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HIEU QUA CUA PHAT PO 4 THUOC CO LEVOFLOXACIN
TRONG DPIEU TRI NHIEM HELICOBACTER PYLORI LAN PAU

Nguyén Au Thanh Thy!, Tran Thi Khinh Tuong?

TOM TAT

Pat van dé: Mot s6 nghién cru trong va ngoai
nudc cho thay phac d6 4 thudc co levofloxacin & bénh
nhan diéu tri nhiém Helicobacter pylori (H. pylori) lan
dau co hiéu qua tiét trir cao, dac biét & nhitng ving c6
ty 1é H. pylori khang levofloxacin cao nhu & nudc tal*l.
Hién nay, chua cé nhiéu nghién clru vé hiéu qua clia
phac do 4 thudc cd levofloxacin trong diéu tri nhiem
H. pylori [an dau. Muc tiéu: Xac dinh ty € tiét trir H.
pylori cia phac d6 4 thudc cd levofloxacin va mot s
yéu to lién quan dén hiéu qua tiét trir H. pylori cla
phac d6. P6i tugng va phuang phap nghién clru:
Nghién cru thuc hién trén 164 bénh nhan nhiém H.
pylori chua tLrng diéu tri trudc day. Cac bénh nhan
dugc diéu tri bang phac d6 4 thubc cd levofloxacin.
Chan doan nhiém bénh bang xét nghlem CLO-test
hodc C'3 urea-breath test. Bon dén mugi hai tuan sau
két thlc diéu tri, tinh trang nhiém H. pylori dugc kiém
tra lai bang xét nghlem CLO-test hoac C'3 urea-breath
test. K&t qua: Ty € tiét trlr H. pylori clia phac do 4
thudc co levofloxaxin theo thiét ké nghién ciru (PP) va
theo y dinh diéu tri (ITT) lan luct la 89,4% va 87,2%.
Hiéu qua tiét trir cua phac d6 c6 mai lién quan vdi tién
st hat thudc 1a va su tuan tha diéu tri ciia bénh nhan.
Két luan: Hiéu qua tiét trir H. pylori cua phac do 4
thudc co levofloxacin cao.
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Td khoa: Phac do 4 thudc cd levofloxacin, nhiém
Helicobacter pylori, tiét trir, hiéu qua

SUMMARY
THE EFFICACY OF LEVOFLOXACIN
CONTAINING QUADRUPLE THERAPY FOR
THE FIRST-LINE TREATMENT OF

HELICOBACTER PYLORI

Background: Some domestic and foreign studies
have shown high efficacy of levofloxacin containing
quadruple therapy for the first-line treatment of H.
pylori, especially in regions of high levofloxacin
resisteance as in our country®. Currently, there are
not many studies about efficacy of levofloxacin
containing quadruple therapy for the first-line
treatment of H. pylori infection. Objective: To
determine H. pylori eradication rate of levofloxacin
containing quadruple therapy and some factors related
to the effectiveness of H. pylori eradication of this
regimen. Method: The study was carried out on 164
patients infected with H. pylori has never been treated
before. All patients received a levofloxacin containing
quadruple therapy. Diagnosis of H. pylori infection by
CLO-test or C'3 urea-breath test. Four to twelve weeks
after completion of therapy, H. pylori status was
rechecked by CLO-test or C!3 urea-breath test.
Results: Eradication rates of levofloxacin containing
quadruple therapy on per-protocol (PP) and intention
to treat (ITT) is 89,4% and 87,2%. The eradication
effect of the regimen is related to the cigarettes
smoking and the patient’s compliance. Conclusion:
The efficacy of levofloxacin containing quadruple
therapy for the first-line treatment of H. pylori is high.

Keywords: Helicobacter pylori, levofloxacin
containing quadruple therapy, eradication, efficacy
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I. DAT VAN DE

Theo dong thuan clia Maastricht VI (2022)
va Hiép hoi tiéu hoa Hoa Ky 2017, dbi vdi nhitng
vlng ¢ ty 1é khang clarithromycin cao hon 15%
nhu & nudc ta, phac d6 4 thudc co bismuth (gom
Uc ché bam proton, bismuth, metronidazole va
tetracycline) dugc khuyén cdo la phac do lua
chon dau tién cho bénh nhan diéu tri nhiem H.
pylori [an daul® 8., Néu bénh nhan diéu tri that
bai vGi phac d6 4 thudc co bismuth, phac doé 3
hodc 4 thubc cé fluoroquinolone hodc phac dé
kép lieu cao (gom Uc ché bom proton va
amoxicilline) dugc khuyén cdo. Tuy nhién, phac
d6 4 thudc cé bismuth cd nhiéu tdc dung phu
(80,5%) nhu mét moi, budn noén, vi kim loai! va
phai uéng 4 lan/ngay nén c6 thé anh hudng dén
su tuan tha diéu tri va phac d6 3 thu6c co
levofloxacin lai co hiéu qua tiét trir khong caol”]

Gan day, mot s6 nghién ctu trong va ngoéi
nudc cho thay phac d6 4 thudc ¢ levofloxacin &
bénh nhan diéu tri nhiém H. pylori [an dau c6
hiéu qua tiét trir cao (=90%), dac biét & nhiing
vung co ty |é H. pylori khang levofloxacin cao
nhu & nudc tal*l. Hién nay chua c6 nhiéu nghién
clru danh gia hiéu qua cua phac d6 4 thudc co
levofloxacin trong diéu tri nhiém H.pylori [an dau
8 nudc ta. Vi vay, chdng toi ti€n hanh nghién
clru dé tai nay nhdm muc tiéu sau.

1. Xac dinh t/ Ié tiét tru H. Pylori cua phac
dé 4 thudc co levofloxacin trong diéu tri bénh
nhan nhiem H. pylori 18n dau.

2. Xdc dinh mot s6 yéu to lién quan dén
hiéu qua tiét trur H. Pylori cua phac dé 4 thudc co
levofloxacin.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

POi tugng nghién ciru: Tat ca cac bénh
nhan dén kham tai phong kham Dai Phudc dugc
chan doan nhiém H. pylori cé chi dinh diéu tri
trong thdi gian tir thang 3 nam 2022 dén thang
10 nam 2022.

Tiéu chuén chon bénh

- BN > 18 tudi dong y tham gla nghlen ctru
dugc chan doan nhiém H. pylori va cd chi dinh
diéu tri .

+ Chan doan nhiém H. pylori khi test urease
nhanh (CLOtest) duang tinh hodc test hagi tha C3
(CBurea-breath test) dudng tinh.

+ C6 chi dinh diéu tri nhiém H. Pylori

o CO6 viém loét DDTT qua ndi soi

o Khé tiéu chirc ndng theo tiéu chudn ROME
IV- 2016.

(Cé6 mot trong cac triéu chiing sau: cam
giac no sau an, no sé6m gay kho chiu 3
ngay/tuan; dau thugng vi, nong rat thugng vi 1

ngay/tuanliol)

- Chua tu‘ng diéu tri nhiém H. Pylori tru6c day.

Tiéu chuan loai tro

- BN co tién st di ing véi mot trong cac
thudc cta phac do diéu tri

- Ung thu da day (chén doan qua ndi soi co
hay khéng cd giai phau bénh).

- BN dang xuat huyét tiéu hda, thing da day.

- Phu nif ¢ thai hodc dang cho con bu.

Thiét ké nghlen citu: Theo doi doc. C&
mau tinh theo cong thirc.

Z® 4P(1-P)
n=—>a_
d-

Theo cac nghién ctu trong va ngoai nudc thi
hiéu qua tiét tror cla phac do6 4 thudc co
Levofloxacin trong diéu tri nhiém H. pylori [an
dau la 89,9%!*. Ta chon ty |é cao nhat dé tinh
c@ mau P=0,899. Vay ta cé

1,962.0,899(1 — 0,899) 1395
n = 0,95: — '

V4y ta chon ¢ mau t6i thiéu la 140.

Cach tién hanh. Tat cd cac bénh nhan
dugc diéu tri bdng phac d6 sau trong 14 ngay
goém: PPI liéu chudn x 2 lan/ngay, levofloxacin
500mg/ngay, amoxicillin 1000mg x 2 lan/ngay,
bismuth subcitrate 120mg 2 vién x 2 [an/ngay.

Theo ddi va kiém tra H. pylori sau diéu tri:
Céc BN dugc tai khdm sau 2 tuan dé& danh gia tac
dung phy va sy tuan thu thubc. Kiém tra tinh
trang nhiem H. pylori sau khi két thic diéu tri tur
4-12 tuan bang test urease nhanh (CLO test) hay
test hai thd C3 (C'3 urea-breath test). Bénh nhan
khong udng khang sinh nao khac hay bismuth it
nhat 4 tuan, thudc U'c ché bom proton it nhat 2
tuan va thubc khang thy thé€ H2 it nhat 1 tuan
trudc khi kiém tra lai tinh trang nhiém H. ponr|

DBanh gid su tuan tha thudc: < 50% sb thudc
dugc udng khong tuan thu dugc loai khdi nghién
clru, 50-<80% tuan thu kém, >80% tuan thu tot
BN tuan tht > 80% mdéi dugc xép vao nhém
phan tich theo thiét ké nghién cru (PP).

Phudng phap nghién ciru. Cac s6 liéu thu
thap sé dugc ma hda nhap, xr ly va phan tich
bang chuang trinh SPSS 26.0. Dé tai dugc soan
thao bang phan mém Microsoft Office 2018. St
dung phép dém tan suat, tinh trung binh, so
sanh > 2 ty 1&é % b3ng phép kiém Chi binh
phuong OR, CI 95% hodc Fisher test, phép kiém
binomial, binary logistic. Su’ khac biét khong co y
nghia théng ké, p <0,05.

Il. KET QUA NGHIEN cUU
Chung toi chon dudc 164 trudng hgp thoa
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tiéu chudn dé€ dua vao nghién clru. Vé dac diém
chung cta d6i tugng nghién clitu dugc trinh bay
6 bang 1.

Bang 1. Pic diém chung cua din sé

nghién ciru

T4t ca bénh nhan dugc xét nghiém dé xac nhén
tiét trir H. pylori dugc dua vao phan tich theo y
dinh diéu tri (ITT) va theo thi€t k€ nghién clu
(PP). C6 4 bénh nhan khong tai kham theo thiét
k€& nghién clru nén dudc loai trir khdi phan tich

N % PP. Nhu vay c6 160 bénh nhan dudc phén tich
Nam 78 47,6% theo PP.
Tudi 43,5 (TB) | 13,6 (PLC) Bang 2. Hiéu qua tiét trir H. pylori
Hut thudc 45 27,4% N n/N %
St dung NSAIDs 28 17,1% Theo ITT 160 143/160 (87,2)
Ty lé tiét trir H. pylori theo ITT va PP. Theo PP 164 143/164 (89,4)

Bang 3. Cac yéu to lién quan két qua tiét trir H. pylori cua phac do 4 thuéc co

levofiloxacin theo ITT va PP

Nh3n xét: Tuan tha diéu tri tét-mdc cao la
yéu t6 nguy cd doc 1ap, lién quan thuan vai két
qua tiét trr H. pylori cia phac d6 4 thudc co
levofloxacin, theo phan tich ITT, c6 OR=6,4
(95%CI 1,9-21,2), p=0,002 trong phan tich da
bién. Tuan thu diéu tri tot-mic cao la yéu t6
nguy cd doc lap, lién quan thuan vai két qua tiét
trir H. pylori ctia phac do6 4 thudc co levofloxacin,
theo phan tich PP, c6 OR=5,9 (95%CI1,6-21,8),
p=0,002 trong phan tich da bién. Khong hut
thuéc 1a la yéu t6 nguy cc doc lap, lién quan
thuan vdi két qua tiét trir H. pylori ciia phac do,
theo phan tich PP, c6 OR=11,4 (95%CI 1,0-
125,6), p=0,046 trong phan tich da bién.

IV. BAN LUAN

Ty lé tiét trir H. pylori. Cac nghién cliu
phan tich tdng hgp gan day cho thay ty Ié tiét
trir H. pylori ciia phac do 3 thudc cd levofloxacin
thdp han 80% & nhiéu qudc gia, vi vay nghién
cru nay két luan phac do 3 thudc co levofloxacin
khéng dugc khuyén cdo & ndi cd ty 1€ H. pylori
dé khang levofloxacin cao hon 5-10%!(%1. Bismuth
da c6 mot qua trinh 1au dai trong diéu tri H.

168

e a T PP
Pac diem benh nhan (n=164) G gsopcry [ P OR (95%CT) P
—— NT 1 . 1 N
Gigi tinh Nam 0,9 (0,2-3,8) 0,878 0,3 (0,13,2) 0,299
. <60 tubi 1 N .
Nhom tuoi >60 tudi 0,7 (0,145 | %% 06,700,155 0,736
, ~ s Cé 1 * 1 %
Hut thuoc la Khéng 3,408-14,0) | 790" 17 (10125,6 | %0
Tién su’ dung Khong 1 % 1 N
NSAIDs o 0,8 (0,23,8) | 2769 0,8 (0,1-4,2) 0,757
A o aea .| TOt muc thap 1 % 1 *
Tuan thu dieu t 5 icca0 | 6,4 (L,925,2) | %% [ 59(1,6219) 0,007
. Khong 1 * 1 *
Tac dung phu 6 18(0,65,2) | %281 3,1(1,0:9,9) 0,057
- Tavanic 1 % 1 %
Phacdo  evofloxacin khac | 0,9 (0,32,4) | /% 1L,1(033,7) 0,834
*Binary logistic

Pylori, do c6 tac dung hiép dong véi khang sinh
va lam gidm tai lugng vi khuin nén ting ty &
tiét trir. Quan trong han, khéng cé su dé khang
H. pylori v&i bismuth, lam bismuth trg thanh mét
tdc nhan khang khudn uu tién dé tiét trir H.
pylori®l, Bismuth tac dong lén H. pylori thong
qua da cd ché[9]: diét khuadn nhd tao phlc hop
trén thanh t€ bao va tuong bao; lam giam kha
ndng sdng sbt cua vi khudn bang cach (c ché
cac enzyme nhu urease, catalase, lipase,
phospholipase ciing nhu’ &fc ché su’ tdng hop ATP
va kha nang bam dinh cta H. pylori, lam giam tai
lugng vi khudn & da day!®. Ngoai ra, bismuth
con cd tac dung bao vé niém mac da day bang
cach gén vao day 6 loét, sau do kich thich tao
nhay va bicarbonate tai cho. Do dd, phac do 3
thudc co levofloxacin két hgp thém bismuth
(phac d6 4 thudc co levofloxacin) s€ lam tang
hiéu qua tiét trir H.pylori.

Nghién clru cla ching t6i ghi nhan trong
tdng s6 164 bénh nhan tham gia nghién clu, ty
Ié tiét tr& H. pylori thanh cong theo y dinh diéu
tri (ITT) la 87,2% va theo dé cuong (PP) la
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89,4%. Hiéu qua cua phac d6 nghién clu cao
hon phac do 3 thubc cd levofloxacin trong cac
nghién clu nudc ngoai cling nhu trong nudc.

Trong nghién cdu clia tac gid Tran Thi
Khanh Tudng (2020) dung phac d6 4 thudc céd
Levofloxacin (EBLA, liéu trinh 14 ngay) diéu tri
cho 98 bénh nhan chua tung diéu tri nhiém H.
pylori trudc day, dat dugc ty 1€ tiét trir 92,7%
(theo phén tich PP) va 89,9% (theo phan tich
ITT). Trong nghién clru khac cta tac gia Tran
Thi Khanh Tudng (2018) dung phac do 4 thudc
c6 Levofloxacin (EBLA, liéu trinh 14 ngay) diéu
tri cho 113 bénh nhan nhiém H. pylori da that
bai lan dau vai phac d6 3 thuSc chudn, dat dudc
ty 1€ tiét trir 96,8% (theo phéan tich PP) va
94,7% (theo phén tich ITT)l. Qua day cb thé
thay ty |é tiét trir thanh cong cta 2 nghién clru
nay déu cao hon nghién clu cua chdng toi
nhung cao han khdng nhiéu, diéu nay cé thé ly
gidi la do ty Ié tuan tha dung thuGc mirc cao cua
tdc gid Tran Thi Khanh Tudng trong 2 nghién
clru nam 2020 va 2018 lan lugt la 89,9% va
92%!03! cao han so vGi nghién clfu ctia ching toi
la 86,6%; ciing c6 thé giai thich 1a do nghién
ctu tac gid Tran Thi Khanh Tudng st dung
thuBc chat lugng hon cu thé Ia loai khang sinh
levofloxacin. Ngoai ra, diéu nay cling cd thé ly
giai la do ty I& bénh nhan cé hut thudc 1a tham
gia nghién clru cla chung to6i (27,4%) déu cao
hon 2 nghién clu cla tac gid nay lan lugt
16,8%"0! va 16,9%! bdi vi hit thudc 14 cling la
mot yéu td cd thé anh hudng dén hiéu qua tiét
trir ctia phac do.

Cac yéu to lién quan két qua tiét trir H.
pylori. Trong phan tich da bién cac yéu téi lién
quan dén két qua tiét trir H. pylori, nghién clru
cla chang toi ghi nhan cé yéu t6 tuan thu diéu
tri 1a yéu t6 nguy cd doc I1ap va lién quan thuan
vGi két qua tiét trir thanh céng clia phac do 4
thu6c co levofloxacin (theo ITT va PP). Khong
hat thude 1a cling la yéu t6 nguy co doc lap va
tugng quan thuan vai két qua tiét trir thanh cong
cla phac do (theo PP). Két qua cua chdng toi
tugng dong vdi mot s6 nghién clru.

Trong nghién clfu cla tac gia Bang Ngoc
Quy Hué (2016)[! ghi nhan c6é mai lién quan r6
rét gilfa tuan tha dung thudc tét-mic cao vai két
qua diéu tri tiét trir trong phan tich don bién va
la yéu t6 doc 1ap, lién quan thuan vdi két qua tiét
trir trong phan tich da bién. Tuy nhién, trong
nghién clfu clia tac gia nay khong ghi nhan mai
lién quan gilta hat thudc 1a va két qua tiét tru,
diéu nay khac vdi nghién clru clia ching toi.

Qua day, co thé thdy su tudn thu diéu tri co
moi lién quan ro rét véi két qua tiét trir thanh
cbng clia phac do diéu tri. Do dd, viéc tu van
bénh nhan vé bénh, cach sir dung thudc, tac
dung phu cta thudc trong phac do6 la rat quan
trong d€ bénh nhan hgp tac tuan tha tt, dic
biét khi dat dugc tuan thu tét-mdc cao, clung véi
viéc khuyén cdo bénh nhan bd hut thudc hodc it
nhat ngung hut trong liéu trinh diéu, gép phan
lam cho két qua diéu tri tt hon.

V. KET LUAN

Hiéu qua tiét trr H. pylori cla phac do 4
thudc cd levofloxacin cao, tac dung phu khéng
nhiéu va ty I€ tuan tha ctia bénh nhan cao.
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KHAO SAT TAC DUNG CHONG UNG THU BIEU MO TE BAO GAN
CUA CAO DUQ’C LIEU NUC NAC OROXYLUM INDICUM

Nguyén Ngoc Thu Phuong', Nguyén Hoai Nam',
Nguyén Thi Phuwong?, Hira Ngoc Minh Tuyén!

TOM TAT.

Ung thu gan la mot trong nhiing bénh ly ac tinh
dang co xu hudng ngay cang tré hoa vdi sO ca mac
cling nhu t&r vong cao va la mét ganh nana bénh tat
hana dau tai Viét Nam. Nghién cltu nhdm khao sét tac
dong khang té bao ung thu biéu mo té bao gan (HCC)
clia cao vo than nuc nac ¢ cac mdc thdi aian va nona
do khac nhau. T€ bao HepG2 ducc duy tri 6n dinh
trong moi truGng DMEM chilra 5% FBS va 1% khang
sinh. Ty 1€ sbna cla t&€ bao sau khi ti€p xdc vdi cac
néng dé nuc nac dudc do IuGng théng qua thlr
nghiém MTT va hinh thai t€ bao ducdc quan sat bang
phudna phap nhudém xanh methvlene. Ké aqua cho
thay ty Ié song cla té€ bao HepG2 giam dan theo ndng
do, thaoi aian ti€p xic va dung moi pha cao ndc nac.
Gia tri IC50 sau 24, 48 va 72 giG lan luct 181,8
ua/mL, 166,6 ua/mL va 159,8 pg/mL trong diéu kién
dung moéi nudc va 179,9 wa/mL, 159,2 ua/mL va
144,7 wa/mL trong diéu kién dung moi chra 50%
DMSO. Nghién clru cho thay tiém nana khang HCC cua
dudc liéu ndc nac va gdp phan nang cao vai tro cla
dugc liéu trong diéu tri ung thu tai Viét Nam.

Tu khoa: HCC, ung thu biéu md té€ bao gan,
HepG2, nlic nac

SUMMARY
INVESTIGATION OF ANTICANCER EFFECT
OF OROXYLUM INDICUM ON

HEPATOCELLULAR CARCINOMA

Liver cancer is one of the most malignant
diseases that is progressively impacting young people,
with a high incidence and fatality rate, and it is the
major cause of disease burden in Vietnam. The study
aims to investigate the anticancer effects of Oroxylum
indicum stem bark extract on hepatocellular carcinoma
(HCC) at various time points and concentrations.
HepG2 cells were maintained in a stable condition in
DMEM medium supplemented with 5% FBS and 1%
antibiotics. The cell viability following exposure to
various concentrations of Oroxylum indicum was
determined using MTT assay, and the cell morphology
was evaluated using the methylene blue staining
method. The results showed that the cell viability of
HepG2 decreased gradually with increasing
concentration, exposure period, and the kind of
solvent employed to dissolve Oroxylum indicum. The
IC50 values after 24, 48, and 72 hours were 181,8
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pg/mL, 166,6 pg/mL and 159,8 pg/mL in water
solvent conditions, and 179,9 pg/mL, 159,2 pyg/mL va
144,7 pg/mL in the solvent containing 50% DMSO,
respectively. The study has demonstrated the
potential anticancer effects of Oroxylum indicum in
HCC treatment, emphasizing the importance of herbal
medicine in cancer treatment in Vietnam.

Keywords: HCC, hepatocellular
HepG2, Oroxylum indicum

I. DAT VAN DE

Theo T chirc quéc t& vé ung thu (Global
Cancer Observatory — GLOBOCAN) nam 2020,
ung thu gan 13 loai ung thu phé bién ding thir
sau trong tat ca cac loai ung thu. Cé nhiéu loai
ung thu gan nguyén phat, tuy nhién ung thu
biéu mo t& bao gan (HCC) chiém 80% s& ca va
phé bién nhat trong ung thu gan. O Viét Nam,
nadm 2020, ty Ié mac mdi ung thu gan chiém
14,5% téng s6 ung thu va chiém 21% téng s& tor
vong do ung thu (2). Ngay nay, cac liéu phap
diéu tri ung thu huéng vé tu nhién ngay cang
dugc quan tam vi cac phuong phap hda tri va xa
tri truyén thong thudng dua dén nhiéu tac dung
phu, thdm chi doc tinh cho bénh nhan.

Nic nac cd tén khoa hoc la Oroxylum
indicum (L.), Vent. Pay la mot loai thdo dugc
thuéc ho Chum &t Bignoniaceae, da dugc sur
dung rong rdi trong nhiéu thé€ ky & nhiéu nudc
chau A. TU lau, ndc nac dugc biét dén vdi tac
dung tri ho 1au ngay, viém phé quan, di ('ng man
ng(a,... NUc nac cd chira thanh phan hoéa hoc la
flavonoid, trong do baicalein, chrysin va oroxylin
A la cac flavonoid chinh (1). Cac hgp chat nay
thé hién mdt s& hoat tinh sinh hoc quan trong
nhu: khang khudn, chdng oxy hod, khang viém
va khang ung thu (5). Hién nay trén th€ gidi
cling da cé nhiéu nghién clru vé hoat tinh (c ché
t€ bao ung thu in vitro cla dudc liéu ndc nac.
Tuy nhién chua c6 bdo cdo V€ tac dung trén ung
thu cdia ndc nac tai Viét Nam.

Nghién c(u nay thuc hién nham khao sat
kha nang gay doc té€ bao HepG2 cua cao dugc
liéu nic nac tai Viét Nam, tUr do cung cap thém
chirng c(r khoa hoc vé tiém nang chGng ung thu
ctia dugc liéu nay.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. D6i tugng nghién ciru ]
Té bao ung thu: T€ bao ung thu biéu mo6

carcinoma,



