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CHUONG 1. THONG TIN THUOC

1.1.1. Ceftolozane/tazobactam

Téng quan vé khang sinh

Ceftolozan la mét cephalosporin méi hién dang dwoc phat trién clng
v&i chét (rc ché B-lactamase (tazobactam) dé diéu tri nhiém trung dwéng tiét
niéu phre tap (cUTIs), nhiém tring trong & bung phurc tap (clAls)... dwoc Bd
Y té Viét nam cép phép Iwu hanh vao thang 12/2022.

Két qua nghién ctru cho thay, ceftolozan |1 mét cephalosporin méi cé
hoat tinh chéng lai cac sinh vat da khang (MDR) bao gém P. aeruginosa [4].
Tazobactam cho phép mé& réng phé cla ceftolozan trén vi khudn Gram am
san xuat B-lactamase bao gébm cd Enzym beta lactamase phd mé& rong
(ESBL). C4c vai tro tiém ndng dbi voi ceftolozan/tazobactam (C/T) bao godm
diéu tri theo kinh nghiém khi nghi ng& nhiém tring do vi khudn Gram am
khang thudc (vi du: ESBL), hodc nhw mét phan cda liéu phap phdi hop (vi
du, v&i metronidazol) khi nghi ngé nhiém trang vi khuan ky khi. Ngoai ra, C/T
c6 thé dai dién cho liéu phap thay thé cephalosporin thé hé tht ba sau khi

diéu tri that bai hodc ddi véi cac trwdng hop nhiém trung dwoc ghi nhan do

% Cau tric héa hoc
Ceftolozan 1a mét oxyimino cephalosporin gan giéng véi ceftazidim vé mét cau
trdc; tuy nhién, né ciing cé nhiéu diém twong ddng véi cac cephalosporin phé mé

rong khac, chang

HO
han nhw ceftriaxon
R : H,C
va cefepim.
H,C
Hinh 1. Cau

tric hdéa hoc cua

ceftolozan




Ceftolozan chiva 7- amino thiadiazol gitp lam tang hoat tinh chéng lai cac vi
sinh vat gay bénh, mang lai sw &n dinh chéng lai nhiéu lactamase. Gibng nhw
ceftazidim, ceftolozan c6 gbc axit dimethyl acetic gop phan tang cwdng hoat déng
chdng lai P. aeruginosa. Viéc bd sung mét chudi bén céng kénh (mét vong pyrazole)
& vi tri 3 ngan can sy thly phan clda vong beta-lactam thdng qua viéc can tré khéng
gian. Dé&c biét, chudi bén nay con gép phan vao sw 6n dinh ctia ceftolozan khi cé mét
AmpC beta-lactamase (mét cephalosporinase thwdng dwoc sadn xuét bdiP.
aeruginosa) [4].

< Dwoc ly va co ché tac dung

Ciing gidbng nhw cac beta-lactam khac, ceftolozan lién két véi cac protein gan
v&i penicillin (PBPs), 1am suy gidm lién két chéo peptidoglycan. Sw trc ché lién két
nay dan dén gian doan tdng hop thanh té bao va cudi cung 1a ly gii té bao.

Tazobactam la mét chéat tre ché beta-lactamase, gitip bao vé vong beta-lactam
va gitp 6n dinh vong beta-lactam. Viéc bd sung tazobactam vao ceftolozan tao diéu
kién cai thién hoat déng chdng lai cac Enterobacteriaceae va mé rong phd khang
sinh trén cac vi khuén tiét beta-lactamase va cac vi khuan ky khi [4].

% Co ché deé khang:

Co ché dé khang cla vi khuan véi ceftolozan/tazobactam gbém:

« San sinh ra cac beta-lactamase thily phan ceftolozan ma khéng bi rc ché béi
tazobactam (cac enzym nhém A, Enzym AmpC-sinh b&i Enterobacteriaceae,

Carbapenemase , Metallo-beta-lactamase, Beta-lactamase nhém D theo

Ambler (OXA-carbapenemase))
« Thay dbi protein gan penicillin (PBP)

< DPac diém dwoc dong hoc

Hién nay, C/T chwa dwoc nghién ciru trén cac quan thé tré em, trén thyc té
cac div liéu dwoc ddng hoc dwoc &p dung cho nhém bénh nhan tir 18 tudi tré 1én.

Hap thu

Ceftolozan |a mét cephalosporin tiém truyén tinh mach thé hién tuyén tinh sau
khi duing mét Ian ho&c nhiéu lan. Ché phdm dat ndng dé dinh sau khi truyén khoang
60 phut. Cmax trung binh sau mét liéu 1g ceftolozan nam trong khoang tir 58,4 mg/L
dén 92,3 mg/L.

Phan bé



Ceftolozan lién két v&i protein huyét twong thap (20%) va c6 thé tich phan bd
khoang 14L. Thuéc c6 kha ndng phan phéi tét vao phéi, kha nang phan phéi vao dich
nao tdy chwa xac dinh dwoc. Tazobactam c6 kha nang xadm nhap vao dich néao tay
th&dp nhwng sé tang 1én khi mang nao bi viém.

Chuyén héa

Ceftolozan dao thai chi yéu qua nwérc tiéu & dang thudc ban dau va duwong
nhw khéng chuyén héa & bat ky mirc dd nao. Trong khi dé, vong beta lactam cla
tazobactam bj thiy phan va chuyén héa thanh chat khéng con hoat tinh.

Thai trer

Ceftolozan cé th&i gian ban thai la 2,5-3,0 gi®, dwoc thai trir chd yéu & dang
con hoat tinh trong nwéc tiéu (92%). Théi gian ban thai ctia tazobactam 1a khoang
1,0 gi®; ca thubc va chéat chuyén hoa cua tazobactam déu dwoc thai trir qua nwéc
tiéu (80% dwdi dang thubc khong thay dbi).

Do thanh thai ctia ca hai chat déu ty 1& thuan véi chirc nang than. Ceftolozan
duoc loai bdé hoan toan b&i qua trinh loc & ciu than; do do6, can phai diéu chinh liéu
& bénh nhan suy than. B&n canh dd, tazobactam trai qua qué trinh bai tiét tich cuc
& 6ng than, do d6 s thanh thai ctia né bj rc ché béi piperacillin nhuwng khéng bdi
ceftolozan [1].

< Méi quan hé dwore déng hoc/dwoc lwe hoc

Ceftolozan la khang sinh c6 tac dung diét khuan. Twong tw nhw cac khang
sinh beta-lactam khéac, thong sé dw bao hiéu qua diét khuan cla ceftolozan [a T >
MIC (trong 40-50% khodng th&i gian dung thudc).

Déi v&i ceftolozan, thdi gian ma ndng dd ceftolozan trong huyét twong vuwot
qua néng do trc ché téi thiéu (T > MIC) cta vi khudn gay nhiém dworc chi ra 1a yéu td
dw bao hiéu qua tét nhat trong cac mé hinh nhiém khuan & déng vat.

Déi véi tazobactam, chi sé dwoc lwc hoc (PD) lién quan téi hiéu qua dwoc xac
dinh 1a ty 1& phan tram khoang cach liéu trong thdi gian d6, ndng do trong huyét
twong cla tazobactam vuot qua gia tri ngudng (% T > nguéng). Nong d6 nguwéng
can thiét phu thudc vao vi khuan, sb lwong va loai beta-lactamase dworc tao ra [1].

¢ Chi dinh

Chi dinh cta thudc cho bénh nhan = 18 tudi dwoc phé duyét tai My [6] va Viét
Nam [1] dwoc thé hién tai Bang 2.



Bang 2. Chi dinh dwot phé duyét cua ceftolozan/tazobactam

tai My va Viét Nam

Viét Nam

1
(clAl) do cac vi sinh vat Gram am va Gram dwong nhay cam sau day: Enterobacter
cloacae, Escherichia coli, Klebsiella oxytoca, Klebsiella pneumoniae, Proteus
mirabilis, Pseudomonas aeruginosa, Bacteroides fragilis, Streptococcus
anginosus, Streptococcus constellatus va Streptococcus salivarius.

2 Nhiém khuédn dweéng tiét niéu phic tap (cUTI), bao gdbm viém than - bé than, cé
ho&c khong c6 kém du khuan huyét, do cac vi sinh vat Gram am nhay cam sau
day: Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis va Pseudomonas
aeruginosa.

3 Viém phdi bénh vién (HABP), viém phéi th may (VABP), gay | Khdng phé

ra b&i cac vi khudn gram am sau: Enterobacter cloacae, | duyét chi dinh
Escherichia coli, Haemophilus influenzae, Klebsiella oxytoca, | cho HABP va
Klebsiella pneumoniae, Proteus mirabilis, Pseudomonas | VABP

aeruginosa, va Serratia marcescens.

< Liéu dung
Ché dé liéu trén ngwdi |én
Ché db liéu C/T cho ngudi Ién (= 18 tudi) cé dd thanh thai creatinin CrCl (tinh
theo coéng thirc Cockeroft - Gault) > 50 ml/ phat dwoc biéu thi dwdi Bang 3.
Bdng 3. Ché dé liéu ceftolozan/tazobactam trén bénh nhan ngwoi 16m c6

chire nang than binh thuwong

Nhiém khuan Liéu | Tan suat | Thoi gian | Th&i gian diéu
dung truyén (gi®) | tri
thuéc

Nhiém khuan trong 6 bung c6 1.5g Mbi8 g 1 4 - 14 ngay

bién chirng*

Nhiém khuan dwéng tiét niéu | 1.5g | Mbi 8 giov | 1 7 ngay

phtrc tap, bao gém viém than, bé

than

HABP/VABP [6] 3g | Méi 8h 1 8 — 14 ngay

*Sr dung két hop véi metronidazol 500mg truyén tinh mach méi 8 gi®



Bénh nhan suy than vira (d6 thanh thai creatinin CrCl 30 - 50ml/phat) hoac
nang (dé thanh thai creatinin CrCl 15 - 29 mi/phat) va bénh nhan bénh than giai doan
cudi (ESRD) dang dwoc thAm phan méau (HD) can hiéu chinh liéu C/T khi st dung.
Ché db6 liéu hiéu chinh C/T cho cac bénh nhan nay dwoc trinh bay trong Bang 4.

Bdng 4. Ché dé liéu ceftolozan/tazobactam ¢6 MLCT < 50mL/phut

CrCI * (ml/phat) 1g ceftolozan/ 0.5g tazobactam Thei gian truyén
30 - 50 IAI, UTI: 750 mg q8h
HAP/VAP: 1,5g g8h
15— 29 IAl, UTI: 375 mg q8h
HAP/VAP: 750mg q8h
CrCl<15, HD [5] IAl, UTI: LD 750 mg, MD 150 mg g8h 1 giov

HAP/VAP: LD 2,25g, MD 450mg g8h

CRRT CVVHDEF: LD 3g, MD 750mg q8h [2]

* CrCL wore tinh bang cdng thirc Cockcroft-Gault.

Khoéng can hiéu chinh liéu trén bénh nhan suy gan
< Str dung thudc cho phu nir c6 thai va cho con b

Khong cé div liéu vé viéc st dung C/T & phu ni¥ cé thai. Do d6, chi st dung
C/T & phu ni¥ c6 thai khi loi ich vwot trdi nguy co tiém tang.

Vé&i phu ni» cho con bu, do chwa rd liéu thubc cé dwoc bai tiét vao sira me
khéng nén phai quyét dinh ngtrng cho con ba ho&c ngirng/tranh diéu tri bang C/T, c6
tinh dén lgi ich cha viéc cho con bu dbi vai tré va loi ich diéu tri déi véi me.

< Tac dung khéng mong muén
Thuwdng gap, ADR > 1/100

« Nhiém khuan va ky sinh trung: Viém dai trang do Clostridioides difficile

« R&iloan méau va hé bach huyét: Tang tiéu cau
. Rdiloan trao dbi chat va dién giai: Ha kali mau

« R6iloan tam than: Méat ngu, lo au


https://www.benhvien108.vn/duoc-lam-sang/tong-quan-ve-khang-sinh-ceftolozan-tazobactam.htm#_ENREF_5

« Réiloan hé than kinh: Nhirc dau, chong mat

« R6iloan mach méau: Ha huyét ap

« R&iloan tiéu hoa: Budn nén, tiéu chady, tao bén, nén mdra, dau bung
« R&iloan da va mé duédi da: Phat ban

« Toan than: Sét

« Taichd: Phan &ng tai chd tiém truyén

« Can lam sa,ng: Tang ALT, AST, transaminase, GGT, ALP xét nghiém chuwc
nang gan bat thuwong.

< Lwa chon khang sinh B-lactam/B-lactamase inhibitor (BL/BLI) theo phd

tac dung va loai nhiém khuén

Phé tac dung cta cac BL/BLI mé&i

Céc BL/BLI m&i hién nay dwoc khuyén céo st dung cho cac chang vi khuén
gram am da khang nham tiét kiém nhirng khang sinh dw trir cudi cung nhw colistin
va gidm tinh trang dé khang khang sinh v&i nhirng khang sinh dw trir cudi ciing nay.
Bang 5 tdng hop phd tac dung cta cac BL/BLI trén cac ching vi khuan dé khang
carbapenem hién nay [3]. Hién tai & Viét Nam chwa Iwu hanh toan b nhirng khang
sinh nay va gia thanh nhin chung con twong dbi cao va chwa nam trong danh muc
cac thubc dugc thanh toan theo Thong tw 30/2018/TT-BYT clia BO Y té. Trén thi
trworng Viét Nam tinh t&i thoi diém thang 11/2022 méi cé ceftazidim/avibactam va
ceftolozan/tazobactam.

Bdng 5. Phé tac dung cda BL/BLI méi trén cac chdng vi khudn gram am

khang carbapenem

Mew BELBLIs CPE-KPC CPE-MBLs CPE-OXA-48 . CRPA . CRAB
iNon-MEBL-Producing)
Ceftazidime-avibactam + = + + =
Imipenem-c ilastatin-relebactam - - - - -
Meropenem-vaborbactam + - - - -
Ceftolozane-tazobactam - - - - =
Aztreonam-avibactam + + + - -
fuf{*pime—ﬁd{h‘trram B . i B -
Cefepime-taniborbactam . $f = il - -
Sulbactam-durlobactam - - - - +
+, active; —, not active; Abbreviations: BLBLIs, f-lactam p-lactamase inhibitors; CPE, carbapenemase-producing
Enterohackerales; KPC, Klebsiello prenmoniae carbapenemase; MEBLs, metallo- f-lactamases; OXA-48, oxacillinase-38;
CRPA, carbapenem-resistant Psendomonas aerugimosa; CRAB, carbapenem-resistant Acinetobacter bnmanm


https://www.benhvien108.vn/duoc-lam-sang/tong-quan-ve-khang-sinh-ceftolozan-tazobactam.htm#_ENREF_3

Chi dinh ctia mét sé thuéc BL/BLI mé&i theo loai nhiém khuan
Hién tai Cuc Quan ly Dwoc - B Y té mai cap sbé dang ky cho 02 sadn phdm dwoc
phép lwu hanh tai Viét Nam la Zerbaxa 1,5mg (ceftolozan/tazobacta) va Zavicefta
2,59 (ceftazidim/avibactam). Tuy nhién cac chi dinh dwoc phé duyét & Viét Nam con
it hon so véi cac chi dinh dwoc phé duyét tai My hay Chau Au. Bang 6 mo ta cac chi
dinh cta BL/BLI tai My va Chau Au.

Bang 6. Chi dinh ctia BL/BLI dwot phé duyét tai My va Chau Au

Other
(Limited Options)

sl clAl cUTVAP HAP VAP

aztreonam,/ avibactam
cefepime, enmetazobactam
cefepime/ taniborbactam
cefepime/ zidebactam
cefiderocol
ceftaroline/ avibactam
ceftolozane /tazobactam
peftazidime/ avibactam
imipenem, relebactam
meropenem/ nacubactam
meropenem /vaborbactam

Green = existing data from clinical trials, red = clinical trials not performed or unavailable data. AP = acute
pvelonephritis; BSI = f-lactamase inhibitors; clAl = complicated intra-abdominal tract infection; cUTI = compli-
cated urinary tract infection; HAP = hospital-acquired pneumonia; VAP = ventilator-associated pneamonia.

Tai liéu tham khao

1. Cuc quan ly Dwoc (2019), T théng tin sdn phadm Zerbaxa 1,5g.

2. Sime, F. B., et al. (2019), "A Population Pharmacokinetic Model-Guided Evaluation of
Ceftolozane-Tazobactam Dosing in Critically lll Patients Undergoing Continuous Venovenous
Hemodiafiltration". 64(1).

3. Aslan, Abdullah Tarik and Akova, Murat (2022), "The Role of Colistin in the Era of New &beta;-
Lactam/&beta;-Lactamase Inhibitor Combinations”, Antibiotics. 11(2), p. 277.

4. Escola-Vergé, L., Pigrau, C., and Almirante, B. (2019), "Ceftolozane/tazobactam for the treatment
of complicated intra-abdominal and urinary tract infections: current perspectives and place in
therapy", Infect Drug Resist. 12, pp. 1853-1867.

5. Sanford Guide (2022), "Ceftolozan-tazobactam".

6. ZERBAXA- ceftolozane and tazobactam injection, powder, lyophilized, for solution (2022),
accessed, from https://dailymed.nim.nih.gov/dailymed/druginfo.cfm?setid=70ac1d90-eff3-4f0b-
9f46-5846¢571b32f.



1.1.2. Ceftaroline

Ngay 28/6/2023, Bd Y té cip sb dang ki mot khang sinh méi tén goi la
Ceftaroline vé&i chi dinh nhiém khuan da mé mém c6 bién ching (cSSTI) va viém
phdi méc phai tai cong déng (CAP). Ceftaroline 1a mét cephalosporin thé hé 5, phd

CHj

réng, mai, cé tac dung qua trung gian lién két l,

N
v&i cac protein gan penicillin & vi khuén, phu /,,\
hop v&i cac loai khang sinh beta-lactam khac. “ \\( Ygf
Ceftaroline & chd no6 c6 hoat j:(
tinh khang khuan chdng lai Staphylococcus SR
Aureus da khang thuéc (S. Aureus khéng / EH
\

Methicillin, S. Aureus khang trung gian

vancomycin [VISA], VISA di khang va S. “ \\( 7/%(
Aureus khang vancomycin), Viém phdi do j;(
Streptococcus (bao gdm chiing khang thubc) Ceftaroline o
va cadc mam bénh gram (-) dwdng hd hip nhw Moraxella catarrhalis va
Haemophilusenzae (k& ca cac ching dwong tinh v&i beta-lactamase).

Sw phat trién dé khang v&i ceftaroline hiém khi xay ra & vi khuan gram (+) va
véi tbe d6 twong tw nhw cac oxyimino-cephalosporin khac & vi khuan gram (-). Tién
thuéc khéng c6 hoat tinh, ceftaroline fosamil, dwoc dung bang dwdng truyén tinh
mach va nhanh choéng trai qua qua trinh bién déi sinh hoc thanh ceftaroline.

Ceftaroline sau do tuan theo mé hinh dwgc déng hoc hai ngan va dwoc thai
triv ch yéu qua than nén can diéu chinh liéu cho bé&nh nhan suy than vira va bénh
nhan dang chay than nhan tao, véi thoi gian ban hdy khoang 3 gi¢. Twong tw nhw
céac cephalosporin khac, T/MIC 1a thdng sb dw doan tét nhat hiéu qua cta ceftaroline.

Ceftaroline 600 mg TTM/12 gi& da dwgc chirng minh la c6 hiéu qua twong tw
nhw vancomycin cdng v&i aztreonam trong diéu trj cac nhiém tring da va mdé mém
phirc tap va ceftriaxone trong diéu tri viém phdi do vi khudn méc phai tai cong dong
trong cac thir nghiém Iam sang pha Ill. Ceftaroline c6 dac tinh an toan twong tw nhw
cac cephalosporin kh&c trong cac thir nghiém lam sang.

Tai liéu tham khao
1. T théng tin san pham Zinforo

2. Ceftaroline: a new cephalosporin with activity against resistant gram-positive pathogens,
https://pubmed.ncbi.nim.nih.gov/20334458/
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1.1.3. Daptomycin

Gi&i thiéu chung

HAN
Lom6 B
L Asp7

NH  D-Asn2 s %N \)J\N D-Ala8
N ‘§=
L-Trpt \)LN  HO
/YN p-mr‘ (AN
0

COH
L-3MeGlu12

Daptomycin 1a khang sinh dau tién va duy nhat ctia nhom lipopeptids. CAu tric
gdm 1 chudi peptid vong + acid béo decanoyl -> phan t&r gdm phan phan cuwc va

phan than nuéc.

1980
El Liy phan 2 1980s-1390s 1998
Y E‘"“"’““E‘ TNLS giai doan 2 that oo w an
Daptomycin tir ) . Diéu chinh ché do
Actinoglane? bai do TDKMM trén litu daptomycin 1
utahensis tai mau dat co xurong (téng nong [an/nga
e T LT dd CPK) &y

tai Tho NhTKy

-

= 2003: Daptomyecin (Cubicin, Cubist Pharmaceuticals) dwoc FDA phé duyét

trong diéu tri SSTls
= 2006: FDA phé duyét daptomycin chi dinh NKH va viém ndi tdm mac

¢ Chi dinh
Hién nay B0 y té Viét Nam phé duyét cho cac chi dinh nhiém khuan sau:

- Nhiém khuén da va c4u tric da cé bién chirng Nhiém khuan da va cau trac da
c6 bién chirng (cSSSI) do cac vi khudn Gram dwong nhay cam véi thubc:
Sfaphylococcus aureus (k& cd cac S.aureus dé& khang véi methicillin,

Streptococcus  pyogenes, Streptococcus agalactiae,  Streptococcus
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dysgalactiae dudi loai equisimilis, va Enterococcus faecalis (chi cac nhém
nhay cam v&i vancomycin).

Nhiém S.aureus huyét (vi khudn huyét), Nhiém S.aureus huyét (vi khuan
huyét), k& ca viém ndi tam mac nhiém khuan tim phai gay ra b&i cac vi khuan
nhay cdm va dé khang véi methicillin.

Han ché str dung: Khéng chi dinh trong cac truéng hop sau

+ S dung trong diéu trj viéem phéi.

+ Trong diéu trj viem ndi tam mac nhiém, khuan tim trai do S.aureus.

Tac dung khéng mong muén

Bénh co va hdi chirng tiéu co van

Biéu hién: dau co, yéu co, creatine phosphokinase (CPK) tdng cao gap 10

lan UNN, hoi chirng tiéu co van cé kém theo suy than ho&c khéng.

» Phong tranh:

+ Theo d6i lam sang, phat hién sém biéu hién dau co hodc yéu mét

+ Kiém tra CPK méi tuan va thworng xuyé&n hon & bénh nhan da/dang st dung
chét (rc ché HMGCOA reductase

+ Dirng thudc néu bénh nhan cé biéu hién [am sang kém theo CPK > 1000 U/L
(5XULN) hoac khéng c6 biéu hién lam sang nhung CPK > 2000 U/L (10xULN)
+ Can nhac dirng tam thoi cac thubc cé thé gay hoi chirng tiéu co van (chét
e ché HMGCoA reductase) trong khi st dung daptomycin

Viém phéi tdng bach cau wa eosin

Biéu hién: sét, khé th®, thiéu oxy, tham nhiém phdi, thworng xuét hién sau 2
— 4 tuan st dung daptomycin

» Phong tranh:

+ Theo ddi lam sang, dirng thudc ngay khi c6 dau hiéu/triéu chirng

+ X0 tri v&i corticoid ( Lwu y: phan (rng c6 thé quay lai néu st dung lai thubc)
Tai liéu tham khao

1. https://drugbank.vn/thuoc/Cubicin&VN-17837-14

2. High-Dose Daptomycin and Clinical Applications,
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8573721/
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Phé tac dung tot trén nhiéu nhém vi khuan Gram (+), ké ca
cac vi khuan gidm nhay cdm v&i vancomycin.

Daptomycin |a lwa chon diéu trj thay thé cho glycopeptid
(vancomycin, teicoplanin) hodc linezolid trong nhiéu chi
dinh khac nhau.

T6i wu hoa diéu tri thdng qua st dung liéu cao daptomycin

(8-12mg/kg/ngay tuy chi dinh) c6 thé cé ich trong nhiéu

trwong hop nhiém khuan nghiém trong.
Can co6 chién lwoc quan Iy s dung khang sinh phu hop dé
dam bao hiéu qua diéu tri, han ché phat sinh dé khang va

tac dung khong mong mudn ctia phac do khang sinh
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Gié&i thiéu chung

Bach cdu man dong lympho (CLL) Ia b&nh bach ciu phé bién nhat & cac nwéc
phat trién. Ty 1é mac toan cau ngay cang téng, trung binh ct¢ 1000 nguwdi cé 91 nguoi
mac CLL (2017) [1]. Pay 1a bénh Iy man tinh va thuwéng gép & bénh nhan 16n tubi
v&i nhiéu bénh kém theo. Chinh vi vay bén canh hiéu qua diéu trj cia thudc, tinh
dung nap cuda thudc trong thdi gian diéu trj 1au dai 1a hét sirc quan trong dé bénh
nhan c6 chéat lwong cudc séng tét hon.

Thubc &rc ché Bruton Tyrosine Kinase (BTKi) ra doi tlr 2014 da thay déi lich
st diéu tri bénh CLL bang cach cung cip thém mét lwa chon diéu tri hiéu qua va
dung nap tét hon so véi diéu trj hoa tri [2,4]. Tuy nhién cac BTKi thé hé dau tién
(ibrutinib) vi tinh gan két chon loc kém va c6 tac ddng ngoai muc tiéu nén con ton tai
méi lo ngai vé nguy co tac dung phu vé tim mach (CV), bao gém rung tam nhi (AF),
tang huyét 4p va suy tim [5].

Acalabrutinib - BTKi thé hé tiép theo ra doi, dwoc FDA phé duyét tr ndm 2019
va BO Y Té phé duyét va Iwu hanh tai Viét Nam tw thang 3/2023. Acalabrutinib c6
tinh gan k&t manh va chon loc cao hon, c6 tinh dung nap khac biét véi hiéu qua
duwoc chirng minh qua thdi gian séng con (PFS & OS), ngay ca trén nhirng nhom
bé&nh nhan c6 doét bién gen nguy co cao véi thoi gian theo déi dai hon so voi cac
BTKi thé hé tiép theo khac.

% Nghién cwu do&i thwc (real word evidence) so sanh hiéu qua cua
acalabrutinib va ibrutinib

Nghién ctu héi ciru dwoc thwe hién tr 1/2018 dén 2/2021 trén 2,509 bénh
nhan cho thy bénh nhan dwoc diéu trj bang acalabrutinib cho ty 1& ngwng thubc thap
hon 41% so v&i nhom diéu tri ibrutinib [9].

% Cac nghién cwu chieng minh hiéu qua va tinh dung nap khéac biét cua
acalabrutinib trong diéu tri CLL

Nghién coru ELEVATE - TN

Day la nghién ctru pha 3, da trung tdm, nhan mé trén 535 bénh nhéan, so sanh

hiéu qua cla acalabrutinib + obinutuzumab so v&i phac dd hoa tri clorambucil +
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obinutuzumab (GCIb) & nhirng bénh nhan cé CLL chwa dwoc diéu tri. Tai thei diém

theo d&i gan 5 nam:
So v&i phac dé GClb:

o

Phac do acalabrutinib don tri gidp gidm dwoc 79% nguy co bénh tién
trién/tie vong: ty |é dap teng toan bo 1a 90% [6]

Hiéu qua cang tich cwc hon & phac dé phdi hop: acalabrutinib + obinutuzumab
gilp gidm dwoc 89% nguy co bénh tién trién va giam 45% nguy co tir
vong; ty |é dap trng toan bo 1a 96% [6]

Trén nhom bénh nhan cé nguy co cao (cé cac gen dot bién del(17p) +/-
TP53), phac db acalabrutinib don tri cling gitp gidm dwoc 79% nguy co bénh
tién trién/tlr vong

HO so an toan acalabrutinib + obinutuzumab hoan toan nhat quan voi
nhirng di¥ liéu da biét trwdc dé & phan tich tam thoi tai thoi diém theo d&i 28.3
thang

Acalabrutinib + obinutuzumab cho thay kha nang kiém soat bénh lau hon,
tinh dung nap va linh hoat trong diéu tri don tri hoac phéi hop & nhirng bénh
nhan CLL chwa dwoc diéu tri tredc do.

Nghién ciru ELEVATE R/R

Nghién ctru pha 3 nhdn mé, da trung tam, trén 533 bénh nhan, chirng minh

acalabrutinib khéng thua kém vé hiéu qua diéu trj so véi ibrutinib trong CLL da dwoc

diéu tri trwdc day. Ngoai ra acalabrutinib cho thay tinh dung nap tét hon cé y

nghia théng ké so vé&i ibrutinib trén nhivrng tac dung ngoai y sau:

@)

@)

Rung nhi & moi mirc do, tdng huyét ap moi mirc d6 va dd 3 trd 1én, tiéu chay,
chay mau, dau khoép [7]

Acalabrutinib gidm 41% ty & rung/cudng nhi so v&i ibrutinib, it b&nh nhan phai
ngwng thudc do tac dung ngoai y hon (14.7% vs 21.3%) [7]

Nghién ciru ASCEND

Nghién ctru nhdn ma@, da trung tam, trén 310 bénh nhan CLL tai phat/khéang

tri, so sanh v&i phac dd bendamustin+ rituximab (BR) / idelalisib + rituximab (idR),

tai thi gian theo ddi ~ 4 nam:

o

Acalabrutinib giip gidm 72% nguy co tién trién hodc tr vong so v&i phac
dd IdR/BR[8]

15



o Trén phan nhém bénh nhan cé dét bién gen nguy co’ cao (del 17p £ IGHV),
acalabrutinib cai thién 71% so véi phac doé IdR/BR [8]
Cap nhat chi dinh cua cac BTKi dang dwoc phé duyét tai Viét Nam
Chi dinh: cdp nhéat dén 12/10/2023

Tén
biét CALQUENCE (acalabrutinib) IMBRUVICA (ibrutinib)
dwoc
Diéu tri cho bénh nhan nguoi Ion bi
bach cau man dong lympho (chronic | Diéu tri cho bénh nhan ngui I1&n bi bach
1 lymphocytic leukemia - CLL) hodc u|cdu man dong lympho (chronic

lympho té bao nhé (small | lymphocytic leukemia - CLL)
lymphocytic lymphoma - SLL)

Diéu tri cho bénh nhan ngwoi lon bi| | . _ .
. . biéu tri cho bénh nhan ngudi Ion bi u
u lympho té bao vé (mantle cell P
2 lympho té bao vé (mantle cell lymphoma

lymphoma - MCL) da nhan it nhat o ) .
_ s - MCL) tai phat hoac khang tri
mot liéu trinh diéu tri trwedc day

Diéu tri cho bénh nhan nguoi I&n bj bénh
tang macroglobulin huyét (Waldenstréom’s
macroglobulinaemia - WM) da duoc diéu
3 tri it nhat mét tri liéu trwéc d6, hodc trong
diéu tri buwéc dau (first-line) cho bénh nhan
khong phu hop véi diéu tri hda mién dich
(chemo-immunotherapy).

< Liéu dung

Chi dinh CALQUENCE (acalabrutinib) IMBRUVICA (ibrutinib)
CLL/SLL 1 vién (100 mg) ubng méi 12 gi | 420mg (3 vién nang)/lan/ ngay
MCL 1 vién (100 mg) ubng méi 12 gi& | 560 mg (4 vién nang)/lan/ngay
WM 420mg (3 vién nang)/ 1 lan/ngay
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Tai liéu tham khao

1. Dong Y, Shi O, Zeng Q, et al. Leukemia incidence trends at the global, regional, and national level
between 1990 and 2017. Exp Hematol Oncol. 2020;9(1):14.

2. Moreno C, Greil R, Demirkan F, et al. lbrutinib plus obinutuzumab versus chlorambucil plus
obinutuzumab in first-line treatment of chronic lymphocytic leukaemia (iLLUMINATE): a multicentre,
randomised, open-label, phase 3 trial. Lancet Oncol. 2019;20(1):43-56.

3.Shanafelt TD, Wang XV, Kay NE, et al. Ibrutinib-rituximab or chemoimmunotherapy for chronic
lymphocytic leukemia. N Engl J Med. 2019;381(5):432-443.

4. Woyach JA, Ruppert AS, Heerema NA, et al. Ibrutinib regimens versus chemoimmunotherapy in
older patients with untreated CLL. N Engl J Med. 2018;379(26):2517-2528.

5. https://ashpublications.org/bloodadvances/article/6/18/5516/485792/International-consensus-

statement-on-the

6. Sharman JP et al. Presented at: ASCO Annual Meeting, June 3-7, 2022. Abstract 7539.

7. Byrd J et al. J Clin Oncol. 2021;39(31):3441-3452

8. Jurczak W et al. Presented at: the ASCO Annual Meeting; June 3-7, 2022; Abstract 7538

9. Lindsey E. Roeke et al. Real-world comparative effectiveness of acalabrutinib and ibrutinib in
patients with chronic lymphocytic leukemia, Blood Adv (2023) 7 (16): 4291-4301

10. Thong tin ké toa Calquence

11. Théng tin ké toa Imbruvica
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FDA cép phép nhanh choéng
phé duyét pirtobrutinib d& diéu tri
bénh bach cau lymphocytic man

tinh va ung thw hach lympho nhé

MOC 0000 Ve LA SEeS ]
! 30 tati -

,.t;uw c;. ﬂ.%aypi;(a" (CLL/SLL) ngay 1/12/2023.
(prtebnsoh g Hiéu qua da dwgc danh gia
s —_— trong BRUIN (NCT03740529], mot
i = thtr nghiém nhan mé, quéc té, don
nhanh bao gébm 108 bénh nhan
mac CLL hodc SLL trwéc day da dwoc diéu tri bang it nhat hai dot trj liéu trwde do,
bao gébm thudc trc ché BTK va thuébc trc ché BCL-2. Bé&nh nhan da nhan dwoc trung
binh 5 dong trj liéu trwdc d6 (pham vi: 2 dén 11). 77% bénh nhan da ngirng thubc tre
ché BTK ddi v&i bénh dai dang hoac tién trién. Pirtobrutinib dwoc ubng véi liéu 200
mg 1 1an méi ngay va dwoec tiép tuc cho dén khi tién trién bénh hodc doc tinh khéng

thé chap nhan dwoc.

Cac thudc do két qua vé hiéu qua chinh la ty & ORR va thoi gian DOR, duwoc
danh gia b&i mét Gy ban danh gia déc 1ap bang cach s dung tiéu chi iwCLL nam
2018. ORR la 72% (95% CI: 63, 80) va DOR trung binh la 12,2 thang (95% CI: 9,3,
14,7).

Céc phan trng bat loi phd bién nhét (= 20%), ngoai trir cac két qua xét nghiém,
la mét méi, bam tim, ho, dau co xwong, COVID-19, tiéu chay, viém phdi, dau bung,
khé thé, xudt huyét, phu né, budn nén, sét va dau dau. Nhirng bat thwong vé xét
nghiém dd 3 hodc 4 & hon 10% bénh nhan l1a gidm sé lwong bach cau trung tinh,
thiéu mau va gidm sé lwong tiéu cu. Nhiém tring nghiém trong xay ra & 32% bénh
nhan bao gébm nhiém tring gay tl vong & 10% bé&nh nhan. Théng tin k& don bao
gdm céc canh béo va than trong dbi v&i nhiém tring, xuat huyét, gidm té bao chét,
réi loan nhip tim va céac khdi u &c tinh nguyén phét th& phat.

Tai liéu tham khao:
1.https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-

approval-pirtobrutinib-chronic-lymphocytic-lukemia-and-small-lymphocytic
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Ngay 24/10/2023, FDA da phé duyét ivosidenib (Tibsovo, Servier
Pharmaceuticals LLC) cho bénh nhan truwéng thanh mac héi chirng rdi loan sinh tay
(MDS) tai phat hoac khang tri cé dét bién isocitrate dehydrogenase-1 (IDH1).

FDA phé duyét dwa trén thir nghiém AG120-C-001 (NCT02074839), mot thi
nghiém nhan mé&, don nhanh, da trung tdm trén 18 bénh nhan trwdng thanh méc
MDS tai phat/ khang trj véi dot bién IDH1. Dot bién IDH1 dwoc phat hién trong mau

F.,F  ngoai vi hodc tly xwong bang xét nghiém chan doan tai

Nsg chd hodc trung tdm va dwoc xac nhan hdi ciru bang Xét

Qj/H o hghiém Abbott RealTime IDH1.

hij EN lvosidenib dwoc ubng véi liéu khéi ddu 500 mg méi

(\j\ ngay lién tuc trong chu ky 28 ngay cho dén khi bénh tién

N trién, doc tinh khdng thé chap nhan dwoc hodc ghép té

bao gbc tao mau. Thoi gian diéu tri trung binh 1a 9,3 thang. Mot bénh nhan da dwoc
ghép té bao gbc sau khi dung ivosidenib.

Hiéu qua dwoc xac dinh bang ty 1& thuyén gidm hoan toan (CR) hoac thuyén
gidm moét phan (PR) (Phan hdi cia Nhém céng tac qubc té vé MDS ndm 2006), thoi
lwong CR+PR va ty 1& chuyén tlr phu thudc truyén mau sang khéng phu thudc. T4t
cé cac phan (rng quan sat dwoc déu la CR. Ty & CR la 38,9% (KTC 95%: 17,3,
64,3). Thoi gian dat CR trung binh 1a 1,9 thang (pham vi t 1,0 dén 5,6 thang) va
thdi gian CR trung binh khéng thé wéc tinh dwoc (pham vi 1,9, 80,8+ thang). Trong
sb 9 bénh nhan phu thuéc vao truyén héng cau (RBC) va/hoéc tiéu ciu luc ban dau,
6 (67%) bénh nhan khéng phu thudc truyén hdng cau va tiéu cau trong bat ky khoang
thdi gian 56 ngay nao sau thoi diém ban dau. Trong sé 9 bénh nhan khéng phai
truyén hdéng cau va tiéu cau luc ban dau, 7 (78%) van khéng pha truyén mau trong
bat ky khodng thoi gian 56 ngay nao sau thdi diém ban dau.

Céc phan trng bét loi phd bién nhét twong tw nhw cac phan &ng bat loi thwong
gap khi dung don tri liéu bang ivosidenib trong AML bao gém ddc tinh trén dwdng
tiéu hoa (tiéu chay, tao bon, viém niém mac va bubn nén), dau khép, mét mai, ho,
dau co va phat ban. Ngoai ra, ivosidenib ciing co6 thé gay kéo dai QTc.

Tai liéu tham khao
1.https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-ivosidenib-

myelodysplastic-syndromes.
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Ngay 26/9/2023, FDA da phé duyét

[ bosutinib (Bosulif, Pfizer) cho bénh nhan nhi

\\\\\\\\\

; ) M|t 1tudi tré 1én mac bénh bach cau tdy bao
| man tinh (CP) Ph+ giai doan man tinh, CML

0 - ~.\;./"/ >, N‘/‘-. . ,

| m¢&i dwoc chan doan (ND) hoac khang thudc

J hoac khéng dung nap (R/l) v&i liéu phap
I truec d6. FDA cling phé duyét mét dang bao
ché vién nang m&i cé ham Ilwgng 50 mg va

100 mg.

Hiéu qua da dwoc danh gia trong thtr nghiém BCHILD (NCT04258943), mot
thtr nghiém nhan mé, khdng ngau nhién, da trung tam dwoc tién hanh dé xac dinh
liéu bosutinib dwoc khuyén nghi & bénh nhan nhi mdc ND CP Ph+ CML va R/l CP
Ph+ CML, dé& wéc tinh dd an toan va kha nang dung nap ciing nhw hiéu qua va danh
gia dwoc déng hoc cua bosutinib @ nhém bénh nhan nay. Thi nghiém bao gém 28
bénh nhan méc R/l CP Ph+ CML dwoc diéu tri bang bosutinib & liéu 300 mg/m2 dén
400 mg/m2 udng 1 lan mbi ngay va 21 bénh nhan mac ND CP Ph+ CML duoc diéu
tri & liéu 300 mg/m2 ubng 1 lan méi ngay.

Céc chi s6 danh gia chinh vé hiéu qua bao gém phan (rng di truyén té bao
chinh (MCyR), phan &ng di truyén té bao hoan chinh (CCyR) va phan &ng phan ti
chinh (MMR). Béi v&i bénh nhi mac ND CP Ph+ CML, dap (ng di truyén té bao chinh
(MCyR) va hoan chinh (CCyR) lan lwvot 1a 76,2% (KTC 95%: 52,8, 91,8) va 71,4%
(KTC 95%: 47,8, 88,7). MMR la 28,6% (KTC 95%: 11,3, 52,3) va th&i gian theo doi
trung binh la 14,2 thang (khoang 1,1, 26,3 thang).

Déi v&i bénh nhi mac R/l CP Ph+ CML, dap &ng di truyén té bao chinh (MCyR)
va hoan chinh (CCyR) 1an lwot 14 82,1% (KTC 95%: 63,1, 93,9) va 78,6% (KTC 95%:
59, 91,7). MMR & 50% (KTC 95%: 30,6, 69,4). Trong s6 14 bénh nhan dat dwoc
MMR, c6 2 bénh nhan mit MMR sau 13,6 va 24,7 thang diéu tri. Thoi gian theo doi
trung binh la 23,2 thang (khoang: 1, 61,5 thang).

Cac phan &ng bat lgi phd bién nhat & bénh nhi (20%) 14 tiéu chay, dau bung,

ndn mlra, budn nén, phat ban, mét mai, rdi loan chirc ndng gan, nhirc dau, sbt, chan
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an va tao bon. Cac bat thwdng xét nghiém phd bién nhét tré nén trdm trong hon &
bénh nhi (>45%) la tang creatinine, tang alanine aminotransferase hoac aspartate
aminotransferase, gidm sé lwong bach cau va gidm sb lwong tiéu cau.

Liéu bosutinib dwoc khuyén nghj cho bénh nhan nhi mac ND CP Ph+ CML |
300 mg/m2 uéng 1 1an méi ngay cung vé&i thiee an va liéu khuyén céo cho bénh
nhi mac R/l CP Ph+ CML 14 400 mg/m2 uéng 11an méi ngay cung vé&i thirc
an. Bi v&i nhirng bénh nhan khéng thé nuét vién nang, dwoc chét trong vién nang
c6 thé dworc tron voi nwdc sbt tao hodc sira chua.
Tai liéu tham khao
1.https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-bosutinib-

pediatric-patients-chronic-myelogenous-leukemia
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Ngay 14/8/2023, FDA da céap phép nhanh choéng cho elranatamab-bcmm
(Elrexfio, Pfizer, Inc.), mot chat gan két t& bao T CD3 hwéng khang nguyén truwéng
thanh té bao B (BCMA) dac hiéu kép, danh cho nguwdi I1&n bi tai phat/khang tri da u
thy da diéu tri 4 dot trwdc d6, bao gdm thudc trc ché proteasome, thubc diéu hoa
mién dich va khang th& don dong khang CD38.

Hiéu qua da dwoc danh gia trong
MagnetisMM-3 (NCT04649359), mét
nghién clru nhan m¢&, don nhanh, da
trung tdm bao gdm nhirng bénh nhan bj
MM tai phat/khang tri, khang tri véi it nhat
mot chat e ché proteasome, moét loai
thubc diéu hoa mién dich va moét loai
thuéc chéng Khang thé CD38. Bénh nhan

mac bénh c6 thé do lwérng duwoc theo tiéu

chi cia Nhém hoat déng vé u tay quéc té
(IMWG) khi dc tuyén vao nghién ctu.

Céc chi sb danh gia vé hiéu qua chinh la ty 1& dap wng khach quan (ORR) va
thdi gian dap ng (DOR), dwoc danh gia bang mét danh gia trung tam doc 1ap duoc
lam mu dwa trén tiéu chi IMWG. Nhém hiéu qua chinh bao gédm 97 bénh nhan chua
tirng diéu tri theo hwéng BCMA va trwdc d6 da nhan duoc it nhat 4 dot diéu tri, bao
gdm thubc rc ché proteasome, thudc diéu hoa mién dich va khang thé don dong
khang CD38. ORR & 97 bénh nhan dung liéu khuyén céo 1a 57,7% (KTC 95%:
47,3%, 67,7%). V&I thdi gian theo ddi trung binh la 11,1 thang, khéng dat dwgc DOR
trung binh (KTC 95%: 12 thang, khéng dat dwoc). Ty I8 DOR tai thdi diém 6 thang
12 90,4% (KTC 95%: 78,4%, 95,9%) va tai thdi diém 9 thang 1a 82,3% (KTC 95%:
67,1%, 90,9%).

Théng tin k& don cho elranatamab-bcmm c6 canh béo vé héi chirng giai phong
cytokine (CRS) de doa tinh mang hoac gay ti vong va nhiém déc than kinh, bao gém
nhiém ddc than kinh lién quan dén té bao tac dong mién dich (ICANS). Trong sb

nhirng bénh nhan ding elranatamab-bcmm & liéu khuyén céo, CRS xay ra & 58%
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bénh nhan, ddc tinh than kinh & 59% va ICANS xay ra & 3,3%. CRS d6 3 xay ra &
0,5% bénh nhan va doc tinh than kinh dé 3 hoac 4 xay ra & 7%.

Do nguy co CRS va ddc tinh than kinh, bao gdm ICANS, elranatamab-bcmm
chi dwoc cung cp théng qua mét chwong trinh han ché theo Chién lwoc gidm nhe
va danh gia rui ro (REMS), dwoc goi la ELREXFIO REMS.

Céc phan (rng bat loi phd bién nhét (20%) la CRS, mét mai, phan &ng tai chd
tiém, tiéu chay, nhiém trung dwdng hd hap trén, dau co xwong khép, viem phédi, chan
an, phat ban, ho, buén non va sét. Cac bat thuworng xét nghiém & do 3 dén 4 phd bién
nhat (220%) la gidm té bao lympho, gidm bach ciu trung tinh, gidm huyét séc tb,
gidm bach ciu va gidm tiéu cau.

Liéu lwong elranatamab-bcmm dwoc khuyén nghi bao gém: “liéu tdng dan 1”
la 12 mg vao Ngay 1, “lidu tdng cudng 2” 1a 32 mg vao Ngay 4, tiép theo la liéu diéu
tri dau tién 1a 76 mg vao Ngay 8 , va sau dé la 76 mg hang tuan, sau dé, cho dén
tuan 24. Béi véi nhirng bénh nhan da dung elranatamab-becmm it nhéat 24 tuan va da
dat dwoc phan trng mot phan hodc dap trng tdt hon va duy tri trong it nhat 2 thang,
khodng céach gilra cac liéu nén chuyén sang liéu 1 IAn mdi hai tuan. Elranatamab-
bemm ¢ thé duorc tiép tuc cho dén khi bénh tién trién hodc ddc tinh khéng thé chap
nhan dwoc.

Tai liéu tham khao
1.https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-

approval-elranatamab-bcmm-multiple-myeloma
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Ngay 20/7/2023, FDA da phé duyét quizartinib (Vanflyta, Daiichi Sankyo, Inc.)
v&i phac d& cdm rng cytarabine va anthracycline tiéu chuan va ciing cb cytarabine,
ddng thoi I liéu phap don trj liéu duy tri sau hoa trj liéu cing cb, dé diéu tri cho bénh
nhan trwdng thanh mac AML m&i chan doan dwong tinh véi FLT3-ITD, dwoc phét
hién bang xét nghiém dwoc FDA phé chuan. FDA ciing phé duyét Xét nghiém dot
bién LeukoStrat CDx FLT3 lam phwong phap chan doan.

FLT3-ITD
Active
Inactive
D —
Type 2 Inhibitors: Type 1 Inhibitors:_{
Quizartinib . Midostaurin
Sorafenib Giltentmnib
Ponatinib, etc Crenolanib, tc.
(ear) 1 @ -
1 (axT )
(MEK |
(&)

Hiéu qua cua quizartinib v&i héa tri liéu da dwoc danh gia trong QUANTUM-
First (NCT02668653), mét thir nghiém ngdu nhién, mu déi, di chirng gid dwoc trén
539 bénh nhan mac AML dwong tinh vé&i FLT3-ITD méi dwoc chan doan. Tinh trang
FLT3-ITD dwoc xac dinh bang Xét nghiém dét bién LeukoStrat CDx FLT3.

Bénh nhan dwoc chon ngau nhién (1:1) dé nhan quizartinib (n=268) hoéc gia
dwoc (n=271) va&i liéu phap tan coéng va cing cb ciing nhw don trj liéu duy tri theo
chi dinh ban dau. Khéng c6 sy tai ngau nhién hoa khi bat dau diéu tri sau clng
cb. Nhivng bénh nhan tién hanh ghép té bao gbc tao mau (HSCT) da bat dau diéu tri
duy tri sau khi héi phuc HSCT.

Thwéce do két qua hiéu qua chinh la ty 1& sdng sét chung (OS), dwoc do tir
ngay chon ngdu nhién cho dén khi t&r vong do b4t ky nguyén nhan nao. Phan tich
ban diu dwoc tién hanh sau théi gian theo dbi téi thiéu 24 thang sau khi bénh nhan
cudi cung dwoc chon ngau nhién. Thir nghiém da chirng minh sy céi thién cé y nghia

thdng ké vé hé diéu hanh déi véi nhém quizartinib [ty 1& nguy co (HR) 0,78; KTC
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95%: 0,62, 0,98; 2 mat p=0,0324]. Ty Ié CR & nhdm quizartinib 1a 55% (95% ClI: 48,7,
60,9) v&i thdi gian trung binh la 38,6 thang (95% CI: 21,9, NE) va ty Ié CR & nhirng
ngwdi dung gia dwoc la 55% (95% CI: 49,2, 61,4) véi thdi gian trung binh la 12,4
thang (KTC 95%: 8,8, 22,7).

Quizartinib khéng dwoc chi dinh la don tri liéu duy tri sau HSCT di sinh. Sy cai
thién sbéng con véi quizartinib chwa dwoc chirng minh trong trweng hop nay.

M6t tac dung phu cda quizartinib 14 kéo dai khoang QT, xoan dinh va ngng
tim. Quizartinib chi dwoc cung cap théng qua mét chwong trinh han ché theo Chién
lwoc gidm thiéu va danh gia rai ro (REMS), dwoc goi 1a Vanflyta REMS. Xem théng

tin ké don dé biét danh sach day du cac phan ng bat Ioi.

« Cam w&ng: 35,4 mg udng moét 1an méi ngay vao Ngay 8-21 cla “7 + 3
(cytarabine [100 hodc 200 mg/m2/ngay] vao Ngay 1 dén 7 cong voi
daunorubicin [60 mg/m2/ngay] hoac idarubicin [12 mg /m2/ngay] vao Ngay 1
dén Ngay 3) va vao Ngay 8-21 hodc 6-19 cla dot tAn céng th hai tuy chon
(“7 + 3” hoac “5 + 2” [5 ngay cytarabine céng v&i 2 ngay daunorubicin hoac

idarubicin], twong ng),

« Clng cb: 35,4 mg ubng mot 1an mbi ngay vao Ngay 6-19 cla cytarabine liéu
cao (1,5 dén 3 g/m2 c& sau 12 gi® vao Ngay 1, 3 va 5) trong téi da 4 chu ky
« Duy tri: 26,5 mg uéng mét lan mdi ngay vao Ngay 1 dén 14 va 53 mg mét 1an
mdi ngay sau do, trong tdi da 36 chu ky 28 ngay.
Tai liéu tham khao

1.https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-quizartinib-newly-

diagnosed-acute-myeloid-leukemia

25


https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-quizartinib-newly-diagnosed-acute-myeloid-leukemia
https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-quizartinib-newly-diagnosed-acute-myeloid-leukemia

1.8. Glofitamab-gxbm — Diéu tri u lympho té bao B Ié&n tai
phat/khang tri

Ngay 15/6/2023, FDA
da cap phé duyét nhanh cho
glofitamab-gxbm  (Columvi,
Genentech, Inc.) dé diéu tri
bénh ung thw hach té bao B
I&n lan téa tai phat/khang tri,
chwa dwoc chi dinh khac bao
gdbm DLBCL, NOS hoac té
bao B I&n ung thw hach (LBCL) phét sinh tir u lympho nang, sau hai hodc nhiéu dot

diéu trj toan than.

Cancer cell Cytotoxic granules Immune cell

KRH5 CDI6A

Bispecific
antibody

Glofitamab-gxbm, mét chat tham gia gan té bao T CD3 huwéng CD20 dac hiéu
kép, da dwoc nghién clu trong thtr nghiém NP30179 (NCT03075696), mét thir
nghiém don nhanh, da trung tdm, nhan mé& bao gém 132 bénh nhan dé danh gia
hiéu qua. 80% bénh nhan bj DLBCL, NOS tai phat/khang tri va 20% bénh nhan méc
LBCL phaét sinh tlr u lympho nang. Bénh nhan da nhan dwoc it nhat hai dong tri liéu
toan than trwdc do (trung vi 3, pham vi 2-7). Thir nghiém da loai trir nhirng bénh
nhan méc bénh hodc bénh ung thw hach hé than kinh trung wong dang hoat déng
trwde do.

Céc thuwdc do két qua vé hiéu qua chinh la ty 1& phan héi khach quan (ORR)
va thoi gian phan hdi (DOR), duoc xac dinh béi Uy ban Banh gia DBac 1ap bang cach
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st dung tiéu chi Lugano 2014. ORR la 56% (KTC 95%: 47, 65) v&i 43% dat duwoc
phan héi hoan toan. Véi thdi gian theo déi trung binh wéc tinh la 11,6 thang, DOR
trung binh wéc tinh 1a 18,4 thang (KTC 95%: 11,4, khéng thé wdc tinh duwoc). Uéc
tinh Kaplan-Meier trong 9 thang cho DOR 1a 68,5% (KTC 95%: 56,7, 80,3). Th&i gian
trung binh dé tra | 14 42 ngay.

Théng tin k& don canh bao vé héi chirng gidi phong cytokine (CRS) nghiém
trong hodc gay t&r vong. CaAc Canh bao va Phong ngtra khac bao gébm déc tinh than
kinh bao gdm Déc tinh than kinh lién quan dén té bao tac ddng mién dich (ICANS),
nhiém trang nghiém trong va bung phat khéi u. Trong sb 145 bénh nhan LBCL tai
phat hodc kho chivra dwoc danh gia vé do an toan, CRS xay ra & 70% (CRS cép 3
tr& 1én, 4,1%), ICANS & 4,8%, nhiém tring nghiém trong & 16% va buing phat khéi u
& 12%.

Céc phan trng bat loi phd bién nhét (> 20%) 1a CRS, dau co xwong khép, phat
ban va mét mai. Cac b4t thwdng xét nghiém do 3 dén 4 phd bién nhat (> 20%) la
giam sb lwong té bao lympho, phét phét, sb lwong bach cu trung tinh va fibrinogen
va tang axit uric.

Sau mét liéu duy nhat 1.000 mg obinutuzumab trong Ngay 1 ctia Chu ky 1 dé
lam can kiét cac té bao B ctia mé bach huyét va tuan hoan, glofitamab-gxbm dwoc
dung bang cach tiém truyén tinh mach theo chu ki tang liéu (2,5 mg vao Ngay 8 cua
Chu ky 1 va 10 mg vao Ngay 15 cta Chu ky 1), sau d6 30 mg vao Ngay 1 ciia moi
chu ky tiép theo trong téi da 12 chu ky. D6 dai chu ky 1a 21 ngay. Tham khao théng
tin ké don dé biét thong tin vé liéu lwong day du.

Glofitamab-gxbm chi nén dwoc quan ly b&i chuyén gia cham séc sirc khée voi
sy hd tro y té thich hop dé kiém soat cac phan &ng nghiém trong, bao gém ca
CRS. Do nguy co' CRS, bénh nhan phai nhap vién trong va trong 24 gi® sau liéu tang
dan dau tién (2,5 mg vao Ngay 8 ctia Chu ky 1) va dbi vai liéu tdng dan thi hai (10
mg vao Ngay 15 cta Chu ky 1) néu moi m&rc d6 CRS déu xay ra vai liéu 2,5 mg. Doi
v&i céac lidu tiép theo, bénh nhan cé CRS cép dd = 2 v&i lan truyén trwdc dd phai
nhap vién trong va trong 24 gid sau khi hoan thanh 1an truyén tiép theo.

Tai liéu tham khao
1.https://www.fda.gov/drugs/drug-approvals-and-databases/fda-grants-accelerated-approval-

glofitamab-gxbm-selected-relapsed-or-refractory-large-b-cell
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1.9. Polatuzumab vedotin-piiq — Diéu tri ung thw hach té bao B
I&n lan téa chwa dwoc diéu tri trwée day, chwa dwoc chi dinh

khac va bénh ung thw hach té bao B dd ac tinh cao
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Ngay 19/4/2023, FDA da phé duyét polatuzumab vedotin-piiq (Polivy,
Genentech, Inc.) v&i san pham rituximab, cyclophosphamide, doxorubicin va
prednisone (R-CHP) cho bé&nh nhan trwdng thanh truéc day chwa dwoc diéu tri bénh
B 1&n lan tda (DLBCL), khéng duoc chi dinh khac (NOS) hoac ung thw hach té bao
B d6 ac tinh cao (HGBL) va c6 Chi s6 Tién lwong Qubc té (IPI) tiy 2 trd lén.

Sw phé duyét dwa trén POLARIX (NCT03274492), mét thlr nghiém ngau
nhién, mu d6i, dung gid dwoc & 879 bénh nhan méc u lympho té bao B I&n chua
duoc diéu tri trwdc do va cé diém IPI 1a 2-5. Thir nghiém da danh gia tinh wu viét
cua viéc thay thé polatuzumab vedotin bang vincristine trong phac d& R-CHOP
(rituximab, cyclophosphamide, doxorubicin, vincristine va prednisone). Bénh nhan
dwoc chon ngau nhién (1:1) d& nhan polatuzumab vedotin céng véi R-CHP (pola +
R-CHP) hodc R-CHOP trong 06 chu ky 21 ngay, sau d6 l1a 02 chu ky bd sung
rituximab riéng I& & ca hai nhom. Cac chan doan chinh |a DLBCL méi xuat hién, NOS
(84%) va HGBL (11%).

Hiéu qua dwoc dwa trén ty 1& séng sot khong tién trién bénh (PFS) do nguoi
nghién ctru danh gia. PFS dai hon dang ké vé mat théng ké & nhoém pola + R-CHP,
v&i ty 1€ nguy co (HR) 1a 0,73 (KTC 95%: 0,57, 0,95; p = 0,0177). Nhém nay ciing c6
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sy cdi thién dang k& vé mat théng ké vé kha nang séng sét khéng co bién cb da
dwoc stra ddi (HR 0,75; KTC 95%: 0,58, 0,96: p=0,0244). Khong c6 sy khéc biét
dang ké vé ty [& dap (rng hoan toan hoac ty 1& séng s6t chung (HR 0,94; KTC 95%:
0,67, 1,33 trong phan tich cubi cung).

Céc phan &ng bat loi phd bién nhét véi pola + R-CHP (>20%), ngoai trir cac
bat thwdng trong xét nghiém, 1a bénh than kinh ngoai bién, buén nén, mét mai, tiéu
chay, tdo bén, rung toc va viém niém mac. CAc bat thwdng vé xét nghiém & dd 3 dén
4 (>10%) la gidm bach cau, gidm bach cau, tdng axit uric mau va thiéu méau. Bénh ly
than kinh ngoai bién phat trién hodc tram trong hon & 53% bé&nh nhan, véi ty 1& khoi
& 58% sau trung binh 4 thang. Phan &ng bat loi nghiém trong xay ra & 34% bénh
nhan, bao gdm sét gidm bach cau va viém phbi.

Liéu polatuzumab vedotin dwoc khuyén nghij l1a 1,8 mg/kg tiém truyén tinh
mach cr sau 21 ngay trong 6 chu ky két hop véi R-CHP. Bénh nhan nén dwoc diéu
tri tredc bang thude khang histamine, thudc ha sét va yéu té kich thich tao bach cau
hat dy phong.

Tai liéu tham khao
1.https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-polatuzumab-

vedotin-piig-previously-untreated-diffuse-large-b-cell-lymphoma-not
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1.10. Omidubicel - Giam th&i gian phuc hoi bach cau trung tinh
va nhiém tring & bénh nhan co6 khoéi u ac tinh veé huyét hoc
Ngay 17/4/2023, FDA da phé duyét omidubicel-onlv (Omisirge, Gamida Cell
Ltd.) d& s&r dung cho bé&nh nhan nguwdi I&n va tré em (12 tudi tré 18n) méc cac u ac
tinh huyét hoc dwoc 18n ké hoach ghép mau cubng rén sau diéu tri phac dé diéu kién

hod liéu cao dé& giam thei gian phuc hdi bach cu trung tinh va ty 1& nhiém tring.

Omidubicel
L > P2
Cord Blood Unit (CBU) NAM-Expanded Non-Cultured Omidubicel Infusion
Selected Cells Fraction

propeiotary NAM 1echnology nduding T cells

Scalable manufacturing and delivery of omidubicel

Tinh an toan va hiéu qua da duwogc danh gia trong Nghién clru P0501
(NCT02730299), médt thir nghiém ngau nhién, da trung tdm, nhan mé& vé cay ghép
omidubicel-onlv hodc ghép mau day rén (UCB) sau diéu kién hoé liéu cao & bénh
nhan c6 u &c tinh huyét hoc. Téng cdng, 125 bénh nhan dwoc chon ngdu nhién - 62
bénh nhan dung omidubicel-onlv va 63 bénh nhan vao nhom UCB. 52 bénh nhén
dwoc cay ghép omidubicel-onlv nhan liéu té bao CD34+ trung binh 1& 9,0 X 10 ¢ té
bao/kg (pham vi 2,1 — 47,6 X 10 © té bao/kg). Ndm muwoi sau bénh nhan dwoc cay
ghép vao canh tay UCB vé&i mot hodc hai bd day rén (66% dwoc nhan hai bd day
rén). Trong 42 bénh nhan duoc béo céo vé liéu té bao gbc, liéu té bao CD34+ trung
binh 14 0,2 X 10 té bao/kg (trong khoang 0,0 — 0,8 X 10 6 * bao/kg). Nhiéu liéu phap
da dwoc sir dung, bao gébm céc lwa chon dwa trén chiéu xa toan than hodc dwa trén
hoa tri.

Céc thwde do vé két qua hiéu qua chinh 1a thi gian phuc héi bach cau trung
tinh sau céy ghép va ty 1& nhiém tring cap 2/3 do vi khuan hoac ndm cép dd 3 trong

Mang lwéi thi nghiém 1am sang cay ghép méau va tdy (BMT CTN). Thoi gian trung

30



binh d& phuc hdéi bach cdu trung tinh 1a 12 ngay dbi véi nhirtng ngudi ding
omidubicel-onlv (95% CI: 10-15 ngay) va 22 ngay & nhom UCB (95% CI: 19-25
ngay). 87% & nhom dung omidubicel-onlv va 83% & nhém UCB da phuc héi dwoc
bach cau trung tinh. Ty 1& nhiém vi khudn BMT CTN cép 2/3 ho&c nhiém nadm cap 3
qua Ngay thr 100 sau ghép lan lwot [a 39% va 60% & hai nhom.

Twong tw nhw cac san phdm UCB da dwoc phé duyét, thong tin ké don chira
canh bao vé cac phan (rng tiém truyén gay t& vong hoac de doa tinh mang, bénh
manh ghép chdéng chd (GvHD), hdi chirng ciy ghép va that bai cia manh
ghép. Trong sé 117 bénh nhan dung omidubicel-onlv dé diéu tri bat ky bénh nao,
phan &ng truyén xay ra & 47% bénh nhan, GVHD cép tinh & 58%, GvHD man tinh
& 35% va that bai ghép & 3%.

O nhirng bénh nhan cé u &c tinh huyét hoc trong Nghién ctru P0501, phan
&ng bat lgi dd 3-5 phd bién nhat la dau (33%), viém niém mac (31%), tdng huyét ap
(25%) va nhiém déc dwdng tiéu hoa (19%).

« Phan nuéi cay: t6i thiéu 8,0 x 10 8 tdng sb t& bao kha thi v&i téi thiéu 8,7 phan
tram té bao CD34+ va tdi thiéu 9,2 x 10 7 tbng sb té bao CD34+, tiép theo |
« Phan khéng nubi cay: tbng sb té bao sdng ti thiéu 1a 4,0 x 10 8 va tbi thiéu la
2,4 x 10 7 té bao CD3+.
Tai liéu tham khao
1.https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-omidubicel-

reduce-time-neutrophil-recovery-and-infection-patients-hematologic

2. https://lusern.kums.ac.ir’lkums_content/media/image/2023/03/193154 orig.pdf
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CHUONG 2. QUAN Li S DUNG THUOC

Nam 2023, khoa Dwoc Vién Huyét hoc — Truyén mau Trung wong trién khai
ky thuat méi “Dinh lwong néng doé vancomycin trong mau”. Ky thuat nay trién khai
v&i muc dich ddm bao hiéu qua va an toan diéu tri khi s& dung khang sinh
vancomycin trén déi twong bénh nhan huyét hoc. Ngoai ra, viéc trién khai con giap
dam bao quyén lgi vé thudc chiva bénh cho bénh nhan tham gia bao hiém vy té.
2.1.1.  Hwéng dan s&rdung vancomycin

< Chidinh
Vancomycin dwoc chi dinh dé diéu tri nhiém khuin nang nghi ng®& hoac xéac

dinh do vi khudn Gram dwong nhw Staphylococcus aureus khang methicillin
(MRSA), Enterococcus, Streptococcus,,... hoac mét sé vi khuan ki khi khac da dé
khang hoac bénh nhan khéng s dung dwoc nhom betalactam, bao gdm:

- Viém mang n&o, ap xe ndo hodc nhiém khuan than kinh trung wong.

- Nhiém khuan & bung.

- Sbc nhiém khuan, nhiém khuan huyét va cac nhiém khuan lién quan dén

catheter.

- Nhiém khuan da va mé mém phurc tap.

- Nhiém khuan xwong khép bao gdm ca viém cbt tay.

- Viém phéi (bao gdm ca viém phdi cdng ddng va viém phdi bénh vién)

- S6t gidam bach ciu trung tinh & bénh nhan cé yéu td nguy co nhiém MRSA,

gom:

+ Bénh nhan c6 huyét dong khdng 6n dinh ho&c cac dau hiéu sbc nhiém khuan

khac.

+ Viém phdi xac dinh bang X-quang

+ B&nh nhan nhudm soi phat hién vi khudn Gram dwong khi chwa dinh danh va

lam khang sinh d6

+ C6 dau hiéu 1am sang nhiém khuan lién quan dén catheter (VD: &n lanh ho&c

rét run khi truyén qua catheter va c6 viem md té bao da xung quanh vi tri dat

catheter,...)
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+ Bénh nhan c6 tién s mac hoac c6 quan cw vi khuan Gram dwong khang
thuéc nhw MRSA, VRE, Streptococcus pneumoniae khang penicillin.
+ Viém niém mac & bénh nhan da dw phong vai ciprofloxacin va st dung
ceftazidim trong phac d6 diéu tri kinh nghiém

s Cac trwwong hop wu tién TDM vancomycin
- Bé&nh nhan sét giam bach cau trung tinh nguy co cao, tinh trang nhiém khuan
nang hoac c6 séc nhiém khuan.
- Bénh nhan suy than hoac tang thanh thai than, bénh nhan cé chirc nang than
khéng 6n dinh.
- Bénh nhan béo phi (BMI = 30 kg/m2).
- Bé&nh nhan cao tudi (= 65 tudi).
- Bénh nhan dap rng Idm sang kém sau 3 — 5 ngay.
- Str dung déng thdi clng cac thubéc gay doc trén than (VD: aminoglycosid,
piperacillin-tazobactam, amphotericin B, ciclosporin, tacrolimus, furosemid,
NSAIDs, thudc can quang chira iod, hda chat diéu trj ung thw chira nhom platin
nhuw cisplatin, carboplatin,...).
- Cac trwdng hop khac khi bac si nhan thdy cAn TDM dé dam bao an toan va
hiéu qua trén bénh nhan.

< Liéu dung vancomycin

- Liéu nap dwoc wu tién sir dung trén bénh nhan nhiém khuan nghiém trong
va/hodc kém theo sbc nhiém khuan can diéu tri tich cuc.

- Liéu nap duoc tinh theo can nang thwc té: 25 mg/kg (t6i da 3g).

- Bbi v&i ngudi bénh béo phi (BMI = 30 kg/m2) hodc cé CICr < 30 mi/phat hodc
suy than cap: liéu nap 20 — 25mg/kg (t6i da 3g).

- Liéu dworc lam tron dén 250g.

Lidu nap tiéu chuan |Lieu nap diéu chinh
Can nang BN (kg)

(25mg/kg) (20mg/kg)’
<35 750 mg 500 mg
36-45 1000 mg 750 mg
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46 — 55 1250 mg 1000 mg

36 — 65 1500 mg 1250 mg
66 — 75 1750 mg 1500 mg
>76 2000 mg 1750 mg

* Liéu nap diéu chinh dwoc str dung trong trudng hop bénh nhan béo phi (BMI = 30 kg/m2,
CICr < 30 hoac c6 suy than cap)

Liéu duy tri kh&i dau dwoc tinh theo chirc ndng than va can nang, liéu trén
bénh nhan co6 chirc ndng than binh thuwéng la 15 — 20 mg/kg mbi 8 — 12 gidy, diéu
chinh theo @8 thanh thai Creatinin wéc tinh theo céng thirc Cockgroft-Gault. Liéu tbi

da 2g/1an va 4.5g/ngay (bao gébm ca liéu nap). Liéu méi lan dwoc lam tron dén 2509

(140 — tudi) x can nang (kg) x 0.85 [v&i nit]
SCrx72

CICr (ml/phat) =

Trong do:
CrCl: d6 thanh thai creatinin (ml/phut)
Can nang: st dung chi s thdp hon can nang thuc té (ABW) va can nang ly twéng
(IBW)
IBW (nam) = 50kg + 0,91 x (chiéu cao [cm] — 152,5)
IBW (ni¥) = 45kg + 0,91 x (chiéu cao [cm] — 152,5)
SCr: ndng dé Creatinin mau (mg/dL)

D6 thanh  thai ) . o Khoang liéu
- . Che d6 lieu goi y . X

creatinin (ml/phut) hang ngay

> 130? 15 mg/kg g8h 40 — 45 mg/kg

90 — 130 15 — 20 mg/kg q8-12h 30 — 60 mg/kg

51 -89 10 — 20 mg/kg q12h 20 — 40 mg/kg

30-50 10 — 15 mg/kg g12h — 20 mg/kg q24h | 20 — 30 mg/kg
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10 — 15 mg/kg g24h hoac 15 mg/k
10-29 994 ' 99 7,5 - 15 mg/kg
g48h

<10 hoac c6 suy than | 15 mg/kg va lwa chon khoang dwa liéu

cap? phl hop véi két qua TDM

1 Can héi chan duoc silam sang dé lwa chon liéu t6i wu

Bdng goi y ché dé liéu cu thé theo dé thanh thai creatinin va can ndng

b6 thanh Can nang (kg)
thai
creatinin | 35 _ 39 40 - 49 50 — 59 60 — 80
(ml/phut)
500mg q8h/ 1000mg g12h/ | 750mg q8h/ 1000mg g8h/
90 - 130
750mg ql2h 750mg g8h 1250mg g12h 1500mg g12h
750mg q12h/ 1000mg q12h/
51 -89 500mg gl2h
1000mg q12h 1250mg g12h
30-50 750mg g24h 1000mg g24h 1250 mg q24h
10-29 500mg g48h 750mg g48h 1000 mg g48h

< Hwéng dan pha truyén
Nong dé dung dich truyén khdng vwot qua 5 mg/ml. Dbi véi bénh nhan can
han ché dich thi néng do vancomycin sau pha lodng khéng vwot qua 10mg/ml

Thoi gian truyén va thé tich pha lodng

Liéu <1000mg 1000mg - 1500mg 1600mg — 2000mg
Thé tich pha
100 - 250 250 — 500 500
lodng (ml)
Thei gian truyén 60 phut 90 phut 120 phat
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< Theo ddi néng dd vancomycin trong mau

Thoi diém 1ay méu

Mau dinh lwgng vancomycin dau tién dworc Iy tai thdi diém ndng d6 thube da
dat trang thai can bang, trong khoang tr 48 — 72 gi® sau khi dwa liéu dau tién. Mau
mau duoc 13y bat ky trong khoang sau khi két thic truyén 1 gio va trwée khi siv dung
liéu tiép theo (Khéng I4y mau mau trong thdi gian dang truyén hoéc trong vong 1 giéy
sau khi két thic truyén).

Pich PK/PD va xdc dinh AUC

Dich PK/PD: AUC/MIC = 400 — 600 v&i gia dinh MIC = 1mg/L trong tred'ng
hop chwa co két qua vi sinh

Xéc dinh AUC: S&r dung phan mém wéc tinh theo phwong phap Bayesian

Tan suét lay mau

Trirong hop AUC chuwa dat dich: kiém tra lai sau khi hiéu chinh liéu 24— 48 gio.

Trwong hop AUC da dat dich: kiém tra lai sau mdi 5 — 7 ngay vé&i bénh nhan
&n dinh, dap wng tét. Bbi véi bénh nhan réi loan huyét ddng, thay dbi do thanh thai
creatinin nhanh chéng (tdng hodc gidm trén 25%), c6 dau hiéu khéng dap &ng hodc
céc tinh trang lam sang c6 thé dan dén thay déi dwoc ddong cltia vancomycin: kiém
tra lai ngay sau khi xuat hién cac diu hiéu trén va méi 2 — 3 ngay néu cac dau hiéu
kéo dai.

Hwéng dan hiéu chinh liéu

Dua trén két qué AUC:

Trong trwéng hop két quéd AUC/MIC < 400 hoadc > 600, diéu chinh liéu hang
ngay cGa vancomycin theo nguyén tac sau:

- Tinh lai liéu hang ngay vancomycin theo cong thirc:

AUC dich

AUC thuc té

- Tinh toan ché dé liéu méi: liéu dung 1 lan va khodng dwa liéu. Lwu y: khéng

Liéu hang ngay m&i = Liéu dang dung x

tang liéu vancomycin cao hon liéu tdi da (2g/lan va 4,5g/ngay). Trong truéng hop
khéng dat dwoc dich AUC/MIC, can nhéc thay déi khang sinh nhwng can dya trén
dap ng lam sang cua bénh nhan.

- Trong trwdng hop AUC xac dinh dwoc > 600, tinh toan thei diém st dung lai

vancomycin khi néng dé roi vao khoang 10 — 20 mg/dl.
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Dua trén két qué MIC: trong trwdng hop phan 1ap va xac dinh duwgc MIC voi
vancomycin clia can nguyén gay bénh:

- Néu MIC < 1: khéng can hiéu chinh liéu

- Néu 1 < MIC < 2: diéu chinh tang liéu dwa trén dich AUC/MIC = 400 — 600
theo nguyén tac trén. Trong trwong hop bénh nhan da cé dap tng 6n dinh, hdi chan
v&i Duoc st lam sang trwde khi tang liéu khang sinh.

- Néu MIC > 2: can nhéc thay déi khang sinh néu bénh nhan khéng dap ng.
Trong trwérng hop bénh nhan da cé dap tng 6n dinh, hdi chan véi Dugc silam sang.

s Theo do6i doc tinh trén than

- Boc tinh than dwoc dinh nghia la tdng néng do creatinin huyét thanh trén 1,5
lan hodc mrc loc cau than tinh theo cdng thire Cockroft-Gault gidm trén 25% so Vi
gia tri tai thoi diém trwdc khi bat dau dung thude, duy tri trong it nhat 24 gid va xay
ra sau it nhat 2 ngay dung vancomyecin.

- Mirc d& nghiém trong doc tinh than: phan bd cac bénh nhan phat sinh déc
tinh than theo tiéu chi creatinin cia phan loai cia RIFLE theo 3 m&c dé “R - Nguy
co”, “l - Tén thwong” va “F — Suy” theo Bang sau

Bang phan loai mdre dé nghiém trong déc tinh trén thén theo tiéu chi

creatinin cda RIFLE

Mtrc do Tiéu chi xac dinh

R - Nguy co Tang ndng dé creatinin trén 1,5 1an hodc GFR giam > 25%
| - Tén thwong Tang néng doé creatinin trén 2 lan hoac GFR gidm = 50%
F - Suy T&ang ndng do creatinin trén 3 1an hoac GFR giam = 75%

- Tan suét theo ddi chirc nang than:
+ Xét nghiém uré, creatinin 2 1an/tuan & bénh nhan cé chirc ndng than én dinh.
+ Xét nghiém uré, creatinin 2 ngay/lan & bénh nhan c6 chirc nang than khéng
4n dinh hoadc str dung kém cac thubc coé doc tinh than.
- X tri doc tinh trén than: hiéu chinh liéu cac thudc bénh nhan st dung theo chirc
nang than (néu can thiét), can nhéac thay déi/dirng vancomycin va cac thudc cé doc

tinh than khac néu co6 thé.
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2.1.2. Quy trinh dinh Iwvong vancomycin
% Muc dich
Quy trinh gidm sat ndng d6 thubc Vancomycin trong mau & bénh nhan trwéng
thanh nham cac muc dich sau:
- Théng nhét cac budc can lam dé thwc hién theo déi qua trinh diéu tri voi
Vancomycin tai Vién
- Dam bao t6i wu hiéu qua diéu tri va han ché téi da cac doc tinh ctia Vancomycin
cho bénh nhan.
- Pam bao quyén lgi vé thubc chira bénh cho bénh nhan tham gia bao hiém vy té.
s Pham vi ap dung
Quy trinh nay dwoc ap dung dbi véi bénh nhan trwdng thanh diéu tri ndi trd tai
Vién Huyét hoc — Truyén méu Trung wong c6 chi dinh st dung thubc c6 chiva hoat
chat Vancomycin.
< Thuat ngir va tie viét tat
- Giai thich thuat ngi:
+ Vancomycin trong quy trinh nay dwoc hiéu |a tat ca cac thubc co chira hoat
chét 1a vancomycin, mét khang sinh nhém glycopeptid.
+ Bénh nhan trwdng thanh 1a tat ca cac nguwdi bénh twr 18 tudi trd 1én
- Tl viét tat:
AUC: Dién tich dwéi duwdng cong (Area Under the Curve)
DSLS: Dwgc silam sang
HSBA: H6 so bénh an
MIC: Noéng do trc ché téi thiéu (Minimum inhibitory concentration)
TDM: Giam séat néng doé thudc trong méau (Therapeutic drug monitoring)

% NO6i dung quy trinh (da phé duyét):
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mau

- Diéu dwdng thwc hién y Iénh theo dung quy dinh, g&ri mau

mau dinh lweng ndng dé vancomycin, ghi rd thdi gian thuc

STT | Cac bwéc Mo ta Trach
thwc hién nhiém
1. | Xac dinh | Bac sy xac dinh bénh nhan trwéng thanh can giam sat nong | Bac sy
déi  twong | d6 thubc trong mau
bénh nhan
can TDM
2. | Chi  dinh | - Bac si chi dinh liéu nap, chi dinh rd théi gian bat dau thuc | Bac si,
liéu dung: | hién va thoi gian truyén thude (hodc téc do truyén thube). | Biéu
Liéu nap | Bdc si lién hé DSLS dé tinh toan liéu nap trong céac | dwdng,
vancomycin | trieong hop can thiét. Duwoc
- Didu duéng thwc hién theo y 1énh, ghi chinh xac thoi diém St
bat dau truyén thuéc va thoi diém két thac (hodc téc do
truyén thuéc), ghi du cac théng tin tai muc 2 cta phiéu giam
sat nong do thuéc vancomycin trong mau. Lwu y: ghi thoi
diém s dung thuéc va mir liéu sir dung theo thuc té
da dung trén bénh nhan.
3. Chi  dinh | - Bac sT diéu tri ra y 1&nh s dung liéu duy tri cho ngwdi | Bac s,
liéu dung: | bénh, chi dinh rd thdi gian bat dau truyén va tbc do truyén | Diéu
Liéu duy tri | thubc. Liéu duy tri dwoc dung cach liéu nap bang dung 01 | dwdng,
vancomycin | lan khodng cach dwa thuéc. Bac si lién hé DSLS dé tinh Duoe
toan liéu duy tri trong cac trwdng hop can thiét. o
- Diéu dwéng thwc hién theo y 1&nh, ghi chinh xac thoi diém
bat dau truyén thubc va thdi diém két thac (hodc tbc do
truyén thudc), tiép tuc ghi cac thdng tin tai muc 2 cda phiéu
giam séat ndng doé thudc vancomycin trong mau. Lweu y: ghi
thoi diém sdrdung thudc va mae liéu sirdung theo thuc
té da dung trén bénh nhan.
4. | Pinh lwong | - Bac si diéu tri ra y 1&nh vé chi dinh xét nghiém dinh lwong | Bac sy,
néng  dd | ndng doé thubéc vancomycin trong mau diéu
thuéc trong duéng
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té da ldy mau méau vao phiéu giam sat néng do thudc

vancomycin trong mau

- Tiép tuc ghi cac théng tin vao muc 2 cda phiéu giam sat

néng dd thudc vancomycin trong méau

Hiéu chinh
liéu

vancomycin

- Can clr vao két qua dinh lwong, dwoc si lam sang tinh
toan dé hiéu chinh liéu cho bénh nhan, sau d6 théng bao
két qua cho bac sT diéu tri. Dwoc si 1am sang khuyén cao
murc liéu méi, thoi diém dinh lwong lai cling nhw mét s6 lwu

y trong qua trinh str dung vancomycin

- B4c si chi dinh thoi diém 1y mau dé dinh lwong ndng do
vancomycin sau khi hiéu chinh liéu, chi dinh dinh lwong
néng do thudc trong mau va hiéu chinh liéu cho dén khi dat

duwoc dich AUC muc tiéu

- Bac si va diéu dwdng ghi lai cac thdng tin nay vao phiéu

giam séat ndng dé thudc trong méau

Béac sy,
diéu
dwdng
DSLS

Theo  doi

diéu tri

- Theo dbi dap (rng lam sang cta nguwdi bénh

- Binh lwong néng d6 vancomycin dinh ky 1 tuan/lan &
nguw®i bénh c6 chire ndng than 6n dinh da dat dich AUC va

c6 dap (rng lam sang tét

- Pinh lwong néng dd vancomycin téi thiéu 2-3 lan/tudn &
nguw®i bénh c6 chirc nang than khéng 6n dinh, hodc khéng
dat dwoc dap rng lam sang nhw mong mudn hay duoc thuc
hién cac can thiép hoac st dung céac thubc ddng thdi co kha
nang anh hudng dén dwoc ddong hoc cda thudc ngay ca khi
nguwoi bénh da dat dich dwoc déng hoc/dwoc lwc hoc trude
do.

Bac sy

Hoan thién

ho so

- DSLS, béc si, diéu dwdng hoan thién phiéu giam séat néng

do thubc Vancomycin trong méau

- Phiéu giam séat néng dé thudc Vancomycin trong mau

Bac sy,
DSLS
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2.2.1. Téng quan dinh dwéng qua dwong tinh mach [1, 2]

Nubi duwdng qua dwdng tinh mach hay con goi la nubi dwdng ngoai duwdng
tiéu hoa la hinh thirc dwa truc tiép dwéng chat vao hé tuadn hoan nén doi hdi sy chinh
xac cao khi truyén tai dich va chat dwéng phai pht hop cho sw dung nap cuta co thé.
Céc chét dinh dwéng bao gébm: protein, carbohydrate, lipid, nwéc, mudi khoang va
cac chat vi lvong.

Nuéi dwéng qua dwédng tinh mach dwoc chi dinh khi dworng éng da day ruét
khéng dung nap, khéng con chirc ndng day du, hay khéng dap ng nhu cau dinh
duéng cho bénh nhan, hodc trong trudng hop éng tiéu hoa can dwoc nghi ngoi dé
phau thuat. Duéng chat cé thé dwa vao tinh mach ngoai vi hay vao tinh mach trung
tam.

Nuéi dwdng qua dweng tinh mach cé thé dwoc xac dinh cung cap toan bd nhu
cau dinh duwéng hoac cé thé hd tro' cho nudi duwéng qua dng thong hodc ché do &n
thdng thuwong. Dé quyét dinh dworng dwa dwdng chat qua mach tinh can phai qua

qua trinh sang loc va danh gia.

Sang loc va danh gid

l —> Thitc @n théng thudng

Suy dinh duong hay
cO nguy co

l — Thitc uéng bé sung

Can thiét phdi cung
cdp dudng chdt Chite ndng tiéu hoa con tot Dinh dudong
nhung kém hdp thu qua éng thing (SONDE)
Ong tiéu hba khéng con Dinh dudng qua tinh mach

s chitc ndng hdp thu hay -~

chudn bi phdu thudt (RGOSs S/Emng ARm)

2.2.2.  Phan loai cac nhém dich truyén nuéi dwéng qua
dwong tinh mach
2.2.2.1. Nhém cung cap lipid

Acid béo thiét yéu Hau hét cac loai acid béo c6 thé dwoc tdng hop trong co
thé ngudi tir acetyl-CoA. Tuy nhién, co thé c6 thé thiéu cac enzyme xuc tac dé téng

hop céc axit béo chubi dai omega-3 (®-3 hay n-3) va omega-6 (@-6 hay n-6). Do do,
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cac axit béo ®-3 va ®-6 phai dwoc cung cép tr ché do an hang ngay va duwoc goi la
céc axit béo thiét yéu (axit béo thiét yéu — EFA). Cac EFA quan trong nhat tir ché do
an la axit a-linolenic (ALA; 18:3®-3) va axit linoleic (LA; 18:20-6), vi ching la chéat
gb6c ban dau dé sinh tdng hop cac axit béo quan trong ho ®-3 va ®-6 khac, dé 1a axit
arachidonic (ARA) (axit eicosatetraenoic; 20:4@-6) tir LA va axit eicosapentaenoic
(EPA; 20:50-3) va axit docosahexaenoic (DHA; 22:6@-3) t&r ALA, cling nhw dé tao
ra cac eicosanoids tham gia vao nhiéu qua trinh sinh ly cla co thé (prostaglandin,
leukotriene, tromboxane).

Trong co thé, cac axit béo ®-3 va ®-6 chuyén héa theo hai con dwdng khac

nhau sé dan dén cac san
Acid béo

phdm chuyén héa c6 dac thiét yéu e
tinh gdy viém cing khac

nhau. Acid béo ®-6 chuyén

hoa thanh cac chét trung  Phospholipid Glyeerol

gian gay viém. Trong khi do,

axit béo ®-3 chuyén hoa tao thanh cac chat trung gian it cac dac tinh gay viém. T
khia canh vé dac tinh dap (rng viém nhw néu trén, ty 18 ®-6:@-3 dwoc xem 1a mot
yéu t6 quan trong khi xem xét cac loai tinh dau ciing nhw céc loai nhii dich lipid st
dung trén |am sang. Trong do, cac sadn pham cé ty 1& ®-6:®-3 cao khéng duwoc wu
tién Iwa chon cho nhitng bénh nhan ndng dé tranh tang cwéng dd dap ¢ng bénh
viém toan than. Béng thei, day ciing 1a co s& dé phat trién cac hé théng méi cta nhi
dich lipid, trong d6 nén chon ngudn tinh dau ti thwe vat/déng vat phi hop, dé giam
ty & ®-6:®-3 va giam ham lwgng axit béo -6 trong céng thirc.

Triglyceride (TG, con goi la Triacylglycerols — TAGSs): Tuy theo loai axit béo
trong phan tt, triglycerid ciing dwoc phan loai thanh triglycerid chudi ngan, chudi
trung binh (Triglycerides chudi trung binh — MCTs) va chudi dai (Triglyceride chudi
dai — LCTs) ). Triglyceride 1a dang dw trir chinh cGa co s& nang lwong, cung cap
khoang 9 kcal/g.

Phospholipids: Trong phan t& c6 c& phan wu nwéc va phan ky nwéc, nén
phospholipid c6 thé hoat ddng & bé mat phan cach gitra méi trwong nwéc va dau,

do dé, déng vai trd nhw mét chét nhii hoa
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Chét glycerol: can bang dd thAm thau cta nhii dich, lam cho nhii dich tré nén
dang truong.

Cholesterol va Phytosterol: Cholesterol la sterol chl yéu trong co’ thé nguoi,
duwoc tébng hop phan Ién & gan. Cholesterol ddng vai trd quan trong trong cu tric
mang té bao, sinh tbng hop axit mat va mét sé loai hormone. Khac véi co thé ngudi,
thwec phdm khéng chira cholesterol tao ra phytosterol. Khi truyén tinh mach, cac
phytosterol tich tu & gan, cé thé gay nguy hiém mat néu st dung kéo dai, cé thé gay
pha v& héng cau, tdng nguy co' nhiém tring. Cac nguén tinh dau thay thé chia it
phytosterol hon ciing Ia mét trong nhirng loi ich ctia cac dwéng chét lipid thé hé mai.
b, Cac thé hé nhd dich lipid [7]

Thanh phan tinh dau trong cdng thirc bao ché la nén tang dé phan loai cac hé
thdng dich da cé va dang dwoc s dung trén lam sang.

Nhii dich lipid thé hé 1 (Thé hé th& nhat): Day la cac san phdm nhii dich lipid
dau tién dwoc chap thuan, véi thanh phan 1a 100% tinh dau tor dau nanh, co ty 1é w-
6:w-31a 7: 1. Cac dwoc pham biéu hién 1a Intralipid, Lipovenoes, Lipofundin-N...Day
la cac nhii dich chira ham lwgng cao axit béo -6 va phytosterol, do dé c6 dac tinh
gay nguy hiém cao nhat trong cac thé hé nhi dich lipid. Vi vay, & mot sé quéc gia,
hé théng dich 100% tlr dau dau khéng dwoc khuyén khich nhw hé thdng wu tién lva

chon & bénh nhan bénh nang.

Diu diu ninh Diuhoarum  Diu oliu Diu dira
(Soybean) (SafMower) (Olive) (Coconut)

Thanh phin lipid

Thanh phan acid béo (%)
LA (0-6) 50 77 4 1-3 2
ARA (0-6) 0 0 0 0 0
Alpha-ALA (©0-3) 10 0 0 1.3-52 0
EPA (0-3) 0 0 0 54-139 0
DHA (0-3) 0 0 0 54-268 0
Oleic acid (0-9) 25 15 85 16-20 6
MCT 0 0 0 0 65
SFAs 15 8 I 10-20 27
Phytosterols conc. 300 450 200 Daia wé 70
(mg/100 mg oil) ] : 2 ang vet
Alpha-Tocopherol conc, . . N
(mg/100 mg oil) 6.4-7.5 4 10-37 45-70 0.2-2
LA: Linoleic acid, ARA: Arachidonic acid, Alpha-ALA: Alpha-Linolenic acid, EPA: eicosapentaenoic acid,
DHA: docosahexaenoic acid, MCT: Medium chain triglycerides, SFAs: Saturated fatty acids,
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Nhi dich lipid thé hé 2 (Thé hé thi hai): CAc san pham thé hé 2 1a mot hén
hop 50/50 ciia ddu dau nanh (SO) va MCTs chiét xuét tr dau dira, véi cac loai dwoc
chét nhu Lipofundin MCT/LCT, Lipovenoes MCT. Cac nhii dich thé hé 2 cha it axit
béo w-6 va phytosterol hon so v&i nhii dich thé hé 1. Do chi thay thé mét phan dau
dau nanh bang MCTs, ty sé w-6:w-3 cla nhi dich thé hé 2 twong tw thé hé 1, tirc 1a
7:1.

Nhii dich lipid thé hé 3 (Thé hé thi ba): Cac sé&n pham thé hé 3 1a mét bd
hop dau dau olive (O0) v&i dau dau nanh theo ty 1é SO:00 la 20:80. Thay thé dau
dau nanh bang dau olive trong céng thirc da gitp lam gidm hon nira ham lwong axit
béo, ty sb w-6:w-3 1a 9:1, cac dwdng chét lipid thé hé 3 van dwoc xem la c6 tinh chat
gay viém trung tinh, t&c 13 it hon so véi cac thé hé trwde. Vi du dién hinh cta thé hé
nay la ClinOleic 20% cua cbng ty Baxter Healthcare.

Nhii dich lipid thé hé 4 (Thé hé thr tw): Cac san pham thé hé 4 chiva diu ca
(FO), mét minh ho&c phdi hop véi cac loai dau cla cac thé hé trwéc. Dau ca cung
cap mot sb lwong 1&n cac axit béo ®-3 nhw EPA va DHA, [am gidm ty & @-6:®-3
hon nhiéu so v&i cac thé hé trwdc; Do d6, ching khéng chi 1a nhivng loai lipid it c6
dac tinh gay viém ma con dwoc xem la cé dac tinh chéng viém. Bén canh do, do
nguén gbc tr ddng vat, nhi dich lipid t» ddu ca c6 ham lwong phytosterol thAp hon
dang k&, va c6 ham lwong a-tocopherol cao hon cac thé hé ci. Véi nhirng wu diém
nay, nha dich lipid thé hé 4 dwoc xem la loai lwa chon an toan va wu tién hon &
nhirng dbi twong bénh nhan bénh nang & khoa Hbi strc cép clru can nhu ciu dinh
duéng dwdng tinh mach. Trong thé hé 4 nay, c6 thé can phan tach cu hon niva la
thanh 2 nhém: nhom chivra 100% dau ca va nhom chiva dau cé phdi hop véi cac loai
dau khac. Omegaven (Fresenius Kabi, Dirc) 1a san phdm c6 sdn duy nhét trén thj
trrdng hién nay chira 100% FO, véi ty 1é @-6:@-3 chi con 1:8, nghia la ham lwgng
axit béo ®-6 thap hon nhiéu so véi axit béo ®-3. M6t san pham tiéu biéu khac cua
thé hé 4, chvra dau ca phdi hop véi ca ba loai dau sén cé néu trén, 1a SMOFlipid,
trong d6 cac thanh phan SO:MCT:00:FO sl dung ty I& twong (rng 1a 30:30 :25:15,
Véi ti 1& ®-6:®-3 la 2,5:1. Diéu tha vi 1a cum tir "SMOF" trong tén san pham chinh la
tw viét tat cGia 4 thanh phan lipid trong cong thirc: SMOF = Soybean + MCTs + Olive
+ Fish.
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Nong dj ciaFA, % theokbdilwong  Tjsé  o-Tocopherol Phytosterols

Ténsianphim  Théhé Nguén lipid etw3  mgl ey
Lipovenoes 1 10070 SO 34 8 0 0 7:1 NA NA
Lipofundin-N I 100% SO 50 7 0 0 7:1 180=40 62185736
Lipofindin MCT/LCT I 5075 S0, 50P6 MCT 27 - 0 0 7:1 85220 27814500
Lipovenoes MCT o 50%5 S0, 500 MCT 259 i9 0 0 7:1 NA NA
ClintH eic 20%0 m 20749 50, 307 00 185 2 0 ] 9:1 32 174382480

', a .
SAIOFlipid v 0% BSGBTanIC‘TGT, = 214 25 3 2 2:5:1 200 17854+ 955
Omegaven v 100%: FO 14 18 192 12.1 1:8 150-206 366050
ALA, a-linalenic DHA, docosahexaenoic acid; EPA, eicosapenraeneic acid, FA, iy acid; FO, fish oil; IVFE, imravenous jar emuision; MCT,
medium-chaim frighceride; L4, Imoieic acid; n-6.n-3 rafio, ratio of e-d ity acids to 6-3 jany acids - NA, not available; 00, olhe oil; 50
sovbean oil

2.2.2.2. Nn6m cung cdp acid amin [9]

Acid amin (viét tit: AA, hay con goi la amino acid) va thanh phan co ban tao
nén tat ca cac protein. Co' s& axit amin phan t& chira mdt carbon nguyén ti trung
tam, gan v&i mot nhém carboxy (COOH), mdt nhém amino (NH2), mét hydro nguyén
ter va mot chudi bén (chudi bén, thwong ky hiéu 1a R). Dwa vao ciu trac cta chubi
bén R, cac axit amin c6 thé dwoc phan chia thanh 4 nhém. Trong nhom axit amin
béo, co6 thé phan chia tiép thanh 2 nhém nhé: axit amin phan nhanh (axit amin chudi
nhanh — BCAA, bao gém leucin, isoleucin, valin) va axit amin chra lwu huynh (axit

amin cha lwu huynh — SAA, bao gdm cystein va methionin)

Amino acid thom  Amino acid béo Acid Base
(aromatic) (aliphatic) (acidic) (basic)

Phenylalanin Glycin Aspartic acid Lysin
Tyrosin Alanin Asparagin Arginin
Tryptophan Valin * Glutamic acid Histidin

Leucin * Glutamin

Isoleucin *

Serin

Threonon

Cystein **

Methionin **

Prolin

* Cac amino acid phin nhianh (Branched- chain amino acids - BCAA)
** Cédc amino acid chim sulphur (Sulphur- containing amino acids - SAA)

Dwa vao tinh thiét yéu véi co thé ngudi (khd nang co thé tbng hop dwoc axit
amin), cac axit amin c6 thé dwoc phan loai thanh: axit amin thiét yéu, axit amin ban

thiét yéu / thiét yéu theo diéu kién va axit amin khéng thiét yéu.
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Amino acid ban thiét yéu hay thiét yéu

dicu kién
Histidin Arginin Alanin
Isoleucin Glycin Aspartic acid
Leucin Prolin Asparagin
Lysin Tyrosin Glutamic acid
Methionin Cystein Serin
Phenylalanin Glutamin
Threonin
Tryptophan
Valin

Cac loai axit amin dung dich théng thuwdng, con dwec goi la dung dich amino
acid chuan amin. V&i viéc phan loai cac axit amin theo tinh thiét yéu néu trén, cac
san pham dung dich axit amin hién co6 trén thj treng déu chra ca 9 axit amin thiét
yéu va chira mét sbé trong cac axit amin khéng thiét yéu con lai, véi thanh phan va
chirc nang thay dbi tly chon clia nha san xuét. Trong d6 ham lwong axit amin thiét
yéu thudng st dung tir 38 — 57 % tdng lwong axit amin va con lai 43 — 62 % la cac
axit amin ban thiét yéu va khong thiét yéu.

Khi dwoc str dung dé cung cdp ndng lwong, cac axit amin nay cung cap 4
kcal/gam axit amin. Do dé, tir nébng d6 cla dung dich, ta cé thé tinh dwoc mirc do
nang lweng ma axit amin dich dich dang dung sé cung cap cho ngu®i bénh. Céac loai
axit amin chuan thuwong gap trén 1am sang la: Alvesin, Aminoplasmal, Aminosteril,
Amiparen,...

Céac dung dich axit amin dung cho bénh nhan suy gan va suy than [4, 5]. Bénh
nhan c6 réi loan chirc nang than va chirc ndng cé nhirng thay déi vé axit amin d6
(aminogram) so v&i v&i ngudi binh thuwéeng, do do, can nhirng axit amin ¢ thah phan
diéu bién cho phu hop véi nhivng thay dbi nay.

Trwdc hét, c6 mot khai

niém can dwoc dé cap, do laty 1é 4 h
Fischer. Ty sb Fischer la ty 1&é mol e & ge o Jsoleucin + Leucin + Valin
I'y so Fischer =

gilba axit amin phan nhanh Phenylalanin + Tyrosin

A . ty 1¢ mol
(BCAA) so v&i axit amin mach (tyig mol)

. s

thom (AAA), dugc tinh bang
cong thirc:
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Ty 1& nay cho biét sy twong quan gitra phan nhanh axit amin va mach axit
amin thom trong co’ thé nguwdi, cling nhu trong cac san pham axit amin dich chuyén
dwoc str dung trong lam sang.

O bénh nhan suy gan: Bé&nh nhan suy gan c6 sw thay dbi dac tinh néng do
axit amin trong mau, dé la gidm néng do cac axit amin mach nhanh (BCAA) va téng
néng d6 cac mach axit amin thom (AAA). AAA nay khi vao no, tao ra cac "chéat dan
truyén than kinh gia" 1am trdm trong thém tinh trang réi loan chic nang n&o. Do do,
cac san pham dung dich axit amin dwoc st dung cho bénh nhan cé bénh vé gan co
ham lwong cao BCAA va ham lwong rat thap cha AAA. Vi vay, ty |& BCAA/axit amin
toan phan va ty 1& Fischer ctia cac s&n phdm nay tang 1&n rat nhiéu so v&i cac dung
dich axit amin chudn, ty 1& déng thei AAA/axit amin toan gidm phan di dang ké. Vi du
cac san pham axit amin cho bénh Iy gan nhw Morihepamin va Aminoleban co ty 1&
Fischer Ian nhw |a 54,13 va 37,05, tdng nhiéu so vé&i chi sé Fischer cla cac chun
dich axit amin nhw Alvesin (3,24) va Aminoplasma (5,18).

O’ bénh nhan suy than: Bénh nhan suy than c6 ndng dé axit amin huyét twong
hau nhw la gidm, do ché d6 an han ché protein; trong d, néng dd BCAA gidm dang
ké. Cu thé, ndng d& BCAA huyét twong gidm néng dé valin & co cling gidm. Trén co
s& nay, cac san pham san pham axit amin dwoc ding cho bénh nhan suy than ciing
c6 ham lwong cao cia BCAA, tic la ty 18 BCAA/axit amin toan phan tang nhiéu
nhwng khéng lam giam % ham lwgng cta cac AAA. Néi cach khac, wu tién cong thire
cha phan I&n cac axit amin thiét yéu, gi¢i han axit amin khdng thiét yéu vi phai han
ché lwong kiém, kiém soat tinh trang tdng uré mau néu bénh nhan khéng chay than
hay loc mau. Dung dich axit amin danh cho bénh nhan suy than nhuw Neoamiyu,
Kidmin va Nephrosteril.

Trén thj trwérng, mot san phadm axit amin - Vaminolact dwoc thiét ké chuyén
biét cho tré so sinh va tré em. Thanh phan chra 18 axit amin thiét yéu va khdng can
thiét cho tdng hop protein dac biét c6 taurin, thanh phan nay dwa trén cdng thirc cla

sira me.
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Ten amino ackls

{gam)
Thé tich 1000 mL 1000 ml DOmL | TinS00ml | Cha 200ml | M5 1000 nd
Phan loai Chuin Chuin Chuin Bénh gan Benh than Tre em
| LJsolewcin 585 5 1 16 18 3.1
L-Lencin 624 29 4725 18 7
| L-Falin 5 6.2 4 445 2 i6
L-Histidin i 3 25 1.55 0.7 21
| L-Lysin 11 6.83 74 1973 1 56
L-Methionin 468 44 193 022 0.6 13
| L-Flrenylalanin 34 4.7 33 0.15 1 27
L-Threonin 5 42 283 L07 07 36
| L-Tryptophan 1 L5 1 033 0.5 L4
L Arginin 064 115 5.2 7.685 09 41
| Glycin 755 12 7 17 — 21
L-Prolin 1.5 5.5 15 265 0.6 56
| L-Tyrosin 162 0L 0.23 0.2 01 ]
L-Cystein 05 - 0.3 - 02 1
| L.dlanin 155 10.5 1 42 03 63
Acid L-Aspantic 19 5.6 0.5 01 0.2 41
| Acid L-Glutamic 5 1.2 0.5 —_ 02 7.1
L-%erin 43 23 L3 13 0.6 38
| L-Ornitiin 19 - - - - -
Tanrin 0.3
Tiong =6 amim - - S -
":fﬂ (gam) 100.01 99 §5 50 37.925 144 653
::;':u'::: 400 keeal 400 lzeal 300 fecal 151.7 keal 576 keeal 240 keal
| oo BCAA 17.09 .13 an 3632 4583 20.98
O AAA .02 511 75 0.92 T.64 49
| Ty st Fischers 174 518 4 5413 789 5.64

2.2.2.3. Nhém cung cap carbohydrate [1]

Glucose 1a dai dién cho ngudn dinh duwéng carbohydrate ( 1g glucose cung
cép 4 kcal). Uu diém gilp cung cip nhiéu nang lwong co6 thé sir dung ngay. Dung
dich Glucose 5% dworc coi la dang trwong véi mau. Néng do cao hon gay viém tinh
mach néu dwoc dwa tryc tiép qua mach ngoai vi, vi vay can dwa qua tinh mach trung
tam hodc pha dung méi dé& giam bét wu trwong.

Nhu cau co ban clia mét ngudi tredng thanh la 2mg/kg/phat méi ngay (twong
dwong khoang 200g hay 800kcal). Mirc cao hon (7mg/kg/phut) cé thé dwoc chap
nhan nhwng khéng thwdng quy. Néu duv thira lwong glucose va lwong dy triv
glycogen qua mirc sé gay gia tdng cac bién chirng chuyén hoa

Céac ché pham cung cép carbohydrate thuwérng dwoc s dung trén Iam sang
chtra Glucose c6 ndng dd 5%, 10%, 20% va 30%
2.2.2.4. Dich truyén hén hop [3, 5]

Dich truyén hén hop cung céap dinh duwéng qua dwéng truyén tinh mach bao

gdm glucose, axit amin, lipid va c6 thé thém khoang chéat. Cac thanh phan nay dwoc
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trén 14n trong 1 tui trwde khi st dung. Dang bao ché nay mang lai nhirng loi ich cho
bé&nh nhan va cong tac diéu tri. Tuy nhién, cling cé nhirng bét Igi khi so sanh v&i cac

ché pham co thanh phan don 18.

U diém Nhurge diém
A Gidm nguy co nhiém khuan tir tiém ¥ Giam sy on dinh, tinh trong thich
truyén ) (biocompanibility)
A Kh_zi thi cho bénh nhén cin han ché dich | ¥ _Truyén tinh mach nhi tvong li_pid han
A Tiét kiém thoi gian ché cac chat dinh dwdng ¢6 thé két hop
A Tiet kiém chi phi ] ¥ Han che sir quan sat bang mat, giam
A Cin bing sinh 1y cac dudng chat kha ndng phat hién cdn lang
¥ Han ché hon doi tirgmg s dung,.
Nuiriflex Nutriflex Oliclinomel | Oliclinomel Periolinel | Smofkapiven
Peri Lipid Peri N4 -550E NT- 1000E N4E Periheral
Tuii 2 mgan Ti 3 mgan
Thé fich {ml) 1000 1000 1000 1000 1000 1206
Amine acid (g) 18 32 225 40 43 38
Lipid {g) 40 2 40 30 34
Carbelydrat (g) 40 54 &0 160 75 85
Ting ming lirgng (kcal) 480 765 610 1200 700 50D
Dang biio ché Durng dich Nhi dich Wil dich Nhil dich Nhil dich Nha dich
2.2.3. Lwu y khi str dung cac ché dé dinh dwéng tinh mach

tai Vién

- Chi trd bao hiém cho cac ché pham dinh dwéng tinh mach dwoc quy dinh
trong Théng tw 20/2022. Ché phdm nhom carbohyrat (glucose), lipid, amino acid
dwoc thanh toan 100% (Morihepamin chi tra khi chi dinh bénh nhan c6 bénh gan va
Kidmin khi chi dinh trén bénh nhan c6 suy than cip va man tinh). Cac ché phdm hén
hop Acid amin + glucose + lipid (*); Acid amin + glucose + lipid + dién giai (*) thanh
toan 50% dbi véi trwong hop bénh ndng khéng nudi duéng dwoc bang dwdng tiéu
héa hoac qua éng x6ng ma phai nuédi dwéng dwdng tinh mach trong: héi stre, cap
ctru, ung thw, bénh dwong tiéu hda, suy dinh dwdng nang.

- C4c tai bién c6 thé xay ra dan dén that bai trong viéc truyén qua dwdng tinh

mach lién quan dén day truyén dich va chuyén hoa.
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oTran khi mang phdi, rach
mach, tic mach, tran dich phoi,
loan nhip tim hay dit diy truyén
sai vi Iri

truyén

Lién quan dén diy truyeén dich Lién quan dén chuyén héa
¢ Nhiém khuin diy truyén dich | e Ting hay ha huyét ap

(tai cho hodc toan thin) & Mat cin bang dién giai

e Tic diy truyén (do lipid, huyét | e Khéng dung nap lipid

khoi. hay hat tia)  Hoi chimg tai dinh dedng (refeeding)*
e Huyét khoi tinh mach ® Mat dich hay thira dich

e Thidu dinh dwéng hay thira dinh duéng
#« Bénh gan mét, teo da day - ot

® R{i loan xwrong chuyén héa (trong thoi gian dai)
® Giam tiéu cdu
- Ph:ﬁn tng 6 hai (ADR) do cac thanh phén trong dich

® Thidu céc acid béo thiét yéu

* Hit chung tai dinh diedmg la mgt logi cdc roi logn chn}'én hoa xdy ra o cdc bénh nhdn
suy dinh dudng dieoc nudi diedng trd lai, chi véu la do réi loan chuyén hda mede, dién giai
v thiéu hut cdc vitamin.

cCh

Theo dii

trong qua

trinh diéu
™

* Néu ring

hodc viegt

qﬁﬁl i

Binh nhin cin
Cung EﬁP ning
lugng ca cac acid
béo thitt véu va
omega-3 ahe mot
phin ché 46 nuéi
dudmg qua durong
tinh mach khi
khong di hojc
CCBH.

- MiFc m& min cao
qua mirc

- Suy gan nghitm
trong

- Rét loagn dong
man nghitm
trong
- Suy thin ning
khong cd loc mau

- Sdc cap tinh

*  Nomg 4§
triglycend  khing
qua 3 mmoll khi
truvén dich

Kidmin

Bénh nhan suy
thin cap hojc man
tinh trong nhitng
trrong hop giam
protein huvet
tireng, suy dinh
du-Eiﬂg twdc va
sluphmihu:tn:ln
cung cip acid
amin.

H6 trg dicu trj
trong bénh nio
gan cho bénh
nhin suy gan

Amiparen

Bénh  nhin
g;iam protein
huyét teong,
suy dinh
dudng  trude
va sau ph&n
thujt cin cung
cip acid amin.

- Hon mé gan hodc co nguy oo hon mé gan
- Suy ﬂ:ﬂnning_ ting armmoniac mau
- Bit thirdng vé rﬂ:m'.ren hia acid amin do di l:rmréu

*  Nong d§
amoniac M
hode réi loan
thirc

* Tré so smh nhe
cin: Nong dd kali
miu

o1

* N&ng dé
amordac  mig
vi nhiing triéu
chimg  tim
thin va than
kinh

Bénh nhan ngwoi lon
hodc tré em cin cung
cip dinh duimg tinh
mach khi qua durong
tifu hoa khing the
thire hign, khéng di
hodc CCH.

Tuong twr CCE cia
Smoflipid, Kidmin,
Morihepamin,
Amiparen.

Va thém cac tnrong

hop zau:

- Ting duimg huyét
va phii ding > 6
dom vi insulin/gid

- Ning 46 huyd
trong cia mdt
trong 50 cac chat
ditn  giar  chira
trong sin phim cao
do bénh Iy

* Ning 46 triglycerid
khong qua 3 mmoll
khi truyén dich
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CHUONG 3. CANH GIAC DUQOC

% Dich té

Hoi chirng nguwoi dé (Red man syndrome — RMS) la phan rng khéng mong
mudn thwong gap nhét vai ty 1& 4% dén 50% khi truyén tinh mach Vancomycin.

< Co ché

RMS la mét dang ctia phan &ng gia dj (rng v&i dau hiéu va triéu chirng twong
tw di ng thudc, co ché mién dich qua trung gian IgE chwa dwoc ching minh.
Vancomycin hoat hoa tryc tiép té bao mast, phong thich cac chét trung gian van
mach nhw histamine.

< M®oi lién quan dén téc do truyen

RMS thwéng lién quan dén viéc truyén nhanh Vancomycin (truyén 1 g dwéi 1
gioy).

DPé ngan ngtra RMS, Vancomycin nén dwoc truyén khdng qua 10mg/phut hodc
thdi gian truyén 1 g Vancomycin téi thiéu la 100 phut (wu tién lwa chon cé téc do
truyén cham hon).

< Pac diém |am sang

DPé&c diém lam sang cta RMS bao gébm dé birng, ban dd va ngira, thworng xay
ra & phan than trén cta co thé, cd va mat hon |a phan than dwéi. Pau va co that co
& ving cb va nguc, co thé xay ra khé thé va ha huyét ap. RMS hiém gay nguy hiém
dén tinh mang, mac du c6 thé xay ra doc tinh trén hé tim mach va tham chi la ngung
tim.

RMS thwdng xay ra trong vong 4 dén 10 phut tw khi bat diu truyén tinh mach
liéu dau Vancomycin. Ho6i chirng nay co thé xay ra trong qué trinh truyén, vira méi
két thiic truyén hodc & cac lan truyén tiép theo trong vong 7 ngay.

> Diéu tri hdi chirng nguwdi do

Phan rng nhe (d6 birng nhung khéng gay khé chiu cho bénh nhéan), triéu
chirng dac trwng dwoc cai thién trong vong vai phat va khéng can st dung thudc
khang histamine. C6 thé truyén lai Vancomycin véi tdc do truyén bang mét niva tbe

doé truwdc do.
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Phan rng & mirc do vira (bénh nhan cam thay kho chiu vi dé birng hoac ban
dé tuy nhién huyét déng hoc 6n dinh va khéng dau ngwc, co that co), nén ngung
truyén va diéu tri bang thuéc diphenhydramine (50mg duwéng ubng hodc dwdng tinh
mach), va famotidine (20mg tiém tinh mach). C6 thé truyén lai Vancomycin véi téc
do truyén bang mét niva tdc dd trwde d6 hodc 10mg/phat (wu tién lwa chon co tdc dé
truyén cham hon).

Phan (rng & mirc d6 nang (co that co, dau nguwc hodc ha huyét ap), ngwng
truyén, diéu tri véi diphenhydramine (50mg tinh mach) va famotidine (20mg tinh
mach) va néu c6 ha huyét &p can phai truyén dich. Néu triéu chirng dwoc cai thién,
c6 thé bat diu truyén lai vancomycin trong vong 4 gio hoac dai hon 4 gi. Néu tiép
tuc st dung, nén st dung thuéc khang histamine trwédc méi liéu, truyén dai hon 4

gi® va tiép tuc theo ddi huyét déng hoc trong qua trinh truyén.

Tai liéu tham khao

1. Martel TJ, Jamil RT, King KC. Red Man Syndrome. [Updated 2020 Nov 30]. In: StatPearls
[Internet]. Treasure Island (FL): StatPearls Publishing; 2020 Jan-. Available from:
https://www.ncbi.nlm.nih.gov/books/NBK482506/
(https://www.ncbi.nlm.nih.gov/books/NBK482506/).

2. Peter F Weller (2020), Vancomycin hypersensitivity, viewed Jan 2021. Available:

https://www.uptodate.com/contents/vancomycin-hypersensitivity?source =history _widget
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3.2. Nguy co’ nhiém déc than kinh khi st» dung Cephalosporin
< DAu hiéu vatriéu cheng nhiém déc than kinh

Céc b&o céo vé nhiém doc than kinh do cephalosporin dwoc mé ta chi yéu
v&i cac tinh trang rdi loan chirc nang lién quan dén bénh ly ndo (encephalopathy),
con dong kinh va/hoac rung giat co.

DAu hiéu cta bénh ly n&o 1a trang thai tinh than thay dbi. Cac triéu chirng than
kinh thweng gdp 1a: méat tri nhé tién trién va suy gidm nhan thae, thay déi tinh cach,
mat kha nang tap trung, thd 0. Céac triéu chirng khac co thé gép nhu: con déng kinh,
rung giat co, rung giat nhan cau, run, yéu co, mét kha nang nudt hodc néi...

CA4c triéu chirng nhiém déc than kinh dwoc bao céo xuét hién trong vong vai
ngay (khodng 3 — 5 ngay) tr IGc bat dau diéu tri va bién mét sau khi ngirng thubec.
DPoc tinh than kinh da dwoc bao cdo vai cac cephalosporin nhw cefazolin, cefalexin,

cefuroxim, cefaclor, ceftazidim, cefotaxim, ceftriaxon va cefepim.
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< Co ché
Céc con déng kinh dwoc cho la do sy gian doan chirc nang clta chat dan
truyén than kinh gamma aminobutyric acid (GABA). GABA la mét chat dan truyén e
ché than kinh trong ndo. GABA ngan chan sy dan truyén than kinh bang céch lién
két v&i thu thé GABAA (GABAAR), hién dién trén mang té bao than kinh sau synap.
Cephalosporin la chat dbi khang canh tranh ctia GABAAR va rc ché hoat déng

cla GABA. Vong beta lactam c6 chung ddc diém cAu tric véi GABA, tao diéu kién
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&rc ché thu thé. Thdng qua sw (rc ché GABA phu thudc vao liéu lwong, co thé xay ra
sy gia tAng hoat ddng dan truyén, kich thich than kinh. Sw khac biét vé cAu tric gitra
cac cephalosporin c6 thé anh hwdng dén sy gan két cla chang tai thu thé va cuong
do co giat.

< Yéu té nguy co’

Cephalosporin dwoc thai trir qua than. O nhitng bénh nhan suy gidm chirc
nang than cé thé gap tinh trang tich Ity cephalosporin, néu khdng hiéu chinh liéu phu
hop c6 thé dan dén nguy co gap doc tinh. Cac yéu td nguy co khac dbi véi nhiém
doc than kinh khi stv dung cephalosporin nhw: b&nh nhan cao tudi, rdi loan than kinh
trung wong va s dung cephalosporin dwédng tiém tinh mach véi liéu cao.

Nam 2012, Cuc quan ly Thwc phdm va Duoc phdm Hoa Ky (Food and Drug
Administration — FDA) da dwa ra canh bao vé cefepim va nguy co xay ra con déng
kinh & nhirng bénh nhan suy than khéng dwoc hiéu chinh liéu

Nam 2020, Cuc Quan ly Dwoc phdm Chau Au (European Medicines Agency
— EMA) da canh bao vé nguy co bénh ly ndo khi st dung ceftriaxon.

Nam 2021 dén nay, hang loat cac bao ca tai cac qudc gia nhw Phap, Canada,
Uc, New Zealand... Trong d6, ndm 2021, B& Y té Canada da yéu cau thay dbi thong
tin thudc ceftriaxon vé nguy co bénh ly ndo va hién nay dang danh gia lai vé tinh an
toan cla cac cephalosporin va nguy co déng kinh. Ciing trong nam 2021, Uc dwa ra
canh béo vé viéc s dung ceftriaxon va nguy co’ viém gan va bénh ly nao.

Trong nam 2023, Trung tam theo déi phan &ng cé hai cta thudc tai New
Zealand (The Centre for Adverse Reactions Monitoring — CARM) da nhan dwoc cac
b&o céo vé doc tinh than kinh khi st dung cephalosporin, trong d6 nhiéu nhét |a

cefazolin va cefuroxim.

— NVYT can nhan thire rd vé nguy co ciing nhw dau hiéu nhan biét triéu chirng
nhi@m ddc than kinh khi st dung cephalosporin.

— Can hiéu chinh liéu khang sinh cephalosporin & bénh nhan suy than vira va
nang. Suy gan c6 thé 1am tang nguy co tich Iy ceftriaxone.

— Nén can nhéc nguy co xay ra tinh trang nhiém déc than kinh & nhirng bénh
nhan c6 cac yéu td nguy co va tinh trang bénh ly than kinh méi khéi phat khéng ré

nguyén nhan.
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— Néu xuét hién triéu chirng nhiém ddc than kinh khi st dung cephalosporin,
can nhac ngirng thudc va thay thé bang nhirng loai khang sinh khac. C6 thé sir dung
thuéc chdng déng kinh dé diéu tri.

— Théng tin cho bénh nhan vé nhirng dau hiéu nhiém déc than kinh va can lién

hé v&i bac si hodc tai kham ngay nén c6 nhirng dau hiéu trén.

Tai liéu tham khao
1.https://www.fda.gov/drugs/drug-safety-andavailability/fda-drug-safety-communication-
cefepimeand-risk-seizure-patients-not-receiving-dosage-adjustmen
2.https://www.ema.europa.eu/en/documents/prac-recommendation/prac-
recommendationssignalsadopted-26-29-october-2020-prac-meeting en.pdf
3.https://www.canada.ca/en/healthcanada/services/drugs-health-products/medeffect-
canada/safetyreviews/new.html
4.https://www.tga.gov.au/news/safety-updates/ceftriaxone-and-risk-hepatitis-and-encephalopathy
5.https://www.medsafe.govt.nz/profs/PUArticles/March2023/Risk-of-neurotoxicity-with-

cephalosporins.html
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Céac can bd y té can lwu y khang sinh nhém fluoroquinolon (ciprofloxacin,

levofloxacin, moxifloxacin, ofloxacin) c6 kha ndng gay ra tac dung phu trén tam than,

bao gbm trAm cam va cac hanh vi réi loan tam than, c6 thé dan dén mong muébn hodc

cac hanh vi tw sat.

/7
0.0

Tai

Khuyén cédo danh cho can béy té:

Khuyén c&o bénh nhan doc kj t& Hwéng dan sir dung thubéc danh cho ngudi
bénh vé cac tac dung trén tam than cé thé xay ra.

Khi k& don fluoroquinolon, nhic nh& bénh nhan canh giac véi cac tinh trang
thay déi cdm xuc that thwdng, cac suy nghi tiéu cwc hoac cé lién quan dén tw
séat hoac tw 1am hai ban than vao bat ky thdi diém nao cda cudc diéu tri.

Ghi nhé& rang fluoroquinolon cé thé gay bung phat cac triéu chirng tdm than
san c6. Khuyén cédo bénh nhan dén co so y t& néu xuét hién cac suy nghi va
hanh vi bat thwong ké trén, déng thei chac chan rang bénh nhan nhan dwoc
cac phwong phap diéu tri pho hop néu can thiét.

Can dirng st dung fluoroquinolon ngay khi xuat hién cac dau hiéu tac dung
phu, bao gébm cac rbi loan tam than va trAm cam mai hoac tién trién.

B&o céo tac dung khéng mong mudn theo quy dinh

Khuyén cao cho bénh nhén va nguwei cham séc:

Céc khang sinh Fluoroquinolon nay c6 thé cé tén thwong mai khac nhau do
vay bé&nh nhan can lwu y dén tén hoat chat cu thé duoc ké don.

Bénh nhan dwoc ké mét trong sd cac khang sinh ké trén va gap céac triéu
chirng tram cdm hodac réi loan tam than, can phai bao ngay cho nhan vién y té
do céc triéu chirng c6 thé nang 1én trong qua trinh diéu tri.

Cac rbi loan tam than c6 thé bao gdm rdi tri, mat phwong hwéng, lo l&ng, tram
cam, co suy nghi hoac hanh vi ty sat.

Bénh nhan cé thé bd qua cac thay déi vé tam trang hodc hanh vi do vay can
théng bao dén ban bé, gia dinh,nguwdi cham séc khi st dung céc thubc nay.
Trwdng hop c6 suy nght hodc hanh vi tw sat can dirng ngay fluoroquinolon va
théng bao dén bac si hodc co sé y té.

liéu tham khao: 1.https://www.gov.uk/drug-safety-update/fluoroquinolone-antibiotics-

suicidal-thoughts-and-behaviour
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T&ng nhay cdm véi anh sang 1a mét tac dung khdng mong mudn da biét va co
thé rat nghiém trong cla methotrexat. Bénh nhan nén dwoc nhac nhé ap dung cac
bién phap dé bao vé da duéi &nh sang mat troi.

< Nhdc lai vé nguy co tdng nhay cam véi anh sang sau khi dung
methotrexat

Methotrexat 1a mét thuéc (rc ché mién dich dwoc st dung trong nhiéu bénh ly
lién quan dén viém nhw viém khdp dang thap, vay nén, bénh Crohn va nhiéu loai
ung thw.

Co quan quan ly Duwoc Vwong quéc Anh (MHRA) da nhan dwoc bdo céo vé
bénh nhan tdng nhay cdm véi anh sang sau khi diéu tri methotrexat. Phan &ng nay
c6 gop phan gay t&r vong trén bénh nhan do nhiém trang thir cp gay ra. Do vay,
MHRA da danh gia cac théng tin cé sén danh cho nhan vién y té va bénh nhan vé
tac dung khéng mong mudn nay.

Tang nhay cdm v&i anh sang 1a mét tadc dung khéng mong muédn da biét cia
methotrexat va da dwoc dwa vao t& thdng tin san phdm, bao gébm ca t& thdng tin
danh cho bénh nhan. Tuy nhién, day khéng phai la mét tdc dung khdng mong muén
duoc biét rd va nhiéu bénh nhan st dung methotrexat c6 thé khéng nam dwoc nguy
co khi tiép xuc v&i &nh sang mat trovi.

Béc sT va duoc si can nhdc nhé bénh nhan vé nguy co tang nhay cdm véi anh
sang, cling nhw khuyén c&o ho st dung cac san pham cé chi sé6 SPF (Sun Protection
Factor) cao va céc loai quan 4o co thé ngan sw tiép xiic ciia da va &nh sdng mat troi.

< Ddc diém cda tac dung khéng mong muédn

Céc phan &ng tdng nhay cdm vé&i anh sang thuwéong gidng nhw tinh trang chay
nang. N6 cé thé gay ra cac tbn thwong swng, ngtra, dd, mun nwéc, chdy ma & ving
da tiép xuc. Cac trworng hop nang cé thé c6 nhiém khuan da thir phat. Cac phan ng
tang nhay cdm véi anh sang c6 thé dwoc phan thanh hai loai: phan rng ddc véi anh
sang (phototoxic) va phan wng di (rng v&i anh sang (photoallergic).

Trong céc trwéng hop phan rng ddc véi anh sang, cac dwoc chat dwoc hoat

héa b&i tia UV khi tiép xtc va gay tén thwong da thwdng gibng nhw chay néng hoéc
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kich (rng nglra. Cac phan rng nay cé thé xuét hién sau vai phat hoac vai gid tiép

xuc, thuwérng chi xuét hién & ving da tiép xac véi anh nang.

Di &ng v&i &nh sang xay ra khi tia UV twong tac véi dwoc chat hodc cac sédn pham

st dung tryc tiép trén da. Hé théng mién dich phan (rng v&i cac bién dbi nay nhw

mot tac nhan ngoai lai dan dén sinh khang thé va phan &ng mién dich.

Tang nhay cdm v&i anh sang 1a mét tdc dung khéng mong mudn da biét cha
methotrexat va co thé xuét hién & ca liéu thap va liéu cao.

CA4c triéu chirng thwdng twong tw nhw chay nang gdm nglra, swng dd, ndi mun
nudc. Dac biét, & mot s trwérng hop hiém gép, tdng nhay cdm véi anh sang
c6 thé 1a nguy@n nhan gay tlr vong do nhiém tring the céap.

C4ac nhan vién y té, bao gébm ca ngudi ké don va ngudi cap phat can cha y
nhac nhé bénh nhan c6 cac bién phap bao vé da khai &nh nang va tia UV
Khuyén céo danh cho bénh nhan va ngwéi chdm séc

Methotrexat c6 thé 1am da nhay cdm hon v&i anh néng.

Tiép xic v&i anh ndng mat troi cé thé gay ra cac triéu chirng nang twong tw
nhw chay nang.

Can tranh tiép xdc véi anh néng (dac biét la tv 11 gio trwa dén 3 gid chiéu)
hodc tia UV (vi du tir cac thiét bi nhuém da) khi diéu tri methotrexat.

S& dung cac san phdm chdng nang c6 chi s SPF cao néu tiép xic véi anh
nang.

Mang mii va quan 4o c6 kha ndng chéng anh nang (che dwoc ca tay va chan).
Lién hé v&i nhan vién y té trong trwéng hop lo ngai vé phan &ng trén da khi

str dung methotrexat.

Tai liéu tham khao

https://www.gov.uk/drug-safety-update/methotrexate-advise-patients-to-take-precautions-in-the-

sun-to-avoid-photosensitivity-reactions#review-of-photosensitivity-reactions-with-methotrexate

60


https://www.gov.uk/drug-safety-update/methotrexate-advise-patients-to-take-precautions-in-the-sun-to-avoid-photosensitivity-reactions#review-of-photosensitivity-reactions-with-methotrexate
https://www.gov.uk/drug-safety-update/methotrexate-advise-patients-to-take-precautions-in-the-sun-to-avoid-photosensitivity-reactions#review-of-photosensitivity-reactions-with-methotrexate

Trén toan cau da cé mot sb it cac trwdng hop nhuoc co méi xuat hién hoac
nang thém khi st dung atorvastatin, pravastatin, lovastatin, fluvastatin, simvastatin,
rosuvastatin hodc pitavastatin (dang don chéat hoac phdi hop) dwoc bao céo. Can
khuyén c&o cac bénh nhan than trong véi céc triéu chirng nhwoc co méi hodc khi
triéu chirng cii ndng lén, ddng thoi lién hé véi nhan vién y té ngay khi chiang xay ra.

< Nhdc lai vé nguy co nhwoe co do statin

Statin la mét nhém thubce twong dbi an toan va hiéu qua cé tac dung lam gidm
lipoprotein cholesterol ty trong thap (LDL) trong méau. C4c statin cé vai trd quan trong
trong diéu tri cac bénh xo’ vira ddng mach.

Mét tdng quan gan day tai chau Au da canh bao nguy co xuét hién méi hodc
lam trdm trong thém céc triéu chirng nhwoc co sn ¢ véi nhiéu statin khac nhau.
T& thdng tin san pham cla céac statin da dwoc bd sung thém théng tin vé nguy co
nhwoc co va sup mi mat véi tAn suat khéng rd. Cac canh bao ciing sé dwoc bd sung
vao T¢& théng tin sdn phdm va To théng tin danh cho bénh nhan.

Trong khi xem xét van dé nay, PEAG da khuyén cdo MHRA (Co quan quan i
dwoc Anh) théng bao dén cac nhan vién y té va bénh nhan vé nguy co méi dwoc
xac dinh nay. Ho cling nhdn manh Hwéng dan diéu tri nhwoc co déng thuan québc té
nam 2020 ciing xac dinh cac statin c6 thé gay ho&c lam ndng thém nhwoc co & tan
suat thap.

% Vé nhwoc cor

Nhwoc co [a mét tinh trang tw mién than kinh - co hiém gap, trong dé cac co
diéu khién mat, biéu cdm trén mat, néi, nudt, ctr ddng chi va hd hap yéu that thwong,
dan dén céc triéu chirng sup mi mét, nhin déi, khé nhai hoac nuét, rdi loan ngdn ng,
yéu chan tay, thé ngan.

Nhuwoc co cé thé xuat hién & tt ca cac dd tudi, nhwng cha yéu tir 40 tudi & niv
va 60 tudi & nam. Cac thudc diéu tri thworng gilp kiém soat triéu chirng. Mét sb tac
nhan c6 thé gay nhwoc co hodc lam trdm trong hon tinh trang nhwoc co sdn c6 bao
gdm stress, mét mai, nhiém khuan, hoat déng thé duc qua murc, phau thuat, thay ddi
trong diéu tri diéu bién mién dich, hodc do thubc. Mét sb thubc thweng gap cé thé
gay nhuwoc co gém khang sinh (fluoroquinolon, macrolid, aminoglycosid) va cac beta-

blocker. Cac bao cao vé nhwoc co do thudc rat hiém gap.
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< Cé&c bao céo vé nhworc co do statin tai Vweong quéc Anh

Trong 28 nam (1995 — 2023), Co quan quan ly Dwoc Vwong quéc Anh (MHRA)
da nhan dwoc 10 bao cao c6 dé cap dén statin nghi ng® gay nhuoc co, cac bénh
nhan nay st dung simvastatin, atorvastatin va pravastatin. Trong dé, chi tinh nam
2022 & Anh da c6 9.5 triéu nguwoi sty dung statin.

Trong s6 10 ca nhuoc co nghi ngd do statin, tudi trung vi ctia bénh nhan 1a 66
tudi (trong khodng 40 — 89 tudi v&i da sb cac bénh nhan trén 60 tudi). Cac triéu chirng
duoc bao cao bao gébm nhin d6i, kho néi hodc nubt, yéu tay chan va thé ngan. Cac
triéu chirng thuweng khéi phat sau vai ngay dén 3 thang st dung statin.

3 trong sb 10 ca la cac trwong hop tai phat hodc bung phéat sau & bénh nhan
c6 tién st nhwoc co trwde dé. C6 01 trwdng hop ghi nhan nhwoc co xuét hién tré
lai sau khi tai str dung statin. Trong khi c6 04 bénh nhan phai nhap vién dé diéu tri,
hau hét cac bénh nhan da hoac dang héi phuc tai thoi diém bao céo. Khéng c6
trdng hop t&r vong nao dwoc ghi nhan.

Hién tai chwa cé dd thdng tin can thiét dé két luan liéu loai statin, khac biét vé
thdi gian hodc liéu dung anh hwdng dén nguy co nhuoc co. Déng thdi, ciing khéng

ré liéu nhwoc co méi xuét hién sau diéu tri statin 1a thoang qua hay vinh vién.

- CO mét sb bao céo cho thay nguy co khéi phat hodc bung phat nhwoc co hoac
nhuwoc co thé méat cé lién quan dén st dung statin, hién chwa rd tan suét cda
tac dung khdng mong mudn nay nhwng cac bao cao hién cé cho thay day 1a
mot bién cb rat hiém gap.

- Phan I&n cac béo céo tai Vwong qudc Anh cho thdy cac bénh nhan héi phuc
sau dirng statin, trong khi mét sé nhé van co cac triéu chirng dai dédng va da
c6 nhirng b&o céo cho thay tinh trang nhwoc co tai phat khi st dung lai statin
ban dau hoac statin khac.

- Can khuyén céo bénh nhan cé céac triéu chirng khéi phat nhwoc co sau dung
statin dén thd&m kham tai chuyé@n khoa than kinh va xac dinh liéu c6 can ding
statin dwa trén can bang lgi ich — nguy co dbi véi tieng bénh nhan.

- Khuyén céo cac bénh nhan cé tién st nhwoc co canh giac trwdc nguy co bung
phét cac triéu chirng khi str dung statin.

- B&o céo tac dung khéng mong mudn cé lién quan dén statin.
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< Khuyén cdo déi véi bénh nhan:

- Statin 1& nhém thudc quan trong trong han ché cac bién cé tim mach nhw dau
that ngwc, nhdi mau co tim va dét quy.

- CO6 nhiéu bénh nhan st dung statin ma khéng gap tac dung khéng mong muén
nao hodc thwdng la cac tac dung khéng mong mudn & mérc dd nhe. Tuy nhién
van can doc ky t& hwdng dan sir dung cla thudc va thdng bao véi nhan vién
y té khi gap béat ky van dé nao.

- Khéng dwoc tw y dirng thudc néu khéng co y kién clia bac si.

- Trwéce khi st dung statin can théng bao véi bac si tién st nhwoc co hodc
nhwoc co thé mat.

- Théng bao v&i bac si trong truéng hop co cac triéu chirng yéu chan hoéc tay,

nang lén sau hoat ddng manh, nhin d6i, sut mi mat, kho nuébt, thé ngan.

- Dén ngay co s& y t& gan nhat néu gap van dé vé hé hap hoac nuébt.

Tai liéu tham khao
1.https://lwww.gov.uk/drug-safety-update/statins-very-infrequent-reports-of-myasthenia-
gravis#contents

Narayanaswami P and others. International Consensus Guidance for Management of MG - 2020
2. Update. International Consensus Guidance for Management of Myasthenia Gravis: 2020 Update.

Neurology 2021; issue 96 pages 114 to 122.
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Céc nhan vién y té ké don fluoroquinolon (FQ) can lwu y dén nguy co tan tat
va cac tac dung khdng mong muén kéo dai hodc khéng héi phuc khac. Han ché chi
dinh fluoroquinolon trong cac trwdng hop nhiém tring khdng nghiém trong hodc co
thé tw khéi, hodc cac nhiém tring t nhe - trung binh (nhw dot cip cda viém phé
quan man hodc COPD) trtr khi cac khang sinh khac dwoc khuyén cédo wu tién diéu
tri khdng phu hop dé& str dung. Can drng ngay FQ khi cé nhivng dau hiéu tac dung
khéng mong mudn nghiém trong dau tién, bao gdm dau gan va viém.

< Nguy co tan tat va cac tac dung khéng mong muén kéo dai hodc khéng
héi phuc cda FQ

Céc FQ sir dung dwéng toan than va duong hit déu co thé 1am tang nguy co
tan tat va cac tac dung khéng mong mudn kéo dai hodc khéng hdi phuc khac. Cac
tac dung khdng mong mudn nay co thé xuat hién & cac co quan khac nhau, cé thé
& nhiéu co quan cung lic, bao gdm hé co xwong, than kinh, tdm than, cac co quan
cam giac. Céac tac dung khdng mong mudn xuét hién & nhiéu do tudi va cac yéu td
nguy co khac nhau. Tén thwong gan co (bao gébm gan Achilles nhwng cling c6 thé
& nhiéu vi tri khac) co thé xuét hién trong vong 48 gi® sau diung thudc, hodc sau
nhiéu thang dirng thudc.

Hién tai, chwa c6 thubc ddc hiéu diéu tri cac trwdng hop tan tat va cac tac
dung khdng mong mudn kéo dai hodc khdng hdi phuc do FQ. Tuy nhién, diéu quan
trong 1a phat hién s&m céc bién cb va dirng FQ ngay khi cé cac dau hiéu va triéu
chirng dau tién dé tranh phoi nhiém thém va dan dén céac tbn thwong nghiém trong
hon.

CAc bién phap han ché sir dung FQ da dwoc dua ra tlr 2019 dé gidm thiéu
céc tac dung khéng mong mudn nay. FQ khéng nén dwoc st dung trong diéu tri cac
nhiém tring t& nhe - trung binh (nhw dot cap cda viém phé quan man hodc COPD)
trir khi cac khang sinh khac dwoc khuyén céo wu tién diéu tri khéng phu hop. Cac
trwdng hop cac khang sinh khac khéng ph hop c6 thé bao gém:

- Pé khang v6&i khang sinh dau tay dwoc khuyén céo.

- Chébng chi dinh v&i khang sinh dau tay dwoc khuyén céo.
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Khang sinh ddu tay xuét hién tac dung khdng mong muén nghiém trong dan
dén phai ngung s dung.

Thét bai diéu tri v&i khang sinh dau tay dwoc khuyén céo.

Khuyén cdo déi véi nhan vién y té:

S dung FQ dwdng toan than (udng, tiém truyén, hit) cé kha ndng gay céc tac
dung khéng mong muédn kéo dai (hang thang — nam), tan tat hoac khong hoi
phuc, ddi khi anh hwédng dén nhiéu hé co quan, ndi tang va co’ quan cadm giac.
Tuy da dwoc han ché st dung tlr 2019, cac nghién ciru gan day cho thiy chuwa
c6 nhiéu thay dbi trong viéc ké don FQ va céac tac dung khéng mong muébn van
khéng giam.

Can khuyén céo bénh nhan dirng ngay cac FQ dang st dung khi xuét hién
céc triéu chirng nghiém trong dau tién nhw viém gan, dit gan, dau co, yéu co,
dau khép, swng khép, bénh than kinh ngoai vi, cac triéu chirng than kinh trung
wong khac, va lién hé ngay véi nhan vién y té.

Khong chi dinh FQ trong céc trwdng hop trong cac trwéng hop nhiém triing
khéng nghiém trong hoac c6 thé tw khdi, hodc cac nhiém tring t nhe - trung
binh (nhw dot cAp cdia viem phé quan man hodc COPD) trir khi cac khang sinh
khac duwoc khuyén céo wu tién diéu tri khdng phu hop dé st dung (dwéi day).
Khéng chi dinh ciprofloxacin hoac levofloxacin trong viém bang quang khéng
bién chirng trir khi cac khang sinh thwdng dwoc sir dung khéng phil hop.
Tranh s dung FQ co6 tién st gdp cac tac dung khéng mong mudn nghiém
trong v&i khang sinh quinolon (acid nalidixic) hoac FQ khac.

Dé&c biét than trong khi chi dinh FQ trén cac bénh nhan cao tudi (> 60 tudi),
bénh nhén suy giam chic nang than hoac bénh nhan ghép tang do nhirng
bénh nhan nay c6 nguy co tdn thwong gan co cao hon.

Tranh s dung corticoid cuing véi FQ do c6 thé 1am nang thém cac trwdng hop
viém gan va dut gan do FQ.

B&o céo cac tac dung khdng mong muén cé lién quan dén FQ.

Khuyén cdo déi véi bénh nhan:

Khang sinh FQ la mét nhom khang sinh bao gém ciprofloxacin, levofloxacin,
moxifloxacin va ofloxacin. Cac khang sinh nay co thé cé tén thwong mai khac

nhau do vay bénh nhan can lwu y dén tén hoat chat cu thé dwoc ké don.
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- Céc khang sinh FQ c6 thé gay ra cac tdc dung khéng mong mudn nghiém
trong tai gan co, khép, than kinh va tam than - & mét sé bénh nhan céc tac
dung khéng mong muédn c6 thé gay ra tan tat kéo dai hodc vinh vién.

- Dwng ngay FQ va thédng bao dén nhan vién y té néu xuét hién cac triéu chirng
sau:

+ Pau gan hodc swng, can dé vung dau nghi ngoi hoan toan cho dén khi
lién hé dwoc véi nhan vién y té.

+ BDau khép hoac swng tai vai, tay hoac chan.

+ Pau hodc cé cdm giac bat thwdng (kim cham, nglra ran, nhot, té hoac
nong rat), yéu mét dic biét & tay va chan, di lai khé khan.

+ Mét méi nhiéu, chan nan, lo l1dng hodc c6 van dé véi tri nhé hoac giac
ngu.

+ BAat thwong vé thi giac, vi giac, khiru giac hoac thinh giac.

- Céan théng bao v&i bac si néu co cac van dé trén sau khi str dung FQ va tranh

st dung cac thubc nay trong twong lai.
Tai liéu tham khao

1.https://www.gov.uk/drug-safety-update/fluoroquinolone-antibiotics-reminder-of-the-risk-of-

disabling-and-potentially-long-lasting-or-irreversible-side-effects
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MHRA dwa ra nhac nh& v&i nhan vién y té rang viéc nham 1an st dung dung
dich c6 chira glucose dé trang day truyén ddng mach cé thé gay tap nhiém mau mau
xét nghiém va dan dén két qua xét nghiém glucose cao béat thwdng. Diéu nay co thé
dan dén viéc st dung insulin khéng can thiét va ha glucose méau. Cac nhan vién y té
nén s dung dung dich mudi dang trwong dé trang day truyén ddéng mach ciing nhw
dam bao ghi rd tén dung dich truyén trén céc tai dich truyén.

Nhdc lai vé viéc str dung dung djch glucose trén truyén déng mach.

Céc dung dich trang dwoc s dung trén dwdng truyén ddng mach dé duy tri
tinh mé& cha dwdng truyén, tranh hién twong ddng mau dan dén chan dwong truyén
khi theo ddi huyét ap ddng mach xam lan. Viéc lva chon hoac st dung sai loai dung
dich trang cho dwdng truyén tinh mach 1a mét nguy co da dwoc ghi nhan va cé thé
gay hai cho bénh nhéan. Khi st dung dung dich trang chira glucose va mau xét
nghiém dwoc lay tr ddng mach, mau mau xét nghiém cé thé bj tap nhiém glucose
to dung dich truyén dan dén két qua glucose déng mach cao hon thuc té. Diéu nay
c6 thé dan dén viéc st dung insulin khéng can thiét va ha glucose mau trén bénh
nhan.

B di phan dich truyén con lai trén day la khéng di dé ngan chan viéc nhiém
glucose vao mau thtr. Khi ldy mau tlr bénh nhan st dung glucose 5% lam dung dich
trang thong qua hé théng nay, can phai bd di thé tich gap 5 1an thé tich chét trong hé
thdng trang dé tranh gay sai sét cé y nghia lam sang.

Khuyén céo danh cho nhan viény té

- Khéng s dung dung dich chtra glucose dé theo ddi huyét 4p déng mach xam
1an.

- Chi str dung dung dich mudi dang trvong (NaCl 0.9%) lam dung dich trang
duwong truyén ddng mach dé han ché xac dinh sai glucose mau va st dung
insulin khéng can thiét.

- S dung tui truyén co ghi ré loai dich truyén.

- B&o céo tac dung khdng mong mudn va sai sot khi dung thudc néu co.
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Tai liéu tham khao

1. https://www.gov.uk/drug-safety-update/glucose-solutions-recommendations-to-minimise-the-
risks-associated-with-the-accidental-use-of-glucose-solutions-instead-of-saline-solutions-in-arterial-
lines

2. Sinha S and others. Fatal neuroglycopaenia after accidental use of a glucose 5% solution in a
peripheral arterial cannula flush system. Anaesthesia 2007: volume 62, pages 615 to 620.
Panchagnula U, Thomas AN. The wrong arterial line flush solution. Anaesthesia 2007: volume 62.
Pages 1077 to 1078.

3. Hill K. New guidance issued following problems with infusions and sampling from arterial lines.
BACCN Nursing in Critical Care 2008: volume 13, page 318.

Healthcare Safety Investigation Branch (HSIB), 2022. The use of an appropriate flush fluid in arterial
lines.

4. Brennan KA and others. Reducing the risk of fatal and disabling hypoglycaemia: a comparison of
arterial blood sampling system. British journal of Anaesthesia 2010: volume 104, pages 446 to 451.
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Céac dang mubi calci (calci clorid, calci gluconat) dwoc st dung trong diéu tri
tang kali mau nghiém trong dé 6n dinh co tim va dw phong ngirng tim. Tuy nhién, hai
loai mudi nay khéng twong dwong vé lwong calci. Can ddm bao s dung liéu dung
dé tranh thiéu liéu calci trong diéu tri. Trong trwéng hop thiéu liéu calci, b&nh nhan
tang kali mau co thé ti vong.

< Mudi calci va diéu tri tdng kali mdu nghiém trong

Tang kali mau nghiém trong (K+ =6.5 mmol/l) Ia mét cip clru ndi khoa va can
dwoc xt tri ngay 1ap ttre. Calci gluconat dwoc st dung dé 6n dinh co tim va dw phong
nguwng tim trén bénh nhan.

Mudi calci trwdrc day dwoc siv dung off-label trong diéu tri kich thich co tim quéa
murc trong tang kali mau nghiém trong. Tuy nhién, MHRA gan day da phé duyét chi
dinh diéu trj tang kali mau nghiém trong cép tinh cho calci gluconat.

Theo Hwéng dan diéu trj tang kali mau cép tinh & nguwdi Ién ndm 2020, mubi
calci khéng c6 tac dung lam gidm ndng dd kali trong mau ma c6 vai tro trong bao vé
tim. Khuyén cé&o nay s dung calci clorid ho&c calci gluconat. Tuy nhién, nhirng mudi
nay khéng twong dwong nhau vé ham lwong calci. Bé 1ay duwoc liéu calci khuyén céo
la 6.8 mmol, can s&r dung 30ml calci gluconate 10% hodc 10ml calci clorid 10%, do
vay lwong mudi calci gluconate can lay gap 3 lan so véi calci clorid.

B4t thwong trén dién tdm dd c6 thé cho thay doc tinh cua tang kali mau, theo
ddi dién tam dd dwoc khuyén céo vai cac trwong hop kali mau cao trén 6.0 mmol/l.
Calci gluconate thwdng lam cai thién cac béat thuwong trén dién tam dé sau khoang 3
phut va kéo dai trong 30 — 60 phat. Mét liéu 30ml calci gluconat 10% thwéng dwoc
tiém tinh mach trong 10 phat. Do tac dung ctia mudi calci 1a tam théi nén can dua
liéu bd sung néu ECG van bat thwdng sau 5 — 10 phut tiém lidu trwdc dé.

< Thiéu liéu calci gluconat trong diéu trj

MHRA da xem xét cac dir liéu hién c6 & Vuong qubc Anh va xac dinh cac
trwdng hop sai sét trong st dung thudc trong dé chi si dung 10ml calci gluconat
trong héi stre tim phdi. Cac bao céo cho thay cé 6 trwong hop st dung sai liéu calci
gluconat trong trwdng hop tang kali mau nghiém trong va c6 ngwng tim (5 trwdng

hop tl vong, 1 trwdng hop khong ré két qua diéu tri). Cac van dé khac cling gap
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phai trén cac bénh nhan nay gém khéng st dung mudi calci nhac lai khi can thiét,
khéng dwoc diéu tri bang cac bién phap ha kali mau va khéng duoc theo ddi ECG
phu hop.

Sau khi MHRA danh gia van dé nay, t& hwéng dan sir dung dwoc cap nhat dé
lam rd cach s dung calci gluconat phi hop va an toan trong diéu trji tdng kali mau

va canh bao nguy co’ thiéu liéu.

Khuyén céo danh cho nhan vién y té

- Mubi calci (calci clorid hoac calci gluconat) dwoc s& dung dé én dinh co tim
va dw phong ngirng tim, tuy nhién ham lwong calci trong cac mudi nay khéng
twong dwong nhau.

- Can céanh giac v&i nguy co thiéu liéu khi lwa chon mudi s& dung la calci
gluconat va xac dinh chinh xac loai mudi dwoc lwa chon dé st dung: 30ml
calci gluconat 10% chtra 6.8 mmol calci (twong dwong v&i 10ml calci clorid
10%).

- Can dwa thubc bang dwéng tiém tinh mach cham trong 10 phdt.

- CO thé can 1ap lai liéu mudi calci sau 30 — 60 phat do tac dung bdo vé tim la
tam thoi.

- Bé&o céo tac dung khdng mong mudn va céc sai sot trong st dung thude (néu

co).

Tai liéu tham khao
1.https://www.gov.uk/drug-safety-update/calcium-chloride-calcium-gluconate-potential-risk-of-
underdosing-with-calcium-gluconate-in-severe-hyperkalaemia

2. Alfonzo and others. Clinical practice guidelines. Treatment of acute hyperkalaemia in adults, June
2020. The Renal Association, pages 73-76 (viewed on 01 November 2022).

3. Vallis-Booth E, Moore S. Fatal overdose of Taxus baccata plant matter treated in a rural district
general hospital. BMJ Case Rep 2022;15: e243896.

4. Deakin C and others. Resuscitation Council UK. 2021 Resuscitation Guidelines. Special

Circumstances Guidelines. Treatment of hyperkalaemia (viewed on 01 November 2022).
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Céc nhan vién y té can theo déi cac khuyén cédo cap nhat dé ddm bao st dung
liéu DOAC phu hop & bénh nhan suy than.

% Liéu va cac han ché khi strdung DOAC theo chirec ndng than

Khuyén cdo déi véi tré em

Liéu dung cta cac DOAC trén tré em dwoc tinh theo can nang. Khi st dung
rivaroxaban trén tré em (> 1 tudi), can xac dinh chirc nang than st dung creatinin
mau. Rivaroxaban khéng dwoc khuyén céo trén tré em dudi 1 tudi co creatinin mau
cao hon bach phan vi 97.5.

Déi v&i cac tré em khac, can tinh toan mdrc loc cau than. Khéng khuyén céo
st dung rivaroxaban (tré em > 1 tudi) va chéng chi dinh v&i dabigatran néu muec loc
cau than thap hon 50mL/phat/1.73m2

Khuyén cdo déi véi nguoi 1én

Can hiéu chinh liéu trén cac bénh nhan nay.

Chtrc nang than & nguwoi I&n nén dwoc tinh toan thong qua dé thanh thai
creatinin theo cong thirc Cockcroft-Gault.

Chutrc ndng than nén dwoc danh gia dinh ky d& dam bao hiéu qua va an toan khi st
dung thudc, diéu chinh liéu néu can thiét.

Bdng. Khuyén céo vé DOACs trén bénh nhan suy giam chdec ndng than

Mrc do
suy than : . .
Dabigatran Apixaban Edoxaban | Rivaroxaban
(theo
CrCl)
< 15 . o Khong co | Khong co R ] P
) Chong chi dinh . . . | Khdng c6 khuyén cao
mL/phut khuyén céo khuyén céo
S¢ dung than S dung than trong
trong trén bénh | .| trén tat ca chi dinh;
Giam lieu| .
15 - 29 . L nhan VTEp, .. |giam lieu trén bénh
Chong chi dinh ., |trén tat ca ) o
mL/phut VTEt; giam liéu e nhan SPAF va céan
chi dinh . _ N
trén bénh nhan nhac giam lieu trén
SPAF VTEt
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Can hiéu chinh

liéu & bénh nhan

Giam liéu & mot

sd bénh nhan

. . | Gidm liéu trén bénh
Giam  liéu
4 . |nhan SPAF va can
trén tat ca

L nhac giam liéu trén
chi dinh

30 - 49 |VTEp, can nhac
mL/phat™ | chinh liéu & bénh
nhan SPAF va
SPAF’
VTEt
50 — 80| Khong can hiéu

mL/phat™

chinh

VTEt

Khéng can

hiéu chinh™

Khong can hiéu chinh

SPAF: dw phong huyét khéi va dét quy trén bé&nh nhan rung nhi khéng do van tim; VTEp:
dw phong huyét khéi tinh mach sau; VTEt: diéu tri huyét khéi tinh mach sau

Khuyén céo danh cho nhan
viény té

Can dam bao tit ca cac bénh
nhan cé suy giam chic nang
than dwoc lwa chon liéu DOAC
phu hop va theo déi chirc nang
than thwong xuyén trong qua
trinh diéu tri d& dam bao hiéu
chinh liéu kip théi khi can thiét.
Bao cdo cac tac dung khéng
mong mudén cGa DOAC, bao
gdm ca cac trwéng hop huyét

khdi hodc xuét huyét

Tai liéu tham khao

Khuyén céo danh cho bénh
nhan

DOAC la céc thubc gitp ngan
chan sw hinh thanh cda céac cuc
huyét khéi, ttr d6 dy phong dwoc
cac bién cb dot quy, nhdi mau co
tim va cac bénh ly khac do cuc
mau doéng gay ra.

Cac bénh nhéan c6é suy giam
chirc nang than st dung DOAC
can dwoc kiém tra dinh ky dé
dam bao liéu phu hop.

Trong trwdng hop c6 thdc mac
hodc nhan thdy diu hiéu bét
thwérng phai bao cdo ngay dén

nhan vién y té d& dwoc hé tro

1.https://www.gov.uk/drug-safety-update/direct-acting-oral-anticoagulants-doacs-paediatric-

formulations-reminder-of-dose-adjustments-in-patients-with-renal-impairment#availability-of-

paediatric-specific-formulations
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