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Ds. Ninh Thj Hoa Hwong

A. TONG QUAN

Ceftolozan la mot cephalosporin méi (thé hé 5) cé hoat
tinh chdéng lai cac sinh vat da khang (MDR) bao gém P.
aeruginosa. Tazobactam cho phép mé& rong phd cla
ceftolozan trén vi khudn gram am san xuét B-lactamase
bao gdm ca enzym beta lactamase phé mé rong (ESBL).
Vi vay, ceftolozan/tazobactam dwoc sir dung trong diéu
tri theo kinh nghiém khi nghi ng® nhi&m trting do vi khuan
gram am khang thubc (vi du: ESBL), hodc phdi hop voi
metronidazol trong diéu tri nhiém trung vi khuan ky khi.
Ngoai ra, ceftolozan/tazobactam cé thé dai dién cho liéu
phap thay thé cephalosporin thé hé thir ba sau khi diéu
tri that bai hoac dbi v&i cac trudng hop nhiém trung dwoc

ghi nhan do tryc khuan gram am san xuat ESBL.1

Chi dinh cua ceftolozan/tazobactam (CTZ/TZ) bao gém
diéu tri nhiém trung duwong tiét niéu phic tap (cUTIs),
nhiém trung trong & bung phirc tap (clAls), viém phdi
bénh vién (HAP), viém phdi do thé may (VAP), ...
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Ché db liéu CTZ/TZ cho nguoi Ién (= 18 tubi) co d6 thanh
thai creatinin CrClI (tinh theo cong thirc Cockcroft - Gault)
> 50 ml/ phut dwoc biéu thi dwédi Bang 1.2

Bdng 1. Ché dé liéu ceftolozan/tazobactam trén bénh
nhén ngwor 16m c6 chdre nang than binh thuwrong

Nhiém 1g M6i 8 1 4-14
khuan ceftolozan + gioy ngay
trong 6 0,59

bung co tazobactam

bién

chwng*

Nhiém 1g Mbi 8 1 7
khuén ceftolozan + gio ngay
dwong tiét 0,59

niéu phiec tazobactam

tap, bao

gom viém

than, bé

than

Viém phéi 29 Mbi 8 1 8-14
bénh vién/ ceftolozan + gio ngay
Viém phéi 1g

do th@ may tazobactam

*Sr dung két hop véi metronidazol 500mg truyén tinh

mach méi 8 gio.

Bénh nhan suy than vwra (d6 thanh thai creatinin
CrCl 30 - 50ml/phat) hoadc nang (doé thanh thai
creatinin CrCl 15 - 29 ml/phat) va bénh nhan bénh than
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giai doan cudi dang dwoc loc mau (HD) can hiéu chinh

liéu ceftolozan/tazobactam khi st dung (xem bang 2). @

Bdng 2. Ché dé liéu ceftolozan/tazobactam trén béhh
nhan co6 CrCI < 50mL/phut

30-50 IAl, UTI: 750 mg méi 8 gidr 1 gioy
HAP/VAP: 1,59 méi 8 gidr
15-29 IAl, UTI: 375 mg mdi 8 gi®»

HAP/VAP: 750mg mbi 8 gi®

CrCl <15,HD 2 IAl, UTI: Liéu tai 750 mg. Liéu
duy tri 150 mg maéi 8 gi¢

HAP/VAP: Liéu tai 2,259. Liéu
duy tri 450mg mai 8 gi¢&

Tham tach - Liéu tai 3g, Liéu duy tri 750mg

siéu loc mau moi 8 gio

tinh mach-tinh

mach lién tuc

(CVVHDF)

Tuy nhién, trong thei ki ty 1& nhiém tring do P. aeruginosa
da khang tang 1én, viéc ap dung ché dé liéu truyén tinh
mach trong 1 gi& nhw trén cé thé khong dat dwoc hiéu
quad nhuy mong muén. Ceftolozan/tazobactam 1a mot
khang sinh diét khuan phu thudc thdi gian nén théng sbé
dwoc dong/ dwoc lwc hoc (PK/PD) quan trong nhéat déi
v&i hoat tinh ctia thudc 1a thoi gian ndng do thube & dang
dang tw do cao hon ndng do (rc ché tdi thiéu (fT > MIC).
Nhiéu nghién ctru cho thdy c6 thé nhanh chéng dat duoc

muc tiéu diéu tri v&i beta — lactam théng qua truyén lién
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tuc hodc truyén kéo dai tir 2 — 4 gi¢r. Cu thé, nghién ctru
“Tiém truyén lién tuc ceftolozan/tazobactam gitp téng
kha n&ng dat muc tiéu diéu tri & bénh nhan nhiém trang
Pseudonomas aeruginosa” cua tac gia Pilmis B. nam
2019 cho thay ché do liéu ceftolozan/tazobactam 2 g/lg
truyén tinh mach trong 1 gi&> mdi 8 gi&> nhw khuyén céo
hién nay khéng dam bao dat muc tiéu diéu tri ddi voi
chung Pseudomonas aeruginosa c6 mirc MIC = 4 mg/L.
Va so sanh vé&i mét sd nghién ciru khac tlr ndm 2017 —
2022 cling chirng minh dwoc vai trd cda truyén lién tuc

CTZ/TZ trong viéc dat dwoc muc tiéu diéu tri. [

B. CAC NGHIEN CUU VE CEFTOLOZAN/TAZOBACTAM

1. TEN NGHIEN CUU: “Tiém truyén lién tuc
ceftolozan/tazobactam giup tang kha nang dat muc tiéu
diéu tri & bénh nhan nhiém trang Pseudonomas
aeruginosa”.

2. PHUPONG PHAP NGHIEN c(rU:

Nghién ciru doan hé tién ctu da trung tam dwoc tién
hanh nham so sanh hiéu qua cta phwong phap truyén
lién tuc hodc kéo dai CTZ/TZ véi truyén ngat quing
CTZ/TZ trong diéu tri nhiém trung lién quan dén P.

aeruginosa da khang thuéc.

Binh nghia da khang thuéc: Theo chuyén gia qubc té
Magiorakos va coéng sw da khang thuéc la tinh trang

khéng man cam vdéi it nhat mot tdc nhan trong ba ho
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khang sinh tr& 1&én (penicillin phd réng, carbapenem,

cephalosporin, aminoglycoside, hoac fluoroquinolon).

Tét c& bénh nhan c6 sé&n dir liéu vé ndng d6 CTZ/TZ trong
huyét twong déu da diéu kién tham gia nghién ctu nay.
Nong dd CTZ/TZ trong huyét twong & trang thai 6n dinh
duwoc do bang UHPLC — EPI — HRAM.

Th&r nghiém dd nhay cam cua vi khuan véi khang sinh
(AST) dwoc danh gia bang phwong phap khuéch tan dia
theo hwéng dan cia CA — SFM/EUCAST MIC cla
CTZ/TZ dwoc xac dinh bang E — test theo khuyén nghi

clia nha san xuét.

a. Do ndng do6 thudc trong huyét twong & trang théai
4n dinh theo thoi gian truyén CTZ/TZ ctia 3 nhém
bénh nhan:

e Nhom truyén ngat quang (IB): < 1 gi®y
e NhAm truyén kéo dai (P1): 4 gi®

e NhAm truyén lién tuc (CI): Truyén khang sinh
lién tuc.

b. Udctinhty I& phan trdm bénh nhan dat dwoc muc
tieu PK/PD la 100% fT > MIC hoac 100% fT >
4MIC, tuy thudc vao gia tri MIC ctia CTZ/TZ v6i P.
aeruginosa trén nhirng bénh nhan nghién cteu. T
do, nghién cru sé chon ra cac muc tiéu phu hop
nhat cho bénh nhan trong don vi cham soc dac
biét (ICU) dwoc diéu tri bang beta — lactam.
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KET QUA NGHIEN clru

72 bénh nhan da dang ki tham gia nghién cu. Cac bénh
nhan trong mau nghién ciru c6 tudi trung vi 1a 48,5 (32,4
— 63,2 tubi). Hau hét bénh nhan la nam gidi, chiém
63,9%. Can nang trung binh la 70,5 (+ 27,9 kg). B6 thanh
thai creatinin do dwoc 1a 81,9 + 52,3 mL/phut (ndm trong
khodng tir 2 — 256 phat). Cac dac diém chung cia bénh
nhan dwoc trinh bay trong Bang 3.

Bang 3. Pdc diém chung cta mau nghién ciéu

Tubi (nam) 454+257 485 (32,4 -
62,2)
Gidi tinh 46/26
(nam/nir)
Can nang (kg) 70,5+ 27,9 65 (50,7 —
85)
Serum creatinine 95,6 +67,6 @ 71(58,2—
(umol/L) 122)
Do loc cau than 81,9+523 685(295-
(mL/phat) 125)

Chu thich: SD: do léch chuan; IQR: khoang tr phén vj
(Q1-Q3)

Trong tbng sé bénh nhan cé 57 bénh nhan (79%) nhap
vién vao khoa ICU, 37 bénh nhan (51,4%) bi suy giam
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mién dich va ty 1& t&r vong tai bénh vién 1a 15,2%. Nhiém
khuén thwong gdp nhét 1a nhiém khuan dwéong hé hap
Vv&i 66,7%, nhiém khuan huyét nguyén phat (7%), nhiém
khuan da va mé mém, nhiém khuén xwong khép (5,5%).
Khong cé bién cé bat loi nao nghiém trong lién quan dén
viéec str dung CTZ/TZ dwoc ghi nhan trong qua trinh
nghién ctru. Gia tri MIC ctia CTZ/TZ dao déng tv 0,5 — 8
mg/L (nhay cam < 4 pg/ml; nhay trung gian 8 pg/ml;
khang =16 ug/ml déi v&i vi khuan P, aeruginosa). 19 bénh
nhan (26,3%) bi nhiém cac chiing vi khuan cé MIC [én t&i
24 mg/L. Sy phan bd ciia MIC dwoc trinh bay trong Hinh 1.

1519

104

Néng dd cta cac ching

15 2 3 4 6 8
MIC

0.38050.75 1

Hinh 1. Phan bé MIC cda CTZ/TZ véi cac chdng trong
nghién cdu
Trong s6 72 bénh nhan tham gia nghién ciru, 44 bénh
nhan (61%) nhan ché do truyén ngat quing, 13 bénh
nhan (18%) nhan ché do truyén kéo dai va 15 bénh nhan

(21%) nhan ché dé truyén lién tuc. Cac muc tiéu PK/PD
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(100% fT > 4MIC) da dat dwoc dbi véi tAt cd bénh nhan
bi nhiém 7 chding c6 MIC clia CTZ/TZ < 4 mg/L & bat ké

ché dé nao.

V@i cac ching c6 MIC ctia CTZ/TZ lén dén 8 mg/L, cac
muc tiéu PK/PD (100% fT > 4MIC) chi dat dwoc & nhirng
bénh nhan nhan ché do truyén lién tuc CTZ/TZ.

M6 hinh dwoc ddng hoc & trang thai én dinh ctia CTZ/TZ
truyén tinh mach (Hinh 2) cho thay ré sw khac biét tuy
theo cach st dung (truyén ngét quéang, truyén kéo dai,
truyén lién tuc). Théi gian dung thubc anh huwéng dén kha
nang dat muc tiéu diéu tri (PTA) déi véi cling mot ché do
liéu dung. Ty lé PTA cao hon & nhirng bénh nhan dwoc
diéu tri bang ché dd truyén lién tuc so véi nhirng bénh
nhan dwoc diéu trj bang ché do truyén ngat quang hoac
truyén kéo dai.

a
1 mach 60 phit)

90 £ -
80+ \“'-\ w & T2 ch 4 tiéng)
. 10 = - 1 e
£ :E' as 2 i chinh theo chirc ndng than)
< =
S E
20 H |_| 10
104
° M m
T T T T
05 1 2 4 16
MIiC
b
1:g B— B ~*= 2g moi & gior (truyen tinh mach 60 phit)
80 - X 8 g UII\L"IHI]JhIII ach 4 tieng)
70 30 o =~ 2zmoi8gio (IHI\EII lién tuc)
FOC = (ché 86 liéu c6 hiéu chinh theo chire ning thén)
q 50 F20 o
B 4 =
30 £
20 H £
10:
Ll
05 2 4 6 B 15

Mic

Hinh 2. PTA cta CTZ véi muc tiéu 90% fT > MIC (a) va

muc tiéu 90% fT > 4MIC (b) déi véi ché dé truyen ngat

quang (1 gi®), truyén kéo dai (4 gi®) va truyén lién tuc
CTZ/TZ theo MIC.
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BAN LUAN

Day la nghién ciru dau tién danh gia duwoc dong hoc va
dwoc lyc hoc cua viéc truyén kéo dai CTZ/TZ & nhirng
bénh nhan nhiém trung lién quan dén P. aeruginosa da

khang thubc.

Déi vai P. aeruginosa c6 MIC cla CTZ/TZ = 6 mg/L, ché
do lieu CTZ/TZ 2 g x 3 lan/ngay hodc twong dwong (c6
hiéu chinh theo chirc ndng than) déu dat dwoc PTA >
90% fT > MIC. Tuy nhién, trén 90% trwérng hop nhiém
khuén do P. aeruginosa vé&i MIC = 6 mg/L phai &p dung
ché do truyén kéo dai hoac lién tuc méi dat dwgc muc
tiéu diéu tri. B&n canh do, muc tiéu fT > MIC chinén &p
dung v&i cac trérng hop nhiém tring nhe dén trung binh.
Bénh nhan nam ICU can can nhac dén muc tiéu 100%
fT>4MiIC.

Dbi véi P. aeruginosa c6 MIC cia CTZ/TZ = 4 mg/L, chi
ché d6 truyén lién tuc 2 g x 3 lan hodc twong duwong (c6
hiéu chinh theo chirc nang than) méi dat PTA > 90% fT
> 4AMIC. Khéng ché dé dung thudc nao c6 thé dat duwoc
néng d6 t6i wu khi vi khudn c6 MIC cha CTZ/TZ > 16
mg/L.

Két qua nghién ciru nay phu hop véi nhixng nghién ctru
trwéc day. Mot nghién cteu héi ciru cla Lodise va cong

sy & nhitng bénh nhan nhiém tring nang do
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P.aeruginosa cho thay viéc truyén lién tuc piperacillin —
tazobactam gitp tdng fT > MIC va cai thién ty lé séng sot
sau 14 ngay (12,2% v¢&i 31,6%, p = 0,04) so v&i nghién
cru doan hé truwdrc do. Trong in vitro, nghién ctru trén mé
hinh nhiém tring soi réng (Hollow fibre infection model,
HFIM) ctia mét chdng P.aeruginosa phan lap véi MIC caa
CTZ/TZ = 4 mg/L cho thdy can dung liéu CTZ/TZ cao hon
(2 g/1 g) d& ngan nglra sw xuét hién tinh trang khang
khang sinh & nhirng bénh nhan nhiém tring nang do

P.aeruginosa.
KET LUAN

Chwa c6 du di lieu ching minh phac do6 liéu
CTZ/TZ 2 g/1 g mbi 8 gi® truyén tinh mach trong 1 gi®
nhw khuyén céo hién nay dat dwoc PTA véi cac ching
P.aeruginosa c6 MIC > 4 mg/L. Can c6 nhirng nghién ctru
sau hon dé hiéu rd hon vé téi wu hoa viéc str dung khang

sinh mé&i nay.
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3. So sanh vé&i mét sé nghién ctru khéac

Tac gia,
nam coéng
bo

Phwong
phap
nghién
ctru

Worapong
Nasomsong va
cbng s, 2022.

Phuwong phap E
— test dwoc sty
dung dé xac
dinh hoat tinh
khang sinh in
vitro.

Ty & dap ng 2
90% PTA cla

Maria M Montero va
cong sy, 2021.

So sanh cac ché do
liéu twong ng véi
cac muirc ndng dod
CTZ/TZ & trang thai
6n dinh (Css) khac
nhau béng phuong
phap tiém truyén lién
tuc (Cl) dbi v&i ba

Jesus Ruiz va céng
sw, 2020.

6 ché do liéu CTZ/TZ
bao gdm: 0,5/0,25 g,
1/0,5 g va 2/1 g mbi 8
gi® dworc truyén trong
1 gi& hoac 3 gio.
Hiéu qua diéu tri
dwoc danh gia dua
trén kha nang dat

Senthil Natesan va
cong sw, 2017.

Mé hinh dwgc déng
hoc quan thé Monte
Carlo dwoc st dung
dé thuc hién 128
phép hoan vij luan
phién vé liéu lvong,
thoi gian truyén va
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Két qua
nghién cru

cac ché do liéu
khac nhau dwoc
mé phéng bang
phwong phap
Monte Carlo.

Ché do truyén
CTZI/TZ kéo dai
da dat dwoc
75% va 100% fT
> MIC & MIC

ching XDR P.
aeruginosa ST175 c6
MIC tir 2 dén 16 mg/L
trong mo hinh sgi
réng (HFIM). Céc thtr
nghiém HFIM Iap lai
10 ngay da dugc
thwe hién dé danh gia
Css cla CTZ/TZ trong
Cl: So sanh mtrc d6
dé khang cta ndng
dd Css 20 va 45 mg/L
v&i chiing vi khuén
phan lap nhay cdm va
so sanh hiéu qua diét
khuan gitra ndbng do
Css 45 mg/L va 80
mg/L d6i v&i cac
chuiing dé khang.

Hién twong dé khang
CTZ/TZ xuét hién &
murc Css < 20mg/L.
V& hiéu qua diét
khuan, mtrc ndng do
thudc trong mau cao
hon khuyén cédo hién

muc tiéu 40% fT >
MIC va 100% fT >
MIC.

Céc liéu tiéu chuan
cla CTZ/TZ dat dwoc
gia tri 40% fT >

MIC. Tuy nhién, liéu 2 g
truyén kéo dai trong 3
gi® 1a can thiét dé dat
dwoc gia tri 100% T

chirc nang than trong
5000 trwong hop.
Th&i gian ndng do
CTZ/TZ tw do trong
mau I&én hon MIC it
nhat 40% (40% fT >
MIC) la tiéu chi danh
gia ddm bao muc tiéu
diéu tri.

Truyén kéo dai
CTZ/TZ trong 4 -5
gi® dat PTA cao hon
truyén trong thoi gian
ngan va truyén lién
tuc.
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cta CTZ/TZ lan
lwvot la 4 va

2 pg/mL.

tai, Css lén dén 80
mg/L (twong (rng ché
do truyén lién tuc
9/4,5g mi 24 gio)
cho thdy c6 hiéu qua
diét khuén déi v&i cac
chiing da khang thuéc
c6 MIC I1én dén 16
mg/L.

> MIC, dac biét &
nhirng bénh nhan cé
do thanh thai than
téng va mirc do biéu
hién beta — lactamase
cao. Do do, viéc tbi
wu hoa som liéu
lwong c6 thé lam
gidm dang ké sy phat
trién dé khang khang
sinh cla vi khuéan.

So v&i truyén lién tuc,
ché do truyén kéo dai
cho néng do thubc
trong mau cao hon &
cung liéu diéu tri nén
tao ra PTA thuan loi
hon trén cac bénh
nhiém trang véi MIC
cao. Trong khi dé,
truyén lién tuc cé thé
khong dat dwoc ndng
do thudc dam bao tac
dung diét khuan trong
mau déi véi nhirng vi
khuan c6 MIC cua
CTZI/TZ cao.
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TAC DUNG CUA
ROWACHOL TRONG PDIEU
TRl ROl LOAN CHU’C NANG
TUI MAT DUA TREN PHAN
SUAT TONG MAU TUI MAT

Ds. Tran Thj Twong Vy

1. GIOI THIEU
DPau bung kiéu mat dién hinh l1a mét van dé lam sang

thwdng gap, theo tiéu chi Rome IV la con dau twr trung
binh dé&n nang, khu trd & vung thwong vi va/hodc bén
phai géc phan tw phia trén, kéo dai >30 phut. Pau dwong
mat déi khi khé phan biét véi dau khac nhw hdi chirng
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rudt kich thich, bénh trao ngwoc da day thwc quan, chirng

kho tiéu chirc nang, soi thi mat va séi dwdng mat.

R4i loan chirc nang tdi mat 1a mot tinh trang dau twong
ddi hiém gap va dwoc dinh nghia & dau dwdng mat khi
khéng c6é sdi mat hodc cac bénh chu tric khac. Chan
doan cla rdi loan chirc ndng thi mat co thé 1a phan suét
tdng mau tai mat (GBEF) thap trén chup X quang duéng
mat nhwng két qua xét nghiém binh thwdng. Hon niva,
GBEF thép, d&c biét <35%, dwoc xem la moét yéu té du
b&o lam gidm triéu chirng sau cét tGi mat & bénh nhan bj
rbi loan chirc nang tai mat. Kha nang lam réng tdi mat bi
suy gidm, sé& thic day (r mat va viém tdi mat, cudi cuing
da&n dén hinh thanh séi mat. M&c du céc triéu chirng cta
nhirng bénh do réi loan van déng tdi mat dwong nhw
khéng thé phan biét dwgc véi nhau, phwong phap diéu

tri dwoc lwa chon ludn I& cat tdi mat.

Rowachol 1&a mét tac nhan gay lgi mat manh, bao gébm
sau vong monoterpen, tat ca c6 ngudn gbc tir tinh dau
thwe vat tinh khiét. M&i terpene & Rowachol déu khéng
chi c6 tac dung lgi mat ma con c6 tac dung khang khuan,
chéng oxy héa, chéng viém va chéng co that trong in vivo
va in vitro. C6 gia thuyét rang viéc diéu tri bang Rowachol
cho bénh nhan bi dau dwdng mat sé cai thién cac triéu
ching va réi loan chirc nang tii mat cta ho, c6 thé do

trie tiép bang nhirng thay déi trong GBEF.
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Nghién ctru cua tac gia Lee SH va céng sw nam 2023 da
khdo sat sy cai thién 1am sang va thay d6i GBEF bang

diéu tri Rowachol & bénh nhan dau dwdng méat dién hinh.

2. PHUONG PHAP
T thang 7 nam 2016 dén thang 4 nam 2023, 138 bénh

nhan da dwoc dwa vao nghién ctru theo cac tiéu chi nhw
sau: ¢6 cac con dau dwdng mat theo ti€éu chi Rome 1V,
str dung Rowachol trén 2 thang va dwoc chup anh dwdng
mét dé theo ddi GBEF.

Rowachol dwéi dang nhe hop terpene (pinene 17 mg,
camphene 5 mg, cineol 2 mg, menthone 6 mg, tinh dau
bac ha 32 mg va borneol 5 mg), duwoc ké don bang
dwong ubng 100 mg, ba l1an mét ngay, trong it nhat 2
thang. Theo dbi thei gian va do GBEF sau diéu tri phu
thudc vao bac si. Diém dau cla tat cd cac bénh dwoc
danh gia & méi 1an kham ngoai tru, theo thang diém dau
VAS (Visual Analogue Scale). BPap ng lam sang dwoc
danh gia sau khi diéu tri ndi khoa nhuw sau: “khéng dap
¢ng” biéu thj tinh trang bénh nang hon, khang thay dbi
ho&c van con triéu ching; “dap (rng mdt phan” biéu thi
nhe nhang, trung binh, tét hon, hodc triéu chirng dwoc
cai thién <75%; va “dap tng” biéu thi khéng con triéu
chirng, da khoi bénh hoac tinh trang dwoc cai thién >
75%.
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3. KET QUA
Téng cong cé 31 bénh nhan dwoc dwa vao phan tich cudi

cung. Bac diém cua 31 bénh nhan dwoc tém tat trong
Bang 1. P6 tudi trung binh cha bénh nhan 1a 46,0
(khoang 26,0 — 72,7) tudi va n¥ chiém wu thé (71,0%).
TAt ca bénh nhan dwoc kham bang siéu am & bung, c6 9
bénh nhan (29,0%) c6 sdi ti mat hodc cdn bun. Két qua
siéu am cua nhirng bénh nhan nay nhw sau: kich thwéc
2 mm s6i mat don (n = 1), nhiéu séi mat c& 1 ~ 2 mm
(n = 4) va bun cat thi mat (n = 4). Cac két qua xét nghiém
co ban, bao gébm xét nghiém chirc nang gan, khéng cé gi
dang chlu y & tat ca cac bénh nhan. Cac thubc ding
chung trong thei gian diéu tri bang Rowachol dwoc mé ta

trong Bang 2.

Bang 1. Tom tat dac diém cac bénh nhan trong nghién

cwu
[ e ]
Tubi 46,0 (26,0 — 72,7)
Gi&i tinh nir 22 (71,0%)
AST 26,5+9,3
ALT 21,5+11,7
Bilirubin toan phan 0,64 + 0,27
Siéu am qua 6 bung c6 séi (S 2mm) 9 (29,0%)

hoac bun can tai mat

Xa hinh GBEF, % 45,8 (6,5 — 68,2)
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Bénh nhan cé GBEF < 35% 9 (29,0%)
Th&i gian theo doi (thang) 23,3 (4,1 - 50,2)

Bdng 2. Cac thudc dung chung trong qué trinh diéu trj

Rowachol
Cac acid mat dang uéng 24 (77,4%)

(ursodeoxycholic; mubi
magnesium trihydrate ctia axit
chenodeoxycholic va axit

ursodeoxycholic)

Pc ché bom proton (PPI) 20 (64,5%)
Motilitone 18 (58,1%)
Octylonium bromide/ Pinaverium 14 (45,2%)
bromide

Itopride hydrochloride 8 (25,8%)
Men vi sinh 6 (19,4%)
Stillen tab (Artemisia Herb 95% 2 (6,5%)

Ethanol Soft Ext)
Camostat mesilate 2 (6.5%)
Alprazolam 1 (3,2%)

Sau khi diéu tri bang Rowachol trung binh 10,0 thang, c6
21 (67,7%) bénh nhan co triéu chirng da dwoc giai quyét

BVBD Ban Tin Thubc 02 — 2023 | 21



(Bang 3). Trong sé dé, ba bénh nhan cubi cuing da dwoc
phdu thuat cét tai mat do triéu ching tai phat sau khi
ngrng diéu tri bang Rowachol (n = 2) va lam n&ng thém
tinh trang day thanh tdi mat (n = 1). Trong s 5 bénh nhan
(16,1%) khong c6 phan rng, bén bénh nhan cubi cung
da dwoc cét thi mat. Khéng cé bénh nhan nao duwgc phau
thuat ndi soi cat co vong do bénh Oddi. Ngoai ra, khéng
ai ngrng Rowachol do tac dung phu.

Bdng 3. Két qua

Thoi gian diéu tri 10 (2.4- 32.5)
Khoéng dap trng 5 (16.1%)
DPap (rng mot phan 5 (16.1%)
bap trng 21 (67.7%)
Phau thuat cat tai mat 7 (22.6%)

Trén chup X-quang duwéng mat, GBEF ban dau trung
binh 1a 45,8% (pham vi 6,5-68,2%), va 9 bénh nhan
(29,0%) c6 GBEF 35% (Bang 1). Trong thoi gian theo doi
trung binh cda 23,3 thang, thoi gian do GBEF tiép theo
thay d6i so vo&i thoi diém cubi ngay diéu tri bang
Rowachol. Khoang théi gian trung binh gitra lan dau va
chup X-quang mat theo déi la 3,5 thang (khoang 2,6 —
32,6 thang).
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O nhirng bénh nhan cé GBEF < 35% (n = 9), Rowachol
lam tang dang ké GBEF tw 21,3% + 8,3% dén 49,1% +
20,7%. Tuy nhién, tbc dé cai thién vé cac triéu chirng sau
khi diéu tri bang Rowachol khdng khéc biét dang ké gitra
cac bénh nhan véi GBEF < 35% va bénh nhan cé GBEF
> 35%.

4. Thao luan

Day la nghién clru dau tién danh gia tac dung diéu tri cta
Rowachol trong mét nhém bénh nhan méc bénh dau
dwéng mat dién hinh, bao gdm réi loan chirc nang tui mat
dwa vao GBEF.

Theo nghién clru nay Rowachol da giai quyét duwoc cac
triéu chirng ctia 21 trén téng sé 31 bénh nhan (67,7%) bi
dau duwéng mat dién hinh va GBEF da tang dang ké
(10,4%, p = 0,012). Phat hién nay cung cap bang chirng
dau tién ang hd gia thuyét rang Rowachol c6 loi trong
viéc cai thién cac triéu chirng va GBEF & bénh nhan cé

réi loan chirc nang tai mat.

Rowachol, mét hén hop cua terpene, 1an dau tién dwoc
gi&i thiéu nhw mot chat tiéu séi cho diéu tri lam tan séi
mat. N6 (c ché hydroxymethyl glutamylcoenzym A
reductase & gan, lam thay déi do bao hoa cholesterol &
dwérng mat va l1am gidm chi sb tao séi mat. Menthol, mot

trong nhirng monoterpen chinh ctia Rowachol, chi yéu
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duwoc dwoc tiét vao mat duwdi dang menthol glucuronide,
dworc biét 1a c6 tac dung tang cwdng kha nang hoa tan
clia ca canxi cacbonat va photphat, do d6 giup lam giam
qua trinh véi hoa sw két tinh cda sdi mat. Hon niva, méi
thanh phan ctia Rowachol déu c6 co ché tac dung chéng
oxy héa, chéng nhiém tring, chéng co cirng va gidam dau
in vitro. Mét sé nghién clru da bao cao sy cai thién khi
diéu tri bang Rowachol 1au dai & nhirng bénh nhan c6 séi

mat.

Khoéng chi Rowachol, cac tac nhan tiéu séi khac nhw axit
ursodeoxycholic va axit chenodeoxycholic, cling cho thay
s cdi thién vé triéu chirng va GBEF & hau hét bénh nhan
c6 rdi loan chirc nang tui mat. Vé mat ly thuyét, Rowachol
va mdi loai acid mat cé co ché diéu tri va tac dung khac
nhau nén hiép déng trong viéc lam tan sdi mat. Trong
nghién ctu cling thé hién rang phan Ién bénh nhan

(77,4%) c6 str dung dong thei cac ché pham axit mat nay.

Trong mét nghién clru tredc day, GBEF da cai thién dang
ké cao hon theo thi tw sau: tinh nguyén vién khée manh,
bénh séi dwéng mat va bénh séi tii mat. Phé cla céac
bénh vé dwéng mat da dwoc mo ta 1a dan dén sy phat
trién cla tinh thé va sau d6 la hinh thanh séi mat va viém
man tinh & tGi mat, do b&o hda mat va rdi loan chirc nang
tdi mat. Dau dwdng mat cé thé xay ra & bat ky thei diém
nao trong phd bénh nay. &' nhém nghién ctru nay cé 9
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(29,0%) bénh nhan c6 séi tui mat hoac can séi cé kich
thwdc 18n téi 2 mm. Khdng cé sy khac biét dang ké vé
d&c diém co ban, 1am sang két qua, hodc sy thay déi
GBEF gitra bénh nhan bj séi mat hoac bun mat va nhirng

bénh nhan con lai.

Két qua nghién clru nay cé mot sé han ché. BAu tién, ban
chét ctia nghién ctru hdi clru dwoc thwe hién tai mot trung
tam duy nhat ma khoéng c6 bat ky nhém ddi chirng nao
nén gay kho khan cho viéc loai trir hiéu &ng gia dwoc, sai
léch Iwa chon hodc cac yéu t6 gay nhiéu khac. Ngoai ra,
hau hét bénh nhan déu bj loai khéi nghién ctru do chién
lwoc kham va diéu tri khdng thdng nhat nén khéng dwoc
diéu tri bang Rowachol hodc khéng dwoc do GBEF theo
ddi. Ngay ca trong nhém nghién ctru, théi gian diéu tri va
thdi gian theo ddi chup X-quang mat dwoc phan bé rong
rai, didu nay co thé gay nham Ian cho két qua nghién ctru.
Hon ni¥a, do ¢c& mau nhd nén rat khé dé xac nhan két
luan chac chan vé tac dung diéu tri ciia Rowachol dbi voi

nhirng bénh nhan mac cac bénh nay.

Nhw da dé cap trwdc do, ngoai Rowachol bénh nhan con
duwoc ké don cac thube khac; do d6, khong thé xac dinh
liéu phwong phéap diéu tri nay cé ph hop hay khéng vuot
trdi so véi nhivng phwong phap khac. Trong twong lai can

c6 nghién cteu v&i pham vi lén hon dé danh gia tac dung
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thwe t& ctia Rowachol nhu mét lwa chon diéu tri bd sung

tiém nang cho bénh nhan cé réi loan chirc ndng tdi mat.

Tai liéu tham khao:

Lee SH, Chung HW, Lee TY, Cheon YK. Effect of Rowachol on
the Gallbladder Dysmotility Disorder Based on Gallbladder
Ejection Fraction. Medicina (Kaunas). 2023 Jan 3;59(1):105.
doi: 10.3390/medicina 59010105. PMID: 36676729; PMCID:
PMC9862614.
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C TNk THAN Km‘wﬁ
cla KHANG sINH
NHOM CARBAPENEM

DS. Tran Gia An
Nhom khang sinh carbapenem (ertapenem, imipenem,

meropenem, doripenem) c6 phd khang khuan réng va
dwoc st dung nhiéu trong nhiém khuan mic d6 trung
binh dén ndng. Tuy nhién, bén canh tac dung diéu tri, doc
tinh trén hé than kinh ctia nhém carbarpenem ciing can
lwu y. Péng kinh 1a tac dung phu thwong dwoc dé cap
trong y van, nhwng gan day, cac bao céo vé diu hiéu loan
than cling dwoc ghi nhan.

Co ché gay doc than kinh dwoc biét [a carbapenem trc
ché thu thé GABAa & than kinh trung wong (TKTU) théng
qua chudi carbon & mach nhanh. Do imipenem c6 chudi
carbon & mach nhanh dai hon nén lién két véi GABA
nhiéu hon va dé gay ra cac tac déng trén than kinh trung
wong. Theo két qua théng ké cta Miller va cdng sw, dong
kinh thwong hay gap nhiéu nhat khi s dung
imipenem/cilastatin (3-33%). Ty lé nay kha thap &

ertapenem, meropenem va doripenem (<1%). Tuy nhién,
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theo di¥ liéu phan tich cla VigiBase® la co s& di liéu bao
cdo ADR cua WHO cho théy: 27% bénh nhan co triéu
chieng trén hé than kinh véi thudc nghi ngd 1a ertapenem
so v&i imipenem va meropenem (1an lwot 14 23%, 6%).
Poc tinh thadn kinh 1a tdc dung phu hiém gap cua
ertapenem tuy nhién, gan day nhirng bao céo lién quan
dén doc tinh trén dan tang I&n v&i cac biéu hién loan than,
40 giac, rbi loan hanh vj va cac trwong hop loan than do
ertapenem thwéong xuét hién & bénh nhan suy chirc nang
than vi dé dan dén qua liéu thubc, va trong mét sb truong

hop, c6 thé xay ra du da st dung liéu phu hop. -2

Bai téng quan thu thap vé cac ca lam sang doc tinh than
kinh gay ra do ertapenem (ertapenem - induced
neurotoxicity — EIN) ttr 31/10/2001 dén 31/12/2022 cla
Wang C. va cong sw, cho thay: @

e Céc yéutd nguy co co thé dan dén EIN la tudi cao,
suy than (dac biét suy than & mirc d6 trung binh),

da co bénh ly than kinh truéc d6 va albumin thép.

e Cac trieu chirng thwdng hay gap la co giat
(42,4%), do giac (36,4%), thay ddi trang thai tam
than (25,8%) va réi loan (22,7%).
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e Ngtrng thubc la bién phap diéu tri quan trong nhét.
Tuy tirng trwdng hop, ¢ thé st dung thudc chng

dong kinh hoac loc méau khi can.

Liéu phap xt tri ti wu trong cac trweéng hop EIN hién van
chwa ré rang. Ngirng thubc la bién phap thiét yéu va
khuyén cdo nén ddi sang mot khang sinh khac it doc tinh
hon. Cac triéu chirng c6 thé bién mét trong vong 1 — 6
tuan sau khi ngtrng thudc. Bénh nhan véi cac triéu chirng
co giat nghiém trong c6 thé dung cac thubc diéu tri triéu
ching nhw natri valproate. Tuy nhién, cé twong tac gitra
valproid acid va carbapenem & murc nghiém trong gay
gidm ndng dd cla acid valproic lam gidm tac dung cla
thudc. Néu dwoc, cé thé thay bang cac khang sinh khéac
nhu tigecycline, polymycins trwdng hop nhiém khuan
gram am hoac fosfomycin, nitrofurantoin trong tredng
hop nhiém khuan niéu. Trong trwéng hop bat budc st
dung carbapenem, c6 thé can chi dinh céac thubc chéng
dong kinh. Viéc lya chon thubc ddng kinh tiy thudc vao
loai ddng kinh, tac dung phu, twong tac thuéc, yéu té
nguy co cua bénh nhan nhw suy than, suy gan.
Levetiracetam thwdng dwoc Iywa chon st dung dé thay
thé acid valproic do it nguy co twong tac thubc hon

phenytoin, phenobarbital va carbamazepine.

Trong céc truéng hop ngd doc than kinh do ertapenem
duoc tbng hop béi Danés | va cong sw (Bang 1), cho
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thdy cac triéu chirng gdp phai chd yéu la loan than,
khoang 90% triwdng hop c6 dd thanh thai creatinine (CrCl)
< 50 ml/phat/1,73m? va gidm albumin mau. Trong mét sé
trwong hop, ché dé liéu phu hop van cé thé qua cao &
mot sé bénh nhan suy than mdc d6 trung binh (CrCl 31
— 59 ml/phat). Can thiét danh gia lai chirc nang than trong
qua trinh diéu trj va diéu chinh liéu ho&c can nhac thoi
gian diéu tri dwa trén danh gia lam sang, dac biét khi cé
sy thay déi CrCl (nhw giam CrCl < 30 ml/phat/1,73m?)
ho&c xuét hién rdi loan hanh vi khéng giai thich dwoc.
Céc triéu chirng EIN c6 thé dién ra am thAm va khong
duwoc lwu y, viéc phat hién sém cac diu hiéu goi v triéu
chirng loan than cla bénh nhan déng vai trd quan trong
gilip cai thién tién lwong cla nguwdi bénh. M Trong cac
trwdng hop ghi nhan dworc, triéu chirng thudng giam sau
1 tudn ngwng ertapenem (Mot sbé thay thé bang
meropenem) va c6 thé thé héi phuc nhanh hon (1 ngay)

véi treorng hop 6 chire nang than tét.

Hién van chwa c6 hwéng dan cu thé vé x tri cac doc tinh
than kinh ctia nhém carbapenem. C6 thé tham khao lwu
dd vé quan ly dac tinh than kinh cGa cac nhém khang sinh
néi chung & bénh nhan cé nguy co cao theo tac gia Grill
MF dé ra nam 2011 (Hinh 1) . Bénh nhan c6 yéu té nguy
co cao (suy than, gidam albumin mau, tién sir bénh trén

hé than kinh trung wong, tudi cao) nén duoc theo ddi ky
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cac dau hiéu doc tinh trén hé than kinh. Thwdng xuyén
danh gia lai triéu chirng va chirc nang than trong qua trinh
diéu tri va diéu chinh liéu khi can. Khi c6 cac dau hiéu bat
thwong xuét hién nhw thay dbi trang thai tam than, can

ngrng thuéc va bé sung cac diéu tri can thiét.
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Bénh nhan nguy co’ cao

Suy than N R

Tién s benh Iy 1. Didu chinh liéu khang sinh
TKTU j »| 2. Tranh céac yéu to doc tinh than kinh
Cao tuoi

R4t tré tudi S& dung thubc

A4

C6 déu hiéu doc tinh trén than kinh
(bénh ly ndo, suy nhwoce than kinh co)

Can nhéc loc mau hoic v
CVVHF

(dac biét v&i cephalosporin, Ngtrng thudc nghi ngd
quinolones hoac polymyxin)

Con triéu chirng Hét triéu chirng
Van con
thay ddi Con triéu chirng
trang thai trén ndo bo
tam than 4 y
EEG/tiép tuc theo dbi Thay bang khang sinh khong
EEG c6 doc tinh trén hé than kinh
1. AEDs (lorazepam, / \‘
phenytoin hoac Dong kinh/NCSE? | Khéng c6 séng cham cu thé
valproate)

Thay bang khang sinh
khéng c6 doc tinh trén

hé than kinh -
1. Thay bang khang sinh khong
c6 doc tinh trén hé than kinh
2. Theo dbi
Ghi chu:

NCSE (non-convulsive status epilepticus): trang thai déng kinh
khoéng co giat

AED (antiepileptic drug): thuéc chéng déng kinh

CVVHF (continuous venovenous hemofiltration): loc mau thdm
tach lién tuc tinh mach — tinh mach)

Hinh 1. Lweu d6 quan li déc tinh than kinh do thuéc khang
sinh & bénh nhén c6 nguy co cao

BVBD Ban Tin Thubc 02 — 2023 | 32



TAI LIEU THAM KHAO

1. Danés |, Pérez E, Pigrau C, et al. A case series of
confusional states and other neurotoxic effects caused
by ertapenem. Br J Clin Pharmacol. 2021;87(4):2140-
2145. doi:10.1111/bcp.14582

2. Wang C, Zhou Y, Zhou Y, Ye C. Ertapenem-Induced
Neurotoxicity: A Literature Review of Clinical
Characteristics and Treatment Outcomes. Infect Drug
Resist. 2023;16:3649-3658. Published 2023 Jun 8.
doi:10.2147/IDR.S406852

3. Al-Quteimat O, Laila A. Valproate Interaction With
Carbapenems: Review and Recommendations. Hosp
Pharm. 2020;55(3):181-187.
doi:10.1177/0018578719831974

4. Grill MF, Maganti RK. Neurotoxic effects associated
with antibiotic use: management considerations. Br J
Clin Pharmacol. 2011;72(3):381-393.
doi:10.1111/j.1365-2125.2011.03991.x

BVBD Ban Tin Thubc 02 — 2023 | 33



Nam/ 63
tudi,
BTM,
phau
thuat gan
day (cat
bang
guang
tan géc,
chuyén
lwu nwée
tiéu bang
phuwong
phap
Bricker)
Nam/ 67
tudi,
THA,

Nhiém
khuén
niéu
(E.coli
ESBL)

Nhiém
khuén
huyét

19/

ngay,
trong
3 ngay

1lg/

ngay,
trong

Bdng 1. Mét sé ca lam sang vé ngé déc ertapenem [

Tai thei Khi xay ra

diém sw ADR
dung
SCr = SCr = Loan 1 _ _ Doi ertapenem
5mg/dL 2,82mg/dL thanty  ngay sang
CrCl=11  CrCl=23 rat meropenem,
ml/phat/ ml/phat/ catheter dieu trj trong 5
1,73m2 1,73m? Hfga%
Ab=22  Ab=2 etineu
/dL gldL chirng sau
9 tuan nguwng
ertapenem
SCr = SCr = Loan 12 Tacrolimus _ Ngung
1,84mg/dL = 1,73mg/dL = than, 3o ngay ertapenem.
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ghép
than,
BTM,
bénh tim
thiéu mau
cuc bd 6n
dinh

Nam/ 76
tudi,
THA,
BTM,
ghép
than

Nam/ 78
tudi,
BTM,
bTb,
THA,

to
dwong
niéu
(Kleb-
siella
ESBL)

Viém
than bé
(Morga

nella)

sau
ghép
than

Sét,

nghi

ngo
nhiém

13
ngay

1g/

ngay,
trong
15

ngay

1g/

ngay,
trong
4 ngay

Tai thoi
diém stp
dung

Khi xay ra
ADR

CrCl =37
ml/phat/
1,73m?

Alb = 3,2
g/dL

SCr =
1,42mg/dL
CrCl =48

ml/phuat/
1,73m?
Alb =2,6
g/dL

SCr =

1,63mg/dL

CrCl =40
ml/phat/

CrCl =40
ml/phat/
1,73m?

Alb =3,9
g/dL

thi, va
yéu co

SCr =
1,28mg/dL
CrCl=54

ml/phat/
1,73m?
Alb =27
g/dL

SCr =

1,48mg/dL

CrCl =45
ml/phat/

L‘oan
than va
té nga

Bénh ly
nao

ngay

ngay

Quetiapine

Soéng
theta
6-7Hz

Hét triéu
chirng sau 1
tuan ngirng
ertapenem

Ngurng
ertapenem.
Hét triéu
chirng sau 1
tuan ngirng
ertapenem

Ngurng
ertapenem va
quetiapine.
Diéu tri
meropenem
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nhap vién
do xuét
huyét tiéu
héa, va
co diéu tri
tinh trang
kich déng
béng
guetiapine

Nam/ 68
tudi,
THA,
bTD,
BTM

Nghi
ngo
viém
tuyén
tién liét
(Kleb-
siella
ESBL)

1g/

ngay,
trong
15

ngay

Tai thoi
diém stp
dung

Khi xay ra
ADR

1,73m?
Alb =3,1
g/dL

SCr =
1,683mg/dL
CrCl=41,1

ml/phuat/
1,73m?

Alb =
2,99/dL

1,73m?
Alb=2.3
g/dL

SCr =
1,78mg/dL

CrCl =38
ml/phuat/
1,73m?

Alb = 3g/dL

Mét
phuong
hudng,
té nga
va co

giat

9 Bat
ngay thuong
séng
cham
theta
va
delta
(>2Hz)
. Hoi
phuc
sau do

trong 8 ngay
va dbi sang
teicoplanin.
Hét trieu
chirng sau 8
ngay ngirng
ertapenem

Déi ertapenem
sang
meropenem,
diéu tri trong 6
ngay. Thudc
chéng co giat
dwoc dung khi
can.

Hbi phuc sau
do
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Tai th&i Khi xay ra
diém sw ADR
dung

THA - Arterial hypertension: Tang huyét ap
BTM — chronic kidney disease: bénh than man
DTD — diabetes — dai thao dwong
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GIAM TIEU CAU LIEN QUAN DPEN
LINEZOLID

DS. Lé H6 Bdo An
.  THONG TIN VE KHANG SINH LINEZOLID
Linezolid 1& khang sinh nhém oxazolidinon, c6 phd tac dung trén cac vi
khudn Gram (+) d&c biét la cac ching Staphylococcus aureus da khang
thudc (bao gdm ca tu cdu vang nhay cdm trung gian véi glycopeptid - GISA,
tu c4u vang nhay cdm trung gian véi vancomycin - VISA), Enterococcus

faecium va Enterococcus faecalis (bao gédm ca Enterococcus dé khang véi

vancomycin - VRE).
% / 5

V&i sinh kha dung duwéng udng xap xi 100%, linezolid c6 thé st dung ca
dwéng tiém va dwéng ubng. Thube co kha nang xam nhap tét vao mo (da,
mod mém, xwong, co, m&, dich 16t biéu md phé nang), nén thwong chi dinh
v&i cac trwong hop bénh ly nhw viém phdi bénh vién, viém phdi méac phai

t&r cong déng, nhiém tring da va mé mém, nhiém khuén do Enterococcus
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bao gém ca nhiém khuan do E. faecium va E. faecalis khang vancomycin
gay ra. V&i wu diém khong can hiéu chinh liéu trén bénh nhan suy than hay
c6 can thiép loc mau nén dang ngay cang dwgc st dung rong rai trong thyc

hanh Iam sang.

Il. BIEN CO BAT LQ'I CUA LINEZOLID - GIAM TIEU CAU

Giam tiéu cau lien quan dén linezolid I& phan (ng c6 hai phd bién, cé thé
dan dén can ngrng thubc. Thir nghiém lam sang pha Il cda linezolid ghi
nhan 2,9% bénh nhan giam tiéu ciu. Tuy nhién, cac nghién ctru danh gia
an toan cla linezolid giai doan hau mai cho thay ty 1& bé&nh nhan xuét hién
gidm tiéu cau cao hon nhiéu, dao déng tr 13% dén 53%, phu thudc vao
dinh nghta giam tiéu cau, tiéu chuén loai trir, cac yéu td nguy co ctia bénh

nhan.

1. Co ché gay giam tiéu cau
Co ché hién chwa rd rang, lién quan dén it nhat 2 co’ ché:

> Co ché thir nhat |a tre ché tdy xwong c6 héi phuc dén dén
gidm san xuét tiéu c4u. Co ché nay dwoc dé xuat tir som,
linezolid trc ché tiy xwong cé thé dan dén gidm ca héng
cau, tiéu cau va bach cau. Cu thé, linezolid thuc day qua
trinh phosphoryl héa myosin chudi nhe 2 (MLC2) va do dé
ngdn chan qué trinh gidi phong tiéu cau tr manh té bao
tiéu cau trwdng thanh.

» Co ché thir hai la gdy gidm tiéu cdu do mién dich,
Bernstein va cong sw da dé xuat co ché giam tiéu ciu do
linezolid twong tw co ché gidm tiéu cau qua trung gian
mién dich gay ra b&i quinin/quinidin.

2. The&i gian khéi phéat
Trong cac nghién ctru vé an toan thuéc & giai doan hau mai, thoi

gian xuat hién giam tiéu cau & bénh nhan st dung linezolid rat khac
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nhau. Thoi gian diéu tri dai (= 7 ngay) thwéng lam tang nguy co

gidm tiéu cau. Tuy nhién, bénh nhan dwoc didu tri < 7 ngay ciing ¢6

thé g&p bién cb nay.

3. Mot sé dau hiéu va triéu chieng giam tiéu cau lién quan
dén thuéc bao gém

>

Nguwoi bénh Ion tudi, dang st dung liéu phap chéng két
tap tiéu cau, hodc nhiéu bénh nén 1am tdng nguy co’ xuét
hién triéu ching.

Tri@u chirng toan than: &n lanh, chéng méat, mét mai, sbt,
budn nén, ndn.

Giam tiéu cau mirc do trung binh (20 - 150 G/L): vét bam
tim, tieu mau vi the, ddom/ban xuat huyét.

Giam tiéu cau nghiém trong (< 20 G/L): xuat huyét néo,
chay mau cam, ban xuat huyéet, chay mau loi, di tiéu ra
mau, di ngoai ra mau, rong kinh, xuat huyét sau phiac mac.

4. Céc yéu t6 nguy co lién quan dén giam tiéu cau

>

>

Tubi: bénh nhan tudi cao (2 65 tudi) cé nguy co giam tiéu
cau nhieu hon.

Thoi gian diéu tri: thoi glan str dung linezolid kéo dai (= 7
ngay) lam tdng nguy co gidm tiéu cau.

Suy than: B&nh nhan suy glam chtre nang than (Cler <
60ml/phat) cé nguy co gdp gidm tiéu ciu cao hon tw
13,9% t&i 60,5% so v&i bénh nhan cé chirc nang than binh
thwdng.

S6 lwong tiéu cau ban dau thap (< 150 G/L).

Mot sb yéu td nguy co khac dwoc ghi nhan tir cac nghién
clru nhw bénh nhép loc mau, cé bénh ly ac tinh, bilirubin
toan phan trwéc diéu tri cao (>1,2 mg/dL).
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> Thubc dung kém lam tang nguy co gidm tiéu cau. Tham
khao Bang 1 va Bang 2.

Bang 1. Mét sé thuéc khéng diéu trj ung thw cé lién quan dén giam tiéu céu

Acetaminophen NK Furosemid NK
Aspirin NK Heparin 1-30%
Atorvastatin <0,1% Hydrochlorothiazid NK
Clarithromycin NK Ibuprofen <1%
Diazepam NK Linezolid 0,7 - 3%
Diclofenac 1-3% Enoxaparin 1-3%
Digoxin NK Methyldopa NK
Diazepam NK Octreotid NK
Diclofenac 1-3% Piroxicam NK
Digoxin NK Sulfamethoxazol NK
Diltiazem NK Tetracyclin NK
Fluconazol NK Vancomycin NK
Ghi ch:
NK: khéng rd

Bang 2. Mét sé thuéc diéu tri ung thw cé lién quan dén giam tiéu céu

Bleomycin Gemcitabin Capecitabine Epirubicin (5-49%)
(~10%) (23%)
Rituximab Carboplatin Etoposid (41%)
(37-80%)
Vinorelbine (5%) Cisplatin Fluorouracil
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Tile<1% Tile1-10% Tile>10% Tile > 10%

Cyclophosphamid Imatinib
Docetaxel Irinotecan
Doxorubicin Oxaliplatin (30%)
Doxorubicin Pactitaxel
(liposomal)

THEO DOI, XU TRi PHAN (PNG CO HAI:

T4t c4 bénh nhan s dung linezolid can duoc theo ddi cong thdc mau toan

phan it nhat 1 1&n/tudn. Theo ddi cong thirc mau toan phan chat ché hon

dwoc khuyén céo & nhivng bénh nhan co tinh trang bénh Iy nén thiéu mau,

gidm bach cau, gidm tiéu ciu, gidm tiéu clu trwéc khi dung thudce; dang

dung céac thudc cé thé gay giam sbé lvgng t& bao mau, gidm chirc nang hay

sb lwong tiéu ciu (diclofenac, heparin, ibuprofen); suy than nang; ding

linezolid dai hon 10 ngay.

> Néu giam tiéu ciu xay ra & bénh nhan s dung linezolid, nén

xem xét ngumg st dung thudc. Trong trudng hop viéc diéu tri
v&i linezolid 1a bat budc, khdng c6 Iwa chon thay thé, can theo
ddi chat ché coéng thirc mau va co chién lwgc quan ly bénh
nhan phu hop.

Khuyén céo theo d&i chat ché cong thirc mau toan phan &
nhirng bénh nhan: bj thiéu mau, gidam bach cau hat hodc gidm
tiéu cau tlr trwdc; dang dung dong thdi cac loai thube ¢ thé
lam gidm néng d6 hemoglobin, 1am gidm sé lweng hdng cau
hodc &nh hwéng xau dén sb lwong hoac chire ndng tiéu cau;
bi suy than néng; diéu tri v&i linezolide hon 10-14 ngay. Chi
nén dung linezolid cho nhirng dbi twong nay khi cé thé theo
ddi chat ché néng d& hemoglobin, sb lwong héng cau va sbé
lwong tiéu cau.
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T6m lai, gidm tiéu cau lién quan dén linezolid 1a phan &ng c6 hai phd bién,
c6 thé hdi phuc. Tubi cao, suy than, st dung dai ngay, sé lwong tiéu ciu
ban dau thap c6 thé lam ting nguy co gidm tiéu cau & bénh nhan st dung
linezolid. Can theo ddi cong thirc mau toan phan trong qua trinh diéu tri dé
co thé phat hién som va x tri kip th&i, dac biét cac bénh nhan nguy co
cao. Trong trwdng hop c6 gidm tiéu cau lién quan dén linezolid, can nhéac
k§ nguy co - lgi ich cta viéc tiép tuc diéu tri va kha nang thay thé linezolid

bang khang sinh khac.
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POC TINH TREN
THAN KHI BPIEU TRI
COLISTIN: CO CHE,
YEU TO NGUY CO VA
BIEN PHAP HAN CHE

ThS. DS. Nguyén Hoai Phwong

Colistin la khang sinh thuéc ho polymyxin, dwoc phat hién l1an dau tién vao
cudi nhirtng n&m 1940 va dwoc FDA chap thuan vao ndm 1962. Ngay sau
do, co nhiéu béo céo vé cac tac dung phu nghiém trong vé doc tinh than va
doc tinh than kinh nén colistin dan bj 1ang quén. Tuy nhién, ké& tr diu thé
ky XXI, sw xuét hién cta cac vi khuan gram am da khang thubc (bao gébm

Acinetobacter baumannii, Enterobacteriaceae, Klebsiella pneumoniae va
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Pseudomonas aeruginosa) va s thiéu hut cac khang sinh méi da khién
colistin tré thanh Iya chon cubi cung trong diéu tri. Du vay, viéc s dung téi
wu colistin va han ché ddc tinh than van con nhiéu thach thie, cha yéu 1a

do d&c tinh dworc ly hoc cla thudc phan Ién van chwa dwoc mo ta.

.  CO CHE GAY bOC THAN LIEN QUAN DEN COLISTIN
Gan day, ngudi ta dé& xuét rang sw tich tu nodi bao la diéu kién tién quyét
cho tén thwong than lién quan dén colistin va ty thé co thé 1a vi tri tdn

thwong chinh.

LUMEN L PROXIMAL TUBULE CELL | BLOOD

A A
/) E
D
-

COLISTIN ‘
M{
/. —
/

Hinh 1. M& hinh tai hdp thu colistin &té bao éng Iwon gan

N

Sau khi loc & ciu than, colistin dwgc hap thu béi cac té bao éng lwon gan
bang cach van chuyén thuan loi qua trung gian chat van chuyén PEPT2
(peptide transporter 2) va OCTN2 (carnitine/organic cation transporter 2) va
bang qua trinh nhap bao qua trung gian megalin. Néng dé cao ciia megalin,
PEPT2 va OCTN2 trong té bao 6ng lwon gan lam gia tang sw tich tu colistin
trong cac t& bao nay. Yun va déng nghiép s dung dau do huynh quang
nhdm xac nhan rang polymyxin tich Iy trong cac té bao dng lwon gan.
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Suw tich tu ctia polymyxin dan dén chét té bao theo chwong trinh do thuéc,
tr d6 dan dén suy gidm chirc ndng than va tén thwong mé than. Cac
nghién ctru trén ddng vat da chi ra rang cac éng than bj gian va hoai tr
dng than xay ra phu thudc vao liéu va thoi gian tiép xic véi polymyxin.
Céc con dwdng chinh dan dén chét té bao than lién quan dén viéc kich
hoat cac thu thé chét té bao, tbn thwong ty thé, thay déi chirc nang ludi

ndi chat va qua trinh tw thwc bao. 3]

Il. TYLE VA THOI GIAN KHOI PHAT POC TiNH THAN

Ty |& déc tinh than lién quan dén colistin dao déng I&n trong cac nghién ctru
khac nhau do nhiéu ly do. Mét trong sé dé lién quan dén viéc ap dung tiéu
chuén chén doan tén thwong than cap tinh (AKI - Acute kidney injury) dan
dén ty |& c6 sw khac biét dang ké. Phan Ién cac nghién clru cii da st dung
tiéu chi RIFLE hoac AKIN. Tuy nhién, cac nghién ctru gan day hon da st
dung tiéu chi KDIGO. Bén canh d6, ty I& doc tinh than con bi anh hwéng

b&i nhiéu yéu té6 nguy co khac I. 12

Bang 1. Tiéu chudn KDIGO

Chéan doan ton thwong than cap dwoc xac dinh khi:

1. Tang Creatinin mau 2 0,3mg/dl (= 26,5 pmol/L) hodc tang 2 1,5
lan trong 48 gi¢; hoac

2. Tang creatinin mau = 1,5 |an gia tri nén trong vong 7 ngay,
hoac

3. Lwong bai niéu < 0,5ml/kg/gid trong 6 gid

Giai Creatinin méau Lwong nwérc tiéu
doan
Creatinin tang = 1,5 lan hodc = < 0,5ml/kg/gi& x
' 0,3mg/dI 6 gi&
I Creatinin tdng = 2 lan < 0,5ml/kg/gi®y x
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12 giov

Creatinin mau ting = 3 lan, hoéc < 0,5ml/kg/gid x
2 4mg/dl (353,6 pmol/L), hoac 24 gi®, hodc
Il bénh nhan phai tham phan mau, '
hodc bénh nhan < 18 tudi c6
gidm eGFR < 15ml/phat/1,73m?

V0 niéu trong 12 gi®

Téng hop nhiéu nghién ciru, ty 1&6 mac AKI trong cac nghién ciru st dung
tiéu chi RIFLE dao dong tir 25% - 46%, con v&i cac nghién clru str dung
tiéu chi KDIGO cho thay ty 1& mac AKI tir 50% - 70%. Ty 1& méc AKI trong
cac nghién ctru KDIGO cao hon ¢6 thé la do nguwéng xac dinh AKI thap

hon.

Theo Razan va cong sw, ty 1& mac AKI la 44,9% (37,0% - 53,0%:; khoang
tin cay 95%) va mic do nghiém trong theo phan loai cia KDIGO la giai
doan | (47%), giai doan Il (21%) va giai doan Ill (31%). Trong s6 bénh nhan
mac AKI; 8% két thic bang loc mau, trong khi 33,8% phuc héi lai mirc

creatinine ban dau.

Khi so sanh céac giai doan AKI, thdi gian xuat hién AKI & cac giai doan nang
hon xuét hién s&m hon, thdi gian trung binh tinh theo ngay 1an lwot 1a 6,4
t 3, 5,8 £ 2va 5,4 + 3 twong rng v&i giai doan I, giai doan Il va giai doan
ll. Ngoai ra, viéc phuc héi lai mirc creatine ban dau & nhirng bénh nhan
mac AKI giai doan Il va Ill thdp hon (1an lwot 1a 28% va 23%) so véi giai
doan | (52%). Hon nira, nhivng bénh nhan méc AKI & giai doan nang hon
da tiép xuc véi lidu colistin cao hon, trong d6 liéu trung binh & giai doan IlI

S0 V@i cac giai doan thap hon a 7,9 + 1,5 s0 v&i 6,7 + 2,4 (gia tri P 1a 0,002).
Thoi gian khéi phat AKI la 5,97 + 2,93 ngay. Trong d6, khodng 30% xuét
hién vao ngay th 3, 50% vao ngay thi 5 va 90% vao ngay thi 9. Boc tinh
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trén than nay c6 thé héi phuc, chirc nang than tré lai binh thwong sau
khoang 7,11 + 8,48 ngay tinh tir thdi diém bat dau st dung colistin va hiém
khi gay tén thwong vinh vién. Ty |é cac trwong hop can diéu tri thay thé
than va loc mau lan lwot 1a khodng 1,1% va 2,16%.
45%
40%
35%

30%
25%

20% sl Poc tinh than
9% 7Y
- g / \ - Creatinin tré vé
10% / \ binh thwong
’ —
5% ~,
N .

0% — é > — . ! - L B i Thoi gian (ngay)
5% 0 2 4 6 8 10 12 14 16 18

Hinh 2. Qua trinh xay ra déc than va thoi gian héi phuc chire ndng than toe
thei diém bt dau colistin

lIl. CAC YEU TO NGUY CO GAY bOC THAN

Dé han ché tdn thuwong than trong qua trinh diéu tri bang polymyxin, viéc
gidm tiép xuc véi cac yéu té nguy co khac dbi vai AKI la mot chién lwoc rat
can thiét. Tuy nhién, nhiéu yéu t6 nguy co AKI lién quan dén polymyxin
duoc bao céo 1a khong thé thay déi dwoc (bang 2). Ngoai ra, mac du mét
s6 bénh man tinh di kém, dac biét 1a bénh dai thao dwong, da dwoc xac
dinh 13 yéu t6 nguy co cta AKI, nhitng bénh nhan can diéu tri bang
polymyxin thuwéng bi bénh ndng va méc nhiéu bénh méan tinh cliing luc cé

thé gia tdng nguy co tén thwong than I.
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Bédng 2. Cac yéu té nguy co gdy déc than

Yéu t6 nguy co’ khong thé thay doi

Yéu té nguy co’ c6 thé thay doi

- Bénh ly man tinh kém theo: dang chu y
la dai thao dwdng, bénh than man.

- Tubi cao: chwa rd nguy co mac AKI cé
anh huéng tuyén tinh cla tudi tac hay
khong.

- Béo phi.

- Ha dwéong huyét.

- Réi loan chirc néng than ban dau:

nguy co mac AKI cao hon tir 2,5 - 7 1an.

- St dung ddng thoi cac thube gay
doc than: loi tiéu quai, chéng viém
khoéng steroid, thuéc can quang
tiém tinh mach, vancomycin,
aminoglycoside, rifampin...

- Liéu cao colistin va thdi gian diéu
tri kéo dai.

- Ha albumin mau: bénh nhan cé
ndng d6 albumin huyét thanh ban
dau cao c6 nguy co bi mac AKI
thap hon 0,69 lan.

IV. MOT SO BIEN PHAP HAN CHE DOC THAN KHI S DUNG

COLISTIN

Tranh dung déng thai colistin véi cac thube gay doc than khac (Hinh 2)

Ong lwgn xa
Cyclosporin
Lithium
Tacrolimus
Tenofovir

Ong gop
Acyclovir
Sulfadiazine

Cau than
Doxorubicin
Interferon-alpha
NSAIDs
Pamidronate
Penicillin G

Ong lwgn gin
Aminoglycoside
Amphotericin B
Cephalosporin
Cisplatin
Polymixin
Vancomycin

Quai Henle
Thuoc giam dau
Methotrexate

Hinh 2. C4c vi tri chinh cda tén thwong than do thuéc
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Hiéu chinh liéu colistin theo chirc nang than cda bénh nhan. Do ddc tinh
than phu thudc vao ndng do colistin tai té bao 6ng than nén khuyén céo thoi

gian truyén tlr 0,5 - 1 gid va khoang céach liéu la 12 gio.

Theo d&i ndng d6 thudc trong mau vi colistin 1a thubc cé khoang tri liéu hep.
C6 rét it di¥ lieu lién quan dén diu an sinh hoc tét nhat d& phat hién sém
doc tinh trén than cta colistin. Viéc st dung ndng dd creatinine huyét thanh
dé woe tinh mare loc ciu than (GFR) c6 mot sb han ché, chang han nhw sw
phu thudc vao gidi tinh, tudi tac, dinh dwdng va can nang, va cé thé phan
anh tén thwong da nang. Cac nghién ctu trén md hinh ddng vat cho thay
Cystatin C va KIM-1 (kidney injury molecule 1) c6 thé Ia nhirng d4u hiéu
dang tin cay hon creatinine huyét twong dé theo ddi chirc ndng than trong
qua trinh diéu tri bang colistin. Cystatin C la mét chat (rc ché protease
cysteine dwoc loc qua ciu than, tai hap thu hoan toan & é6ng lwon gan va
khong duoc tiét ra trong diéu kién binh thuéng & nguwdi khde manh. KIM-1
la mét thu thé phosphatidylserine giébng nhuw globulin mién dich dwgc tim
thdy & cac té bao biéu mé dng lwon gan va phat hién qua mace khi cé tdn
thwong 6ng than cép tinh. KIM-1 dwdng tiét niéu da dwoc bao céo la dic

hiéu cho tén thwong éng lvon gan. !

Phdi hop colistin v&i carbapenem trong diéu tri dwdng nhw lam gidm doc
tinh trén than so véi don tri liéu bang colistin. Mét phan tich tdng hop cho
thay réng sy két hop nay da lam gidm dang ké ty 1& doc tinh trén than (OR
=1,57, 95% CI 1,30-2,95: P = 0,001), trong khi tAc dung nay khéng théy &
cac két hop khac nhu sulbactam, aminoglycoside, glycopeptide hodc cac
loai khac. Sw két hop nay c6 thé mang lai tac dung hiép ddng chéng lai sinh
vat da khang thubc, do d6 c6 thé lam gidm vi khuan khang thubc, cai thién
dang ké vé dap &ng lam sang va giam ty |é tl vong. @ Hon niva, cilastatin,
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mot chét &c ché dehydropeptidase-1 & than (DHP-I), da dwoc dung dong
théi d& ngan chan sy chuyén héa clia imipenem b&i DHP-1 & éng than. Tac
dung bao vé than cula cilastatin cling d& dwoc chirng minh chdng lai déc
tinh trén than do cac thubc khac nhw vancomycin, cisplatin, cyclosporin,
tacrolimus, diclofenac va gentamycin gay ra. Hori va céng sy nhan manh
vai trd bao vé cua cilastatin chéng lai doc tinh trén than do colistin gay ra

thong qua viéc phong téa megalin. [

Céc phwong phap chéng oxy hdéa da cho thay két qua day hira hen trong
viéc bdo vé than khi diéu tri v&i colistin. Trong mét thir nghiém 1am sang,
tac dung bao vé cla axit ascorbic chdng lai tn thwong than do colistin gay
ra trén dong vat gian tiép Gng ho gia thuyét nay. Yousef va cong sy da tién
hanh mét nghién cteu in vivo va in vitro dé xac dinh tac dung bao vé cla
axit ascorbic chéng lai doc tinh than va chét té bao theo chwong trinh do
colistin gay ra. Két qua cho thdy sy bai tiét NAG (N-acetyl-B-D-
glucosaminidase, mét chat chi diém sinh hoc trong chan doan tén thwong
than) qua nwéc tiéu & nhom str dung két hop colistin va axit ascorbic thap

hon dang ké so vé&i nhém don tri colistin, [

V. KETLUAN

Mac du lgi ich cla viéc diéu tri nhiém trung de doa tinh mang cao hon
nhwng viéc st dung colistin van bi han ché va thwdng dwoc lwa chon cubi
cung do céac tac dung phu dang lo ngai, cht yéu la gay doc tinh than. Vi
vay, khi diéu tri v&i colistin, can xac dinh cac yéu td nguy co, tuan tha ché
d6 liéu phu hop cling nhw tranh ding chung véi cac thubc gay doc than
khac. Dirng liéu phap diéu tri & bénh nhan cé tén thuwong than tiép tuc tién
trién néu khoéng chac chén vé chan doan nhiém trung hodc khi c6 thubc
khac it déc trén than hon.
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