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NGHIEN cU'U KET QUA PIEU TRI TIET TRU HELICOBACTER PYLORI
BANG PHAC DO BON THUOC CO BISMUTH CAI TIEN RBMA
14 NGAY O BI_ENH NHAN VIEM DA DAY MAN
Tréin Vin Huy

B& mén Néi, Trwdng Pai hoc Y Duge, Bai hoc Hué

Tém tat

Mé& dau: Hiéu qud cla viéc thay thé tetracycline bang amoxicillin trong phac d6 bén thudc cé bismuth
(BQT), nhdm cai thién ty & tuan thd va c3 ty |& tiét trir & cac vung dia du ty |& dé khang tetracycline cé xu
hudng tang, chia dwoc nghién clru & nwdce ta. Nghién ciru ndy nham muc tiéu buwde dau danh gia hiéu qua,
ty 18 tudn thu va tdc dung ngoai y cla phac d6 4 thudc cé bismuth cai tién (RBMA) so véi phac d6 RBMT
¢S dién. D6i twgng va phuong phap nghién cliru: Nghién cru tién clru, chon ngiu nhién. 120 bénh nhan
viém da day man H. pylori (+), chia ngau nhién thanh 2 nhém: nhém RBMA diéu tri vdi rabeprazole,bismuth
subsalicylic, metronidazole, amoxicillin trong 14 ngay, nhém RBMT diéu tri v&i rabeprazole, bismuth
subsalicylic, metronidazole, tetracycline. Banh gia k&t qua diéu tri bang test thd C** 4-6 tuan sau khi chdm
dirt didu tri. K&t qua: Ty | tiét trir H. pylori cia nhdm RBMA khdng khac biét cé y nghia théng ké so véi nhém
RBMT: 91,2%; KTC 95%, 78,2% — 96,7%) so v&i 90%; KTC 95% Cl, 81,6% — 96,3%) theo phan tich PP (p = 0,42)
va 86,7% (95%Cl, 75,84% — 93,09%) so véi 75% (95%Cl, 62,1% — 85,3%) theo phan tich ITT (p = 0,06). Ty l&
tac dung ngoai y trong nhdm RBMT cao hon cd y nghia so v&i nhém RBMA (48,3% vs. 26,7%; p = 0,071). Ty
|& tudn tha trong nhém RBMA ciling cao hon so v&i nhém RBMT. Két ludn: Phac d6 4 thudc cé bismuth cai
ti€n c6 mot ty |é tiét trir kha cao, ty 18 tdc dung phu thap hon va ty |& tudn thu cao hon so véi nhém RBMT.

Tir khéa: Helicobacter pylori, phdc dé 4 thubc cé bismuth cdi tién, phdc d6 4 thuéc ¢ bismuth (BQT).

Abstract

EFFICACY OF MODIFIED BISMUTH QUADRUPLE THERAPY
(RBMA) AS FIRST-LINE THERAPY FOR ERADICATION
OF HELICOBACTER PYLORI IN PATIENTS
WITH CHRONIC GASTRITIS
Tran Van Huy

Department of Internal Medicine, Hue University of Medicine and Pharmacy, Hue University

Background and aims: Efficacy with substitution of tetracycline with amoxicillin, an antibiotics having a
very low resistance rate and a high tolerability, in bismuth quadruple therapy (BQT) have not been studied
in Vietnam. Our study aimed to evaluate the efficacy and tolerability of modified BQT vs. standard BQT for
first-line Helicobacter pylori eradication. Patients and methods: This is a randomized, prospective study. 120
patients with H.pylori positive-chronic gastritis were randomly divided into two groups. The RBMA group
containing rabeprazole 20 mg, bismuth subsalicylic 524mg, metronidazole 500mg, amoxicillin 1000mg, all
2 times a day, for 14 days. The RBMT group received rabeprazole, bismuth subsalicylic, metronidazole and
tetracycline. Evaluation for compliance and drug-related side effects were evaluated at the end of two weeks.
4-6 weeks after the end of treatment, the H.pylori eradication rate was determined by the c13urease breath
test. Results: Eradication rate was not statistically significative different between the RBMA and the RBMT:
91.2%; 95% confidence interval, 78.2% - 96.7%) vs. 90%; 95% Cl, 81.6% - 96.3%) by per-protocol analysis (p
= 0.42) and 86.7% (95%Cl, 75.84% - 93.09%) vs. 75% (95%Cl, 62.1% - 85.3%) by intention-to-treat analysis
(ITT, p = 0.06). Adverse effects were significant higher in the RBMT group than in the RBMA group (48.3% vs.
26.7%; p = 0.071) and rate of good compliance was significantly higher in RBMA group than in RBMT group
(p < 0.05). Conclusion: The modified BQT including rabeprazole, bismuth, metronidazole and amoxicillin
achieved a fairly high rate of H.pylori infection eradication with a higher compliance and lower rate of adverse
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effects compared to the BQT in patients with chronic gastritis. Further studies need to conduct to confirm this

new regimens as a first-line therapy in our country.

Key words: Modified bismuth quadruple therapy, BQT, Helicobacter pylori eradication

1. DAT VAN DE

Helicobacter pylori la nguyén nhan quan trong
nhat gy ra ung thu da day & cadc bénh nhan viém da
day man. Diéu trj tiét trir H. pylori la bién phap chd
déng nhat gilp dy phong ung thu da day, tuy nhién
hiéu qua ngay cang thdp do tinh trang H. pylori dé
khang khang sinh ting & trén thé gidi, trong nuwéc
va & mién Trung Viét Nam [6,8,9,10,11]. Phac d6 4
thuéc c6 bismuth dugc chirtng minh 13 mét trong
cac phac d6 khong nhidu con cé hiéu qua tiét trir
H pylori kha cao & nuéc ta [1,2,3]. Tuy nhién mét
vai nghién cltu so bd bat dau bdo céo tinh trang
dé khang Tetracycline c6 xu huéng ting cao [4,6],
ngoai ra tac dung phu khi ph8i hgp Tetracycline va
Metronidazole cling la mét han ch& cla phac do.
Mot s6 nghién clru gan day trén thé gidi cho thay
khi thay thé tetracycline bang amoxicilin, mét thuéc
rat it bi H. pylori khédng thuéc [7,8], cho thdy cé thé
tang ty 1& didu tri va ting ty 18 dung nap. O Viét Nam
chwa c6 nghién clru nao vé phac d6 nay. Nghién cdu
nay nhdm budc dau danh gid ty 18 tiét trir H. pylori
bang phac d6 4 thudc cé bismuth cai tién: RBMA 14
ngay va céc tac dung phu, ty 1& tudn thua va céc tac
dung ngoaiy trén nhédm bénh nhan viém da day man
& Bénh vién Truong Dai hoc Y Dugc Hué.

2. 0l TUQNG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. P8i twgng nghién ciru: Bénh nhan dén
kham va diéu tri & Bénh vién Trudng Pai hoc Y Dugc
Hué tir 12/2016 - 12/2018.

Tiéu chudn chon bénh:

e VViém da day man trén lam sang, ndi soi da day
va mo bénh hoc

o Test nhanh véi Urease H. pylori (RUT) duong tinh

o Tlr 18 tudi tré 1én

e DoNng y tham gia nghién clru

Tiéu chuén loai trir:

e D3 that bai trong diéu tri H. pylori

e Tién st di &ng khéng sinh nhém beta lactamin
va Imidazole

e Phu nit c6 thai, cho con bu

2.2. Phwong phap nghién ctru:

Thiét k& nghién ctru: nghién clru mé, tién clru,
chon ngau nhién, mét trung tam

Y dire: dwoc théng qua bai Hoi déng Y D,
Trudng Dai hoc Y Duoc Hué.

Phuong phdp thu thap di liéu:

Lam sang:

Bénh sir: dau thugng vi, 3n mau no, budn nén, nén.

Tién sir: thudc 13, bia rwou, khdng viém...

Noi soi da day t4 trang: may ndi soi mém Fujinon,
dudng miéng va dudng miii, gy té tai chd.

Mb bénh hoc: tham nhiém chu y&u lympho & mé
dém, khéng cé té€ bao ung thu.

Tiéu chudn chadn doan nhiém H. pylori: test
nhanh véi urease trén mau sinh thiét hang vi, kit
clia Viét A (thanh phd H6 Chi Minh), doc két qua sau
30- 60 phut. K&t qua duong tinh khi gel bién mau tir
mau vang sang mau dé canh sen.

Phdc db diéu tri nhém RBMA:

e Rabeprazole 20 mg, ngay 2 vién, trwdc an 30
phut

e Subsalicylic bismuth: vién 524 mg, ngay 4 vién
chia 2, trudc an 30 phut

e Amoxicilline 500 ng, ngay 4 vién chia 2, sau an
60 phut.

e Metronidazole 250 mg, ngay 4 vién chia 2, sau
an 60 phut.

Thai gian diéu tri: 14 ngay

Phdc d6 4 thuéc cd bismuth c6 dién nhém RBMT

e Rabeprazole 20 mg, ngay 2 vién, trwdc an 30
phut

e Subsalicylic bismuth: vién 524 mg, ngay 4 vién
chia 2, trudc an 30 phut

e Tetracycline 500 ng, ngay 4 vién chia 2, sau an
60 phut.

e Metronidazole 250 mg, ngay 4 vién chia 2, sau
an 60 phut.

Thoi gian didu tri: 14 ngay

DPanh gia tadc dung phu: budn ndn, ndn, tiéu chay,
chdn &n, thay d6i vj giac...

Danh gid ty 1& dung nap: dung nap t&t khi bénh
nhan dung tir 80% liéu thuéc tré Ién.

Dénh gid ty lé tiét trir H. pylori: bing test thé C

Xét nghiém hoi thd 3C gébm vién thuéc C13-
urea (Otsuka Pharmaceutical, Japan) va may do *C
bang quang phé ké hdng ngoai (Otsuka Electronics,
Japan). Tri s6 ngudng (cut-off) dé danh gid thlr
nghiém duong tinh la 2.5/1000. Thuc hién test thd
@ Trung tdm Noi soi tiéu hod, Bénh vién Truwong Dai
hoc Y Duoc Hué.

2.3 Xtr ly sé liéu:

Danh gia ty 1é tiét trir.

Phuong phép théng ké y hoc, ty |é tiét trir duoc
tinh theo 2 phan tich ITT va PP, khac biét dugc xem
la c6 y nghta théng ké khi p < 0,05.
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3. KET QUA NGHIEN cCU

3.1. Pac diém chung cia 2 nhém nghién ctru

Bang 3.1. Dac diém chung 2 nhém nghién ciru

Théng sé Nhém RBMA Nhém RBMT
S8 bénh nhan ban d4u (phan tich ITT) 60 60
Tubi trung binh 45,5+ 12 48,6 +16
Nam/ntr 1,2 1,4
Nghién thudc 14 24,5+12,6 30,2+13,4
Nghién rwou 12,4+5,6 8,5+4,8
Mét theo d&i 1 2
Dung nap diéu tri tét (dung >= 80% liéu) 58/60 52/60
(98,3%) (86,7%)
Dung nap khdng tét 2 8
S8 bénh nhan trong phan tich PP 57 50

Nhan xét: Phan bd vé tudi, gidi, tinh trang nghién thudc 13, bia rugu la khéng khac biét cd y nghia théng
& gilta 2 nhdm. Ty 1 tudn tha diéu tri trong nhdm RBMA cao hon cé y nghia so véi nhém RBMT (p=0,007).

=~

3.2. Ty I& tiét trir H. pylori giita 2 nhém

Bang 3.2. Ty |é tiét trir H. pylori trong 2 nhdm

Phan tich Nhém RBMA Nhém RBMT p
ITT 52/60 (86,7%) 45/60 (75%) 0,067
95% ITT 75,84-93,04 62,1-85,3
PP 52/57 (91,2%) 45/50 (90%) 0,42
95% PP 81,06-96,73 78,2-96,7

Nhén xét: Ty |é tiét trir H. pylori cia nhdm RBMA cé xu huwdng cao hon nhém RBMT nhung khéc biét chua

¢6 cé y nghta théng ké (p > 0,05).

3.3. Tac dung ngoai y clia phac d6 diéu tri
Bang 3.3. Ty I& mét s& tac dung ngoai y cla 2 nhém nghién ctru

Tac dung RBMA RBMT p
ngoaiy n Tylé% n Tylé %

Budn nén 6 10,0 9 15,0 0,2
Non 2 3,3 4 6,7 0,21
Tiéu chay 2 3,3 1 3,3 >0,05
Nuét dau 0 0 0 0

Chéng mat 2 3,3 6 10,0 0,07
Nhdre dau 3 5,0 4 6,7 >0,05
Mat ngu 1 1,7 5 8,3 0,048
T6ng cong 16 26,7 29 48,3 0,007

Nh@n xét: Cac tac dung phu nhu mat ngli va téng s6 tac dung phu nhiéu hon c6 YNTK trong nhém RMBT

so v&i nhom RBMA (p<0,05).

4. BAN LUAN

Viéc diéu trj tiét trir H. pylori hién nay & nudc
ta gdp rat nhiéu thach thirc, vé ty 1& dung nap, tac
dung phu, chat lvgng thudc.. nhwng quan trong
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clarithromycin, levofloxacin va metronidazole. Cac
ddéng thuan cda Masstricht 2016, Toronto 2016 va
ca ACG 2017 déu théng nhat vé vai trd cla phac do
4 thuéc cb bismuth trong tiét trir H. pylori & viing dé
khéang clatrithromycin ndi riéng va da dé khang noi
chung [12,13,14,15,16].

Mudi Bismuth cé tac dung diét khudn H.pylori
bang nhiéu cach: hinh thanh phic hop trong thanh
vi khudn va khoang ngoai bao twong (periplasmic
space) va bang cach bam dinh vi khuan vao niém
mac da day. Bismuth cling giip lién seo bang
cach gia tang yéu t8 bao vé niém mac da day nhu
prostaglandin, yéu t& tdng trwdng biéu bi, va ting
tiét bicarbonate. Hau hét nghién ciru déu ghi nhan
bismuth 1a mot trong s6 rat it khang khuan it bj dé
khéng nhat. Ngoai ra, Bismuth cd tac dung hiép déng
cong hay tham chi hiép déng tang cwdng véi mot s
khéng sinh, tdc dung nay khdng hé bj anh hudng bdi
tinh trang dé khang khang sinh.

M6t phan tich téng hop ndm 2019, thu thap tur
25 nghién cttu ngdu nhién doi chirng (RCT) véi 3990
bénh nhan nhiém H. pylori, diéu tri bing phac d6 cé
bismuth, cho thay ty | tiét trir trung binh 13 85,8%
theo phan tich PP [17].

Nhiéu nghién clru trén thé gidiva trong nuwéc déu
cho thay hiéu qua tiét trir qud phac do 4 thudc co
Bismuth con kha cao, khéng chi & nhdm bénh nhan
chwa diéu tri ma con & nhém bénh nhan da that bai
diéu trj [1,2,3,17]. Tuy nhién, phac d6 nay dang boc
16 mdt s& han ché: tadc dung phu, nguy co gidm hiéu
qua khi tinh trang d@ khang tetracycline gia tang, su
khong san cé clia cac ché pham bismuth...

Mot s& nghién ctru so bo bat dau cho thay ty |é
deé khang tetracycline bat dau gia ting [4,6], ca biét
khé cao. Trong khi hau hét cac nghién clru & trong
nwdc va mién trung déu ghi nhan ty 1& H.pylori dé
khéng amoxicillin 1a rat thap, dudi 1% [8]. Do dé
viéc nghién ctru mét phac d6 4 thubc cé bismuth
cai tién, trong d6 thay mot khang sinh c6 nguy co
dé khang tang |&n va ty & tdc dung phu nhiéu la
tetracycline hon bing mot khang sinh cé ty & dé
khang tai ché con thap va trién vong tac dung phu
thap hon 1a amoxicillin 1a mot tiép can cé gid tri
logic va thuc tién.

Trong nghién ctru cha ching téi, hiéu qua tiét triy
cla phac d6 4 thudc cé bismuth cai tién RBMA 14
ngay la 86,7%, cé xu hudng cao hon so vdi phac do
c6 dién 1a 80%, tuy nhién khac biét chua cé y nghia

théng ké (p>0,05).

Nam 2015, Zhang va cong sy nghién clu so
sanh phac d6 4 thudc cé bismuth cai tién, thay
tetracycline bang amoxicillin, trén 97 bénh nhan. Két
qua cho thay ty |é tiét trir H. pylori 96,8% theo phan
tich PP va 86,8% theo phan tich ITT. K&t qua cao hon
so v&i nghién ctru cla ching t6i, c6 thé do lién quan
dén dich t& hoc khang thuéc cla tirng nwdc khac
nhau [19].

Nam 2017, Hassan Salmanroghani va cong sy &
Iran, mét qudc gia cé ty 18 H. pylori khang tetracyclin
kha cao, cling nghién ctru hiéu qua cha phac do 4
thudc cé bismuth cai tién (OBMA) so véi phac d6 4
thudc cé bismuth c6 dién (OBMT). Cac tac gid nhan
thay ty 1& tiét trir & nhém OBMA 3 92,9% (ITT) ,
cao hon so véi phac d6 OBMT la 76,5% (p=0,001)
[18]. Nhu vay céc két qua ban dau cho thay phac d6
4 thudc cé bismuth cai tién cé ty 18 tiét trir twong
duong hodc thdm chi cao hon so véi phac do 4
thuéc cé bismuth cé dién.

Vé tac dung phu, ching tdi nhan thay cac tac
dung phu nhuv buén nén, nén, chéng mat trong 2
nhém la tuvong duwong nhau, riéng mat ngd va téng
s6 tac dung ngoai y trong nhém RBMA la thdp hon
c6 y nghia théng ké so v&i nhém RBMT. Nghién ctru
cla Hassan Salmanroghani va cdng s cling cho thay
phac d6 OBMA c6 ty |é tdc dung phu thap hon cé
YNTK so véi phac d6 OBMT, (65,2% vs. 43,4%; p =
0,001) [18].

Nhu vdy, trong mot vung dia du co ty 1é khang
clarithromycin va levofloxacin cao, trong mot giai
doan ma dé khang tetracycline c¢é xu hudng tang
dan 1&n, mot phac d6 4 thubc cé bismuth cai tién
td ra la mot ti€p can mdi, hira hen hiéu qua va ty |1&
tuan thd cao.

5. KET LUAN

Phac d6 bdn thudc cé bismuth cai tién, trong d6,
amoxicillin thay cho tetracyclin, buwdc dau td ra la
mot phdc d6 cd ty | tiét trir khd cao, twong duong
phac d6 4 thudc c6 dién, & cac bénh nhan viém da
day man cé H. pylori va chuwa diéu tri 1an nao.

Phac d6 bon thubc cé bismuth cai tién cé ty 1é
tuan thd cao va it tadc dung ngoai y hon phéac d6 4
thuéc c6 dién.

Can c6 thém nhiéu nghién clru & nwdc ta & cac
vung dich té& khac nhau va trén cac d&i twong da that
bai diéu tri Helicobacter pylori.
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