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TOM TAT

Nghién civu twong dwong dé so sanh hiéu qua diéu tri gitta meropenem sdn xudt
trong nudc voi meropenem chinh hang chwa dwoc thuc hién, dac biét la so sanh hiéu qua
trén co s¢ twong dirong ddc diém vi sinh nudi cdy va két qua khdang sinh do.

Muc tiéu: So sanh tiong dwong vé hiéu qua khang khudn (in vitro) va hiéu qua
diéu tri (in vivo) © bénh nhan mdc bénh ly nhiém trung duoc diéu tri véi Pimenem va
Meronem (ham lwong 0,5g va 1g) tai Bénh vién Thong Nhdt va Bénh vién Pa khoa tinh
Phu Yen.

Doi tuwong va phirong phdp nghién ciru: Thir nghiém lam sang c6 déi chimg, da
trung tam bao gom 121 bénh nhdn c¢é bénh Iy viém phéi mdc phdi & cong dong, viém phoi
bénh vién, nhiém trimg huyét, nhiém tring dwong mdt - 6 bung tir 10/2019 dén 7/2022. C6
61 bénh nhan sir dung Pimenem va 60 sir dung Meronem twong dong vé tudi, gici tinh, co
cdu bénh ly, do nang dua va diém APACHE II va SAPS II. Bénh nhén dwoc chan dodn va
danh gia do ndng cia bénh, ldy bénh phdam nudi cdy va lam khéang sinh do, diéu tri ngdu
nhién véi Pimenem va Meronem (2 ché pham 0,5g va lg), danh gid hiéu quad diéu tri, tir
dé phan tich tirong drong vé hiéu qua khdng khuan (in vitro) va hiéu qua diéu tri (in vivo).

Két qua: Ty 1é cdy moc chung la 40,5%. Escherichia coli (14,0%), Kelbsiella

pneumoniae (9,9%), Pseudomonas aeruginosa (8,3%) va Acinetobacter baumannii
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(6,6%). Khong cé sw khdc biét vé cdc tdc nhdn cdy dwoc gita nhém siv dung Pimenem
va Meronem (p=0,162). Khéng c6 s khdc biét vé ty 1é vi khudn nhay cam va dé khing
voi meropenem giita nhom Pimenem (86,4% va 9,1%) va Meronem (66,7% va 18,5%)
(p=0,268) cting nhu MIC trung binh (1,81%4,61 va 2,18%3,70, p=0,756). Phdn tich theo
ché pham 0,5g va 1g ciing khéng khdc biét. Ty 1é khoi bénh va c6 cdi thién la 95,0%, tiwong
duong gitta Pimenem va Meronem chung (95,1 va 95,0%, p=0,918), 0,5g (95,5 va 100%,
p=0,583), 1g (94,9 va 91,9%, p=0,699). 92,8% cdc chung vi khuan khong de khang voi
meropenem trong nhém khoi bénh trong khi 100% la dé khdng véi meropenem trong nhom
that bai diéu tri (p<0,001).

Két ludn: Hiéu qua diéu tri 1 tot va twong tirong nhau giita hai nhém Pimenem va
Meronem (cd ché pham 0,5g va 1g). Khong cé sw khdng biét vé 1y 1é cdy moc vi khudn, cdc
logi vi khudn, tinh dé khang véi meropenem, gid tri MIC trung binh gita nhém Pimenem
va Meronem & cd 2 ché pham 0,5g va 1g. Pé khdng meropenem lién quan véi thit bai diéu
tri 0 ca hai nhom.

Tir khéa: meropenem, cdy dinh liwong, khdang sinh do.

EQUIVALENCE BETWEEN ANTIMICROBIAL SUSCEPTIBILITY
(in vitro) AND TREATMENT EFFICACY (in vivo) IN INFECTIOUS DISEASE
PATIENTS TREATED WITH PIMENEM AND MERONEM IN THONG NHAT
HOSPITAL AND GENERAL HOSPITAL PHU YEN PROVINCE

ABSTRACT

Equivalence studies to compare the effect of generic meropenem with meropenem
(brand name) have not been performed, especially comparing on the equivalent culture
characteristics and antimicrobial susceptibility.

Objectives: Equivalence comparison of antimicrobial susceptibility (in vitro)
and treatment efficacy (in vivo) in infectious disease patients treated with Pimenem and
Meronem (contents of 0.5g and 1g) at Thong Nhat Hospital and General hospital Phu Yen
province.

Methods: A controlled, multicenter clinical trial including 121 patients with
community-acquired pneumonia, hospital-acquired pneumonia, sepsis, and biliary-
abdominal infections from October 2019 to July 2022. There were 61 patients used
Pimenem and 60 used Meronem similar in age, sex, pathological structure, severity
based on APACHE II and SAPS II scores. Patients were diagnosed and assessed for the
severity of the infection, taken microbiology specimens appropriately to cultures and
made antibiogram, randomly treated with Pimenem or Meronem (0.5g or 1g based on
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indication), evaluated the effectiveness of treatment, from which analyzed the equivalence
of meropenem antimicrobial susceptible.

Results: The overall growth rate was 40.5%. Escherichia coli (14.0%), Kelbsiella
pneumoniae (9.9%), Pseudomonas aeruginosa (8.3%) va Acinetobacter baumannii
(6.6%). There was no significant differences in bacterial species between the Pimenem
and Meronem groups (p=0.162). There was no significant difference in the proportion
of bacteria sensitive and resistant to meropenem between the Pimenem group (86.4%
and 9.1%) with Meronem group (66.7% and 18.5%) (p=0.268) as well as on average
MIC (1,81%4,61 va 2,18%3,70, p=0,756). Analyzed on the subgroups 0.5g and 1g were
also not statistically significant difference. The cured and improvement rate was 95.0%,
which similar between Pimenem and Meronem in overall (95.1% and 95%, p=0.918),
0.5g subgroup (95.5 va 100%, p=0.583), 1g subgroup (94.9 va 91.9%, p=0.699). 92.8% of
bacterial strains were not resistant to meropenem in the group that recovered while 100%
were resistant to meropenem in the group of treatment failure (p<0,0001).

Conclusions: The effectiveness of treatment was high and equivalent between the
two groups Pimenem and Meronem (both 0.5g or 1g contents). There was no difference in
the proportion of bacterial growth specimens, bacterial species, resistance to meropenem,
or mean MIC value between Pimenem and Meronem groups in both 0.5g and 1g contents.
Meropenem resistance was associated with treatment failure in both groups.

Keywords: meropenem, quantitative culture, antibiogram.

1. PAT VAN PE Meropenem 1a khang sinh phd

Céc bénh nhidm khuin duong rong thudc nhom carbapenem, ti€u diét

hé hép, tiéu hoa va 6 bung, nhiém tring
huyét 14 nhirng bénh 1y truyén nhidm gay
tir vong hang dau [1]. Viéc kiém soét cac
bénh 1y nay di va dang gip nhiéu kho
khan do sy gia ting nhanh chéng cua cac
chung vi khuan dé khang khang sinh, dic
bi¢t 1a nhitng chung khang véi cac khang
sinh phé rong [2]. Khang sinh - dic biét
12 nhitng nhém manh nhu carbapenem van
1a cac thudc thiét yéu voi nhu cau st dung
16n va chiém ty 1& cao trong chi phi diéu
tri.

dugc phan 16n cac chiing vi khuan gram am,
gram duong, hiéu khi va ky khi quan trong
- duoc xem khang sinh chién luoc trong
diéu tri vi khuan da khdng mac phai cong
d@)ng va nhiém khuan bénh vién. Dé dap
g nhu cau giam chi phi diéu tri va huéng
ung phong trao “Ngudi Viét Nam uu tién
dung hang Viét nam” dugc nha nudc ung
ho, hién nay nhiéu biét duoc khang sinh
meropenem d3 dugc san xuat va luu hanh
trong nudc, trong d6 Pimenem véi hai ham
lugng 0,5g va 1g dugc su dung rong rai.
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Tuy nhién cac nghién ctru thir nghiém trén
bénh nhan vé twong duong diéu tri giita
meropenem dugc san xuat trong nudc véi
meropenem chinh hang tai nudc ta chua
duoc thuc hién, dic biét 1a nghién ctu so
sanh hi¢u qua diéu tri trén co s& tac dong
ctia vi sinh vat nudi cay dugc va két qua
khang sinh do ciia hai nhém.

Muc tiéu: So sanh twong duong
vé tac dong cia vi sinh va tinh dé khdng
voi meropenem ¢ bénh nhan mdc bénh ly
nhiém tring (viém phoi mdc phdi ¢ cong
déng, viém phéi bénh vién, nhiém trung
huyét, nhiém trimng dwong mdt - 6 bung)
dwoc diéu tri véi Pimenem va Meronem
(ché pham 0,5g va 1g) tai Bénh vién Thong
Nhdt va Bénh vién Pa khoa tinh Phii Yén.

2. POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

Bao gém 121 bénh nhan nhap vién
vi bénh nhiém trung (VPMPCD, VPBYV,
NKDPMOB, NTH) tai Bénh vién Théng
Nhét va Bénh vién Da khoa tinh Pha Yén
tir thang 10/2019 dén thang 7/2022.

Tiéu chuan chon bénh:

Cac bénh nhan nhap vién tai bénh
vién Théng Nhit hodc bénh vién Pa khoa
Phi Yén duogc chin doan co tinh trang
nhiém tring bao gdm:

- VPMPCP: 14 tinh trang nhiém
tring nhu mé phdi xdy ra & ngoai cong
ddng, chan doan dwa vao 1am sang (sot
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cao, rét run, ho, khac dam mu, dau nguc
kiéu mang phoi, khdm cé ran n6 & phoi,
hoi chimg nhiém trung), can 1dm sang
(x-quang c6 hinh anh thAm nhiém, bach
cau da nhan trung tinh ting va chiém wu
thé, c-reactive protein tang) [3].

- VPBV: 14 viém phoi xudt hién
sau nhép vién 48 gio. Chan doan dua vao
lam sang c6 ton thuong méi trén x-quang
phdi kém thém it nhat 2 trong cac biéu
hién sau: sdt, khac dam mu, bach cau méau
ngoai vi tang >10 K/mcL hoac gidam <3.5
K/mcL, d0 bao hoa oxy méau gidam va cé
thé kém thém cdy dwong tinh tac nhéan vi
sinh & bénh pham dudng ho hip, mau hay
dich mang phoi [4].

- NKDMOB: Nhiém khuan dudng
mat 1a tinh trang viém duong mat do vi
khuan gy nén, thudng xay ra trén nén cé
u tré duong mat. Chan doan dua trén lam
sang (st cao, dau ha sudn phai, vang da,
r6i loan tiéu hoa, tién st cd s6i mat, giun
chui dng mat), can 14m sang (bach cAu mau
ting cao, bilirubin ting wu thé bilirubin
truc tiép, siéu am tui mat va duong mat
ghi nhan c6 gian dudng mat trong va ngoai
gan). Nhiém khuan 6 bung hay viém phic
mac la tinh trang viém cua phuc mac do
vi khuan gdy nén. Chan doan dua vao
lam sang (sét, rét run, non, budn non, dau
bung, bung c6 co cung va c6 cam ung phuc
mac), can 14m sang (bach cdu ting cao, ty
1€ da nhan trung tinh tang cao, c-reactive
protein ting, ciing cd bang x-quang bung
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khong stra soan va si€éu am bung) [5].

- NTH: 1a tinh trang nhiém tring
cap tinh nang, do vi khuan luu hanh trong
méau gdy ra. Chan doan xéac dinh can két
hop 1am sang c6 tinh chét goi ¥ dén nhiém
tring huyét gdm sbt cao, thay doi y thirc,
triéu chimg nhiém khuan khoi diém, ciy
méu dwong tinh 1 tiéu chuan vang dé chan
doan [6].

Tiéu chuan loai trir:

Céc tiéu chuan loai trir bao gdm
tudi <18, c¢6 thai/cho con bu, lao, suy giam
mién dich biAm sinh hay méc phai, viém ndi1
tam mac, viém mang nado, bénh duong rudt
hodc ti€éu chay man tinh, bach cau trung
tinh <1000/ mm3, gidm chic nang than
ning (creatinin clearance <5ml/phit), ton
thuong gan nang (AST, ALT >1000 UI/L),
diéu trj corticosteroid duong toan than dai
han (>2 tuan hodc 10mg prednisone/ngay
hoic twong duwong), bénh 1y phdi man tinh
bao gdm bénh phdi tic nghén man tinh
nhém GOLD 4 va/hoac nhém nguy co D,
gidn phé quéan, bénh phdi xo nang, tién cin
di tng véi nhém carbapenem, da tung st
dung khang sinh thuoc nhém carbapenem
trong vong 10 ngay trudec.

2.2. Phuong phap nghién ciru

Thiét ké nghién ciru: Thir nghiém
1am sang c6 d6i ching, da trung tam.

Cac bwoc tien hanh:

Bénh nhan nhap vién thoa ti€u
chuan chon vao va khong c6 nhimg tiéu
chuan loai trir s& duoc:

Thu thap thong tin cd nhan va ky
cam két dong ¥ tham gia nghién ciru.

Déanh gia mic d0 nang cua bénh
theo thang diém APACHE II va SAPS I
nhim danh gia mirc d6 twong ddng cua ddi
tuong nghién ctru gitra 2 nhom.

Tién hanh diéu tri v6i ngiu nhién
v6i Pimenem hodc Meronem bing ci 2
ché pham 0,5g va 1g bang cach bdc sb
chén 1& v6i sb chin 13 stir dung Pimenem va
sO 1¢ st dung Meronem theo lidu khuyén
c4o ctia nha san xuét. Phac dd diéu tri theo
cac phac d6 huéng din chan doan va diéu
tri ciia BO Y té cling nhu cac huéng dan
qudc té cta nhitng bénh 1y dugc nghién
ctru (VPMPCD vura va nang: meropenem
VPBV:
meropenem * levofloxacin, NKPMOB:

+ levofloxacin/moxifloxacin,

meropenem =+ amikacin + metronidazole,
NTH: meropenem =+ levofloxacin +
vancomycin).

Lay bénh phdm nudi ciy trude khi
sir dung khang sinh. Bénh pham duoc xtr
Iy va nudi cay theo quy trinh chuan, sau d6
tién hanh doc két qua va dinh luong cac vi
khuan [7]. Cac vi khuan c6 luong >1000
CFU/ml thi phai dugc dinh danh béng
mady VITEX ® 2 compact MS system
(BioMérieux, Phap) va lam khang sinh db.
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Tra 10i két qua bao gébm dinh luong duoc
bao nhiéu vi khuan di dinh danh va két qua
khang sinh d6 da lam. Nong do tc ché tdi
thiéu (MIC) duoc xac dinh bang phuong
phép pha loang 2 trén moi truong long
Mueller-Hinton [7]. MIC cua céac ching vi
khuan chuan ciing duoc thuc hién tu dong
trén hé thong va tra két qua cung két qua
khang sinh db.

Panh gia két qua diéu trj v6i thoi
gian diéu trj tir 5-14 ngay bao gém: khoi
bénh (trong vong 7 ngay, hét sét, giam
bach cdu va céc triéu ching cta bénh
nhiém trung), c6 cai thién (trong vong 7
ngdy, c6 thoi gian hét sdt, giam bach ciu
va céc triéu chiing ctia bénh nhiém tring
nhung sau d6 c¢6 biéu hién nhiém tring tré
lai phai diéu chinh liéu phap khang sinh),
khong hiéu qua (bao gdm hai tinh hung
(1) khong giam céc thong sd than nhiét, s6
luong bach cau va triéu chimg 1am sang
trong vong 7 ngay va (2) cac dung khong
mong mudn xdy ra nghiém trong phai
ngung thudc).

Cdc bién sé6 nghién ciru chinh:

Két qua cdy: 1a bién nhi gia voi gia
tr1 ¢6 moc hoac khong moc. Céy dam co6
moc tac nhan vi sinh khi dinh danh duoc
tac nhan gy bénh véi s6 lugng >10° CFU/
ml (d6i voi dam) hodc bat ké (d6i véi mau,
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dich 6 bung, dich mét).

Tac nhan phén lap duoc: 1a bién
dinh danh voi gid tri 1a tén céc tdc nhan vi
sinh phan lap duogc.

Tinh dé khang v6i meropenem:
1a bién dinh danh gdm nhay cam, trung
gian hay dé khang dua trén két qua khang
sinh dd cta vi khuan phan lap dugc véi
meropenem.

- Két qua diéu tri: 1a bién dinh
danh bao gdm khoi bénh, c6 cai thién va
khong hiéu qua (xin xem muc Cac budce
tién hanh).

Phuwong phdp xir 1y s6 liéu:

S6 liéu dugc phan tich boi phan
mém SPSS 26. Céc bién dinh tinh va dinh
danh dugc trinh bay dang tan suét va ty 1.
Céc bién dinh luong trinh bay dang trung
binh + d6 1éch chuan (TB+DLC). Chi binh
phuong (hiéu chinh Fisher néu bang 2 x 2
¢ 6 o gia tri <5) kiém dinh su khac biét
ty 1¢ giita 2 bién dinh tinh. T-test kiém dinh
su khéac bi¢t gia tri trung binh gitta 2 nhém
ctia bién sb dinh lugng.

Y dire:

Bénh nhan dugc giai thich 1o vé
y nghia va muyc dich cua nghién ctru, khi
bénh nhin dong y tham gia nghién ctru s&
ki vao gidy dong thuin tham gia nghién
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ctru. Trong thoi gian thu thap s6 liéu bénh
nhan c6 thé nglmg tham gia bat c lic nao.
Qua trinh diéu tri duoc cac nghién ctru vién
theo d&i chit ché va s& can thiép khi can
thiét nham khong lam anh huéng x4u dén
sitc khoe ctia bénh nhan. Cac ché pham
nghién ciru (Pimenem va Meronem) déu
duoc cho phép luu hanh trén thi truong.
Pay 1a mot phan trong dé tai cap
S¢ duoc phé duyét theo Quyét dinh sb

1480/QDb-UBND ngay 20/9/2019 ctia Chu
tich Uy ban Nhan dén tinh Pht Yén vé viéc
phé duyét dé cuong thuyét minh va du toan
kinh phi thyc hién d¢ tai khoa hoc va cong
nghé cép tinh: “Nghién ciru twong drong
diéu tri giita Pimenem 500mg va Meronem
500mg, Pimenem 1g va Meronem 1g trong
diéu tri bénh ly nhiém trung tai Bénh vién
T héng Nhdt va Bénh vién Pa khoa tinh
Phu Yén™.

3. KET QUA
Bdng 1: Tuéi, gi6i tinh, co cau bénh Iy, mirc dé ndng cia bénh & doi twong
nghién ciru
Ché pham 0,5g Ché pham 1g
. 4R Chung - -
bac diém (n=121) Pimenem | Meronem pl Pimenem | Meronem | p2
(n=22) (n=23) (n=39) (n=37)
Tubi, nam
TB+DBLC 70,56 69,91 + 75,61 + 0,227° | 67,31+ 71,24+ 10,305"
Nho nhat 16,29 16,74 14,43 18,44 14,39
Lén nhét 20 37 34 20 40
95 93 90 93 95
Gidi tinh 0,894+ 0,174*
Nit 53(43,8) | 10(45,5) | 10(43.,5) 14 (35,9) | 19 (51,4)
Nam 68(56,2) | 12(54,5) | 13(56,5) 25 (64,1) | 18 (48,6)
Bénh 1y 0,811° 0,915°
VPMPCD | 41 (33,9) 7 (31,8) 9(39,1) 12 (30,8) | 13 (35,1)
VPBV | 16(13,2) | 1(4,5) 2(8,7) 6 (15,4) | 7(18.9)
NTH 40 (33,1) | 8(36,4) | 8(34,8) 13(33,3) | 11 (29,7)
NKPMOB | 24(19,8) | 6(27,3) | 4(17.4) 8(20,5) | 6(16,2)
D0 ndng
APACHETII| 11,54+ |945+434| 11,17+ |0223°| 11,97+ | 12,54+ |0.713"
SAPS II 6,09 28,95+ 4,98 0,423" 8,20 4,77 0.384"
30,76 £ 4,60 30,13 + 30,67 + 32,32+
7,21 5,14 8,70 7,75

Bién Gidi tinh, Bénh Iy dwoc trinh bay dang n (%), bién Tudi, APACHE II. SAPS II
duoc trinh bay dang TB=DLC. "Kiém dinh T-test; *Kiém dinh chi binh phuwong.
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Tudi trung binh cua 121 d6i tugng
nghién ctru 1a 70,56+16,29, trong d6 nit/
nam 1a 43,8/56,2%. Bénh nhan nho tudi
nhat 13 20 va 16n tubi nhét 12 95. V& co cau
bénh 1y cta toan b d6i tuong, VPMPCPH
c6 41 truong hop (33,9%), VPBV 1a 16
(13,2%), NTH 1440 (33,1%) va NKDMOB
1a 24 (19,8%). Piém APACHE II chung

cua 121 bénh nhan 1 11,54+6,09 va diém
SAPS II chung 14 30,76+7,21. Két qua phan
tich & Bang 1 cho thay khong c6 su khac
biét vé tudi trung binh, gidi tinh, co cu
bénh 1y va d6 ning (theo diém APACHE
II, SAPS II) gitta Pimenem va Meronem &
ca 2 ché pham 0,5g va 1g.

Badng 2: Két qua diéu tri ciia doi twong nghién ciru

Ché pham Két qua diéu tri Chung Pimenem | Meronem p
0,5g (n=45) Khéi bénh 40 (88,9) 19 (86,4) | 21(91,3)
C6 cai thién 4 (8,9) 2(9,1) 2 (8,7) 0,583
Khong hiéu qua 1(2,2) 1(4,5) 0 (0,0)
1g (n=76) Khoi bénh 68 (89,5) 36(92,3) | 32(86,5)
C6 cai thién 33,9 1(2,6) 2(5.4) 0,699
Khong hiéu qua 5(6,6) 2(5,1) 3(8,1)
Téng (n=121) Khéi bénh 108 (89,3) | 55(90,2) | 53(88,3)
C6 cai thién 7 (5,8) 3(4,9) 4 (6,7) 0,918
Khong hi¢u qua 6 (5,0) 34,9 3(5,0)
S6 liéu dwoc trinh bay dang n (%).*Kiém dinh chi binh phuong.

Ty 1€ bénh nhan khoi bénh va cé cai thién trén toan bd dbi tuong nghién ctru la
95,0%, khong hiéu qua 1a 5,0%. Khong cé su khac biét vé két qua diéu tri khi so sanh
giita Pimenem va Meronem & ca 2 dang ché pham 0,5g va 1g véi diém chung 13 ty 1&

khoi bénh/cai thién déu >90% (Bang 2).

Bang 3: Dac diem vi sinh va tinh dé khang voi meropenem cua toan bo doi

twong nghién cuu

Dic didm Chung Pimenem | Meronem .
: (n=121) (n=61) (n=60)

Két qua cdy: 0,317"
Moc 49 (40,5) | 22(36,1) | 27 (45,0)

Khong moc 72(59,5) | 39(63,9) | 33(55,0)

Tén vi khuan: 0,162"
Acinetobacter baumannii 8 (6,6) 4 (6,6) 4 (6,7)
Burkholderia cepacia 2(1,7) 0 (0,0) 2(3,3)
Escherichia coli 17 (14,0) 11 (18,0) 6 (10,0)

Kelbsiella pneumoniae 12 (9,9) 5(8,2) 7 (11,7)
Pseudomonas aeruginosa 10 (8,3) 2(3,3) 8 (13,3)
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Tinh nhay cam voi 0,268"
meropenem (n=49): 37 (75,5) 19 (86,4) 18 (66,7)

Nhay cam 5(10,2) 1 (4,5) 4 (14,8)

Trung gian 7(14,3) 2(9,1) 5(18.5)

Dé khang
MIC trung binh 2,01+4,09 | 1,81+4,61 | 2,18+3,70 | 0,756

Bién Két qua cdy, Tén vi khuan, Tinh nhay cam véi meropenem dwoc trinh bay dang
n (%); Bién MIC trung binh trinh bay dang TB+PLC. *Kiém dinh chi binh phwong,

“Kiém dinh T-test.

Ty 1& cay duong tinh 14 40,5%. Téac
nhan thuong gip nhat 1a Escherichia coli
(14,0%), tiép theo 1a Kelbsiellapneumoniae
(9,9%), Pseudomonas aeruginosa (8,3%)
va Acinetobacter baumannii (6,6%). Pa
phan cac vi khuan phan lap duogc 1a con
nhay cam véi meropenem (75,5%), dé
khang 1a 14,3%. Khong c6 su khac bi¢t

c6 v nghia thong ké vé két qua cay, vi
khuan phan 1ap duoc, tinh nhay cam véi
meropenem va gia tri MIC trung binh khi
so sanh gilta Pimenem va Meronem (Bang
3). Phan tich theo ché phdm ciing cho thay
két qua tuong tu & ca ché pham 0,5g va 1g
(Bang 4).

Bang 4: Bdc diém vi sinh va tinh dé khang véi meropenem phén theo ché pham

0,5gvalg
Ché pham 0,5g Ché pham lg
Dic diém Pimenem | Meronem | pl | Pimenem | Meronem | p2
(n=22) (n=23) (n=39) (n=37)

Két qua cay 0,337° 0,658
Moc 522,7) | 939,01 17 (43,6) | 18 (48,6)

Khong moc 17(77,3) | 14(60,9) 22 (56,4) | 19 (51,4)

Tén vi khuan 0,628 0,388"
A. baumannii 1 (4,5) 1 (4,3) 3(7,7) 3(8,1)
popee | 20B || sen | da

. coll ) D
K. pneumoniae | 2 (9,1) 3 (13,0) 93(273’71) j (}8’2)
P. acruginosa | 0(0,0) | 2(87) (7,7) (10,8)
2(51) | 6(16,2)
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Tinh nhay cam 0,590 0,410™
VO; 6mner°pe“em 5(100) | 9(100) 17 (100) | 18 (100)
N cim 4(80,0) | 5(55.6) 15(88,2) | 13(72,2)
Truce ol 1(20,0) | 3(333) 0(0.0) | 1(56)
g slan 0(0,0) | 1(11,1)
Pé khang ’ ’ 2(11,8) | 4(22,2B)
MIC trung binh 0,8957
0,64+0,76
2,6145,09 1,96+2,93
0,414
2,15+521

Bién Két qua cay, Tén vi khudn, Tinh nhay cam véi meropenem duwgc trinh bay dang
n (%); Bién MIC trung binh trinh bay dang TB+DLC. "Kiém dinh chinh xdac Fisher,
“Kiém dinh chi binh phuong, “Kiém dinh T-test.

Bang 5: Moi lién quan giita két qua khang sinh do va két qud diéu tri

Két qua khingsinh | oo Ket q(‘;g f;u L — o
dd ' Khoi bénh . i
thién hi¢u qua
Pimenem 22 (100) 21 (100) - 1 (100) 0,005
Nhay cam 19 (86,4) 19 (90,5) - 0 (0,0)
Trung gian 1(4,5) 1(4,8) - 0(0,0)
Pé khang 2(9,1) 1 (4,8) - 1 (100)
Meronem 27 (100) 21 (100) 4 (100) 2 (100) 0,032
Nhay cam 18 (66,7) 16 (76,2) | 2(50,0) 0 (0,0)
Trung gian 4 (14,8) 3(14,3) 1 (25,0) 0(0,0)
Pé khang 5(18,5) 2(9,5) 1 (25,0) 2 (100)
Chung 49 (100) 42 (100) 4 (100) 3(100) | <0,001
Nhay cam 37 (75,5) 35(83,3) | 2(10,0) 0 (0,0)
Trung gian 5(10,2) 4(9,5) 1 (25,0) 0(0,0)
Pé khang 7 (14,3) 3(7,2) 1 (25,0) 3 (100)

S6 liéu dwoc trinh bay dang n (%)."Kiém dinh chi binh phirong.

Trén toan bd dan sb nghién ctru, meropenem (Bang 5).

4. BAN LUAN
4.1. Pic diém ddi twong nghién ctru
Tudi trung binh cta cac bénh nhan

& nhom khoi bénh thi ty 18 vi khuan nhay
cam hay trung gian 1én dén 92.8%, ty 1é
dé khang 1a 7,2%. Trong khi d6, & nhém
diéu tri khong higu qua thi 100% cic kha I6n do nghién ciru duoc thuc hién

chung vi khuan cay duoc 1a dé khang voi  chinh tai Bénh vién Thong Nhét, 1a mot
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trung tdm lao khoa ctia mién Nam, noi tiép
nhan diéu tri cha yéu 13 nguoi cao tudi. Vi
vay, tudi trung binh trong nghién ctru nay la
cao hon cac nghién ctru khac trén thé gidi
nhu nghién ctou cua Tansuphasawadikul
(66,4+16,9), Angkasekwinai (64.6£17.8)
hay Karen (58,6+19,7) [8,9,10]. Tudi
trung binh va gidi tinh khong c6 sy khac
biét & nhom Pimenem va Meronem trong
ca 2 ché pham 0,5g va 1g (Bang 1).

Trong cac bénh 1y nhiém trung
nghién ctru, viém phoi chiém ty 1¢ cao nhat
(bao gobm VPMPCPD va VPBV) 1 47,1%,
tiép theo 12 nhiém trung huyét (33,1%) va
cudi cung 1a nhiém khuan duong mat - 6
bung (19,8%). Nghién ctru vé dich t& hoc
cac bénh 1y nhiém khuan trén toan ciu
cling cho thay nhiém tring dudng ho hap
dudi 1a bénh 1y thudng gip nhat va giy ty
1¢ tir vong nhiéu nhét trong cac bénh 1y
nhiém trung, trong khi d6 nhiém khuan
dudng mat - 6 bung chiém ty 1¢ thap nhat
trong ba nhom bénh ly dugc nghién ctru
[1]. Tac gid Tansuphasawadikul cling ghi
nhan nhiém tring dudng ho hap chiém ty 1é
cao nhat (45,9-51,6%), tiép theo 13 nhiém
trung huyét (28,5-30,5%) r6i dén nhiém
khuan duong mat - 6 bung (8,2-7,4%), rat
tuong dong voi nghién ciru nay [10]. Tac
gia Angkasekwinai ciing cho thdy nhiém
trung duong hd hap 1 thuong gip nhat
(43-45%) [8]. Co cau bénh tat 1a khong co
su khac biét gitra nhom dbi tuong sir dung
Pimenem va Meronem, bao gém nhom
chung (p=0,746), nhom sir dung ché pham

0,5g (p=0,811) va nhom sir dung ché pham
lg (p=0,915) (Bang 1).

Nghién ctou nady st dung thang
diém APACHE II va SAPS II dé danh gia
bénh nhan. Pay 1a thang diém duoc sir
dung nhiéu trong danh gia cac bénh nhan
nang, vira dam bdao danh gid dugc anh
huong cua bénh 1y nhiém trung, vira danh
gia cac bénh 1y nén ciing nhu cac tinh trang
khac anh hudng 1én suc khoe bénh nhan.
Do d6, ddy la nhitng thang diém khach
quan dé phan loai bénh nhan. Khong co su
khac biét vé diem APACHE II va SAPS 11
gitra hai nhom Pimenem va Meronem ¢ ca
hai ché pham 0,5g va 1g (Bang 1).

Nhu vay, d6i tuong nghién ciru &
hai nhom c6 su twong dong vé tudi, gioi,
co cdu bénh tat cling nhu muc do ning
cua bénh, gitp cho vi¢c thir nghiém tuong
duong diéu tri khach quan hon

4.2. Twong dwong vé vi sinh va
tinh dé khang véi meropenem ciia hai
nhom

Ty 1& cy bénh pham duong tinh
l1a 40,5% va khong c6 su khac bi¢t co y
nghia vé ty 1& cay duong tinh giita nhom
su dung Pimenem va Meronem (36,1%
so v6i 45,0%, p=0,317). Tac nhan thuong
gip nhat 13 Escherichia coli (14,0%), tiép
theo 1a Kelbsiella pneumoniae (9,9%),
(8,3%) va
Acinetobacter baumannii (6,6%). Khong

Pseudomonas aeruginosa

c6 su khac biét vé cac tac nhan céy
dugc gitta nhom s dung Pimenem va
Meronem (p=0,162). V& tinh nhay cam
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v6i meropenem, cac vi khuan cdy duoc
da phan con nhay cam véi meropenem
(75,5%), ty 1& dé khang chiém 14,3%. Mic
du ty 1& vi khuan dé khang véi meropenem
trong nhom st dung Meronem la cao
hon Pimenem (18,5% so v&i 9,1%), tuy
nhién khong cé sy khac biét vé ty 1é
chung vi khuan nhay cam va dé khang
vl meropenem gitta nhom Pimenem
(86,4% va 9,1%) va Meronem (66,7% va
18,5%) (p=0,268). Gia tri MIC khong c6
su khéc biét gitta nhém st dung Pimenem
va Meronem (1,81+4,61 va 2,18+3,70,
p=0,756) cang ciing cd thém sy tuwong
ddéng vé tinh dé khang cua cac vi khuan
nudi cay duoc giita 2 nhom. Nghién ciru
so sanh meropenem hang thay thé va chinh
hang tai Thai Lan cho két qua Escherichia
coli chiém 18,7%, tiép thep 1a Kelbsiella
(16,8%),
aeruginosa (14,2%) va Acinetobacter
baumannii (13,3%) [8]. Nhu vay, pho vi
khuan tai dia phuong nghién ciru tai Thai

pneumoniae Pseudomonas

Lan 1a twong tu v6i nghién cru ndy. Dong
thoi, ty 1€ nhay cam vdéi meropenem cua
cac chung vi khuan phan 1ap dugc trong
nghién ctru tai Thai Lan 1a 72,7%, rat
tuong dong véi nghién ciru nay (75,5%)
[8]. Nghién ctru trén cting khong ghi nhan
su khac biét trong ty 1¢ nhay cam va dé
khang cua cac ching vi khuan phén lap
duoc gita nhom thudc thir nghiém va
nhom dbi ching [8].

Nghién ciru nay ciing tién hanh
phan tich dugi nhdém so sdnh gitra Pimenem
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va Meronem & hai ché pham 0,5g va lg.
Két qua cho thay khong co su khac biét vé
ty 18 cdy duong tinh, thanh phan cac chiing
vi khuan phan 13p dugc, tinh nhay cam
v6oi meropenem va MIC trung binh gitra
nhom st dung thude thir nghiém va nhom
d6i chimg ¢ ca 2 dang ché pham. Nhu vay,
ngoai cac dac diém vé dan s nghién ctru,
co cAu bénh 1y, d0 nang cua bénh thi nhom
thir nghiém va nhém d6i ching con cé su
tuong déng vé dic diém vi khuan hoc va
su dé khang khang sinh cua cac vi khuan
phan lap duoc. Piéu ndy cang ciing cb
thém tinh twong dwong vé hiéu qua diéu tri
gitra hai nhom.

Két qua diéu tri va mbi lién quan
v6i tinh nhay cam véi meropenem ctia doi
tugng nghién ctu

Ty 1€ bénh nhan khoi bénh va co
cai thién chung cua nghién ctru 1a 95,0%,
trong d6 nhom st dung Pimenem 14 95,1%
va Meronem 1a 95,0%, khong c6 su khac
biét (p=0,918). O dudi nhém st dung ché
pham 0,5g hay 1g, két qua ciing la tuong
tu khi khong c6 su khac biét gitra nhom
thudc thir nghiém va nhom doi chimg véi p
lan luot 12 0,583 va 0,699. Trong d6, nhém
str dung ché pham Meronem 0,5g cho hiéu
qua khoi bénh va cai thién la 100% (Bang
2). Nghién ctru ciia Angkasekwinai cho két
qua ty 18 khoi va co cai thién & nhoém thude
thir nghiém va nhém d6i ching l1an luot 1a
70,4% va 63,0% (p=0,06) [8]. Con nghién
ctru ctia Tansuphasawadikul cho thiy sau
14 ngay, ty 1€ khdi va cai thién cia nhom
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thudc thir nghiém va nhom ddi chimg 1an
luot 1a 76,3% va 70,1% (p=0,089 [10]. S&
di cac nghién ctru trén co ty 1¢ khoi va cai
thién thap hon nghién ciru nay 1a do céac
nghién ctru thu nap cd nhiing bénh nhan
phai diéu tri hoi st tich cuc con nghién
ctru nay thi khong thu nap nhiing bénh
nhan qué nang. Tuy nhién, tyu trung céac
nghién ciru déu cho thay khong ¢ su khac
biét trong ty 1& diéu tri khoi va cai thién
giita nhém thir nghiém va ddi chung.

C6 sy khac biét ¢ y nghia théng ké
vé tinh nhay cam/dé khang véi meropenem
ctia vi khuan cay dugc véi két qua diu tri
¢ ca nhom chung (p<0,001), nhém str dung
Pimenem (p=0,005) va nhém Meronem
(p=0,032) (Bang 5). Cu thé trén toan bo
dan s6 nghién ctru, & nhom khoi bénh thi
ty 1& vi khuan nhay cam hay trung gian 1én
dén 92,8%, ty 1é dé khang 13 7,2%. Trong
khi d6, & nhém diéu tri khong hidu qua thi
100% cac chung vi khuan ciy duoc 1a dé
khang v&i meropenem. Két qua nay rat ra
2 nhan xét: (1) sy nhay cam hay dé khang
v6i meropenem 1a yéu t6 rat quan trong dé
xac dinh hi¢u qua cua meropenem trong
diéu tri bénh 1y nhiém tring; tuy nhién (2)
thir nghi¢m trong phong thi nghiém (in
vitro) khong phéan anh hoan toan hi¢u qua
diéu tri ciia mot loai khang sinh trén thuc
té bénh nhan (in vivo). Cu thé nghién ciru
nay ghi nhan trong nhom khdi bénh thi c6
7,2% vi khuan cay dugc 1a dé khang voi
meropenem. Do d6, viéc danh gié hi¢u qua

diéu tri ctia khang sinh thi nhiing thay d6i
vé 1am sang 14 quan trong nhét.
5. KET LUAN

Hi¢u qua diéu tri 1a tot va tuong
tuong nhau gitra hai nhém Pimenem va
Meronem (loai 0,5g va 1g). Khong co
su khang biét vé ty 1& cdy moc vi khuan,
cic chung vi khuan, tinh dé khang véi
meropenem, gia tri MIC trung binh cling
nhu két qua diéu tri gitta nhom Pimenem
va Meronem & ca 2 ché pham 0,5g va lg.
Pé khang meropenem lién quan véi that
bai diéu tri ¢ ca hai nhém.

Danh muc viét tdt:

APACHE 1I: Acute Physiology
And Chronic Health Evaluation II

CFU: Colony Form Units, don vi
hinh thanh khuan lac

MIC:
Concentration, ndng d6 trc ché tdi thiéu

NKDPMOB: Nhiém khuan duong
mét - 6 bung

NTH: Nhiém tring huyét

SAPS 1II: Simplified Acute
Physiology Score 11

VPBV: Viém phoi bénh vién

VPMPCPD: Viém phoi mac phai &
cong dong
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