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TOM TAT

Dét van dé: V6i tinh trang dé khang khang sinh cao va phirc tap ctia Helicobacter
pylori (H. pylori) tai Viét Nam hién nay, phac dé 4 thubc c6 bismuth dwoc wu tién lra
chon diéu trj tiét tree H. pylori. Mac du hiéu qua didu tri tét, phéc db nay str dung kha
phtrc tap va nhiéu tac dung phu, do dé bé sung bismuth vao phéc dé 3 thubc chuan
duoc dé xuét va chirng minh trong céc nghién ctru I4m sang trén thé gi6i c6 hiéu qua
tvong duong véi wu diém la bénh nhan dé dung nap vi cé it tac dung phu va st dung
don gidn hon. Nghién ctru ndy nham dénh gié hiéu qua tiét triv H. pylori va téc dung
phu cta phéc dé 3 thudc bé sung bismuth (RAM-B) 14 ngay & bénh nhén cé bénh ly
da day, ta trang nhiém H. Pylori tai khu vuc mién Trung - Viét Nam khi hiéu qua cua
phéc db 3 thubc chuén rét thap.

Phwong phdp: Nghién ctru tién ciru, theo déi danh gia Iam sang, hiéu qua tiét tror
H. pylori va téc dung phu trén 46 bénh nhan nhiém H.pyloriduoc diéu tri lan dau theo
phéac db 3 thubc rabeprazole, amoxicillin, metronidazole bé sung bismuth subcitrate
(RAM-B) trong 14 ngay.

Két qua: Hiéu qua tiét trir H. pylori cia phac d6 RAM-B la 87,0% déi véi cac bénh
nhén tai kham theo hen sau khi hoan thanh ligu trinh diéu trj (theo dé cuwong nghién
ctru). Téc dung phu xdy ra & 34,8% bénh nhan & mirc do nhe, gébm: mét méi, chéng
maét va thay déi vi giac. Sw cai thién trén Iam sang va ndi soi thé hién ré theo phéan loai
Lanza & 66,7% bénh nhén sau khi két thic diéu tri.

Két Iuan: Phéc dbé 3 thuéc rabeprazole, amoxicillin, metronidazole bé sung bismuth
14 ngay cé ty Ié tiét trir khé tét, tac dung phu it gép va nhe, cé thé la lira chon thay thé
trong diéu tri bénh nhén nhiém Helicobacterpylori.

Ttr khéa: Helicobacter pylori, phac dé 3 thuéc bé sung bismuth, RAM-B

ABSTRACT
EFFICACY OF BISMUTH ADDED TO 14 - DAY STANDARD TRIPLE THERAPY
FOR ERADICATION HELICOBACTER PYLORI INFECTIONRO

Le Viet Kham', Phan Trung Nam?

Background: Addressing the increasing antibiotic resistance, including
clarithromycin, levofloxacin resistance, which affects Helicobacter pylori eradication
therapy, is a challenge for clinicians in Vietnam nowadays. The objective of this
study was to determine the efficacy of bismuth added to triple therapy (RAM-B) as a
first - line treatment regimen for Helicobacter pylori infection and its side effects in a
Central region, Vietnam.
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Methods: A prospective study was undertaken from May 2018 to September
2019. A total of 46 patients with Helicobacter pylori infection were enrolled and
received Helicobacter pylori eradication therapy with bismuth added to triple therapy
(rabeprazole, amoxicillin, metronidazole) for 14 days (RAM-B).

Results: A total of 46 patients completed triple therapy with bismuth added for
Helicobacter pylori eradication. The eradication rates in the intention to treat were
87.0%. Rates of adverse events were 34.8% and allmost was mild.

Conclusion: Bismuth added to standard therapy could be acceptable as a first-
line treatment regimen for Helicobacter pylori eradication in patients. In particular,
in areas with high resistant or multiple antibiotic resistant Helicobacter pylori, it is
advisable to consider bismuth add - on therapy as the first - line treatment regimen.

Key words: Helicobacter pylori eradication, triple therapy plus bismuth, bismuth

supplements.

I. PAT VAN PE

Viét Nam nam trong khu vuc dich té nhiém
Helicobacter pylori (H. pylori) voi ty ung thu da day
kha cao [1]. Tiét trir H. pylori khong chi gitp diéu
tri cac bénh ly lién quan ma con gitip ngén ngua tai
phat loét da day - t4 trang, u lympho da day nguyén
phat (MALToma) va ngan chin tién trinh viém teo
da day, di san, loan san dan dén hau qua cudi cung
la ung thu da day [2 - 4].

Vén dé diéu tri hién nay gap nhiéu khoé khan, dic
biét phac dd 3 thude khong con hiéu qua do tinh hinh
dé khang khang sinh ctia H. pylori cao va phtrc tap.
Phac do dong thoi 4 thude khong co bismuth dugc
cho 1a ¢6 thé vuot qua dé khang clarithromycin, tuy
nhién hiéu qua giam rd rét khi co dé khang kép cling
v&i metronidazole [2, 4].

Tinh trang dé khang metronidazole cua H. pylori
¢6 thé khic phuc duoc khi ting lidu va kéo dai thoi
gian ding thudc, ngoai ra khi bd sung bismuth s& co
tac dung cong hudng voi metronidazle 1én vi khuan
[5, 6]. Dya trén co sé nay, mot ) nghién ctu trén
thé gidi cho thay phac do 3 thudc PPIs, amoxicillin,
metronidazole bd sung thém bismuth ¢6 hiéu qua tbt,
dac biét ¢ khu vyc co ty 1€ dé khang metronidazole,
clarithomycin va dé khang kép cao, hiéu qua diéu trj
rat tot trén 95% va it tac dung phu hon so v&i phac
dd 4 thudc chuan chira bismuth [5, 7 - 9].

O Viét nam ndi chung va & khu vuc mién
Trung noi riéng, ty 1¢ dé khang clarithromycin va
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levofloxacin trén 30%, dé khang metronidazole
gan 70% va ty 1&¢ dé khang kép clarithromycin
va metronidazole cao [10 - 14]. Ty 1& d& khang
tetracycline hién nay dang c6 xu huéng tang dan,
trong khi do ty 16 dé khang amoxicillin van con
tuong doi thap [10, 12]. Phac dd diéu tri chu yéu
van str dung phac do 4 thudc chira bismuth véi tac
dung phu kha cao, chua c6 nhidu nghién ctru nao
ap dung phac d6 3 thudc bd sung bismuth, dic biét
& khu vyc mién Trung. Chinh vi vay nghién ctru
nay nhim muc tiéu danh gia hi¢u qua diéu tri va
tac dung phu cua phac d6 3 thudc bd sung bismuth
(RAM-B) ¢ cac bénh nhan c6 bénh ly da day ta
trang nhiém H. pylori.

IL.POI TUQNG VA PHUONG PHAP NGHIEN
cuu

2.1. P6i twong nghién ciu

Bénh nhan tir 18 tudi trd 1én co triéu chimg
duong tiéu hoa trén: kho tiéu, dau bung dén kham
va diéu tri tai Bénh vién truong Pai hoc Y Dugc
Hué dugc chi dinh ndi soi thuc quan - da day - ta
trang thoi gian tir 5/2018 dén 9/2019.

Tiéu chuén chon bénh: (1) Khong ding thudc
khang sinh, bismuth trong vong 4 tuan, thudc khang
tiét (PPIs) trong vong 2 tun. (2) Xét nghiém H.
pylori duong tinh bang test nhanh urease (CLOtest),
doc két qua sau 30 - 60 phut

Tiéu chuan loai trir:Bénh nhan di ing voi cac
thudc; Phy nit ¢o thai; Pa timg diéu trj tiét trir H.
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pylori thét bai; Chdng chi dinh ndi soi da day ta
trang hay khong mudn ni soi.
2.2. Phwong phap nghién ciru

Mot nghién ctu tién ctru dugc thiét 1ap trén cac
bénh nhan déap ung du tiéu chi chon bénh duoc chi
dinh phac dd diéu tri tiét trir H. pylori: Rabeprazole
(Pariet) 20mg x 2 vién/ ngay chia 2 1an, ung trudc
an 30 phat; Amoxicillin (Fabamox) 500 mg x 4 vién/
ngdy chia 2 1an, ung sau an 30 phut; Metronidazole
(Flagyl) 250mg x 6 vién/ ngay chia 2 1an, udng sau
khi an vao budi sang va toi; Bismuth subcitrate
(Trymo) 120 mg x 4 vién/ngay chia 2, ubng trudc
khi an 30 phaut.

Danh gia tac dung phu cuia phac do: tir khi ding
thubc cho dén khi két thic liéu trinh theo bang kiém
hoi bénh nhan,gdm: cam giac dang miéng; néi man
ngua ¢ da; mét moi; budn ndn, ndn; nhire dau; dai
tién long va triéu chimg khac néu co.

Mirc d6 tac dung phu gdom: khong co tac dung
phu; mutrc d6 nhe (khoéng anh hudng dén cong viée
hang ngay); mirc d6 vira (anh huong dén cong viéc
hang ngay); muc d6 ning (c6 thé phai ngung thude)

Danh gia lai két qua tiét trir H. pylori sau khi két
thuc diéu tri 4 tuan trd 1én bang test tho (UBT C13
- Otsuka Nhat ban) hoac test nhanh urease (RUT).

Panh gia dap ung vé 1am sang, nodi soi sau két
thiic diéu tri sau 4 tuan theo phén loai Lanza (LZ)
[12]: LZ0: Niém mac binh thuong; LZ1: Chi c6 mdt
vét trot xudce/chdm xuit huyét & niém mac; LZ2:
C6 1 hodc 2 trot xude/chdm xuit huyét; LZ3: Co
3 - 10 trot xudc/chdm; LZ4: Co trén 10 trot xude/
chdm xuét huyét hodc c6 mot 6 loét.

X 1y s6 lidu bang phan mém SPSS 20.0. Panh
gi4 ty 16 tiét trir, tac dung phu. Phuong phap thong
ké y hoc, khéc biét duoc xem la c6 y nghia thong ké
khi p <0,05.

IIL. KET QUA

bic diém chung ctua 46 bénh nhan véi do tudi
trung binh 44,36 + 15,27, tha‘ip nhét 19 tudi, cao nhat
75 tudi. Ty 1& nam/nit: 0,92 (22/24). Triéu ching
chu yéu caa bénh nhan khi dén kham 1a: dau thuong
vi cao nhit (93,1%), ¢ hoi - ¢ chua (62,1%), budn
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non (48,3%), kho tiéu, chan an. Ton thwong viém
trén nodi soi chiém ty 1€ 81,0%, ton thuong loét
chiém 19,0%.
3.1. Hi¢u qua diéu tri H.pylori va tic dung phu
ciia phac do nghién ciru

Sau khi két thuc liéu trinh, c6 46 bénh nhan tai
kham, hiéu qua diéu tri nhu sau:

Bang 1: Ty ¢ tiét trir H. pylori ¢ bénh nhan
diéu tri phac 46 RAM-B

Két}g“syif‘:itr“ S6 lwgng () | T§ 18 (%)
Am tinh 40 87,0
Duong tinh 6 13,0
Tong 46 100,0

Trong s6 46 bénh nhan tai kham theo hen va xét
nghiém danh gia tinh trang H. pylori, c6 40 bénh
nhéan c6 két qua xét nghiém am tinh, ty 1¢ tiét tru
thanh cong chiém 87,0%.

Bang 2: S6 lugng tac dung phu ¢ bénh nhan
str dung phac 46 RAM-B

téfﬁi‘l"l‘;“fhu Sélwgng | T 18 (%)
Khong co 30 65,2
Mot tac dung phu 6 13,0
Hai tac dung phu 5 10,9
Ba tac dung phu 3 6,5
Bon tac dung phu 2 4,3
Téng 46 100,0

Tac dung phu gip ¢ 34,8% (16/46) bénh nhén, s6
tac dung phu thuong gap la mot va hai tdc dung phu
v6i ty 18 1an luot 13 13,0% va 10,9%. Ty 18 xuit hién
bdn tac dung phu it gdp nhat voi 4,3%.
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Biéu dd 1. Céc tac dung phu cia phac 46 RAM-B

Tac dung phu gap 34,8% (16/46) bénh nhan, chu
yéu 1a mét moi, chong mat, thay ddi vi giac, chiém
ty 1& lan luot 1a 30,4%, 13,0%, 10,9%. Cac triéu
chung tiéu chay, tdo bon it gap, chiém ty 1€ 1a 2,2%.
Cac tac dung phu chu yéu 0 muc do nhe, khong co
truong hop nao mirc d6 ning phai ngimg diéu tri.
3.2. Hi¢u qua lam sang va ndi soi sau diéu tri tiét
trir H. pylori

Bang 3: Cai thién tinh trang viém da day trudc va
sau diéu tri tiét trir H. pylori

Trude Sau diéu
Phéan loai diéu tri tri

(n, %) (n, %)
Lanza 0 0 (0,0) 2 (4,3)
Lanza 1 4(8,7) 18 (39,1)

p<0,05

Lanza 2 7 (15,2) 17 (37,0)
Lanza 3 23 (50,0) 5(10,9)
Lanza 4 12 (26,1) 4 (8,7)
Téng s6 46 (100) | 46 (100)

Ty 1€ Lanza 4 va Lanza 3 da giam r0 rét chi con
8,7% va 10,9% sau diéu tri. Su khac biét thuong tén
niém mac trudc va sau diéu tri ¢6 ¥ nghia théng ké

(p < 0,05).
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IV. BAN LUAN

Viéc diéu tr tiét trir H. pylori hién nay ¢ nudc ta
gap nhiéu khé khan do vén dé dung nap, tac dung phu,
trong d6 quan trong nhét van 14 tinh trang H. pylori d&
khang khang sinh. Cac nghién ctru gan ddy ¢ nudc ta
vakhu vyc mién Trungcho thdy su gia ting rat cao dé
khang khang sinh cua H. pyloridéi véi clarithromycin,
levofloxacin va metronidazole [10, 12, 13].

Céc dong thuan hién nay trén thé gi¢i déu thong
nhit vé wu tién trong str dung phac d6 4 thude co
bismuth trong tiét trir H. pylori & ving dé khang cao
clatrithromycin va da dé khang [2 - 4]. Trong do,
bismuth 1a chit khang khuan khong bi dé khang béi
vi khuan. Ngoai ra, Bismuth cé tac dung hiép dong
cong huong khi phdi hop véi mot sé khang sinh,
tac dung nay khong hé bi anh huéng bai tinh trang
dé khang khang sinh va lam ting nhay cam cua vi
khuédn dbi véi khang sinh d6 [35, 6].

Nhiéu nghién ctru trong nude va trén thé gioi déu
cho thay hiéu qua tiét trir qua phac dd 4 thude co
bismuth khd tt, & ca nhém bénh nhan diéu tri 1an
dau va da timg that bai diéu tri [2, 3], [15 - 18]. Tuy
nhién, phac dd nay c6 mot s6 nhuoc diém 1a tac dung
phu kha nhiéu, bénh nhéan kho dung nap va nguy co
giam hiéu qua khi tinh trang dé khang tetracycline gia
tang va cach st dung kha phuc tap [5, 6, 18].
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Trong khi d6 c6 thé vuot qua dé khang
metronidazole ctia H. pylori khi tang liéu va kéo dai
thoi gian dung thudc, ngoai ra khi bo sung bismuth
s& ¢o tac dung cong huong tiét trir 1én vi khuan.
Mot sb nghién ctru trén thé gidi cho thiy phéac do 3
thude PPI, amoxicillin, metronidazole bd sung thém
bismuth (RAM-B) ¢6 hiéu qua rét tdt, ddc biét & khu
vuce o ty 1 dé khang metronidazole, clarithomycin
va dé khang kép cao, voi ty 18 tiét trir H. pylori hon
95% theo dé cwong nghién ctru, it tac dung phu va
st dung don gian hon [5 - 9].

Nghién ctru cua chung t6i thuc hién tai khu vuc
¢6 tinh trang H. pyloi dé khang cao va phtc tap cho
thiy ty 1é tiét trir H. pylori thanh cong ciia phac d6
RAM-B la 87,0% khi theo doi & nhitng bénh nhan
c6 tai kham theo hen (theo dé cuong nghién ctru).
Ty 1& nay thap hon so vé6i két qua nghién ciru ciia
mot sd nghién ciru trén thé gisi véi két qua tiét
trir theo dé cwong nghién ciru hon 95% [5, 7 - 9].
Diéu nay co thé 1a do sy khac nhau vé yéu to dia 1y,
thoi gian, tinh trang dé khang khang sinh giita cac
nghién ciru. Vi két qua nghién ciru cia ching t6i,
ty 16 tiét trir nhur vay 1 kha t6t va c6 thé chap nhan
duoc khi hiéu qua cua phac d6 3 thudc chuan rat
thip, ngay ca ddi v6i phac dd 4 dong thoi hodc ndi
tiép (dudi 60 - 75%) va khong thap hon hiéu qua
ctia phac d6 4 thude co bismuth véi ty 18 tiét trir tir
90 - 92% [15 - 18].

Ngoai ra, tac dung phu ciia phac d6 RAM-B
trong nghién ctru ctia chung t6i chi c6 34,8%, da s6
1a nhe, thap hon nhiéu so véi tac dung ctia phac do
4 thude c6 bismuth trong nghién ctru ciia cac nghién
clru trong va ngoai nudc co dén 80,4% bénh nhan co
tac dung phu [5, 7, 15 - 18].

Ngoai ty 18 tiét trir H. pylori kha tdt, trong nghién
clru ctia chung ti con cho thay hiéu qua diéu tri cia
phac d6 RAM-B rit t6t khi theo ddi thuong ton trén
lam sang va noi soi thuc quan, da day, ta trang voi
ty 1€ Lanza 4 va Lanza 3 giam r0 rét chi con 8,7%
va 10,9% so véi true khi diéu tri khi bénh nhan dén
tai kham.

Két qua nghién ciru nay cho thdy ¢ khu vuc
c6 ty 1& khang clarithromycin, levofloxacin va dé

126

khang kép cao, xu hudng dé khang tetracycline ting
dan 1én, phac d6 3 thudc chudn bd sung bismuth
(RAM-B) co thé 1a lua chon mdi, hira hen hiéu qua
vdi it tac dung phu.
V. KET LUAN

Phéc d6 3 thude bo sung bismuth (RAM-B) budc
dau cho thay ty 18 tiét trir khd cao & cic bénh nhan
nhiém H. pylori chua diéu tri 1an nao, ¢ it tac dung
phu hon so v6i phac d6 4 thude bismth ¢b dién. Day
c6 thé 1a mot lua chon méi trong diéu tri nhiém H.
pylori. Can c6 thém nhiéu nghién ciru phic do nay &
cac ving dich t& khac nhau va trén cac d6i tuong da
thit bai diéu tri H. pylori.
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