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PANH GIA HIEU QUA IN VITRO CUA CAC PHOI HQP KHANG SINH
TREN PHE CAU GAY VIEM PHOI CONG PONG O’ TRE EM
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TOM TAT

Dat van dé: Khang sinh va cac phac dd phoi hop
la cac liéu phap chinh trong diéu tri viém ph0| cobng
dong (VPCD) Trudc nhitng thach thic gia tdng nhanh
chong cac chung vi khuén phe cau (PC) da de khang
tai Viét Nam, can thiét phai danh gla lai hiéu qua cua
cac phdi hdp khang sinh nhdm hd trg kiém soat dé
khang khang sinh va lua chon liéu phap diéu tri phu
hdp. Muc tiéu nghién ciru: Khao sat su’ hiép dong
tac dung ctiia mot s6 phdi hgp khang sinh dang dugc
st dung trong diéu tri VPCD & tré em trén cac ching
phé cau da khang. Phuong phap nghién clru:
Nghién clru thuc nghiém danh gia hiéu qua hiép luc
tac dong clla mot sO cap phdi hgp khang sinh trén phé
cau da khang bang phuaong phap E-Test. Két qua: Sy
hién dién cla azithromycin, gentamicin lam giam MIC
cla cac khang sinh sir dung trong phdi hgp vdi
cefotaxim, ceftriaxon trén ching PC. Cac khang sinh
trong cac cap phdi hgp (gentamycin + cefotaxim) va
(gentamicin + ceftriaxon) lam tang tac dung ho trg lan
nhau tren chung PCa, tuy nhién chua cé tac dung hiép
luc rd rang. Cac cdp ph0| hgp macrolid va beta-lactam
chua thé hién dugc tac dung hiép déng diét khuén /n
vitro. K&t luan: Trong trudng hop VPCD do phé& ciu
da khang thuBc, cac phéi hap gilta nhdm macrolid va
beta-lactam khong dem lai hleu qua hiép luc tac dong
in vitro so véi khang sinh r|eng Ié. Cac bac si lam sang
co the can nhac lua chon cac cap khang sinh phu hgp
dé nang cao hiéu qua diéu tri.

T khoa' Phdi hop khang sinh,
viém phdi cdng ddng, phé cau khuén

in vitro, E-test,
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SUMMARY
IN-VITRO EFFICACY EVALUATION OF
ANTIMICROBIAL COMBINATION ON
PNEUMOCOCCAL-INFECTED- COMMUNITY-

ACQUIRED PNEUMONIA IN CHILDREN

Introduction: Antibiotics and combination
regimens are of importance in the treatment of
Community-Acquired Pneumonia (CAP). In the face of
the rapid emergence of multidrug-resistant
pneumococcal strains, it is necessary to re-evaluate
the efficacy of combination therapies to support
controlling antimicrobial resistance and selecting
appropriate regimens for the treatment of CAP.
Objectives: To investigate the synergistic effect of
some commonly used combination therapy for the
treatment of CAP on multidrug-resistant pneumococcal
isolates. Methods: The experimental study was
conducted to evaluate the synergistic effects of
several dual antimicrobial therapies on multidrug-
resistant pneumococcal isolates using E-test methods.
Results: The presence of azithromycin, gentamicin
reduced the MIC of antibiotics used in combination
with cefotaxime, ceftriaxone on the pneumococcal
strains. Gentamicin-plus-cefotaxime and gentamicin-
plus-ceftriaxone combinations showed the additive
antimicrobial effects on the pneumococcal strain Pca;
however, there were no clear synergistic activities.
Macrolide and beta-lactam combinations have not
shown /n vitro synergistic bactericidal effects.
Conclusions: In the case of CAP induced by
multidrug-resistant Streptococcus  pneumoniae,
combining macrolides and B-lactams does not produce
in vitro synergistic effects. The clinicians should carefully
consider the selection of appropriate antibiotic
combinations to enhance the treatment efficacy.

Keywords: Combination therapy, /n vitro, E-test,
Community-Acquired Pneumonia, Streptococcus
pneumoniae
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I. DAT VAN DE

Viém phdi mac phai ¢ cong dong (VPCD) la
mot trong nhitng nhiém khudn nghiém trong,
gay ra hang triéu cdi chét & tré em trén thé gldl
moOi nam. Tai Viét Nam, B§ Y t€ udc tinh hang
ndm nhiém khudn ndy nguyén nhan cla khoang
4000 trudng hop tir vong & tré em dudi 5 tudi
[1]. Tac nhan vi khuén phd bién nhat gay VPCH
la Streptococcus pneumon/ae (Phé cau). Theo
hudng dan diéu tri clla BO Y t& Viét Nam,
amoxicilin dan tri la luva chon uu tién hang dau
dé€ diéu tri cac trudng hop VPCD & tré em [1].
Tuy nhién, mot s trudng hdp VPCDB dudgc
khuyén cdo sir dung cac phdi hgp khang sinh.
Hiéu qua cua viéc st dung liéu phap phéi hgp
khang sinh la mot van dé can dugc thao luan va
nghién cttu d€ cé thé két ludn chinh xac mac du
mot sO bao cao cho thdy Igi ich cla viéc phoi
hgp khang sinh trong diéu tri VPCD trén lam
sang [2]. Tuy nhién, hién nay, cac ching phé
cau dé khang vdi cac khang sinh B-lactam va da
dé khang dang g|a tang nhanh chéng tai Viét
Nam [3]. Diéu nay cé thé dan dén nhiéu hon
nhirng that bai lam sang va dat ra nhitng thach
thirc trong viéc lua chon khang sinh diéu tri. Vi
vay, dé tai nay dugc thuc hién nhdm khao sat
hiéu qua hiép dong clia mét s6 cap phdi hgp
khang sinh dang dugc st dung trén lam sang, tir
dd cung cap nhitng dit liéu can thiét lam cg sé
cho viéc Iya chon liéu phap khang sinh hgp ly
trong diéu tri VPCD.

Il. BOI TUQONG VA PHU'ONG PHAP NGHIEN CU'U

Nghién cru thuc nghiém xac dinh su’ hiép luc
tac dong (theo phuong phap E-test) ctia cac phoi
hgp khang sinh dudc s dung trong lam sang
trén 2 ching ph& cdu khudn da_khang thudc
(PCa va PCb) dudc phan Iap tir mau bénh nhan
trén bénh nhan nhi dugc chdn doan viém phdi
cbng dong tai Bénh vién Nhi tinh Quang Nam
nam 2018 (phé duyét tai Quyét dinh s6
2078/QD-UBND ngay 06/07/2018). Cac cap phoi

azithromycin + ceftriazon, azithromycin +
cefotaxim, erythromycin + cefotaxim, gentamicin
+ ceftriaxon, gentamicin +  cefotaxim,
vancomycin + ceftriaxon. Cac thanh E-Test
(BioMérieux, Hoa Ky) ch(fa cac khang sinh trén;
moi trudng Blood Agar, Mueller-Hinton Agar
(MHA) véi 5% mau cliu, ching kifm soat S.
pneumoniae ATCC 49619 va céc trang thiét bi
nudi cdy vi khuan dugc chuén bi. Quy trinh thuc
hién theo huéng dan CLSI M07-A9 (CI|n|caI and
Laboratory Standards Institute) [4] va cla nha
san xudt [5]. Pha huyén dich vi khudn dat d6
duc chuan 0,5 McFarland va trai déu l1én méat dia
thach mau ctru MHA, sau d6 cac thanh E-test
chira 2 khang sinh khac nhau cua cap phoi hgp
sé dugc ddt vudng goc vdi nhau Ién bé mdt
thach. Diém cdt chinh 13 gid tri MIC clia moi
khang sinh trong thir nghiém don tri. Sau khi 0
16-24 giG trong diéu kién nhiét do 35°C va moi
trudng 5% CO, cac dia thach dugc lay ra va
quan sat két qua. Nong do (c ché riéng phan
(SFIC) sé dudgc tinh dua trén cong thurc:
SFIC = FICa + FICs
Trong do:
MIC cua khing sinh A (hodc B) trong thir nghiém phai hop

MIC cua khing sinh A (hodc B) trong thir nghiém don le

Bién giadi két qua: Néu FIC < 0,5: 2 khang
sinh ¢ tac dung hiép luc; 0,5 < FIC < 1: 2
khang sinh cé tac dung bd trg; 1< FIC < 4: 2
khang sinh khi phoi hgp khong tao ra dugc su
khac biét trén in vitro; FIC > 4: 2 khang sinh co
tac dung ddi khang

Il. KET QUA NGHIEN cU'uU

Két qua bang 1 cho thay 2 chidng PCa va PCb
da dé khang véi cac khang sinh macrolid vdi tri
s6 MIC cao (256 pg/mL). Da6i véi cac khang sinh
nhém B-lactam, phé cau PCa va PCb da khong
nhay cam vdi penicillin G va ceftriaxon. Mac du 2
chiing nay van con nhay cam vdéi cefotaxim, tuy
nhién, gia tri MIC cao haon dang k€& so vdi ching
kiém sodt (1 pg/mL vs 0,064 pg/mL).

FICa (hosc B)=

hgp khang sinh dugc nghién cldu gom:
Bang 1: Gia tri MIC cua mét s6 khang sinh don su’ dung trong thu nghiém danh gia
hiép luc
MIC cua cac KS don tri (ug/mL)
. . Penic-| Erythro- | Azithro- | Vanco- | Genta- |Cefotax{ Ceftri-
Khang sinh illin mycin mycin mycin micin im axon
Chung PCa 3 256 256 0.19 16 1 1.5
Chung PCb 3 256 256 0.25 8 1 1.5
Chung S. pneumoniae
ATCC 49619 0,38 0,125 1,5 0,19 12 0,064 0,25

Diém gdy MIC duya trén tiéu chuan bién giai CLSI (M100-S25, 2015) [6]
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Thdr nghiém danh gid tac dung hiép luc cia mét s6 cdp khang sinh dugc sir dung phé bién trén

lam sang

Cac gia tri FIC cua cac khang sinh dan va gia tri ZFIC cla tung phdi hgp trén cac ching PCa va

PCb dugc tinh todn va tong hop tai bang 2.

Bang 2. Gia tri FIC cua moi khang sinh trong phoi hop va tri s6 ZFIC

Chung phé cau |

FICA

FIC B

2FIC

Bién giai

Azithromycin (A) + Ceftriaxone (B)

PCa 1,00 1,00 2,00 Khong khac biét

PCb 1,00 1,00 2,00 Khong khac biét
Azithromycin (A) + Cefotaxime (B)

PCa 1,00 0,75 1,75 Khong khac biét

PCb 1,00 1,00 2,00 Khong khac biét
Erythromycin (A) + Cefotaxime (B)

PCa 1,00 1,00 2,00 Khong khac biét

PCb 1,00 1,00 2,00 Khong khac biét
Gentamicin (A) + Ceftriaxone (B)

PCa 0,50 0,50 1,00 Tac dung ho trg

PCb 1,00 0,50 1,50 Khong khac biét
Gentamicin (A) + Cefotaxime (B)

PCa 0,25 0,38 0,63 Tac dung ho trg

PCb 1,00 0,50 1,50 Khong khac biét
Vancomycin (A) + Ceftriaxone (B)

PCa 0,66 1,00 1,66 Khong khac biét

PCb 0,76 0,67 1,43 Khong khac biét

Két qua bang 2 cho thay viéc két hgp thém
azithromycin lam gidm nhe gid tri MIC cua
cefotaxim trong thir nghiém trén chiing PCa. Tuy
nhién, gia tri ZFIC I6n hon 0,5 (khéng co su
tuong tac gilta hai khang sinh). Nhin chung, cac
cap phdi hdp clia cac khang sinh macrolid va B-
lactam chua thé hién hiép ddng tac dung trén
cac chung phé cau thr nghiém. DG6i véi su' phoi
hgp clia gentamicin va cac cephalosporin thé hé
III, két qua nghién ctu cho thay cac phdi hgp
nay da lam gidam tri s6 MIC cua cac khang sinh
riéng €. Trén ching PCa, thir nghiém cho thay
cd tac dung ho trg lan nhau gitta cac cdp phoi
hgp gentamicin + ceftotaxim va gentamicin +
ceftriaxon. Nghién clfu cho thay su phdi hgp cua
vancomyin va ceftriaxon da lam gidm gia tri MIC
clia cac khang sinh riéng lé, tuy nhién phdi hop
nay chua thé hién rd tac déng hiép luc.

Hinh 1: Thu tac dung hiép luc in-vitro cua cdc
DPhéi hap khang sinh (trén chung PCa cac phoi
hap trén cho thdy cd su bé tro tac dung) (GM:
Gentamicin; TX: Ceftriaxone; CT: Cefotaxime)

IV. BAN LUAN

Su phoi hop cua cac khang sinh nhom
macrolid va pB-lactam: Sy c6 mat cua
azithromycin da lam gidm gia tri MIC cla
cefotaxim trén chung PCa. Tuy nhién, nhin
chung viéc phéi hgp azithromycin hay
erythromycin véi cac khang sinh B-lactam khong
tao ra dugc tdc dung hiép dong diét khuan.
Nghién ctu in vitro cla Lin va cong su (2003) sUr
dung 2 phuong phap checkerboard va time-kill
trén 11 chung phé cau cho thady nhitng dir li€u
tuong tu [7]. K&t qua cho thdy cac khang sinh
macrolid va beta-lactam thé hién hoat ddng (ic
ché vi khudn mét cach riéng lé va khdng thé hién
su hiép dong tac dung gilra chdng.

Mac du su hiép dong tac dung khong dugc
thay trén /n vitro, mot s6 nghién clru hoi cfu cho
thay Igi ich 1am sang khi st dung phdi hgp khang
sinh nay so vdi liéu phap don tri [2]. Su khac
biét gilta két qua quan sat dugc trén /n vitro va
in vivo c6 thé do mdt s6 yéu t6 nhu tinh toan
ven cla té bao vat chd va dap ing mien dich, vi
tri va do nang cua nhiém trung, doc luc va so
lugng cla vi khudn hién dién, loai va liéu lugng
khang sinh dugc sif dung [8]. Ngoai ra, Igi ich
Idm sang cla phdi hdp nay cb thé khéng dén tir
su’ hiép doéng diét khuan, ma 1a nhd vao déc tinh
khang viém cua cac macrolid thong qua viéc diéu
chinh hoat dong giai phdng interleukin-8 & cac té
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bao biéu mdé dudng hé hip. Ngoai ra, cac
macrolid cling cé kha nang Uc ché cac noi doc td
dudc san sinh trong qua trinh phé cau bi phan
hay do tac dung diét khuédn cua khang sinh B-
lactam hodc vancomycin [2]. Cac phGi hgp nay
cd thé cd Igi trén cac ching khong dién hinh tai
vi tri nhiém tring nhdm cung cdp mdt phd khang
khuén t6t hon so vdi viéc chi st dung khang sinh
B-lactam trong li€u phap daon tri [2]. Do dé, cac
nha diéu tri cd thé xem xét viéc sir dung liéu
phép phéi hdp trong cac trudng hop viém phdi
nang, viém phdi c6 bién ching, hodc khéng dap
Ung vdi liéu phap ban dau. Viéc xay dung cac
mé hinh pht hgp dé€ ching minh Igi ich tiém
nang cla cap phoi hdp nay trén in vivo la diéu
can thiét.

Su phdi hgp ciia gentamicin va mot s6
cephalosporin thé hé III. Gentamicin va cac
B-lactam 13 c3p phdi hgp khang sinh dién hinh
dugc s dung phd bién trén 1dm sang. Tuy
nhién, hiéu qua lam sang clia ph6i hgp nay dén
nay la mot van dé can thao luan, nghién clu
thém. Két qua nghién clu /in vitro trong dé tai
nay cho thdy viéc phdi hdp gentamicin cung
ceftriaxon hodc cefotaxim da lam gidam gia tri
MIC cta cac khang sinh trong phdi hgp. Tuy
nhién, cac gia tri XFIC déu I8n han 0,5. Do dé,
phdi hop nay khdng thé hién dugc tac dung hiép
dong diét khudn trén cac chung phé cau thu
nghiém. Nghién c(ru dugc thuc hién gan day bai
Ruppen va cong su’ (2017) cho thdy mot két qua
tuagng tu trén /n vitro [9]. Ngoai ra, nghién clru
tdng quan c6 hé thdng cla Paul va cdng su
(2014) thong ké 69 thr nghiém lam sang trén
7863 bénh nhén ciling da cho thay rang viéc két
hgp 1 khang sinh aminoglycosid nhu gentamicin
vGi khang sinh B-lactam khdng thé hién su’ khac
biét trong diéu tri so vdi liéu phap don tri beta-
lactam. Su’ c6 mat ctia aminoglycosid cé thé lam
tang thém nhitng tac dung phu khéng mong
muon trén tai va than [10].

Vi vay, trong trudng hgp VPCD ma nguyén
nhan gdy bénh da dugc xac dinh la phé cau
khuan, dé tai khdng khuyén cdo si dung phdi
hgp nay dé€ diéu tri vi khdng thé hién dugc hiép
dong tac dung va Igi ich lam sang rG rét trong
khi cd nguy cd lam tang tac dung phu. Tuy
nhién, trong mdt s6 trudng hop, cu thé nhu viém
phdi ndng, c6 bién chiing, hodc khdng dap (ng
vGi liéu phap diéu tri ban dau, hoac chua xac
dinh dugc nguyén nhan gay bénh va nghi ngG cé
su' tham gia ctia vi khudn gram am, phdi hdp nay
6 thé dugdc cac nha 1dm sang can nhéc st dung.

Su phéi hop clha vancomycin va
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ceftriaxone. Thir nghiém /n vitro trong nghién
cru nay cho thady mac du su két hgp vancomycin
va ceftriaxone da lam gidm MIC cac khang sinh
thanh phan, tuy nhién, khong cé hiép dong tac
dung giifa hai khang sinh nay (cac tri s6 XFIC
déu I6n han 0,5). Nghién cltu cla Ribes va cong
su' (2005) trén cac ching phé cau da dé khang
bdo cdo su phGi hgp clia vancomycin va
ceftriaxon khong tao ra dugc hiép dong tac dung.

Hién nay, trén thé€ gigi chua xudt hién cac
chung phé cau dé khang vdi vancomycin. Do do,
viéc sif dung phGi hgp vancomycin véi cac
cephalosporin phé réng dé diéu tri VPCD gay nén
bdi cac chung S. pneumoniae da dé khang_la
khong can thiét. Tuy nhién, trong nhirng nhiém
khudn nghiém trong do phé& ciu tai vi tri ma
vancomycin kho ti€p can nhu viém ndo gay ra
bgi cac ching phé cdu da dé khang hoac deé
khang cao vd@i PB-lactam, viéc ph6i hgp
vancomycin va ceftriaxon c6 thé cho phép cac
bac si giam liéu cla cac khang sinh thanh phan
va ¢ dugc hiéu qua diéu tri tét han.

V. KET LUAN

Th{r nghiém cho thdy mot s6 phéi hdp khang
sinh cé thé lam gidm gid tri MIC cla ting khang
sinh riéng |é trén cac chung S. pneumoniae da
dé khang. Tuy nhién, cac phé6i hgp khang sinh
trong nghién clu chua thé hién tac dung hiép
doéng diét khuan in vitro. Do dd, bac si ldm sang
¢ thé can nhic gilta hiéu qua 1dm sang va tac
dung khéng mong muén cuta cac khang sinh dé
Iua chon phoi hdp khang sinh phu hgp, ndng cao
hiéu qua diéu tri VPCD cho tré em.
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HIEU QUA VA PO AN TOAN CUA XA TRI LAP THE PINH VI THAN
TRONG PIEU TRI UNG THU BIEU MO TE BAO GAN
CO HUYET KHOI TINH MACH CU’A
Dinh Thi Nga, Thai Dodn Ky, Nguyén Anh Tuén,
Nguyén Dinh Chau, Bui Quang Biéu, Mai Thanh Binh,
Pinh Trwong Giang, Nguyén Vin Thai, Nguyén Tieén Thinh(*)

TOM TAT

Muc tiéu: Danh gia két qua budc dau va doc tinh
clia ki thudt xa tri Iap thé& dinh vi than trong d|eu tri
ung thu' biéu moé t& bao gan giai doan tién trién co
huyét khoi tinh mach clra (HKTMC) Doi tugng va
phuong phap ngh|en clru: Nghién cru tién Cu’u
theo doi doc trén 31 bénh nhan ung thu biéu md te
bao gan co huyét khoi than hodc nhanh chinh tinh
mach clra, dugc diéu tri bang ky thuat xa tri 1ap thé
d|nh Vi than theo d&i tir 07/2018 dén 06/2021 tai
Bénh vién Trung Uong Quan ddi 108. Péanh gid ty 1&
dap Ung huyét khdi, thGi gian s6ng thém toan bova
cac tac dung phu. Két qua: Ty Ié dap Ung huyét khoi
sau 3 thang, 6 thang lan lugt la 67,7%; 37,9%. Trung
vi thai gian song thém toan bo la 13 thang. Ty |é song
thém toan bd sau 6 thang, 1 nam [an lugt Ia 93,5 /0,
54,8%. Cac doc tinh chu y&u do 1-2 bao gdm giam
tleu cau, tang enzyme gan, dau ha sudn phai.Khong
co tr vong lién quan dén diéu tri. K&t luén: Xa tri lap
thé dinh vi than 1a phudng phap an toan va cé hiéu
quéa trong diéu tri ung thu biéu md t&€ bao gan cb
HKTMC. . .

Tur khoa: Xa tri 1ap thé dinh vi than, ung thu biéu
mo t€ bao gan, huyét khdi tinh mach clra

SUMMARY
EFFICACY AND SAFETY OF STEREOTACTIC
BODY RADIOTHERAPYFOR TREATMENT OF
ADVANCED HEPATOCELLULAR CARCINOMA
WITH PORTAL VEIN THROMBOSIS
Objective: To evaluate the initial results and
toxicity of stereotactic body radiotherapy (SBRT)for
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treatment ofHepatocellular Carcinoma (HCC) with
Portal Vein Thrombosis (PVT). Methods: A
prospective study on 31 HCC patients with main
branch or trunk portal vein thrombosis were treated
by SBRT; follow-up between July, 2018 to June,
2021at Military Central Hospital 108. Ojective
Response Rate (ORR), Overall Survival (0S)
andtoxicitywere evaluated andanalyzed. Results: The
objective response rate after 3 months and 6 months
were 67.7% and37.9%, respectively.The median
Overall Survival was 13 months. The overall survival
rate after 6 months, 1- year was 93.5% and 54.8%.
Most of  toxicities were grade 1or2 including
thrombocytopenia, liver enzyme elevation, abdominal
pain. There was no case of treatment-related death.
Conclusion: SBRT is a safe and effective treatment
option for advancedHCC with PVT

Keywords: Stereotactic body radiotherapy,
Hepatocellular Carcinoma, Portal vein thrombosis.
I. DAT VAN DE

Ung thu biéu md té bao gan (UTBMTBG) la
mot trong nhitng loai ung thu' phd bién nhat &
Viét Nam cling nhu nhiéu nudc khac trén thé
giGi[1]. Day la loai ung thu cd tién lugng xau,
d3c biét & cac trudng hdp & giai doan tién trién
cd huyét khéi tinh mach cira (HKTMC). Céac
phuang phap diéu tri truyén thong va thudc
nh3m tring dich dudc coi la diéu tri chudn cho
giai doan nay cho hiéu qua séng con rat han
ché. Xa tri 1ap thé dinh vi than (Stereotatic Body
Radiation Theraphy - SBRT) la mét phugng
phéapdiéu tri cé nhiéu uu diém nhu d6 chinh xac
cao, cho phép tap trung liéu diéu tri tai u, giam
tac dung phu trén cd quan lanh, ganday dadugc
ap dung tai nhiéu nudc trong diéu tri ung thu
bi€u mé t€ bao gan[2]. Tai Viét Nam, phucng
phap nay con kha méi mé va mdi chidugc ap
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