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NGHIEN CU'U KET QUA DIEU TRI CUA PHAC DO
RABEPRAZOLE- BISMUTH- TETRACYCLIN- METRONIDAZOLE &' BENH NHAN
VIEM DA DAY MAN CO HELICOBACTER PYLORI DUO'NG TiNH

Trdin Viéin Huy, Nguyén Thj Minh Triéu
Trudng Pai hoc Y Duroc - Bai hoc Hué

Tém tat

D3t van dé: Phac d6 bon thudc ¢ bismuth gan day dwoc xem 1a mot phac d6 co hiéu qua trong tiét trir
Helicobacter pylori & vung cé ty 1& khang clarithromycine cao, tuy nhién & Viét Nam chua cé nhiéu sé liéu
vé phéac d6 nay. Nghién ctru nay nham xac dinh hiéu qua tiét trir Helicobacter pylori va mot s8 tac dung phu
cla phac d6 4 thubc cé Bismuth trén cac bénh nhan viém da day man. Ddi two'ng va phwong phap nghién
ctru: 98 bénh nhan viém da day man, chan doén bang ndi soi va mé bénh hoc, cé test nhanh urease dwong
tinh. Tat cd bénh nhan dwoc diéu tri bang phac d6 4 thubc cé bismuth: Rabeprazole 20 mg ngay 2 vién, Pepto
bismol ngay 4 vién chia 2, tetracyclin 500 mg ngay 4 vién chia 2 va Metronidazole 250 mg ngay 4 vién chia 2,
trong thoi gian 10 ngay. Két qua: Ty | tiét trir H. Pylori la 91,8% theo phan tich ITT va 94,7% theo phan tich
PP. Ty |& tuan tha diéu trj cao (96,9%). Tac dung phu nhe va tu hét. K&t luan: Phac d6 4 thudc cé bismuth cé
hiéu qUa tiét trir H. Pylori cao va dung nap t6t trén cac bénh nhan viém da day man & mién Trung Viét nam.

Tir khéa: Helicobacter pylori, phdc dé 4 thuéc, bismuth.

Abstract

STUDY OF HELICOBACTER PYLORI ERADICATION RATE OF BISMUTH-
CONTAINING QUADRUPLE REGIMEN IN PATIENTS
WITH CHRONIC GASTRITIS

Tran Van Huy, Nguyen Thi Minh Trieu
Hue University of Medicine and Pharmacy - Hue University

Background: Quadruple therapy with bismuth was considered as a promising regimen in the eradication
of Helicobacter pylori in the population with clarithromycine- resistant high rate, but data in Vietnam was
still limited. This study is aimed at determining the eradication rate of quadruple regimen and its side effects
in the patients with chronic gastritis. Patients and methods: 98 patients with chronic gastritis histologically
diagnosed and postive with rapid urease test were enrolled. Patients received Rabeprazole 20 mg bid, Pepto
bismol 2tab bid, tetracyclin 1000 mg bid and Metronidazole 550 mg bid for 10 days. Results: Eradication rates
of quadruple regimens with bismuth were 91.8% in ITT analysis and 94.7% in PP analysis. Rate of compliance
was 96.9%. The side effects were minor and transient. Conclusion: Quadruple regimen with bismuth showed
a high rate of H. pylori eradication and a good tolerance in patients with chronic gastritis in central Vietnam.

Key words: Helicobacter pylori, quadruple regimen, bismuth.

1. DAT VAN BE

Viém da day man do Helicobacter pylori (H.pylori)
13 nguyén nhan quan trong nhat gay ung thu da day.
Thach thirc 1dn nhat hién nay trong tiét trir Helico-
bacter pylori chinh la tinh trang Helicobacter pylori
khdng thubc, nhat la khang Clarithromycin [11].
Chinh vi vay céc phac d6 tiét trir Helicobacter py-

- Dia chi lién hé: Trén Vén Huy, email: bstranvanhuy@gmail.com

Jori c6 dién gdbm 3 thudc (rc ché bom Proton+Amo
xicillin+Clarithromycin) c¢ ty |& tiét trir con rat thap
khoang70-80%, c6 nghién ctru chi con khoang 55%.
Nhiéu khuyén cdo cua thé gidi va trong nudc vé sl
dung phac d6 4 thudc cé bismuth, trong dé theo
Maastricht IV khuyén cdo vé phac d6 4 thubc cé
bismuth 18 mot trong ba diéu tri dau tay & khu vy

DOI: 10.34071/jmp.2016.3.5

- Ngay nhéan bai: 12/4/2016; Ngay déng y ddng: 15/6/2016; Ngay xudt bén: 12/7/2016

JOURNAL OF MEDICINE AND PHARMACY 31 I



Tap chi Y Duoc hoc - Trwdng Bai hoc Y Duoc Hué - Tap 6, s6 3 - thdng 7/2016

c6 ty 1& khang Clarithromycin cao. Phac d6 4 thudc
¢6 bismuth co ti lé tiét trir Helicobacter pylori thanh
cong cao. Trong khi d6 & nudc ta cd it nghién clru
vé phac d6 4 thubc cé bismuth. Dé tai: “Nghién ciru
két quad diéu tri cua phdc dé Rabeprazole- Bismuth-
Tetracyclin- Metronidazole & bénh nhén viém da
day man cé Helicobacter pylori dwong tinh” duoc
thwc hién vdi 2 muc tiéu sau:

- Khdo sdt ty Ié tiét trir Helicobacter pylori &
bénh nhdn viém da day man cta phdc d6 4 thuéc
c6 bismuth(Rabeprazole-Bismuth- Tetracyclin- Met-
ronidazole)

-Tim hiéu cdc tdc dung phu cta phdc d6 4
thuéc nay.

2. 901 TUQNG VA PHUO'NG PHAP NGHIEN CU'U

2.1. B6i twong nghién ciru

Nghién ctru thuc hién trén cdc bénh nhan duoc
chan dodn viém da day man, Helicobacter pylori
(+), trén 18 tudi dén kham va diéu trj tai Bénh vién
Trudng Dai hoc Y Duoc Hué, tir 5/2014 — 8/2015.

2.1.1. Tiéu chuén chon bénh

- Bénh nhan duoc chan dodn viém da day manbang
ndi soi va mo6 bénh hoc.

- Chan dodn Helicobacter pylori dwong tinh bang
test nhanh urease (CLO-test) duong tinh.

- Bénh nhan déng y tham gia nghién ctru.

2.1.2. C& mdu nghién ciru

Ap dung cong thirc tinh ¢& mau: n = -

Mrc tin cdy mong mudn 13 95%, ta ¢ z =1,96.

Chap nhan mrc chinh xac cta nghién ctru 13 0,1.

Theo cédc nghién clru hiéu qua tiét trir cha phac
dd 4 thudc, ty |18 tiét trir trong khodng 80%-95%. Ta
chon ty |é thap nhat tinh ¢c& mau. Tacé n= = 61,47.
Vay ta chon ¢& |én hon 62. C& mau nghién ctu clia
chuing t6i la 98 bénh nhan.

2.1.3. Tiéu chudn loai triv

- Bénh nhan khéng dung cac thuéc khang sinh
va khang tiét sau trong vong 4 tuan trwdc lic chan
dodn, cd tién sir di (rng v&i mét trong cac thuée cla
phéc d6 didu tri.

- Tién str c6 didu tri vdi phic do diét H.pylori

2.2. Phuwong phap nghién ctru

2.2.1. Thiét ké nghién ciru: Nghién ciru tién ciru

2.2.2. Phuworng phdp thu thép sé liéu

2.2.2.1.Cdc théng s6 nghién cttu chinh

- Két qua tiét trir H. pylori

- Ty 1& tudn thd hay khéng tuén thu diéu tri

-Cactidcdung phu clia phdc d6 (RBTM) va mirc dd

2.2.2.2. Phuwong phdp thu thép s6 liéu

Thu thép sé liéu vé Idm sang

Cac triéu chirng lam sang: Kham, hoi bénh nhan

22 p(1-p)
2
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va ghi nhan, danh gia triéu chirng 1am sang.

Thu thép s liéu vé néi soi

Noi soi da day dworc thuc hién bdi cac bac sicla
Trung tam Noi soi Tiéu hoa, Bénh vién Truong Dai
hoc Y Dugc Hué.

- Ghi nhan cdc hinh anh t6n thuwong trén ndi soi:

Phu ng, sung huyét, trot phang, trot 16i, thay ludi

mach mau, chdm xuat huyét...

Thu thép két qua test nhanh urease (CLO-test)

- Trang thiét bi st dung:

+Test nhanh Urease (CLO-test) clia cong ty Viét A.

+ Thudc thir tir mau vang chuyén sang mau dé tim
hoac hdng canh sen trong vong 30 phut 13 duong tinh.

Tién hanh diéu tri va thu thap sé liéu

Phdc d6 diéu tri gbm: Rabeprazole, bismuth,
tetracyclin, metronidazole (RBTM).

- Rabeprazole vién 20mg x 2 vién/ngay

- Bismuth vién 120mg vién x 4vién/ngay

- Tetracyclin vién 500mg x 4 vién/ngay

- Metronidazole vién 250mg x 4 vién/ ngay

Thaoi gian diéu tri cla phac d6: 10 ngay.

Thu thép sé liéu vé tudn tha diéu tri va tdc dung
phu cta thuéc

Ghinhan ty & bénh nhan theo ddi dwoc va tuan thd
diéu tri lam co s& cho tinh ty |8 tiét trir H.pylori theo y
dinh diéu trj (ITT) va theo dé cuong nghién ctru (PP)

Sau 10 ngay diéu tri bénh nhan tai kham va ghi
nhan cac tac dung phu cla thudc: nhirc dau, chéng
mat, tiéu chdy, tdo bon, budn nén, chan an,dau
bung, di cau phan sdm mau, vi kim loai triéu chirng
khac (néu cd).

Cac tac dung phu duoc danh gia theo 3 mic d6
khéng,nhe, vira, ndng nhu phan triéu chirng 1am sang.

Thu thép, dénh gid vé ti I¢ tiét trir Helicobacter pylori

Danh gia kha nang tiét trlr H.pylori: bénh nhan
duwoc ndi soi va lam Clo-test [an 2, danh gid va ghi nhan:

- Clo-test: am tinh, dwong tinh.

- Tir d6 tinh ty | tiét trir H. pylori theo 2 phan
tich PPva ITT.

2.2.3. Phworng phdp xt¥ ly sé liéu

- TAt ca s6 liéu thu thap dwoc qua nghién ctru xt
ly bang phan mém Excel 2007, SPSS 16.0 va Medcalc.

3. KET QUA NGHIEN cU'U

Qua nghién ctru 98 bénh nhan viém da day man
Helicobacter pylori (+) diéu tri bang phac d6 RBMT tai
Bénh vién Trudng Dai hoc Y Duoc Hué tir thang 4/2014-
8/2015, ching t6i thu dwoc mét s6 két qua nhu sau:

3.1. Pac diém chung cta déi twg'ng nghién ciru

3.1.1. Tuéi cua bénh nhén

Tubi trung binh cia nhém nghién ciru 13 44,06 +
12,86, tudi thap nhat 19 va cao nhéat 1a 73 tuédi.
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3.1.2. Ddc diém lém sang
C4c triéu chirng 1am sang

Bang 3.1. Ty |& triéu chirng 1am sang

Triéu chirng 1am sang S6 lvong(n) Ty 1&(%)
Pau thugng vi 84 85,7
Q chua, ¢ hoi 53 54,1
Day bung, chdm tiéu 28 28,6
Budn nén, nén 23 23,5
Nong rat thuwgng vi 27 27,6

Ty |& triéu chirng dau thugng vi cao nhat 85,7%,
tiép theo la triéu chirng ¢ chua o hoi 54,1% va thap
nhat 13 triéu chirng budn ndn 23,5%.

3.2. Hiéu qua tiét trir Helicobacter pylori va tac
dung phu clia phéc d6

3.2.1. Tinh hinh theo d6i bénh nhén

Nghién ciru 98 bénh nhan viém da day man

3.2.2. Hiéu qud tiét trir cda phdc dé RBMT

H.pylori (+), sau ngwng diéu tri 1 thang tai khdam
mau nghién ctu con 95 bénh nhan, 3 bénh nhan
khéng tuan tha diéu tri. Ty & bénh nhan tuan thu
diéu trj 96,9%.

Ty |é tiét trir H.pylori thanh cong dugc tinh theo
y dinh diéu tri (ITT: Intention To Treat), va dugc tinh
theo dé cuong nghién ctru (PP: Per Protocol).

Bang 3.2. Ty |& tiét trir H.Pylori theo y dinh diéu tri va theo dé cwong nghién ctru

Phan tich Theo y dinh diéu tri Theo dé cwong nghién ciru

Clotest N Ty 18(%) n Ty 18(%)
Am tinh 90 91,8 90 94,7
Duong tinh 8 8,2 5 5,3
Téng 98 100 95 100

Sau 1 thang cé 3 bénh nhan khong tai kham
déanh gid hiéu qua tiét trir, khéng c6 bénh nhan bé
tri vi tdc dung phu ctia thuéc.

Ty |é tiét trir H.pylori cla phac d6 RBMT theo
phan tich ITT va theo PP [an luot 14 91,8% va 94,7%.

3.2.3. Cdc tdc dung phu caa phdc d6

Nghién ctru 98 bénh nhan cé 3 bénh nhan bo trj
khong tai kham va khéng ghi nhan dwgc tac dung
phu, 95 bénh nhan tai kham va ghi nhan céac tac
dung phucta phic d6 RBMT.

Bang 3.3. Ty |& tac dung phu cla phac d6

Tac dung phu S6 lwong(n) Tylé%
Co 36 37,9
Khong 59 62,1
Mét méi 27 28,4
Nhire dau 15 15,8
Budn ndn, nén 8 8,4
Tiéu chay 2 2,1
Chan an 18 18,9
Pau bung 3 3,2
Tao bon 5 5,3
Di ciu phan tdi 3 3,2
Vi miéng kim loai 8 8,4
Khoé miéng 8 8,4
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Bénh nhan cé xuat hién tac dung phu 13 36 chiém
ty 1& 37,9%.

Tac dung phu hay gap la mét mai, chan an, nhirc
dau chiém ty 18 [an luot 13 28,4%, 18,9% va 15,8%,
th&p nhat |3 tiéu chay chiém ty 18 2,1%.

4. BAN LUAN

Nghién cru 98 bénh nhan viém da day man H.pylori
(+), sau ngung diéu tri 1 thang tai khdm mau nghién
ctru con 95 bénh nhan, 3 bénh nhan khong tuan thu
diéu tri. Ty 1& bénh nhan tudn thd diéu tri cao 96,9%.

4.1. Hiéu qua tiét trir cha phac d6 RBMT

Nghién ctru ca chung t6i, ty |é tiét trir H.pylori
cla phac d6 RBMT theo phéan tich ITT va theo PP [an
luot 13 91,8% va 94,7%. Két qua nay tuong duong
v@i nhidu nghién cru trong va ngoai nudec.

Theo Rimbara.E va Graham.DY phdc d6 4 thuéc
c6 bismuth gébm PPI+ BMT c6 thé dung 10- 14 ngay
duogc chi dinh co ty 1é tiét trlr > 92%. Phac do 4
thuéc cé bismuth cling dugc khuyén céo lyu chon
dau tién ngay ca trong khu vure khdng clarithromycin
cao (> 20%) va cling dwoc xem la lya chon dong thir
2 khi chua diéu tri va & khu vue khdng thap theo the
Maastricht IV.

Theo khuyén cdo cta Hoi khoa hoc tiéu hda Viét
Nam nam 2013, phac do tiét trir H.pylori lan dau:
Mién Bac cé thé s dung phac dd6 PPI+AC, Mién
Nam nén st dung phéc d6 ndi ti€p hodc phac dd
4 thuéc (cé hodc khéng cé Bismuth) sit dung déng
thoi. Va khi khu vue c6 ty 1& khang Clarithromycin
> 20%, phac d6 4 thudc cé Bismuth sy lwa chon
d3u tay [11]. O mién Trung: theo Phan Trung Nam
va cs (2013) ty lé khang Clarithromycin la 42,9%,
khang Levofloxacin la 44,6% [7]. Thém vao d¢, theo
L& Minh Tan va cs (2013), phac d6 ndi tiép ty | tiét
trir 73,8%. Ty |& tiét trir cha phac d6 4 thubc khdng
cé Bismuth cao 88,7% tuy nhién lam gia tang ching
H.pylori da dé khang [16]. Do d6, phac d6 RBMT la
chi dinh hop ly trong tinh trang nay.

Theo Nguyén Thuy Vinh hiéu qua tiét trir cla
phdc d6 EBTM 86,7%, cla phac d6 EAC 80,7% [10].

Malfertheiner.P, Bazzoli.F va cs nghién ctru trén
440 bénh nhan & Chau Au vé&i phac d6 4 thudc
10 ngay va 3 thudc 7 ngay. Phiac d6 4 thudc gom:
Omeprazole, bismuth subcitrate, metronidazole
and tetracycline. Phac d6 3 thu6c gbm: omeprazole,
amoxicillin va clarithromycin. Ty | tiét trir phdc d6 4
thu6c va 3 thudc [an luot 1a 93% va 68% [15].

Nghién ctru Hsu.P.l, Chen.W.C va cs liéu phap 10
ngay vai PPI, Bismuth, Tetracycline, Levofloxacin cé
ty 18 tiét trir H.pylori cao sau that bai cla phac d6
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ndi ti€p. Ty |é tiét trir 95,8% ca theo ITT va PP. Tac gia
khuyén cdo phac d6 1a lva chon tét véi vung khang
clarithromycin cao[17].

Vi sao phéac d6 cé Bismuth RBMT hiéu qud van
cao trong béi canh H.pylori khang thudc ngay cang
tdng, cho dén nay viéc giai thich van chua rd rang,
cdc nghién clru nhan thay Bismuth gy (rc ché téng
hop va hoat déng chirc ndng cla mang té bao vi
khuan, (rc ché sy tdng hop ATP, ngoai ra hop chat
Bismuth con trc ché sy bam dinh H.pylori trén niém
mac da day, &c ché& cac enzym do vi khuan naytiét
ra nhu: urease, catalase, lipase/phospholipase lam
ngan can sy phat trién cda vi khuin. Cho dén hién
nay, van chua thay ching vi khuan H.pylori khing
Bismuth duoc bdo cdo. Mot dac tinh dwgec dong hoc
nita cOaBismuthlalam tdng hiéu qua tiét trir khi phdi
hop vai cdc khang sinh Amoxycilin, Clarithromycin,
Metronidazole va Cycline (Tetracycline, Doxycycilin)
[6]. Tetracycline la khang sinh co ti 1&é khang thuéc
rat thap do cd dén 3 rao can di truyén khang thudc.
Metronidazole trong cac nghién ctru hién nay trén
in vitro ti I& khang cao, tuy nhién trén thuc té€ I1am
sang co thé tang hiéu qua qua viéc tang liéu luvong
thudc [13]

4.2, Vé tac dung phu ctia phac d6

Mot van dé trd ngai cia phac d6 RBMT la tac
dung phu, ghi nhan cac nghién ctu ty 1& xuat hién
tac dung phu khoang 30-40%, day la nguyén nhan
chinh khién that bai d&i vai viéc diéu tri phac d6 co
Bismuth. Trong nghién ciru cla ching toi, ty 1& xuat
hién it nhat mot tac dung phu la 37,9%. Tac dung
phu hay gdp 1a mét mdi, chan an, nhirc dau chiém
ty 1é [an lwot 13 28,4%, 18,9% va 15,8%, thap nhat
|a tiéu chay chiém ty 1& 2,1%, cac tac dung phu khac
nhu: vi kim loai, chan an,kh6é miéng cling xuat hién
ty 1& twong ddi thap. Céc tac dung phu chi yéu &
murc do nhe, 9 truwdong hop cé 1 tac dung phu mic
do6 vura, khéng cd triéu chirng tac dung phu mirc d6
nang. Tac dung phu bat dau vao ngay thi 3 cla diéu
tri, bi€n mat sau khi ngwng diéu tri. Khong cé bénh
nhan bo tri vi tdc dung phu cla thudc, 3 bénh nhan
khong tai kham vi sg ndi soi.

So vdi cac nghién clru nudc ngoai thi ti lé tac
dung phu clia ching t6i cao hon:

Theo Zhang Y, Gao W va cong sy (2014) tac dung
phu cla phac d6 4 thudc RTFB bao gém sét, chdng
mat, phat ban da gdp 35/109 (32%) bénh nhan va bi
mat di khi hét liéu trinh diéu tri [19]. Nhiéu bao cdo
gan day cho thay Bismuth |3 an toan va dung nap t6t
trong diéu trj H.pylori. Theo Barclay.L (2009) trén the
World Journal of Gastroenterology cho rang Bismuth
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diéu trj diét H.pylori an toan va dung nap tét, chi cé
tdc dung phu di cau phan sdm mau gip trong nhiéu
truong hop[11].

5. KET LUAN

- Phac d6 RBTM co ty |é tiét trir Helicobacter
pylori cao 91,8% theo phan tich ITT va 94,7% theo
phén tich PP.

- Phac d6 RBTM c6 ty 1& dung nap cao 96,9%,

khoéng cd bénh nhan bé tri do tac dung phu cla thudc.

- Ty |& xudt hién it nhdt mot tac dung phu la
37,9%. Cac tac dung phu chl yéu & mic dé nhe,
bién mat sau khi ngung diéu tri.

6. KIEN NGH|

Phéc d6 Rabeprazole- Bismuth- Tetracyclin- Metroni-
dazole (RBTM) nén duoc xem la lya chon dau tay trong
diéu trj tiét trir H. pylori & khu vire Mién Trung Viét nam.
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