em [19]

Tudil/can nang Liéu dung hang ngay

Tré sinh thiéu thang
(tudie < 40 tuan)

Tré so sinh

100 mg/kg/ngay chia
2 lan

200 mg/kg/ngay chia

(tudie tir 40 - 44 tudn) | 3lan
Tré tlr 1 - 12 thang tudi | 200 - 300° mg/kg/ngay
(ca&n nang < 10 kg) chia 3 lan

Tré twr 1 - 12 tudi
(can nang trong khoang
10 - 40 kg)

Chd thich:

aTéng tudi trong thai ky va sau sinh

bChé dé liéu cao co thé dugc can nhdc diéu trj
nhiém trang ndng (nhw viém mang néo), khi xac
dinh hoéc nghi ng& géy ra béi can nguyén vi sinh
vét c6 MIC cao

Hién chwa co ché dé liéu khuyén céo voi tré em
thay dbi chire néng than

200 - 400° mg/kg/ngay
chia 3 -4 lan

7. Cach dung thuéc

Thudc dwoc dung qua dwdng truyén tinh mach.

Dung méi hoan nguyén: nuwéc cat pha tiém,
glucose 5%, natri chlorid 0,9%. Lwu y dung moi
glucose 5% dwoc wu tién siv dung hon so voi na-
tri chlorid 0,9% nhdm han ché nguy co tang néng
d6 natri trong méau cta nguwdi bénh trong qua trinh
dung thuoc. Dung dich sau hoan nguyén khong s
dung dé truyén true tiép, can tiép tuc pha loéng dé
khi dat dwo’c thé tich phu hop .

Do bn dinh: Dung dich thubc sau pha Ioang voi
dung méi thich hop 6n dinh trong hon 24 gi® & diéu
kién < 25°C va tranh anh sang. Thudc nén duoc s
dung ngay va kiém soat diéu kién vo trung trong
qua trinh truyén thuéc.

Bang 4. Thé tich pha loang va thoi gian truyén
khang sinh fosfomycin [19]

thé dwoc can nhac pha loéng 8 g trong 50 mL glu-
cose 5% [4]. Tuy nhién bac si can lwu y phan rng
qua man tai vi tri truyen thuoc.

8. Theo doi tac dung khéng mong mudn

Tac dung khéng mong muén thwong gap cla
fosfomycin la ha kali mau va tang natri mau. Két
qua tir mét nghién ciru Ao thuc dwoc thyc hién &
An Do, trén 309 ngwo’i bénh str dung fosfomycin
c6 dén 62,1% nguoi bénh bj ha kali mau va 24,3%
ngum bénh bi tdng natri mau [15]. Ri loan dién
giai xay ra trong qua trinh dung thubc do trong 1 g
fosfomycin chira 0,32 mg natri. Céc tac dung khéng
mong muén khac da dwoc ghi nhan voi ty 18 hlém
gap hon nhu: doc tinh trén gan [16], gidam tiéu cau,

Lidu Phaloang | 4 gian
dun Hoan nguyén | (lwong dung tru %n
9 méi vira du) y
it nhat 15
29 | i lo fosfomy- 50 mL phut
cin 1 g duwoc oz
4 g | hoa tan trong 100 mL . nhhaJtBO
‘IOMmL dung 5 P i
89 mdoi twong hop 200 mL It nphhautt60

Fosfomycin duwoc khuyen cao truyen lién tuc
dé diéu tri bénh nhan nhiém tring mic do nang [3].
Khi str dung ché do liéu fosfomycin truyen lién tuc,
can s dung liéu nap 4 - 8 g truyén ngén trong 30
phat, sau dé st dung liéu duy tri 16 - 24 g truyén
lién tuc trong vong 24 gio.

Khi st¢ dung fosfomycin c';’iéu tri nhiém trung
nang & bénh nhan can han ché dich, fosfomycin c6

&rc ché thy xwong, gidm bach cau [17].

Danh muc tir viét tat

Tl viét | Dién giai tiéng B epe o -
t5t Anh Diéen giai tieng Viét
Area Under Con- Dién tich dw¢i duwong
AUC centration-time cong ndng do theo
curve thoi gian
Clinical & Labo- Vién chuén thitrc 1am
CLSI ratory Standards sang va xét nghiém
Institute Hoa ki
Carbapenem-Re- | -0 cteriaceas
CRE sistant Enterobacte- i
. khang carbapenem
riaceae
Continuous Ve- Loc mau lién tuc qua
CVVH | no-Venous Hemofil- | dwong tinh mach tinh
tration mach
Continuous Ve- Loc tham tach mau
CVv- N .
VHDE no-Venous Hemodi- | lién tuc qua dwong
afiltration tinh mach tinh mach
The European © ¢y 1o ChauAu va
EU- Committee on Anti- thir nahiém d6 nha
CAST | microbial Suscepti- ) 9 by B Y
o . cam khang sinh
bility Testing
IHD Intermittent Hemo- | Tham tach mau ngét
Dialysis quang
MDR MultiDrug Resistant | Ba khang
Minimum Inhibitor | \ong do tre ché toi
MIC . thiéu v&i ching vi
Concentration 2 A a
khuan gay bénh
Methicillin Resistant Staphviococcus au-
MRSA | Staphylococcus phy X .
reus khang methicillin
aureus
PDR PanDrug Resistant | Toan khang
Vancomycin Resis- | Enterococcus khang
VRE )
tant Enterococcus vancomycin
wHo | World Healthorga- | rg 0 1 14 thé gioi
nization
Extensively Drug . oA
XDR Resistant Khang mé réng
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O CHU Bi MAT GIAI MA SUDOKU
Mirc do dé Mtrc do kho

1 S T A T | N i
. Ao lnlzlx1ol. a|ls|e|7|3|5]2|9|1]|lo]|7]|5]6]|2|8|3|1]a

2|1|s5|a|s8|9|7|6|3]|l1]|2|6|3|7|a]|5|[8]9
3 u R A C I L

7|9|3|2|1|6|8|a|s5]||a|3|8|9|5|1]6|2]7
4 L I N E z o L I|D|

1|(5]2]|3|e6|8|a|7]|9||8|a|9|5]|6|2|1]|7]3
5 C (¢} L 3 H | [} | N

3|7|8|9]2|als|1|e6]l2]|5|3|1|a|7]|8|9]6
6 |S | M P (e} N |

6|lalols|7|1|3|8|2]|7]|6|1]|8|3|9]a5]2
! i '|G| gl2|701|9[3]|s|s|a]lle|olal7]|8|s5]2]3]2
8|B|A Lty rfE]N 5|/3|1|6|a]|7)9|2]|8||3|8|7|2|1]|6]9]|4]s5s
o Hl v fz]E|N|[T R|A| 9le|a|s|s|2|1|3|7||l5]|1]|2]4a]|9|3]|7|6]s

/32// BAN TIN THONG TIN THUOC SO 1 - 2024 /




6, 9. Khang sinh c6 m&c dd va chi phi tiéu thy nam
2023 tang so v&i nam 2021 va 2022.

7, 11. Dich truyén dinh dwé&ng tinh mach.

10. Thuéc gidm can dwoc phé duyét chi dinh mai dé
gidm nguy co méc cac bién cb tim mach nghiém trong
trén bénh nhan ngwoi Ién béo phi hoac thira can.

GIAlI MA SUDOKU

Mirc do dé
2 6 4 (7
5 9|7 1
7|4 9153
5 819
5 4 8|7
3 4
9 |11
9 7126
7 2

Thé lé:

1. Phan "O chir bi méat" trd |&i chinh xac tat ca tlr hang
ngang va tim ra ttr khda hang doc.

2. Phan "Gidi m& Sudoku":,dién cac con sb t 1 dén 9 vao
cac 0 trong sao cho cac so chi xuat hién mét 1an trén moi
hang, ¢t va khoi 3 x 3.

Giai thwéng:

03 ca nh‘én c6 cau tra |oi chinh xac va sém nhét s& nhan
dwoc phan qua dac biét tir nhém bién soan.

O CHU BI MAT

1.1, 13: Khi dung ddng thai 2 thudc nay gay nguy co
twong tac thuéc cé hai, lam téng ty s binh thwong hoa
quéc té (INR).

2, 4,5, 8, 12. Thubc khang sinh, khang ndm wu tién
quéan ly theo QD 5631/QD-BYT ctia Bo Y té.

3. Khang sinh diéu tri nhiém trung do vi khudn da
khang.

Mdrc d6 khé
6 7 5
9 5 2
7 9| 4
8 9
2| 8 9 |6
1 7|3 2 4
3 2|6
47 2% |\ 9 6
6 |1 7

Dia chi nhan cau tra I&i: (ghi rd ho tén va don vi cong tac)
Cau tra 161 xin gi vé Khoa Dwoc theo 2 Hinh thirc sau:

- Hom thuw: toduoclamsang@gmail.com.

- GUi truc tiép ban gidy vé Don vi Dwoc 1am sang va Théng
tin thudc - Khoa Dwoc - tAng hdm B2 nha Q.

Thei gian nhan cau tra 16i: dén ngay 30/9/2024

(Bap an sé& duoc dang tai trén sb Ban tin Théng tin thubc
tiep theo.)
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BAO CAO PHAN NG CO HAI CUA THUOC

THONG TIN VE NGUOI BAO CAO, BENH NHAN VA DON V| BAO CAO
SE DUOC BAO MAT

ADR

Xin anh/chi hdy béo céo ké ca khi khong chéc chéan vé san phdm da gay ra phan (ing vé/hodc khéng cé day du céc théng tin

A. THONG TIN VE BENH NHAN

T HO VAN . e 3. Gigi tinh 4. Gan ngng:

ONam [ N
B. THONG TIN VE PHAN (’'NG CO HAI (ADR)

5. Ngay xuét hién phan tng:

7. M6 ta biéu hién ADR 8. Cac xét nghiém lién quan dén phan tng

9. Tién st (di (ing, thai nghén, nghién thubc 14, nghién rwou, bénh
gan, bénh than...)

10. Céach x{ tri phan tng

11. Mtrc d nghiém trong cta phan &ng

[ T& vong [0 Nhap vién/Kéo dai thoi gian nam vién O D; tat thai nhi

[ e doa tinh mang [ Tan tat vinh vi&n/nang né [ Khang nghiém trong

12. Két qua sau khi x& tri phan &ng

OTer vong do ADR [ Chwa héi phuc [ Hbi phuc ¢6 di ching [ Khéng rd
T vong khéng lién quan dén thuéc [Obang héi phuc [ Héi phuc khéng ¢é di chirng

C. THONG TIN VE THUOC NGHI NGO GAY ADR

Dang Lid . Ngay diéu trj

& & ond . eu (Ngay/thang/ndm) .

13.'I:huoc (tén gog va béo‘che, ’Nha . N ding n Ly do dung thuéc
tén thwong mai) ham san xuat ot I3 L )

lwong motian Bit dau | Két thuc

14.Sau khi ngirng/gidm liéu ctia thudc bi nghi nger, phan (rng ¢ | 15.Tai st dung thudc bi nghi ngd c6 xuat hién lai phan tng

dwoc cai thién khong? khéng?
Co6 | Khong | Khéng ngirng/gidm liéu | Khéng cé théng tin Co Khéng | Khong tai st dung | Khéng cé théng tin
] ] ] [m] [l [ [l [

0 O ] 0 0 0 0 [

0 0 [ O 0 O 0 0

[m] [m] ] ] ] 1 ] [

16. Céc thudc dung dong thoi (Ngoai trie céc thude dung diéu tri/ khac phuc hdu qué cda ADR)

Dang bao ché, = Ngay die‘f;u tri (ngay/thang/ndm) Ten thubc Dang bao ché, Ngay aif:-,-u tri (ngay/thang/ném)
ham lwgng Bat dau Két thuc ham lwgng Bat dau Két thuc

Tén thubc

D. PHAN THAM DINH ADR CUA DON V|
17. Danh gia mai lién quan gitra thubc va ADR o
Chéc chén O Knhong chéc chén
O C6 kha nang O Chwa phan loai
O cothé [0 Knéng thé phan loai
18. Bon vi thdm dinh ADR theo thang nao?
O Thang WHO [ Thang Naranjo

19. Phan binh luan cda can bo y t& (néu cd)

E. THONG TIN VE NGU'O'I BAO CAO

20. HO Va 18N s

21. Chir ky 22. Dang bao cao: O Lan gaw O Bb sung




