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V. KET LUAN

Ty lé dong bao Cham cé thuc hanh chung
dang vé phong chdng tang huyét ap con thap.
P& gop phan han ché ty 1é tdng huyét ap & dong
bao Cham can tang cudng cbng tac truyén
thong, néng cao kién thic tao diéu kién cho
dong bao Cham ti€p can thong tin y t€ can thiét.
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PHAN TICH TiINH HINH S’ DUNG KHANG SINH TRONG DPIEU TRI
NHIEM KHUAN GRAM AM PA KHANG TAI BENH VIEN PA KHOA PONG NAI

TOM TAT

Muc tiéu: Phan tich tinh hinh dé khang va su
dung khang smh trong diéu tri nh|em khudn céc vi
khuan gram am da khang, danh ‘gia su hgp ly theo
cac khuyén cdo, khao sat cac yéu td lién quan dén
that bai diéu tri. Phucong phap nghién cru: hoi
clu, cat ngang mod ta cac xét nghiém vi sinh, KSP va
h6 so bénh an dudng tinh vdi Acinetobacter
baumannii  hodc Klebsiella pneumonia  hodc
Pseudomonas aeruginosa tai ICU va khoa h6 hap bénh
vién Dong Nai trong thsi gian 01/01/2018 dén
31/12/2018. Két qua: 301 HSBA dugc lua chon. Cé
32 khang sinh trong_14 nhém khang sinh dugc Iya
chon diéu tri nhiém khuan: penicillin 96. 6%
carbapenem 58.5% va quinolon 30.9%. Phdi hgp 2 KS
dugc uu tién st dung (50.2% va 49.1% trudc va sau
khi c6 KSD), trong dé chu yéu phdi hgp quinolon va
betalactam 33.2%. Ti 1€ KS phu hgp véi KSb trudc va
sau khi cé két qua vi sinh 35.8% va 54.3%. Hau hét
phac d6 phu hgp véi khuyén cao diéu tri (65.6%).
Tinh trang lién quan (thd mdy va nhap ICU) lam tang
nguy cd that bai diéu tri: thd may (OR = 5.2; 95%
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CI: 2.07 + 13.07; P < 0.001), nhap ICU (OR = 12.8;
95% CI: 4.61 + 35.54; P < 0.001). S dung khang
sinh nhay cam trén 7 ngay gitp giém nguy cg diéu tri
that bai (OR 0.41; 95% CI: 0.19 + 0.89; P = 0.024).
Két luan: Khang sinh sr dung trong d|eu tri nhiém
khudn gram am da khdng hau hét phu hdp V@i cac
hudng dan diéu tri. Thai gian dung KS va tinh trang
lien quan (thd may va nhdp ICU) 13 cc yéu t§ lién
quan két qua diéu tri. i

T khoa: vi khuan gram am da khang,
acinetobacter, pseudomonas, klebsiella, khang sinh

SUMMARY
INVESTIGATION ON THE ANTIMICROBIAL
THERAPY FOR TREATMENT OF
INFECTIONS DUE TO MULTIDRUG-
RESISTANT GRAM-NEGATIVE BACTERIA
AT DONG NAI GENERAL HOSPITAL
Objectives: The aims of this study were to
analyze the antibiotic resistance and the antibiotic
used in treatment of multidrug-resistant gram-
negative bacteria, to evaluate the appropriateness of
antimicrobial therapy according to guidelines; and to
identify risk factors contributing to treatment failures.
Methods: We conducted a cross-sectional descriptive
and retrospectively study. Results of susceptibility
testing and medical records of patients with
Acinetobacter baumannii or Klebsiella pneumonia or
Pseudomonas aeruginosa infections at ICU and
respiratory department of Dong Nai hospital from 1st
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January, 2018 to 31th December, 2018 were
collected. Results: There were 301 patients” medical
records included. 32 drugs in 14 antibiotic groups
were selected to treat infection: penicillin 96.6%,
carbapenem 58.5% and quinolon 30.9%. Combination
of 2 antibiotic was preferred (50.2% and 49.1%
before and after antibiogram), in which the
combination of quinolone and betalactam 33.2%. The
rate of antibiotic which suitable to antibiogram before
and after the microbiologic results were 35.8% and
54.3%. The majority of antibiotics used compliance to
current guidelines (61.6%). Factors contributing to
treatment failures were using ventilator/ being
admitted to ICU. Using ventilation (OR = 5.2; 95% CI:
2.07 + 13.07; P <0.001), being admitted to ICU (OR
= 12.8; 95% CI: 4.61 + 35.54; P <0.001). Using
sensitive antibiotics for more than 7 days reduces the
risk of treatment failure (OR 0.41; 95% CI: 0.19 +
0.89; P = 0.024). Conclusions: The use of antibiotics
in treatment of multi-drug resistant gram-negative
bacteria infections was highly adhered to microbiologic
result or current guidelines. Using ventilator or being
admitted to ICU were the factors associated with
patients’ outcomes.

Keywords: MDR-NGB, acinetobacter,
pseudomonas, klebsiella, antibiotic, antimicrobial.
I. DAT VAN DE

Da dé khang khang sinh (KS) dang la mét
van dé cap bach hién nay cho toan bo nganh y té
toan cau do tang chi phi diéu tri, thiét hai vé kinh
t€, kéo dai thai gian diéu tri va tang ty 1€ tir vong.
Theo udc tinh clia T8 Chlic Y T& Thé Gidi (WHO)
dén ndm 2050 vi khuén khang khang sinh c6 thé
lam 10 triéu ngudi tir vong moi nam trén thé gidi,
tugng duong clr 3 giay sé cd 1 ngudi tir vong [7].
Nhiéu nghién clru chi ra rang 30-60% khang sinh
ké don tai khoa Hdi strc tich cuc (ICU) khdng phu
hop hoac chua t6i uu [2]. Viéc ké don khang sinh
qua muc hodc chua day da gop phan gia tang ty
Ié vi khudn khang thubc. Theo bdo cdo tai hdi
nghi khoa hoc toan qubc vé Hoi sirc cap clu va
Chong doc (2017) ty |é khang cua Acinetobacter
baumannii trén 90%, Klebsiella pneumonia gan
60%, Pseudomonas aeruginosa |én dén 80% doi
vGi cac khang sinh thé hé mdi tai cac tinh phia
Nam [3]. Pay s€ la mot thach thdc I6n cho cac
nhan vién y té€ cling nhu viéc lya chon, s dung
khang sinh trong diéu tri.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

POi tugng nghién clru: xét nghiém vi sinh
va KSDb, bénh an dién tr cia bénh nhan thudc
ICU va khoa HO hdp. Thdi gian nghién ctu: tir
01/01/2018 dén 31/12/2018.

Tiéu chuan chon mau. Bénh nhan trén 18
tudi, cd két qua phan 1p vi khuan: Acinetobacter
baumannii hodc Klebsiella pneumonia hodc
Pseudomonas aeruginosa.

Phuong phap nghién ciru

- Budc 1: Thu thap cac xét nghiém vi sinh va
KSD dé& phan tich tinh hinh d& khang.

- Budc 2: Thu thap h6 sd bénh an, khao sat
d3c diém nén, dic diém sir dung khang sinh.

Cac bién s6 cua nghién ctu

- Tubi, s6 ngay ndm vién: bién lién tuc.

- Gidi, bénh kém, can thiép y t€, vi tri nhiem
khuén: bién dinh danh.

- Nhém thubc (céd/ khéng), Phoi hgp thudc
(cd/ khéng). Thay déi phac d6 (co/ khdng).

- Khédng sinh diéu tri vi khudn Gram am da
khang bao gdém KS kinh nghiém va KS sau khi cé
két qua khang sinh d6 (KSD). Trong nghién clru
nay, chdng toi chi danh gia su phl hgp cua viéc
st dung KS sau khi cé két qua KSb theo cac tiéu
chi: Phu hgp véi KSPb, phac do KS dudc coi la
phu hgp khi vi khudn con nhay it nhat véi mét
KS trong phac d6. Phu hgp vdi khuyén cao
“IDSA/ATS 2016” va ‘“Sanford Guide to
Antimicrobials 2016”.

- Hiéu qua diéu tri: khdi, d3, khoéng thay
d6i,nang han, chuyén vién, t&r vong.

- Cac yéu to anh hudng dén két qua diéu tri.

XU ly va trinh bay sé liéu. Cac phép kiém
thong ké dugc thuc hién vdi phan mém SPSS20.
Bi€n phan loai: tan suat, ty Ié phan tram. Bién
lién tuc: gid tri trung binh £ SD (phan phdi
chudn) hodc trung vi + khoang ti phan vi
(khéng c6 phan phdi chudn). Panh gid cac yéu
to lién quan dén két qua diéu tri: phan tich hoi
quy Binary logistic. Cac thong s6 dudc coi la co y
nghia thong ké khi p < 0,05.

IIl. KET QUA NGHIEN CUU

Pac di€ém nén cua mau nghién ciru.

P3c diém chung clia bénh nhan nhu: tudi,
gidi tinh, thai gian nam vién, bénh mac kém, can
thiép y té, loai nhiém khudn dudc trinh bay theo
bang 1 nhu sau:

Bang 1. Bdc diém chung cua ngudi bénh
trong mau nghién ciru

Pic diém (n=265) S6 lugng (%)
Gigi tinh | Nam 188 (71,0)
Tudi® 70,01 + 14,30
S6 ngay nam vién 20,17 + 14,57
Cac bénh | Tdng huyét ap 78 (29,4)
mac kém | Dai thao duGng 47 (17,7)
thudng gép COPD 43 (16,2)
Thé may 160 (60,4)
Can thiép y t€ Loc mau 29 (10,9)
Sonde tiéu 101 (38,1)
Vi tri nhiém | Nhiém khuan
khuan ho hap 229 (86,4)
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Nhiém khuan
e 14 (5,3)

Nhiém khuan
tiét niéu 103,8)

Két qua muc do dé khang cua tung loai vi
khuan vai khang sinh dugc khao sat va trinh bay
cu thé theo hinh 1, 2, 3 nhu sau

81,6

100%
80%
60%
40%
20%

0%

83,7857 85 76,9

66,7 66,7

Hinh 1. Muc dj dé khang cua A. baumanni voi
mot s6 khang sinh

537

70% -
60% - 50
50%
40% -

30% 146

57.3
43.9 40,2

20%
10%
0%

Hinh 2. Muc dj dé khang cua K. pneumonia voi
mot s6 khang sinh

100%
80%
60%
40%
20%

0%

Hinh 3. Muc dé dé khang cua P. aeruginosa vdi
mot s6 khang sinh
Danh muc KS va ty Ie KS dugc ké don trong
qué trinh bénh nhan ndm vién thé hién cu thé
trong hinh 4:
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Penicillin 96.6
Carbapenem
Quinolone

C3G
Aminoglycoside
Colistin

Sulfamide

98

Glycopeptide 6.8
Khac m 45
C2G m42
C4G 123
Tyle 0% 20% 40% 60% 80% 100% 120%

Hinh 4. Ty 1é ké don cac nhom khang sinh
Két qua khao sat cua phac d6 khang sinh
trude va sau khi co két qua KSP dudc thé hién
theo bang sau:
Bang 3. Phéi hop khang sinh trong cac
hdc do diéu tri

POk | PBKS
Phac do khang sinh Ksp sau KSD
(n=265) (n=265)
Khong str dung khang
sinh 5(1,9) [33(12,5)
Pon tri (Beta-lactam/ 118 88
Quinolon/ Sulfamid) (45,5) (33,2)
e 133 130
Phoi hgp 2 KS (50,2) (49,1)
Quinolon + beta-lactam |88 (33,2) B3 (13,5)
Aminoglycosid + beta-
lactam 17 (6,5) 53 (20,9)
Phoi hgp 3 KS (Quinolon
+ beta-lactam +
glycopeptid/colistin/ 9G4 |14(3)
aminoglycoside)

Phac do khang sinh dugc coi la “phu hgp” khi
vi khudn con nhay cadm vdi it nhat mdt khang
sinh trong phac d6. Két qua dugc trinh bay cu
thé theo bang 4 sau:

Bang 4. Su’ phu hop cua phac dé KS voi
két qua KSP

Phacdo | Phacdo KS
Su phu hgp KS sau két
vGi KSDb ban dau qua KSb
(n = 260) | (n=232)
Phu hagp 57 (21,9%) | 126 (54,3%)
C6 1 khang sinh
nhay cam 50 (19,2%) | 81 (34,9%)
C6 2 khang sinh
nhay cam 7 (2,7%) 45 (19,4%)
Khong pht hop | 93 (35,8%) | 45 (19,4%)
Khong xac dinh | 110(42,3%) | 61 (26,3%)
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Trong qua trinh diéu tri bénh nhan dugc chi
dinh ti€p tuc sir dung phac do KS ban dau hoac
thay doi phac dd khac sau khi co két qua KSP.
Co6 260/265 bénh nhan nhap vién dugc diéu tri
khang sinh ban dau. két qua dudgc trinh bay
trong bang 5 nhu sau:

Bang 5. Pdc diém thay déi PP KSBD

Pac diém thay ddi KS | S6 Iugng (ty 1€ %)
Khong str dung KS cho 5 (1,9)
dén khi co KSb !
Thay doi 172 (64,9)
1 13n 71 (26,8)
2 3n 47 (17,7)
31n 40 (15,1)
Trén 3 Ian (4-7 13n) 14 (5,3)
Khéng thay déi do: 88 (33,2)
Co dap Ung 22 (8,3)
PhU hop vGi KSD 15 (5,6)
Xuat vién 43 (16,2)
Khong xac dinh 8 (3,0)

Nhiém khuan hé hap la nhiém khudn thudng
gdp trong mau nghién clru cla ching toi, VGi
229/265 trudng hdp 1& nhiém trung ho hap
chiém ty & 86,4%, trong d6 198 bénh nhan mac
bénh viém phGi bénh vién nén ching téi danh
gia viéc s dung khang sinh cé phu hgp Vi
khuyén cdo cla Hiép hdi cac bénh truyén nhiem
Hoa Ky/Hiép hoi Long nguc Hoa Ky (IDSA/ATS)
2016. K&t qua dudc trinh bay cu thé theo bang 5
nhu sau:

Bang 5. Su phu hop cua phac dé sau

KSP voi IDSA/ATS 2016
Phac do6 sau KSP A~
(n = 198) So6 lugng (%)
Paon tri ¢ bénhNnhén 28
phu |—Nguycdthap | (41) | 43,
Phéi hgp khang
hop sinh @ bénh nhan (51{)25) (65,6)
nguy cc cao !
Chi dinh thi€u 33
Khong | thudc (don tri) (16,7) 68
phu Phoi hgp khong
hap Can thiét 14(7,1) | (344)
Chi dinh sai thudc | 21(10,6)

Két qua phan tich hoi quy logistis da bién cac
yéu t0 anh hudng dén hiéu qua diéu tri dugc
trinh bay trong bang 6.

Bang 6. Cac yéu té anh hudng dén hiéu
qua diéu tri

Yéuts p | OR [95%Cl

Tubi 0,15 | 1,04 [1,02-1,07

S8 ngsy ndm vién | 0,34 | 0,9 |0,93-0,99
Co it ”ngnl benh | 6 606 | 1,06 |0,85-1,31

Thd may <0,001 [ 5,20 [2,07-13,07

SUr dung KS trudc ]
dé 90 ngay 0,198 | 1,89 |0,73-4,75
Nhép ICU <0,001 [12,80 [4,61-35,54

S’ dung KS nhay -
cam > 7 ngay 0,024 | 0,41 |0,19-0,89

IV. BAN LUAN

Két qua nghién clru cho thay ty 1€ phan bé &
gidi tinh nam cao hon ni. Tudi cia bénh nhéan
trung binh 1a 70,01+14,3 tudi. Trung vi s& ngay
nam vién cua tat ca bénh nhan la 17 ngay. Hau
hét bénh nhan déu mac it nhat 1 bénh kém. Cac
bénh ly man tinh thuGng gap la tdng huyét ap va
dai thao dudng vai ty 1€ 29,4% va 17,7%. Cac
can thiép y t& thudng gap la thd may, sonde ti€u
va sonde da day véi ty 1é lan lugt 60,4%,
38,1% va 33,6%. PD KSBD dugc st dung khi
m&i nhap vién cd thé don tri hay két hgp khang
sinh. Phac d6 két hgp 2 khang sinh dugc s
dung phd bién chiém 50,2%. Chiém ty |é cao
nhat la quinolon phGi hgp vdi betalactam 33,2%,
penicillin  ph6i hgp v6i aminoglycosid chiém
5,3%. Penicillin va quinolon la 2 nhém khang
sinh chu dao trong phac d6 nay. PDKS sau khi c6
két qua KSb ty 1€ pho6i hgp 2 khang sinh van
chiém ty 1é cao trong cac loai phac do khang
sinh 49,1%. Tuy nhién, da c6 su thay déi phdi
hgp khang sinh trong diéu tri aminoglycosid phoi
hgp penicillin da tang tir 5,3% lén dén 10,9%,
quinolon phéi hgp véi penicillin giam tir 24,5%
con 9,4%. Trong phac do khang sinh sau KSb ty
& st dung cac nhém khéng sinh dugc phén bé
dbng déu han & cac nhéom. Cac nghién clru chi
ra rang viéc két hgp 2 loai khang sinh trong diéu
tri nhiém khudn Gram &m mang lai hiéu qua cao
hon. Nghién clu clia Majdi N. Al-Hasan va cOng
sy (2001-2006) tai 2 bénh vién Saint Mary va
Rochester Methodist clia Hoa Ki cho thdy ty Ié tur
vong trong diéu tri nhiém khudn Gram &m vdi
phac d6 don l1é la 8,8% va phGi hgp gilta B-
lactam va quinolon la 4,2% [1]. Nghién c(ftu cla
F. Sbrana va cong su' nam 2013 cho thady phac
do ph6i hop colistin v&i tigecyclin  hoac
gentamicin sé cho két qua diéu tri vuot troi 92%
trong diéu tri Klebsiella pneumoniae sinh
carbapenemase tai ICU [8].

Qua trinh diéu tri c6 33,2% bénh nhan khong
phai thay d8i phac do khang sinh chiing to phac
do khéng sinh ban dau c6 hiéu qua, bénh nhan
c6 dap (ng sau khi str dung khang sinh nén tinh
trang nhiém khuan cai thién, viéc chi dinh khang
sinh pht hgp véi két qua khang sinh d6. Tuy
nhién, con 3% trudng hgp khong xac nhan dugc
ly do khéng thay ddi phac d6 mac du tinh trang

181



VIETNAM MEDICAL JOURNAL N°1 - APRIL - 2021

bénh nhan khong thuyén giam, khéng xuat vién
va khang sinh s dung trudc dé cling khong phu
hgp véi két qua KSPb. Phan 16n bénh nhan dugc
thay doi phac do diéu tri ngay sau khi cé két qua
khang sinh d6 (64,9%) do tinh trang khong cai
thién hoac bénh cd dien bién xau han.

Ty 1€ khang sinh ban dau dugc chi dinh phu
hgp trong nghién clru cta chdng toi la 21,9%,
day la ty Ié tuong do6i thap. Hau hét, cac Pb
KSBD dugc chi dinh la khdong phu hgp véi
35,8%. Nghién clfu cia Nguyéen Blu Huy, Phan
Thi Phung va cong su' nam 2018 tai bénh vién
Pa khoa TP. Can Tha phac do kinh nghiém cé xu
hudng khdng phu hdp véi KSP néu vi khudn
phan lap dugc la A. baumannii véi ty I€ kha cao
3 63,6% [6].

Sau khi cd két qua KSD thi su lua chon khang
sinh da thay ddi c6 hiéu qua véi ty 1é phu hap
tang tir 21,9% lén 54,7%, ty 1€ lua chon khang
sinh khéng phu hgp ciling giam tir 35,8% xudng
con 19,4%. Két qua nghién clru nay thap han so
vGi nghién clfu cta Tran Ngoc dau nam 2018 tai
bénh vién Da khoa Tay Ninh cho ty Ié phu hgp
cla phac do sau két qua KSb la 61,8% va khong
phu hgp la 34,5%.

Phac d6 khang sinh sau khi cé két qua KSb ty
&€ phac d6 phu hgp v8i khuyén cdo IDSA/ATS
kha cao 65,6% va khong phu hgp la 34,4%. Két
qua nay tudgng dong véi nghién cllu danh gia
viéc ké don khang sinh & cong dong Lebanese
(2014) cho thay 61,54% bénh nhan dugc ké dan
khang sinh phu hgp véi khuyén cao IDSA [4].
Nghién cltu cua Nguyen Blru Huy (11/2017-
2/2018) tai bénh vién Pa khoa Can Thd ciing
cho két qua 71,1% phac d6 phu hgp véi khuyén
cao [6]. Tuy nhién nghién c(tu danh gia su tuan
thu diéu tri theo khuyén cdo IDSA khac tai Tay
Ban Nha (2013) lai cho két qua tuan tha theo
khuyén cao thap 2,8% [5].

Cac yéu td tudi, thdi gian nam vién, bénh
kém, c6 sonde tiéu, str dung khang sinh trudc dé
90 ngay khong anh hudng dén hiéu qua diéu tri
ctia bénh nhan. Tinh trang lién quan (thé may va
nhap ICU) lam tdng nguy cg that bai diéu tri: thd
may (OR = 5,2; 95% CI: 2,07 + 13,07; P <
0,001), nhap ICU (OR = 12,8; 95% CI: 4,61 +
35,54; P < 0,001). S dung khang sinh nhay
cam trén 7 ngay gilp giam nguy cd diéu tri that
bai (OR 0,41; 95% CI: 0,19 + 0,89; P = 0,024).
Két qua trén cd thé dugc giai thich nhu sau: tinh
trang lién quan c6 thd may hoac nhap ICU cho
thdy mdc do bénh nang va nguy cd cao nén kha
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nang that bai diéu tri tang lén khoang 5 — 12 lan
(OR [an lugt 1a 5,2 va 12,8). Thdi gian diéu tri
khang sinh theo KSb trén 1 tuan gidp gidam nguy
co that bai diéu tri (OR = 0,41) cho thay viéc
diéu tri day du thai gian cho hiéu qua cao han.
Thai g|an diéu tri nay phu hgp cac khuyén cao
cho da s6 cac nhiém khudn lién quan vi khuan
gram am da khang.

V. KET LUAN

Khang sinh str dung trong diéu tri nhiém triing
vi khuén gram &m da khéng hau hét phl hgp véi
cac hudng dan diéu tri tham khao. Tudi, th may
hoac nhap ICU va diéu tri khang sinh phu hgp la
cac yéu t6 lién quan dén két qua diéu tri.
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