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TOM TAT

Ddt van dé: Viéc st dung phéc db colistin dé diéu tri nhiém tring vi khudn Gram &m da khang & bénh nhi thuong
gép & céc don vi héi strc. Dé tai nay nhdm danh gia hiéu qua diéu tri va doc tinh than cta phéac dé st dung colistin va
xéc dinh céc yéu té lién quan dén déc tinh than.

Déi twong, phwong phép: Ching téi thuc hién mét nghién ctru mé ta cat ngang, héi ciru div liéu tir hé so bénh an
clia bénh nhi duoc chi dinh dung colistin dwong tiém/ truyén tinh mach diéu tri tai khoa Hbi stre tich cuc - Chdng déc,
bénh vién Nhi déng Pbng Nai trong khodng thdi gian tir 01/2018 dén 05/2023.

Két qua: Ty Ié bénh nhén céi thién I4m sang va vi sinh (6,3%), cai thién ldam sang va chwa danh gia lai vi sinh
(46,9%), chi cai thién lam sang (14,1%), chi cai thién vi sinh (1,6%), thay déi diéu trji do khéng dap ting Iam séang (7,8%),
chuyén vién/ ndng xin vé/ ttr vong (23,4%). Ty Ié bénh nhan gép phai déc tinh than trong nghién ctru la 15,6%. S6 luong
bénh méc kém, str dung déng thoi thubc khédng nédm, sé thube cé nguy co déc tinh than ding kém la céc yéu té lién
quan déc tinh than khi st dung phac dé colistin.

Két luan: Phéac db st dung colistin c6 hiéu qua trong diéu tri nhiém khuén do vi khuén Gram &m da khéng trén bénh
nhi. Ty Ié bénh nhi gép phai déc tinh than trong nghién ctru khoang 15,6%.

T khéa: Colistin, nhi khoa, hiéu qua, déc tinh than.

ABSTRACT
EFFECTIVENESS AND NEPHROTOXICITY OF TREATMENT WITH COLISTIN ON PEDIATRIC PATIENTS AT
INTENSIVE CARE - POISON CONTROL DEPARTMENT

Nguyen Quoc Vu', Truong Viet Thanh? Nguyen To Giang', Nguyen Duy Long’

Background: The use of colistin for treatment of multidrug-resistant Gram-negative bacterial infections in pediatric
patients is common in intensive care units. This study aims to evaluate the effectiveness and nephrotoxicity of treatment
with colistin and determine its factors associated with nephrotoxicity.

Methods: We performed a cross-sectional descriptive study, using retrospective data from medical records of
pediatric patients prescribed colistin injection/ intravenous infusion during the treatment period at the Department of
Intensive Care - Poison Control, Dong Nai Children’s Hospital between January 2018 and May 2023.

Results: About 6.3% of patients have been reported with clinical and microbiological improvement, 46.9%
with clinical improvement and no microbiological reassessment, 14.1% with clinical improvement only, 1.6% with
microbiological improvement only, 7.8% with treatment changes due to clinical failure and 23.4% with hospital transfer/
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severe return home/ death. The proportion of patients with colistin-induced nephrotoxicity was 15.6%. The number of

comorbidities, concurrent use of antifungal drugs, and number of drugs with a risk of nephrotoxicity used concomitantly

were found as factors associated with colistin-induced nephrotoxicity.

Conclusion: Treatment with colistin was effective againts multi-resistant Gram-negative bacteria in pediatric

patients. Colistin-induced nephrotoxicity accounted for 15.6% of patients.

Keywords: Colistin, pediatric, effectiveness, nephrotoxicity.

I. PAT VAN PE

Pé khang khang sinh dang 1a van dé nhtc nhdi
ctia nganh y té va mang tinh toan cau. Dic biét 1a sy
gia ting nhanh chéng cac bénh nhiém tring Gram
am khang, da khang thubc dan dén viéc tai str dung
colistin trén toan cau [1]. Viéc can bang giita hiéu
qua didu tri, ngan ngira phat sinh dé khang vé6i doc
tinh ciia thudc thong qua ché do lidu phu hop va
kiém soat cac yéu t6 nguy co 1a muc tiéu diéu tri
quan trong tai nhiéu bénh vién trén thé gioi [2].
Hién nay tai Viét Nam, viéc nghién ctru hi€u qua
diéu tri va giam sat doc tinh thén cda colistin trong
thuc hanh 1am sang déc biét ¢ tré em hau nhu chua
duoc tién hanh & cic bénh vién. Vi vay, dé cung cép
dit liéu vé hiéu qua diéu tri va an toan khi st dung
phac dd sir dung colistin trén bénh nhi diéu tri tai
khoa Hbi strc tich cuc, chiing t6i tién hanh dé tai nay
v6i 2 myc tiéu: Panh gia hidu qua diéu tri cua phac
dd str dung colistin theo mot s6 dic diém l1am sang
trén bénh nhi diéu trj tai khoa Hdi strc tich cuc -
Chéng ddc, bénh vién Nhi déng Béng Nai; va khao
sat doc tinh than cua phac dd str dung colistin va xac
dinh cac yéu t6 lién quan trén cac bénh nhi néi trén.
IL. POI TUQONG VA PHUONG PHAP NGHIEN
cuu
2.1. P6i twong nghién ciru

Hb so bénh an (HSBA) cta bénh nhéan nhi duoc
nhap vién diéu tri tai khoa Hdi stre tich cuc - Chéng
doc, bénh vién Nhi dong Pong Nai (HSTC - CD,
BVND - DN) trong khoing thoi gian tu thang
01/2018 - 05/2023.

Tiéu chuén lya chon: Bénh an caa bénh nhi duoc
chi dinh ding colistin dang tiém/ truyén tinh mach
trong thoi gian diéu trj tai khoa HSTC - CD, BVND
- DN. Néu bénh nhi dugc ké don colistin nhiéu lan
trong sudt thoi gian diéu tri, 1an st dung colistin dau
tién dugc dua vao nghién clru.

Tiéu chuén loai trir: HSBA cua bénh nhi c6 mot
trong s cac dic diém sau: Bénh nhi dudi 2 thang
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tudi; Dung colistin < 48 gio; Bénh nhi dang dugc
loc mau khi bat dau dung colistin.
2.2. Phuwong phap nghién ciru

Nghién ctru moé ta cit ngang, hdi ctru dit lidu tir
HSBA cua cac bénh nhi. C& mau 1a toan bo HSBA
cua bénh nhi c6 chi dinh st dung colistin trong thoi
gian didu trj tai khoa HSTC-CP tir 01/2018 dén
05/2023 thoa man cac diéu kién lya chon va loai trir
dugc lay theo phurong phap ldy mau toan bo. Chiing
toi thu thap duoc 64 HSBA cua bénh nhi thoa man
diéu kién tham gia nghién ctru.

Tién hanh nghién ciru: (1) Dit lidu nghién ctru
dugc thu thap tr HSBA ctia bénh nhan théa man cac
tiéu chi nghién ctru, st dung mau “Phiéu thu thap
thong tin st dung colistin trén bénh nhi”. (2) Banh
gia hiéu qua diéu tri cua phac do sir dung colistin:
dé danh gia hiéu qua diéu tri ctia phac dd sir dung
colistin chung t6i dua vao dac diém 1am sang, can
lam sang va danh gia cta béac si diéu trj tai khoa
HSTC-CP tai thoi diém ngung st dung phac do
colistin. (3) Khao sat DTT theo tiéu chuan pRIFLE
va xac dinh cac yéu té lién quan DTT theo mé hinh
hdi quy logistic da bién, két qua nghién ctu co ¥
nghia thdng ké khi p < 0,05.

2.3. Dao dirc nghién ciru

Nghién ctru di dugc thong qua Hoi dong Pao
dtre trong nghién ctru Y-Sinh hoc cua Truong Dai
hoc Y-Duoc, Pai hoc Hué va Hoi dong Khoa hoc
K¥ thuat caa Bénh vién Nhi dong Dong Nai.

IIL. KET QUA

3.1. Panh gia hi¢u qua diéu tri ciia phac dd sir
dung colistin theo mdt sé diic diém lAm sang trén
bénh nhi

Tudi trung vi trong nghién ctru 14 9,5 thang. Tudi
nho nhat 1a 2 thang, tudi 16n nhét 15 tudi 5 thang.
S6 lugng bénh nhan nam trong mau nghién ciru 1a
35 chiém 54,7%. Pa s6 bénh nhén trong nghién ciru
vao khoa HSTC-CP vi suy ho hép chiém 71,9%.
Trong mau nghién ctru, 5 bénh nhan trude d6 khoé
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manh (khong c6 bénh méc kém), nhiing bénh nhan
khéc c6 it nhat 1 bénh mac kém chiém 92,2% (Bang
1). Trong nghién ctru, da s6 bénh nhan chi dinh phac
dd colistin dua trén be"mg chung VS (64,1%). Bénh
Iy nhiém khuan thuong gip 1a viém phoi lién quan
thd may (45,3%). Trong nghién ciru, colistin dugc
sir dung két hop véi cac KS khac, khong c6 truong
hop nao dung don doc (Bang 2). Trong 64 bénh nhan
st dung phéc d6 colistin dwa vao nghién ctru, phac

d6 colistin cho két qua cai thién LS va VS & 4/64
(6,3%), bénh nhan c6 két qua cai thién LS va chua
danh gia lai VS 30/64 (46,9%), chi cai thién LS 9/64
(14,1%). Ngoai ra, phac do colistin ghi nhan 1/64
(1,6%) chi cai thién VS, thay déi diéu tri do khong
dap tng LS 5/64 (7,8%), bénh nhan chuyén vién/
ning xin vé/ tir vong gip & 15/64 (23,4%). Va chua
ghi nhan truong hop nao phai ngung diéu tri do tac

dung khong mong mudn cua thube (Bang 3).

Bang 1: Dic diém chung cta bénh nhan trong miu nghién ctru (n = 64)

. Két qua
Pac diém .
So lwgng Ty 1€ (%)
Nhom tudi (théang)
<12 36 56,3
>12 28 43,8
9,5 thang
Trung vi Tudi nho nhit: 2 thang
Tudi 16n nhét: 15 tudi 5 thang
Gidi tinh
Nam 35 54,7
Nir 29 453
Nguyén nhan chinh vao khoa HSTC-Cb
Suy ho hap 46 71,9
Nhiém trang huyét/ Sbc nhidm tring 11 17,2
Nguyén nhan khac 7 10,9
S6 lugng bénh méc kém (bénh)
Khong 5 7,8
1 37 57,8
Co 59 92,2
>2 22 34,4
Bang 2: Dic diém sir dung phac dd colistin (n=64)
) Két qua
Pac diém .
So lwgng Ty 1€ (%)
Cin ctr chi dinh phac d6 colistin
Kinh nghi¢m 23 35,9
Bing chimg VS 41 64,1
Chan doan tai thoi diém sir dung colistin
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2 Két qua
Pac diem .
SO lwgng Ty 1€ (%)
Viém phoi lién quan thé may 29 453
Nhiém tring huyét. + viém phféi bc?nh vién/ viém phoi 17 266
lién quan thé may
Viém phdi bénh vién 10 15,6
Séc nhiém tring 3 4.7
Khac 5 7,8
Thoi gian diéu trj tai bénh v\ién truée khi dung colistin 189+ 12,3
(ngay)
Thoi gian diéu tri tai @qa HSTC-CD trude khi dung 14 (0 - 55)
colistin (ngay)
Thoi gian st dung phac dd colistin (ngay)
<14 34 53,1
> 14 30 46,9
S6 lugng KS két hop véi colistin (thude)
Khong 0 0
<2 43 67,2
Co 3 64 12 100,0 18,8
>4 9 14,1
Bang 3: Hiéu qua diéu tri cudi cung cua phéac dd st dung colistin
Hiéu qua dié?u tri cudi cling Két qua
ciia phac do chira colistin Sé lwong Ty 18 (%)
Cai thién LS va VS 4 6,3
Cai thién LS va chua danh gia lai VS 30 46,9
Chi cai thién LS 9 14,1
Chi cai thién VS 1 1,6
Thay ddi diéu trji do khong dap ung LS 5 78
Ngung diéu tri do tac dung khéng mong mubn 0 0
Chuyén vién/ ning xin vé&/ tir vong 15 23,4

3.2. Khio sat doc tinh thin ciia phac d6 sir dung colistin va xac dinh cac yéu t6 lién quan trén bénh
nhi néi trén

Trong s6 64 bénh nhan nghién ctru, DTT ghi nhan & 10 bénh nhan chiém ty 18 15,6% tong sé bénh nhan
nghién ctru (Bang 4). Trong s 10 bénh nhan ghi nhan DTT, DTT ghi nhan ¢ cic mirc d§ “nguy co” va “ton
thuong” twong mg 1 90,0% va 10,0% (Bang 5). Phan tich hdi quy logistic da bién cho thiy c6 mdi lién
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quan c6 ¥ nghia thong ké gitta nguy co mac DTT va mot sé yéu td: Bénh nhi co tir 2 bénh méc kém trd 1én
c6 nguy co méc DTT th:?ip hon so véi bénh nhi khong c6 bénh méc kém (OR =0,03; p =0,029), bénh nhi
dugc chi dinh sir dung thude khang nim co nguy co BPTT cao hon khoang 40 14n so v&i bénh nhi khong sir
dung thudc nay (OR = 40,97; p = 0,038) va dic biét bénh nhi c6 st dung kém nhiéu hon 5 thude gay doc
cho than c¢6 nguy co DTT 16n hon khoang 75 14n so v6i bénh nhi str dung it hon cac thude nay (OR = 75,28;

p =0,022) (Bang 6).

Bang 4: Ty I¢ ddc tinh than trong nguyén ctru (n = 64)

Két qua
Doc tinh thin .
SO lwgng Ty 1€ (%)
Co 10 15,6
Khoéng 54 84,4
Bang 5: Phan loai mirc d¢ t6n thuong than (n = 10)
Phén logi mire d§ Két qua
ton thwong thin S6 lwong Ty 18 (%)
Nguy co (Risk) 9 90,0
Tén thuong (Injury) 1 10,0
Suy than (Failure) 0 0,0
Than mét chirc nang (Loss) 0 0,0
Bénh than giai doan cubi (End-stage kidney disease) 0 0,0

Bang 6: Phan tich hoi quy logistic da bién cac yéu té lién quan DTT cua phéac do colistin

Y A Khodng tin ciy
Cac yéu to lién quan OR 959 P
Nam 1
Gidi tinh

N 0,39 0,04 - 3,93 0,423

Thiéu can 1
Tinh trang can nang Can nang binh thuong 8,44 0,80 - 88,80 0,076
Thura can hodc béo phi 0,00 - 0,999

0 1
S6 bénh méic kém (bénh) 1 0,06 0,00 - 2,34 0,134
>2 0,03 0,00 - 0,56 0,029

, N Khong 1

Soc nhiém trung

Co 0,42 0,01 -13,08 0,623

Liéu dung colistin < 90000 1
hang ngay (IU/kg/ngay) > 90000 2,29 0,22 - 23,59 0,486
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T S SR Khodng tin ciy
Cac yéu to lién quan OR 95% p
Thoi gian st dung phéc =14 1
do colistin (ngay) > 14 0,99 0,10 - 9,54 0,996
Khong 1
Vancomycin
Co 1,04 0,07 - 15,09 0,980
. , Khong 1
Thudce khang nam
Co 40,97 1,22 - 1375,64 0,038
Khong 1
Colistin khi dung
Co 3,07 0,22 - 42,00 0,401
S6 thube c6 nguy co DTT <5 1
dung kem (thuoce) >5 75,28 1,87 - 3033,68 0,022
IV. BAN LUAN vé hoic tir vong chiém (23,4%). Trong nghién ctru

Két qua nghién ctru trén 64 HSBA ctia bénh nhi
nhan st dung colistin tai khoa HSTC-CDB, BVND
- BN cho théy tudi trung vi cua bénh nhén trong
mau nghién ctru 12 9,5 thang. Nghién ciru clia Lé
Thi Giang [3] va Phan Hiru Phiic [4] tudi bénh nhan
nhi kha thip véi trung vi lan luot 1a 7 thang va 4
thang. V& gidi tinh, ty 1¢ bénh nhan nam (54,7%)
cao hon bénh nhan nir (45,3%) tuong tu nghién ctru
ctia Paksu [5], Kapoor [6], Karli [7] déu cé ty 18
bénh nhan nam cao hon nii. Nguyén nhan chinh vao
diéu tri tai khoa HSTC-CD ctia nghién ctru ching
t6i 1a suy ho hap (71,9%), nghién ctru coa Karli
2013 [7] nguyén nhan chinh vao khoa ICU la suy
hé hip (60,0%).

Vé dic diém chi dinh phac do colistin, da sb
bénh nhén chi dinh phac db colistin dya trén bang
chimg VS (64,1%) thip hon so v&i nghién ctru cia
Karli nam 2013 (87,8%) [7], nghién ctru cua Paksu
[5] 77% bénh nhan sir dung phac do colistin dua
trén bang chung VS, nghién ciru Karli [7] 87,8%
bénh nhan sir dung phac d6 colistin dua trén bing
chung VS.

Trong 64 bénh nhan dua vao nghién cilru, phac
d6 st dung colistin cho két qua cai thién LS va VS
(6,3%), bénh nhan cai thién LS va chua danh gia
lai VS (46,9%), chi cai thién LS (14,1%), chi cai
thién VS (1,6%), thay d6i diéu tri do khong dap
ung LS (7,8%), bénh nhan chuyén vién, nang xin
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cua chung t6i, chua ghi nhan bénh nhan nao phai
ngung str dung phac do colistin do tac dung khong
mong muén. Trong nghién ciru ciia Paksu [5] bénh
nhan c6 két qua cai thién LS va VS chiém ty 1é cao
nhét (74,7%), chi cai thién LS (5,8%), chi cai thién
VS (3,4%), ngung diéu tri do tac dung khong mong
mubn (1,1%), thay doi diéu tri do khong dap tmg LS
(1,1%) va tir vong (13,8%). Tuong ty, nghién ctru
cua Sunisa Khamlek [8] cling ghi nhan ty 1¢ bénh
nhan céi thién LS khi sir dung phac do colistin 1a
70,8%. Nghién curu ctia chiing t6i c6 ty 1€ bénh nhan
cai thién LS thip hon nghién ctru ciia Nagla Adel
[9] 6,3 % so voi 80 %, su khac biét nay mot phﬁn vi
c¢6 nhidu bénh nhan cai thién LS nhung chua danh
gia lai vi sinh chiém 46,9%. Bénh canh do, trong
nghién ctru ctia Nagla Adel [9] str dung ché do licu
nap 5 MU sau d6 ding lidu duy tri, viéc sir dung
lidu nap giup nhanh chong dat ndng do thudc trong
diéu tri, dac biét trong giai doan dau st dung phac
dd colistin [10]. Hién nay, mét s6 khuyén cao hudng
dan tat ca tré so sinh, nhii nhi va tré em can sir dung
phac d6 chira colistin nén duge diung mot lidu nap
colistin véi liéu tir 120000 - 150000 Ul/kg [10].

Str dung tiéu chuan pRIFLE dé danh gia DTT,
chung t6i ghi nhan dugc 10/64 bénh nhan ghi nhan
DTT khi sir dung phac do colistin, twong tmg vai ty
1€ DTT 1a 15,6%. Nhu vay, so voi nghién ctru Paksu
[5] ty 1€ DTT la 2,3%, nghién ctu cua Karli [7] 1a
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7,3% ty 1€ ghi nhan DTT cua nghién ctu ching t6i
cao hon c6 ¥ nghia thong ké (p < 0,001 va p=0,01).
Su khac biét nay co thé 1a do khac nhau vé dinh
nghia DTT. Nghién ctru ctia chung t6i co ty 1€ PTT
cao hon nghién ctu cua Kapoor [6] 1a 10,0%, va
nghién ctru cia Sahbudak 1a 10,5% tuy nhién su
khéc biét nay khong c6 y nghia ké (p = 0,134 va p
=0,181) [I1].

Trong nghién ciru cia chung t6i, ty 1€ DTT ghi
nhan ¢ cac mirc d6 nguy co va tén thuong lan luot 14
90,0% va 10,0%. Nhur vay, hau hét bénh nhan trong
nghién ctru cta ching t6i gap DTT chu yéu ¢ mirc
dd nguy co. Tuong tu, nghién ctru cia Meysam [12]
phan 16n bénh nhan ghi nhan DTT ¢ mirc d6 nguy
co (56,0%). Nghién ctru cua Duong Thanh Hai [13]
phan 16n bénh nhan ton thuong than & mic do nguy
co (53,3%)).

Dé xac dinh cac yéu té lién quan toi doc tinh
than khi sir dung phac dd colistin, ching toi sir
dung mé hinh héi quy logistic da bién. Trong phan
tich da bién cho thay c6 mdi lién quan co ¥ nghia
thong ké gitra s thudc co nguy co DTT ding kém,
s6 bénh mic kém va st dung dong thoi thude
khang nam véi kha ning xuit hién BTT sir dung
phac dd colistin. So v&i bénh nhéan sir dung kém
< 5 thudc c6 nguy co PTT, thi nhém bénh nhan
st dung kém > 5 thudc c6 nguy co DTT ¢ nguy
co gip PTT cao gip 75,28 lan (p = 0,022). Bénh
nhan sir dung phac do colistin 1a nhitng bénh nhan
ning do nhidm trang vi khudn da khang thubc hodc
kém dap tng v6i cac phac dd khang sinh trude do,
nhitng bénh nhan nang kho tranh khoi viéc st dung
nhiéu thudc trong qua trinh diéu tri, trong do, co
céc thude c6 doc tinh trén than. Diéu d6 lam tang
nguy co gip PTT khi st dung phac dd colistin.
Nhitng bénh nhan st dung phac db colistin c¢6 ding
ddng thoi thue khang ndm c6 nguy co gip DTT
cao hon gip 40,97 1an (p = 0,038) so v6i nhing
bénh nhéan khong sir dung thudc khang ndm. Trong
nghién ctru cua chung t6i, nhiing bénh nhan co
tir 2 bénh mic kém tro 1én c6 nguy co gip DTT
thip hon nhiing bénh nhan 0 bénh mic kém 33,33
lan (p = 0,029), 1y giai cho diéu nay 1a do ¢& miu
nghién ctru nho trong d6 chi c¢6 5 bénh nhan khong
¢6 bénh méc kém va 3/5 bénh nhan ghi nhan DTT
khi sir dung phéac d6 colistin.
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V. KET LUAN

Phéc d6 sir dung colistin c6 hiéu qua trong diéu
tri nhiém khuan do vi khuan Gram am da khang trén
bénh nhi. Ty 1€ doc tinh than ghi nhan trong nghién
ctru khoang 15,6%. Mot s6 yéu td lién quan c6 ¥
nghia théng ké dén doc tinh than duoc xé4c dinh bao
gém ) luong bénh mic kém, st dung thude khang
nam, s6 lugng thude c6 nguy co doc than.

Tuyén bd vé xung dot loi ich
Céc tac gia khang dinh khong c6 xung dot 1gi ich
d6i v6i cac nghién ciru, tic gia, va xuat ban bai bao
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