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Pac diém vi khuan va tinh hinh st dung
khang sinh trong diéu tri nhiém khuan do
mot s6 chung Gram am giam nhay cam véi
khang sinh carbapenem tai Bénh vién HGu
nghi

Microbiology characteristics and antimicrobials use in treating infection

caused by Gram-negative bacteria with reduced susceptibility to
carbapenems in Huu Nghi Hospital
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Nguyén Thi Thu Thuy*

Tém tat

Muc tiéu: M6 ta dac diém vi khuan va tinh hinh st dung khang sinh trong diéu tri
nhiém khudn do mot s6 chiing Gram am gidm nhay cam véi khang sinh carbapenem
tai B&nh vién HGu Nghi. B6i tuong va phuong phap: Nghién ciu hoi ciru mo ta trén 97
bénh &n c6 ghi nhan mac it nhat 1 trong 4 ching Gram am nghién c(u tai Bénh vién
H{tu Nghi tr 01/01/2018 dén 31/12/2019. Két qua: Tudi trung binh cla cac bénh nhan
la 82,4, cac bénh nhan déu cé bénh mac kém, hau hét cé can thiép thd thuat/phau
thuat. 21,6% bénh nhan diéu tri tai khoa Ho6i sirc tich cuc. Nghién clu thu thap dugc
116 lugt vi khuan Gram am gidm nhay carbapenem, trong dé phé bi€n nhat la A.
baumannii (37,9%). Ty &€ dé khang meropenem (0 - 22,5%) nhin chung thap hon so
véi imipenem (21,7 - 59,1%). Ty Ié cac chung toan khang & muc cao (44,4 - 56,5%).
Ty 1& dinh lugng MIC carbapenem va colistin déu thap (dudi 18,0%). Tai thoi diém
trudc khi cé KQVS, chl yéu cac bénh nhan dugc dung phac dé phéi hop dua trén B-
lamtam/chat c ché B-lamtamase (BL/BLI) va cephalosporin thé hé 3, 4 (C3G/C4QG).
Sau khi cé két qua phan lap vi khudn, ty 1& bénh nhan duoc chi dinh colistin va
carbapenem tang Ién, tuy nhién da sé cac bénh nhan nay dugc dung mic liéu thap
hon so véi khuyén cdo. Ty Ié bénh nhan ddp Ung hoan toan véi phac dé khi ngung
khang sinh la 73,2%, ty 1& bénh nhan t& vong lién quan téi nhiém khuén la 27,8%. Két
luédn: Nghién c(u da chi ra dac diém vi khuan va moét sé dac diém vé s dung khang
sinh trong diéu tri nhiém khuan do mot s6 ching Gram am gidm nhay cam vdéi khang
sinh carbapenem tai bénh vién. Cac két qud nghién cl(u sé la cac can c quan trong
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dé bénh vién tiép tuc cé cac chién lugc nham cai thién hiéu qua diéu tri cac nhiém
khuan nay.
Tir khéa: Gram am, gidm nhay cam, carbapenem, Bénh vién H{tu nghi.

Summary

Objective: To describe microbiology characteristics and antimicrobials use in
treating infection caused by Gram-negative bacteria with reduced susceptibility to
carbapenems in Huu Nghi Hospital. Subject and method: We conducted a
retrospective descriptive study on 97 patients infected with at least one out of four
studied pathogens in Huu Nghi Hospital from January 1, 2018 to December 31, 2019.
Result: Mean age of the study population was 82.4 years, all patients had
comorbidities and most had surgical/procedural interventions. 21.6% of patients were
treated in the intensive care unit. We documented 116 isolates of Gram-negative
bacteria with reduced susceptibility to carbapenem, the most common of which was
A. baumannii (37.9%). The proportion of strains with meropenem resistance was
lower than that of imipenem (0 - 22.5% and 21.7 - 59.1% respectively). The
prevalence of PDR strains was high (44.4 - 56.5%). The rate of MIC determination for
both carbapenem and colistin were low (less than 18.0%). Prior to microbiological
results, the majority of patients received an empirical regimen containing one f-
lactam/B-lactamase inhibitor (BL/BLI) or one 3"/4" generation cephalosporins
(C3G/C4G). Once the pathogen was identified, the proportion of patients was
prescribed colistin and carbapenem increased, but most patients received lower
dosage than recommended. The rate of complete response after antibiotics
discontinuation was 73.2% and the rate of infection-related death was 27.8%.
Conclusion: The study had described microbiology characteristics and antimicrobials
use in treating infection caused by Gram-negative bacteria with reduced susceptibility
to carbapenems at Huu Nghi Hospital. The research results will be an important basis
for the hospital to implement several specific strategies to improve the effectiveness
of antimicrobials in treating these infections.

Keywords: Gram-negative, reduced susceptibility, carbapenem, Huu Nghi
Hospital.
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1. bat van dé

Véi hoat phé rong, hiéu qua va an toan,
carbapenem dugc coi la mét trong nhiing
khadng sinh du trit trong diéu tri nhiém
khuan do cac ching Gram am da khang.
Tuy nhién, ty 1& dé khang véi carbapenem
trong nhirng nam qua c6 xu hudng gia tang
dan tdi cac lua chon diéu tri con lai rat han
ché& [5]. Nhiém khuan do cac chung giam
nhay cdm carbapenem lam tang ty Ié tu
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vong, kéo dai thoi gian nam vién va tang
dang k€& chi phi y té [5]. Tuy nhién hién
nay, cac huéng dan hoac cac déng thuan
trén thé gii vé chién lugc diéu tri nhiém
khuan do ching Gram am gidm nhay cam
carbapenem déu rat han ché, da so chi
dugc dé cap trong cac nghién clu don |é
hodc téng quan hé théng.

Tai Bénh vién HOu Nghi, ty 1é gidm
nhay cdm carbapenem cuta vi khudn Gram
am c6 xu hudng gia tang trong vai nam tré
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lai day, trong d6é cac chdng thudng gap
nhat la A. baumannii, P. aeruginosa,
Enterobacteriaceae. Viéc khdo sat dac
diém bénh nhan, mic dé khang khang
sinh, thuc trang s dung khéang sinh va két
qua diéu tri nhiém khudn do cac tdc nhan
nay la hét sic quan trong, cung cap can cu
gép phan nang cao chat lugng quan ly, st
dung khéng sinh tai Bénh vién. Xuat phat tir
thuc té trén, chdng téi ti€n hanh nghién ciu
nay véi muc tiéu: Mé tg dac diém vi khuén
va tinh hinh st dung khang sinh trong diéu
tri nhiém khudn do mét s6 chdng Gram dm
giam nhay cam véi khdng sinh
carbapenem tai Bénh vién Hru Nghi.

2. Poi tuogng va phuong phap

2.1. Déi tuong

Bénh &n nhiém khudn do it nhat 1
trong 4 ching A. baumannii, P. aeruginosa,
K. pneumoniae va E. coli gidm nhay cam
(dé khang hoac trung gian) véi meropenem
hoac imipenem, thoi gian ra vién tu ngay
01/01/2018 dén ngay 31/12/2019.

2.2. Phuong phap

Thiét ké nghién clu: H6i cGu mo ta trén
bénh an.

Néi dung nghién ctu

Dac diém lam sang: Nhan khau hoc,
khoa diéu tri, bénh nhiém khuéan, bénh
3. Két qua

3.1. Pac diém lIam sang

mac kem, cac can thiép thu thuat/phau
thuat, chic nang than.

Dac diém vi sinh: Tén vi khuan, mic do
dé khang, két quad MIC carbapenem va
colistin.

Pac diém phac do khang sinh trudc va
sau khi cé két qua vi sinh (KQVS).

Pac diém liéu dung va cach dung
khdng sinh.

Pac diém hiéu qua diéu tri khi ngung
khang sinh, két qua ra vién.

Quy udc nghién cau

Ché do6 liéu/cach dung quy udc: Can cl
theo huéng dan vé liéu dung, cach dung
khang sinh dudng tiém truyén, hudng dan
st dung colistin cia Bénh vién H{tu Nghi.

Phan loai mic da khang MDR, XDR,
PDR theo A-P Magiorakos va cong su
(2012).

Hiéu qua lam sang tai thai diém ngling
khang sinh, t& vong lién quan dén nhiém
khuan: Dugc danh gid bdi 1 bac si va 1
dugc si lam sang dua trén cac théng tin
trong bénh an.

Phuong phdp xac dinh tinh nhay cam
st dung trong nghién clu: Phuong phap
dinh tinh khoanh gidy khang sinh khuéch
tan.

Cé téng céng 97 bénh nhan trong mau nghién clu. Pac diém lam sang cla cac

bénh nhan nay dugc trinh bay trong Bang 1.

Bang 1. Dac diém |am sang

Pac diém

Két qua

Gidgi tinh nam, n (%)

90 (92,8%)

Tubi (ndm), TB = SD (min - max)

82,4 +7,3(52-97)

S6 bénh mac kém trén 1 bénh nhan TB + SD (min - max)

4,6 1,7 (1-11)

SO can thiép trén 1 bénh nhéan, TB £ SD (min - max)

3,0+2,0(0-7)

Diéu tri tai Khoa Hoi suc tich cuc - chéng doc, n (%)

21 (21,6%)
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Ty 1& nhiém khuan phéi hop, n (%) 37 (38,1%)

Vi tri nhiém khuén, n (%)
Nhiém khuan h6 hap 74 (76,3%)
Nhiém khuan tiét niéu 44 (45,4%)
Nhiém khuan huyét 7 (7,2%)
Nhiém khuéan khac 8 (8,3%)

Ty |é bi€n chiing s6¢c nhiém khuan, n (%) 10 (10,3%)

Ty 1é bénh nhan cé loc mau, n (%) 9 (9,3%)

Cle (mL/phtt) (n = 80), TB £ SD (min-max) 44,2 + 17,3 (12 -126)

Ty 1& Cl., dudi 50 ml/pht, n (%) 56 (70,0%)

Nhé&n xét: Mau nghién clu cé tudi trung binh cao (82,4 nam), trung binh cé 5 bénh ly
mac kém, chirc nang than suy giam véi 70% bénh nhan c6 Cl. dudi 50ml/phit. Gan 40%
bénh nhadn mac nhiém khudn phéi hgp trong dé phé bi€n nhéat la nhiém khudn hé hap
(76,3%) va nhiém khudn tiét niéu (45,4%).

3.2. Pac diém vi sinh

Trén 97 bénh nhéan, téng 116 lugt vi khuan Gram am gidm nhay cdm carbapenem
phan lap dugc, hau hét tir bénh pham hoé hap (54,3%), nudc ti€u (37,9%). Bon chuing
nghién ctu dugc phan lap véi ty 1€ la: Acinetobacter baumannii (37,9%), P. aeruginosa
(34,5%), Klebsiella pneumoniae (19,8%), Escherichia coli (7,8%).

M6 hinh gidm nhay cam carbapenem cua 4 chung dugc trinh bay trong Hinh 1.

N=116
o 4.3%
11.4% 22.5% 21.7% 22.2%
59.1% 55.0%
0 95.7% 100%
B8.6% 77.5% 78.3% 77.8%
40.9% 45.0%
IMP MER IMP MER IMP MER IMP  MER
A. baumannii P. aeruginosa K. preumoniae E. coli

Trung gian  Khang

Hinh 1. So sanh dac diém gidm nhay cdm carbapenem cula céc ching

Nhén xét: Két qua cho thay cac vi khuan cé ty 1& dé khang véi imipenem déu cao haon
dang k€& so véi meropenem. Cac ching A. baumannii va P. aeruginosa da dé khang vdi
imipenem hon 50% trong khi ty |& nay cta K. pneumoniae va E. coli khodng han 20%. Déi
v3i meropenem, A. baumannii 1a ching co ty |1é dé khang cao nhét (22,5%), E. coli chua
ghi nhan dé khang véi khang sinh nay.

Dac diém tinh da khang v6i khang sinh cla cac ching Gram am gidm nhay cam
carbapenem dugc trinh bay & Hinh 2.
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A. baumannii 43.2% 52.3%

P. aeruginosa RUKES 52.5% uMDR
uXDR
K. prneumoniae 26.1% 56.5% PDR

E. coli BRHYA 44.5%

Hinh 2. Mc d6 da khang cla cac ching Gram am gidm nhay carbapenem

Nhén xét: Hinh 2 cho thay tat cd cac ching déu da khang. BDang chi y, hon 50% cac
chdang A. baumannii, P. aeruginosa va K. pneumoniae & muc toan khang khang sinh.
Bang 2 thé hién cac khang sinh ma vi khuan cé ty 1& nhay cam con trén 50%.

Bang 2. Cac khang sinh ma vi khuén c6 ty 1& nhay cdm con trén 50%

, A an 2 . Xét trén cac chung khan
Xét trén tat ca cac chiung 9 9

Khang sinh hoan toan carbapenem
Vi khuan Ty l1é % Vi khuan Ty 1é %
Cefepim P. aeruginosa 55,0 P. aeruginosa 55,6
Cefoperazon/ .. A. baumannii 60,0
A. baumann 58,1 )
Sulbactam Y ! P. aeruginosa 62,5
Doxycyclin A. baumannii 57,1 A. baumannii 80,0
Amikacin K. pneumoniae 65,2
, A. baumannii 60,0
Cotrimoxazol .
K. pneumoniae 66,7
Piperacilin/ A. baumannii 51,2
i ili ,
Tazobactam P. aerug/nos'a 95,0
K. pneumoniae 66,7

Nhén xét: Cac ching gidm nhay cdm carbapenem con nhay cadm tuong déi kha quan
véi piperacilin/tazobactam, amikacin, cefoperazon/sulbactam, cotrimoxazol. D6i vdi riéng
cac chung da dé khang hoan toan carbapenem, ba khang sinh ma vi khuan cé ty 1é nhay
cam hon 50% bao gom: Cefepim, cefoperazon/sulbactam va doxycyclin.

Bang 3 trinh bay két qua vé gia tri MIC véi carbapenem va colistin.

Bang 3. Pac diém vé gia tri MIC véi carbapenem va colistin

Pac diém Két qua | Dac di€ém Két qua
Ty |é ching dugc dinh lugng MIC Phan bo < 8mg/L 10 (27,3%)
” 11 (9,5%)
v3i meropenem MIC, n (%) 8mg/L 1(9,1%)
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Ty |é ching dugc dinh lugng MIC Phan bo < 8mg/L 1 (50,0%)
e 2 (1,7%)
vG@i imipenem MIC, n (%) 8mg/L 1 (50,0%)
Ty 1& chling dugc dinh lugng MIC 20 0.125mg/L | 6 (30,0%)
y 16 chung dugc dinh fueng . 0,19mg/L | 5 (25,0%)
vai colistin (17,2%) Phan bé 025 i 77(35.0%)
MIC, n (%) ,25mMg/ Ak
Ty |é ching PDR (n = 61) dugc 17 0,38mg/L 1 (5,0%)
dinh lugng MIC colistin (27,9%) 0,64mqg/L 1 (5,0%)

Nhén xét: Ty |é dugc dinh lugng MIC v&i meropenem va imipenem theo phuong phap
E-test tuong doi thap, trong dé hau hét MIC = 8mg/L. Ty |é dugc xac dinh MIC véi colistin
la 17,2%; ty 1& nay cao gan 30% khi xét riéng trén nhém vi khuan toan khang. MIC cua
cac chang véi colistin xac dinh theo phuong phéap E-test déu thap hon 1mg/L.

3.3. Pac diém sir dung khang sinh

Déac diém phéc dé khang sinh trudc khi cé KQVS

Tai thoi diém trudc khi cé KQVS, 90 (92,8%) bénh nhan c6 st dung khang sinh. Cac
phac do dung ngay trudc khi cé6 KQVS dugc trinh bay trong Bang 4.
Bang 4. Cac phac dé dugc dung ngay truéc khi c6 két qua vi sinh

Cac phacdésitdung |  Khang sinh phéi hop n Ty 1&é %
Dua trén B-lactam/chat (c ché B-lactamase (BL/BLI) 49 54,4
bon doc 4 8,2

Fluoroquinolon 32 65,3
Phéi hop: Aminoglycosid 11 22,4
Khac 3 6,1
Dya trén aminoglycosid (AMG) 18 20,0
BL/BLI 11 61,1

C3G 3 16,7

Phoi hop: Carbapenem 2 11,1

Khac 2 11,1
Dua trén cephalosporin thé hé 3, 4 (C3G/C4G) 17 18,9
Pon déc 3 17,6

Fluoroquinolon 10 58,8
Phéi hop: Aminoglycosid 3 17,6

Khac 1 5,9
Dua trén carbapenem 14 15,6
Dua trén colistin 2 2,2
Phac d6 khac 9 10,0

Nhén xét: Trudc khi cé két qua vi sinh, cac phac doé kinh nghiém chu yéu la phac do
phoi hop; dua trén B-lactam/chat Gc ché B-lactamase (54,4%), aminoglycosid (20%) va
cephalosporin thé hé 3, 4 (18,9%). Ty Ié dung colistin thap (2,2%).

Déac diém phéc dé khang sinh sau khi cé KQVS
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Cb6 94 (96,9%) bénh nhan dugc sir dung khang sinh sau khi c6 KQVS, trong dé 33
(35,1%) bénh nhan khéng thay déi phac doé so vaéi trudc khi cdé KQVS.
Bang 5 mo ta tinh nhay cdm cua vi khuan phan lap dugc véi cac khang sinh dugc s
dung trong phéac dé sau khi cé két qua phan lap vi khuan.

Bang 5. Tinh nhay cdm cta vi khudn phan lap dugc véi phac dé st dung

Ki€u nhay cdm 1(':“_9 (:B— PA KP EC
. 94) 39) (n=36) | (n=22) (n=9)
. . L ea 21 9 13 1
Nhay = 1 khang sinh trong phac dé (22,3%) | (23,1%) (36,1%) (4,5%) 0
Khong con nhay va con trung gian 41 18 13 10 4
= 1 KS trong phéac do (43,6%) | (46,2%) | (36,1%) (45,5%) (44,4%)
Khang véi tat cd khdng sinh trong 28 14 6 11 5
phac do (29,8%) | (35,9%) | (16,7%) (50,0%) | (55,6%)

Nhén xét: Sau khi cé két qud vi sinh phan lap dugc vi khudn gidm nhay cadm
carbapenem, 22,3% bénh nhan dugc dung phac do cé it nhat 1 khdng sinh nhay cam.
Dang chd y, gan 30% bénh nhan st dung phac dé ma vi khudn da dé khang toan bd.

Bang 6 théng ké cac phac doé dugc st dung sau khi c6 KQVS.

Bang 6. Cac phac dé duoc dung sau khi cé két qua vi sinh

Cac phac dé su dung KS phéi hop n Ty 1é %
Dua trén BL/BLI 53 56,4
Pon déc 10 18,9

Fluoroquinolon 26 49,1

Aminoglycosid 12 22,6
Phéi hop -

Doxycyclin 6 11,3

Khéac 3 5,7

Dua trén AMG 24 25,5

BL/BLI 12 50,0

Phéi hop: Carbapenem 6 25,0

Khéac 9 37,5

Dua trén carbapenem 21 22,3

Colistin 12 57.1

Phéi hop: Aminoglycosid 6 28,6

Khéac 7 33,3

Bang 6. Cac phac dé duoc dung sau khi c6 két qua vi sinh (Tiép theo)

Cac phac dé su dung KS phoéi hop n Ty l1é %

Dua trén colistin 13 13,8
. Meropenem 12 92,3
Phoi hop: Khac. 4 30,8

141



JOURNAL OF 108 - CLINICAL MEDICINE AND PHARMACY Hospital Pharmacy Conference 2021

Duva trén doxycyclin 12 12,8
Pbon déc 2 16,7
BL/BLI 6 50,0

< ) Fluoroquinolon 3 25,0
Phoi hop: Meropenem 2 16,7
Khac 3 25,0

Phac do khac 11 11,7

Nhén xét: Sau khi cé KQVS, phac dé dua trén B-lactam/chat (c ché B-lactamase van
chiém da so (56,4%), sau dé la aminoglycosid (25,5%) va carbapenem (22,3%). Ty lé
dung phac doé colistin tang l1én dang k& (13,8%). Ddng chd y, 12,8% bénh nhan dung
phac do6 cé doxycyclin.

Ché dé liéu va cach dung cua khang sinh trong phac doé sau khi cé KQVS

Dac diém liéu dung cha cac khang sinh phé bién khi so sanh véi liéu quy udc dugc
trinh bay trong Bang 7. Pac diém thai gian truyén clda 1 sé khang sinh phd bién khi so sanh
véi quy udc dugc trinh bay trong Bang 8.

Bang 7. Dac diém liéu dung cla cac khang sinh phé bién

Ty 1é bénh nhan dung muc liéu

Khang sinh thap/cao hon/ phu hop so véi
quy udc
Meropenem 50,0
Imipenem/cilastatin 66,7
Liéu nap 63,6
Khang sinh chd yéu dung Colistin | Liéu  duy 63.6
liu thap hon quy udc tri
Piperacilin/
tazobactam 23.9
Cefoperazon/
sulbactam 81,2
Khang sinh cha yéu dung | Amikacin 83,3
liéu cao hon quy uoc Levofloxacin 50,0
Khang sinh cha yéu dung | Ciprofloxacin 71,4
lieu phu hop quy udc Doxycyclin 83,3

Nhén xét: Nghién c(u ghi nhan mot s6 khang sinh chu yéu dung liéu thap hon hudng
dan nhu carbapenem, colistin, cefoperazon/sulbactam va piperacilin/tazobactam. M6t sé
khang sinh thuong ghi nhan liéu cao hon quy udc nhu amikacin, levofloxacin.

Bang 8. Dac diém thai gian truyén cua 1 sé khang sinh phd bién

Khang sinh Ty 1é bénh nhéan cé thoi gian truyén chua phu hop
Meropenem 22,2%
Piperacilin/tazobactam 71,4%
Amikacin 37.5%
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Nhén xét: Nghién ctu ghi nhan moét sé khang sinh cé thoi gian truyén chua phu hop
véi Huéng dan bao gém: Meropenem, piperacilin/tazobactam va amikacin.

3.5. Pac diém hiéu qua diéu tri

Dac di€m vé hiéu qua diéu tri khi nglrng khang sinh va két qua diéu tri khi ra vién

dugc trinh bay trong Bang 9.

Bang 9. biac diém vé két qua diéu tri khi ra vién

Pac diém Két qua

Két qua diéu tri, n (%)

Khai 12 (12,4%)
Do, giam 55 (56,7%)
T& vong/nang xin vé 30 (30,9%)
T& vong co lién quan téi nhiém khuan 27 (27,8%)
Hiéu qud khi ngiing khdng sinh, n (%)

Déap Ung hoan toan 71 (73,2%)
Khéng dap ung 26 (26,8%)

Nhén xét: Khi ngung diéu tri, 73,2%
bénh nhan cé dap Ung lam sang hoan toan.
Khi ra vién, ty 1& bénh nhan khdéi hoac d&
gidm chiém lan lugt 12,4% va 56,7%. Hon
30% bénh nhan t& vong/nang xin vé, trong
doé hau hét truong hop dugc xac dinh tu
vong cé lién quan dén nhiém khudn
(27,8%).

4. Ban luan

4.1. Pac diém Iam sang va vi sinh

Vé dac diém Idm sang cuda mau nghién
cau

Nghién ctu thu thap téng cdéng 97 bénh
nhan, cac bénh nhan nhin chung tudi cao,
nhiéu bénh mac kém va dugc thuc hién
nhiéu 3 can thiép/thd thuat xam lan trong
qué trinh nam vién. Cac bénh nhan diéu tri
tai nhiéu khoa, trong dé chiém ty lé cao
nhat l1a khoa H6i sulc tich cuc véGi 21,6%.
Nhiém khudn ho hap chiém phé bién nhat
(76,3%), gan 40% mac nhiém khuan phéi
hop, day la cac déi tugng gap nhiéu khoé
khan hon khi diéu tri. Thuc té, két qua cho

thay ty 1&é khong dap Ung véi phac do trong
nhom nhiém khudn phéi hop cao hon
nhiém khudn don dbéc (40,5% so Vdi
18,3%). Chlrc nang than can dugc quan
tam dé€ diéu chinh liéu khang sinh phu hop.
Nghién clu ghi nhan 9 bénh nhan loc mau,
con lai da phan suy than véi gan 70,0%
bénh nhan cé Cle. < 50mL/phdt.

Vé ddc diém vi sinh

Nghién c&u ghi nhan 116 lugt vi khuan
Gram am giam nhay carbapenem, trong dé
ching A. baumannii cao nhat (37,9%). Hai
loai bénh pham chiém s6 lugng I6n nhat la
hé hap (54,3%) va nudc tiéu (37,9%), phu
hop véi dac diém nhiém khuén hay gap.

Nhin chung ty 1& dé khdng meropenem
con thap (t&r 4,3% dén 22,5%) va déu
thdp hon so vGi imipenem, cho thay van
c6 thé t6i uu hdéa ché& dd liéu nham bao
ton hoat tinh va vi tri cia khang sinh nay
trong diéu tri nhiém khuan do vi khuan
giam nhay.

Ca 4 chung déu da khang hoan toan
hodc gan nhu hoan toan véi da s6 khang
sinh trong khédng sinh d6, ngoai tri
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piperacilin/tazobactam, amikacin, cefepim
va cefoperazon/sulbactam dugc ghi nhan
c6 muc dé khang thap hon, cho thay day la
cac khang sinh cé thé dugc lua chon trong
diéu tri kinh nghiém nhiém khuén nghi ngo
do vi khuan giam nhay carbapenem. Trong
s6 15/116 (12,9%) ching da khang tat ca
carbapenem, ty 1&é A. baumannii con nhay
cefoperazon/sulbactam va doxycyclin déu
kha cao, lan lugt la 60,0% va 80,0%. Cac
ching P. aeruginosa cling nhay nhiéu vdi
cefepim va cefoperazon/sulbactam véi ty |é
lan luot la 55,6% va 62,5%. Ngoai ra,
fosfomycin va tigecyclin da dugc ching
minh hiéu qud va xuat hién & nhiéu khuyén
cdo diéu tri cac ching Gram am gidm nhay
carbapenem, tuy nhién chua dugc lam
khang sinh d6 thuong quy [3].

Ty |& bénh nhan duogc dinh lugng MIC
véi carbapenem déu & muic thap. Gia tri
MIC meropenem cao nhat la 8mg/L, cho
thay hoan toan cé thé téi uu héa liéu bang
muc liéu 2g moi 8 gio truyén kéo dai [6].
Chung toi cling dé xuat can tang ty 1é xac
dinh MIC véi carbapenem khi vi khuan dé
khang dé€ luya chon dugc phac doé va ché db
liéu toi uu cho bénh nhan.

Ty |é bénh nhan dugc dinh lugng MIC
colistin la 17,2% vGi gid tri cao nhat
0,64mg/L thdap hon nhiéu so véi diém gay
dé khang 2mg/L, cho thady cac chung
nghién cGu con nhay tot véi khang sinh
dugc coi la lva chon cu6i cung trong diéu
tri nhiém khudn Gram am, dac biét cac
ching toan khang. Thuc té, ty 1& bénh
nhadn mac ching PDR dugc xac dinh MIC
colistin chi chiém khoang 28,0%, do dé
nhom nghién clru dé xuat can tang ty lé
dinh lugng MIC véi colistin khi mac ching
toan khang, tu dé c6 thé kip thai dua
khang sinh nay vao diéu tri néu khong dap
(ng vGi phac do da dung trudc.

4.2. Pac diém s dung khang sinh
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Vé lua chon phac dé khang sinh

Trudc khi cé két qud vi sinh (KQVS),
92,8% bénh nhan da dugc s dung khang
sinh, phd bién nhat la BL/BLI va C3G/C4G
phoi hop cung aminosid hoac
fluoroquinolon. Bang chu vy, ty 1é bénh
nhan dugc ké don carbapenem va colistin
kha thap, lan lugt la 15,6% va 2,2%. Cac
két quad nay thap haon nhiéu so véi nghién
citu cta Tran Nhat Minh va cong su khi
phac do kinh nghiém dua trén carbapenem
(chiém 38,5%) va dua trén colistin (chiém
30,8%) dugc st dung chinh trong diéu tri
nhiém khudn do K. pneumoniae tai Khoa
Ho6i sirc, Bénh vién Bach Mai [1]. Diéu nay
goi y rang cac bac si lam sang tai Bénh
vién Hu Nghi con kha than trong khi chi
dinh 2 loai khang sinh nay trong phac do
kinh nghiém.

Sau khi cé KQVS, 96,9% bénh nhan
dugc s dung khang sinh, trong dé 35,1%
bénh nhan khong thay d6i phac do. Trong
nhém nay, ty |é dap Ung véi phac doé trudc
dé la 82,0%, khang dinh tdm quan trong
cla viéc st dung khang sinh kinh nghiém
phU hop ngay tir dau. Bén canh dé, 3 nhém
bénh nhan s dung phac dé6 ma vi khuan
con nhay véi it nhat 1 khang sinh trong
phac do, ty |é dap Ung diéu tri cao hon so
vG3i nhédm khoéng dung loai phac doé nay
(85,7% so vaGi 71,2%), cho thay tinh can
thiét cua viéc chon khang sinh theo do
nhay cam trén khang sinh do [7].

Trong cac phac do dugc st dung phé
bién sau khi cé6 KQVS, BL/BLI va AMG (hau
hét la amikacin) van chiém ty |é cao nhat,
diéu nay phu hgp véi dac diém ty lé cac
chuing con it dé khang véi 2 nhédm khang
sinh nay. Ty |é s& dung carbapenem va
colistin (lan lugt la 22,3% va 15,6%) cao hon
so vai trudc khi cé két qud phan lap, trong
dé chu yéu la phdéi hgp colistin +
meropenem. Day cling la phac do da dugc
khuyén cdo trong diéu tri nhiém khuan do
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cac chung Gram am khang carbapenem [8].
Ngoai ra, trong s6 12 bénh nhan dugc st
dung doxycyclin (chd yéu trong phac do
phdi hop) 6 t6i 11/12 (91,7%) bénh nhan
mac ching A. baumannii gidm nhay cam
carbapenem. Diéu nay la phu hgp do
doxycyclin da cho thay tinh nhay cam va
hiéu qud budc dau trong diéu tri A.
baumannii da khang [4].

Vé ché dé liéu cua cac khdng sinh trong
phéac doé sau khi cé KQVS

Theo quy udc, cac carbapenem dugc
khuyén cdo vdi liéu 2g meropenem moi 8
gid va 1g imipenem moi 6 gio. Tuy nhién
50,0% bénh nhan dung meropenem va
66,7% bénh nhan dung imipenem véi muic
liéu thap hon. C6 t6i 63,6% bénh nhan su
dung colistin véi muc liéu thap hon so véi
quy udc & ca liéu nap va liéu duy tri. BL/BLI
cling la nhédm khang sinh chd yéu duogc
dung véi mic liéu thap hon so véi quy udc.
Pédng chd y c6 1 bénh nhan dung
cefoperazon/sulbactam liéu cao nhat tuong
duong 4g sulbactam/ngay, tuy nhién van
thap hon mdc liéu sulbactam cé thé |én tdi
9g/ngay da dugc ching minh hiéu qua
trong diéu tri nhiém khudn A. baumannii
khang thuéc [2].

Vé dac diém thoi gian truyén cda 1
s6 khang sinh phé bién, gan 80,0% bénh
nhan s dung meropenem vGi ché doé
truyén 3 gi0 dugc khuyén cdo. Nguoc lai,
c6 téi 71,4% bénh nhan s dung
piperacillin/tazobactam khong dugc truyén
kéo dai tur 3 - 4 gid. 37,5% bénh nhan dugc
ké don amikacin véi thoi gian truyén trén
60 phut.

Vé hiéu qua diéu tri khang sinh

Tai thoi diém ngung s dung khéng
sinh, 73,2% bénh nhan c6é dap ung vdi
phac do. Da sO cac bénh nhan xuat vién
trong tinh trang khoi hoac dg, gidm chiém
gan 70,0%. Trong 30,9% bénh nhan tu

vong hoac nang xin vé&, 90,0% bénh nhan
dugc xac dinh la cé lién quan téi nhiém
khuan.

Xuat phat tu cac két qua, nhéom nghién
cGu dua ra mét sé kién nghi: M6t la, tang
cuong dinh lugng MIC vdi colistin va
carbapenem dé kip thoi diéu chinh va toi
uu héa phac doé khi can thiét; hai la, toi uu
héa vé lua chon khang sinh theo kinh
nghiém khi nghi ngd nhiém khudn do vi
khuan gidm nhay cam, t6i uvu héa liéu dung
va duong dung khang sinh; ba la, can lam
khang sinh do6 véi fosfomycin va tigecyclin
nham cé thém lua chon diéu tri vdi ching
Gram am gidm nhay carbapenem; cap
nhat va tha nghiém céac loai phac do mdi
da dugc khuyén cdo cho cac chdng vi
khuan nay.

5. Két luan

Nghién cu da chi ra nhimng dac diém
nbi bat vé dac diém vi sinh va dac diém su
dung khang sinh trong diéu tri nhiém
khudn do cac vi khuan Gram am gidm nhay
cam carbapenem. Cu thé, nghién clu ghi
nhan cac ching c6 ty 1& dé khéang
meropenem nhin chung thap hon so vdi
imipenem; ty |é cac ching toan khéng kha
cao. Cac chung nghién clru con nhay cam
khd quan véi cidc khang sinh khéac trén
khang sinh dé nhu cefoperazon/sulbactam,
piperacillin/tazobactam, cefepim, amikacin,
doxycyclin, cotrimoxazol. Sau khi cé két
quad phan lap, ty Ié si dung colistin va
carbapenem tang Ién. Van dé thi€u liéu
hodc thlra liéu cling dugc ghi nhan véi mot
s06 khadng sinh  nhém  betalactam,
fluoroquinolon, aminoglycosid, colistin.
Thoi gian truyén cda moét s6 khang sinh
con chua toi uu trén mét sé bénh nhan nhu
meropenem, piperacillin/tazobactam va
amikacin. Khi nging khang sinh, ty 1& bénh
nhan dap Ung hoan toan la 73,2%. Cac két
qud nghién clu sé la céc can ci quan
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trong dé bénh vién ti€ép tuc cé cac chién
lugc nham cai thién hiéu qua diéu tri cac
nhiém khuan nay.
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